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Abstract  Lymphocytic  thrombophilic  arteritis  is  a  recently  described  entity,  histopatho-
logically  characterized  by  lymphocytic  vasculitis  that  affects  the  arterioles  of  the
dermo-hypodermic  junction,  associated  with  deposition  of  fibrin  and  a  luminal  fibrin  ring.  A
49-year-old  female  patient  presented  with  achromic  maculae  and  a  well-defined  ulcer  on  the
medial aspect  of  the  left  lower  limb.  The  biopsy  showed  intense  inflammatory  infiltrate  in  the
papillary dermis  with  a  predominance  of  lymphocytes,  and  medium-caliber  vessels  surrounded
by mononuclear  infiltrates  in  the  deep  reticular  dermis.  Masson’s  trichrome  staining  showed
intense destruction  of  the  muscle  layer  of  the  vascular  wall  and  a  fibrin  ring.  Good  clinical
response was  attained  with  azathioprine.  The  authors  believe  that  the  ulceration  might  be

another clinical  presentation  or  represent  an  atypical  progression  of  this  condition.
© 2021  Sociedade  Brasileira  de  Dermatologia.  Published  by  Elsevier  España,  S.L.U.  This  is  an
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ymphocytic  thrombophilic  arteritis  (LTA),  or  macular
ymphocytic  arteritis,  is  a  recently  described  entity,
istopathologically  characterized  by  lymphocytic  vasculitis
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hat  affects  arterioles  of  the  dermo-hypodermic  junction,
ssociated  with  the  deposition  of  fibrin  and  a  luminal  fibrin
ing.1,2 We  describe  a case  of  LTA  with  ulcers  in  the  lower
imbs.

ase report

 previously  healthy  49-year-old  female  patient  started  to
how  erythematous  maculae  on  her  lower  limbs  17  months

go  and  had  been  followed  at  our  service  for  11  months.
he  had  been  treated  at  another  service  with  prednisone
.5  mg/kg//day  for  a  short  period  after  a  skin  biopsy,  which
esulted  in  the  development  of  an  ulcer.
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Figure  1  Achromic  maculae  with  well-defined  edges,  Milian’s
white atrophy,  erythematous  maculae,  and  an  ulcer  measuring
1.5 cm  in  diameter,  on  the  medial  aspect  of  the  left  lower  limb.

Figure  2  In  the  papillary  dermis,  intense  inflammatory  infil-
trate  with  a  predominance  of  lymphocytes  is  shown,  without
compromising  the  epidermis.  In  the  deep  reticular  dermis,
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Figure  3  The  detail  shows  three  vessels  with  wall  involve-
ment  by  the  inflammatory  infiltrate,  with  a  predominance  of
lymphocytes  and  an  amorphous  eosinophilic  substance  in  the
lumen,  suggestive  of  fibrin  (Hematoxylin  &  eosin,  ×400).

Figure  4  The  use  of  Masson’s  trichrome  staining  shows  that
the destruction  of  the  vascular  wall  and  muscle  layer  was
intense,  since  no  smooth  muscle  fiber  stained  in  red  is  observed,
and the  amorphous  material  in  the  lumen  is  stained  red,  charac-
terizing  the  aspect  of  ‘‘fibrin  ring’’  (Masson’s  trichrome,  ×400).

Figure  5  Using  Verhoeff’s  method  for  elastic  fibers,  it  can
be observed  that  elastic  fibers  are  found  close  to  the  lumen
and interspersed  with  the  ‘‘fibrin  ring’’,  suggesting  that  these
v
o

edium-caliber  vessels  surrounded  by  mononuclear  infiltrates
re shown  (Hematoxylin  &  eosin,  ×40).

At  the  examination,  she  had  well-defined  achromic
aculae,  compatible  with  Milian’s  white  atrophy  and  ery-

hematous  maculae,  in  addition  to  an  ulcer  measuring  1.5  cm
n  diameter,  with  well-defined  and  erythematous  edges  with

 fibrinous  bottom,  on  the  medial  aspect  of  the  left  lower
imb  (Fig.  1).

