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eparin-induced bullous hemorrhagic
ermatosis�
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bbreviation

ARS-CoV-2  severe  acute  respiratory  syndrome  coronavirus
2

ntroduction

on-fractional  heparin  and  low-molecular  weight  heparin
re  frequently  used  in  the  treatment  and  prevention  of
hrombotic  disorders  [1].  Recently,  they  are  widely  used
n  the  treatment  of  severe  acute  respiratory  syndrome
oronavirus  2  (SARS-CoV-2)  infection.  However,  several  cuta-
eous  adverse  reactions  to  heparin  are  reported  such  as:
ematoma,  ecchymosis,  skin  necrosis,  urticaria  [2].  Bullous
emorrhagic  dermatosis  is  a  rare  reaction  associated  with
eparin.  It  was  first  described  in  2006,  with  less  than  90
ases  reported  through  literature  [2,3].  We  report  a  case  of
ullous  hemorrhagic  dermatosis  occurring  4  days  after  the
ntroduction  of  heparin  therapy.

ase  report

 75-year-old  man,  with  a  history  of  high  blood  pressure,
hronic  obstructive  pulmonary  disease  and  atrial  fibrilla-
ion  treated  by  digoxin  0.25  mg,  aspirin  250  mg  and  inhaled
orticosteroids,  was  referred  to  the  Cardiology  Emer-
ency  Department  for  chest  pain.  The  diagnosis  of  acute
oronary  syndrome  was  established  and  the  patient  was
reated  by  thrombolyse  within  the  first  hour.  He  received
nfractionated  heparin  as  a  loading  dose  followed  by  low-
olecular-weight  heparin  (enoxaparin)  at  curative  dose

6000  UI  [60  mg]/0.6  mL  twice  per  day).
After  four  days,  the  patient  developed  bubbles  and

emorrhagic  vesicles,  with  a  diameter  varying  from
.5  to  1.5  cm,  on  both  arms  and  legs.  These  lesions
ere  located  far  from  the  heparin  injection  sites.  Some
ubbles  were  eroded,  giving  way  to  bright  red  blood

Fig.  1a).  Light-polarized  dermoscopy  examination  con-
rmed  the  hemorrhagic  character  of  these  bubbles  and
esicles  (Fig.  1b and  c).  Mucous  membranes  were  healthy.

� This case has been declared to pharmacovigilance center of
onastir (Tunisia) on 29 March 2021 under the number 25/21.

a
a
h
w
a
b

Please  cite  this  article  as:  D.  Hamdi,  M.  Korbi,  D.  Sahnoun  e
Therapies,  https://doi.org/10.1016/j.therap.2022.02.007
iological  examinations  (especially  blood  formula  numer-
tion,  hepatic  and  renal  functions)  were  within  normal
evels.  Hemostasis  evaluation  showed  a  low  prothrombin
ime  level  and  a  prolongated  kaolin  clotting  time.  D-dimere,
actor  V,  protein  C  and  fibrinogen  were  within  normal  levels.
nti-PF4  antibodies  were  not  detected.  Anti-Xa  activity
as  slightly  elevated.  The  diagnosis  of  heparin-induced
ullous  hemorrhagic  dermatosis  was  evoked.  The  decision
as  to  withdraw  the  heparin  and  monitor  the  patient
losely.  Ten  days  later,  a  complete  healing  of  skin  lesions,
ssociated  with  normalized  coagulation  laboratory  results,
as  observed  and  no  new  bubble  was  noted.

iscussion

linical  lesions  of  our  patient  were  typical  and  the  diagno-
is  of  bullous  hemorrhagic  dermatosis  reaction  to  heparin
as  supported  by  the  average  duration  to  onset  which  was

n  accordance  with  previous  reported  cases,  ranging  from  1
o  30  days  [4].  We  retained  the  imputability  of  heparin  as
ery  suggestive  (C3S3I4)  [5]. The  main  differential  diagnoses
nclude  leukocytoclastic  vasculitis  and  heparin-induced  skin
ecrosis  which  can  be  easily  ruled  out  based  on  clinical  pre-
entation,  dermoscopy  features  and  even  skin  biopsy.

The  mechanism  of  bullous  hemorrhagic  dermatosis
emains  unknown.  Proposed  hypotheses  included  over-
nticoagulation,  hypersensitivity,  and  idiosyncratic  reaction
1].  Our  patient  developed  a  disorder  in  coagulation  lab-
ratory  results  which  were  normalized  10  days  after
eparin-withdrawal.  So,  over-anticoagulation  seems  to  be
s  a  possible  mechanism  in  the  development  of  bullous  hem-
rrhagic  dermatosis  in  our  patient.

Bullous  hemorrhagic  dermatosis  often  occurs  on  extrem-
ties  with  a  male  predominance,  as  well  as  in  our  patient
1,4].

This  dermatosis  has  a good  prognosis  [1]. In  fact,  lesions
an  disappear  even  when  heparin  treatment  is  continued
4].  However,  the  risk  of  intracranial  hemorrhage  has  been
arely  reported  in  association  with  bullous  hemorrhagic  der-
atosis  [6].  In  our  case,  heparin-withdrawal  was  mandatory
ecause  of  the  high  number  of  bubbles,  the  risk  of  cuta-
eous  infection  and  the  modification  of  coagulation  study
esults.  Finally,  it  seems  that  bullous  hemorrhagic  dermato-
is  is  under-reported  because  heparin  is  extensively  used
nd  skin  lesions  are  asymptomatic  and  spontaneously  dis-
ppear.  Awareness  of