We  chose  not  to  perform  a  new  biopsy  due  to  the  patient’s
oor  circulation  status.  A  review  of  the  initial  biopsy  showed
ntense  lymphocytic  inflammatory  infiltrate  in  the  papillary

ermis  (Fig.  2),  vessels  with  a  predominantly  lymphocytic
nflammatory  infiltrate  in  the  deep  reticular  dermis  and  the
resence  of  fibrin  (Fig.  3)  in  the  lumen.  Masson’s  trichrome
taining  showed  the  amorphous  material  stained  in  red,
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essels  are  arteries  and  characterizing  the  histological  picture
f lymphocytic  thrombophilic  arteritis  (Verhoeff,  ×400).

haracterizing  the  aspect  of  a  ‘‘fibrin  ring’’  (Fig.  4).  The

erhoeff  staining  method  showed  elastic  fibers  close  to  the
umen  and  interspersed  in  the  ‘‘fibrin  ring’’,  characterizing
rteries,  with  a  histopathological  picture  of  LTA  (Fig.  5).
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igure  6  Good  clinical  response  after  increasing  the  azathio-
rine dose  to  250  mg.

Laboratory  tests  such  as  ANA,  anti-DNA,  anticardi-
lipin  antibody,  Antibodies  to  Extractable  Nuclear  Antigens
anti-ENA),  Anti-Neutrophil  Cytoplasmic  Antibodies  (ANCA),
omplement,  cryoglobulins,  Erythrocyte  Sedimentation
ate  (ESR),  as  well  as  general  exams  and  liver  and  kidney
unction  tests  were  normal.  Arterial  and  venous  Doppler
ltrasound  assessment  disclosed  venous  insufficiency  in  the
eft  lower  limb.

Three  short  cycles  of  prednisone  (0.5  mg/kg/day)  were
dministered  and  50  mg/day  of  dapsone  was  started,  gradu-
lly  increasing  the  dose  to  150  mg/day.  However,  the  patient
eveloped  spontaneous  ulcers  in  the  lower  limbs.  Dap-
one  was  discontinued  and  azathioprine  100  mg/day  was
ntroduced,  in  addition  to  20  mg/day  of  prednisone  and
aintenance  of  local  care,  with  ulcer  healing  and  pain

elief  in  one  month.  After  5  months  of  follow-up,  new
esions  appeared,  and  an  increase  in  the  dose  of  azathioprine
o  250  mg  was  prescribed,  finally  showing  a  good  clinical
esponse  (Fig.  6).

iscussion

TA  was  first  described  as  a  macular  arteritis  in  2003,
y  Fein  et  al.,  after  the  report  of  three  female  patients
ith  an  asymptomatic  hyperpigmented  macular  eruption,
ith  no  consistent  association  with  serological  abnormal-

ties  or  autoimmune  diseases  of  the  connective  tissue.3

istopathologically,  it  was  characterized  as  a  lymphocytic

rteritis  in  the  reticular  dermis  and  hypodermis,  with  lumi-
al  occlusion.3

Subsequently,  Lee  et  al.  suggested  the  term  LTA,  due  to
he  heterogeneity  of  clinical  presentation  with  the  same
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istopathological  alterations.  Its  association  with  Cutaneous
olyarteritis  Nodosa  (cPAN)  has  been  debated  since  the
ntity  was  described,  and  there  is  no  consensus  in  the
iterature.2 Ishibashi  and  Chen  described  arteritis  alter-
tions  in  patients  with  cPAN  as  a  four-stage  process  (acute,
ubacute,  under  repair,  and  healed).  In  the  subacute  stage,
oncentric  fibrinoid  necrosis  of  the  intima  and  polymorphous
nflammatory  infiltrate  comprising  not  only  neutrophils,  but
lso  lymphocytes  and  histiocytes  have  been  described.4

lassically,  LTA  is  associated  with  a  dense  lymphocytic
nfiltrate  and  a  luminal  fibrin  ring.5 Although  there  is  no
onsensus  in  the  literature,  some  authors  believe  that  LTA
s  a  latent  form  or  a  final  stage  of  PAN,  or  even  a  differ-
nt  entity.6,7 No  association  with  this  condition  has  been
bserved  so  far  in  our  patient.

As  for  the  clinical  picture,  hyperchromic  macules  in
he  lower  limbs  and,  more  rarely,  in  the  upper  limbs  are
bserved,  especially  in  women  over  40  years  old,  in  addi-
ion  to  livedo  racemosa/reticularis  or  nodules,  reinforcing
he  clinical  similarity  to  PAN.  The  reported  patient  was  in  the
ge  range  compatible  with  the  previously  described  cases,
ith  maculae  and  ulcers,  but  without  livedo  or  nodules.
oreover,  the  patient  also  had  poor  local  circulation.2,3,8,9

TA  can  be  associated  with  thrombophilic  alterations,  such
s  increased  antiphospholipid  antibodies  and  anticardiolipin
ntibodies,  increased  antinuclear  antibodies,  in  addition  to
levated  ESR,  findings  not  observed  in  the  described  case.2,8

Due  to  the  scarcity  of  cases  in  the  literature,  there
s  still  no  consensus  regarding  the  therapeutic  options  for
his  new  entity.  There  are  reports  of  treatment  with  pred-
isone  alone  or  in  combination  with  cyclophosphamide,
tovaquone,  pentoxifylline,  aspirin/doxycycline,  dapsone,
r  narrow-band  ultraviolet  light  B  (NBUVB),  in  addition  to
eports  of  improvement  in  untreated  lesions.1,5,9

After  a literature  review,  two  LTA  reports  were  found,
howing  ulcers  in  the  lower  limbs,  which  were  histopatho-
ogically  compatible  with  the  diagnosis.9,10 Llamas-Velasco
t  al.  described  a  case  of  a  25-year-old  woman  without
enous  insufficiency  signs  and  symptoms,  who  developed

 non-traumatic  ulcer  on  the  lower  limbs  with  an  LTA-
ompatible  biopsy,  which  showed  clinical  improvement
fter  42  months  of  treatment  with  pentoxifylline  and
rednisone.10 The  authors  believe  the  ulcer  was  caused  by
schemic  damage,  secondary  to  the  presence  of  a  chronic
ymphocytic  vascular  lesion,  associated  with  local  condi-
ions,  such  as  poor  collateral  blood  circulation  or  increased
enous  pressure.10 In  the  present  case,  the  biopsy  was
erformed  on  a  macular  lesion,  which  developed  into  an
lcer  after  the  procedure  and  Doppler  ultrasound  assess-
ent  showed  venous  insufficiency,  which  could  indicate  an

lcerous  lesion  secondary  to  stasis;  however,  one  can  also
peculate  it  was  an  atypical  evolution  of  arteritis,  as  it  was
ainful  and  healed  with  immunosuppressive  therapy,  in  addi-
ion  to  the  fact  that  venous  insufficiency  has  already  been
mplicated  in  the  literature  as  a  possible  etiopathogenic  fac-
or  of  LTA.10

Clinically,  differentiation  from  cPAN  is  also  possible,
here  painful  ulcerated  lesions  are  more  characteristic  and
heir  resolution  depends  on  aggressive  immunosuppressive
reatment.  In  this  case,  the  differentiation  was  histopatho-
ogical,  but  one  cannot  rule  out  the  association  between
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10. Llamas-Velasco M, García-Martín P, Sanchez-Perez J, Sotomayor
J.S.  Kim,  V.R.  Godofre

he  two  conditions,  previously  mentioned  as  being  possibly
ssociated.

The  present  report  describes  a  rare  case  of  a  middle-aged
aucasian  woman  with  painful  ulcerations,  which  may  be
nother  clinical  presentation  of  LTA  or  represent  an  atyp-
cal  progression  of  this  condition.  Moreover,  this  condition
sually  has  an  indolent  course  with  variable  response  to
reatment,  sometimes  showing  improvement  without  any
reatment,  unlike  the  reported  patient,  who  only  responded
fter  several  months  of  250  mg/day  of  azathioprine.
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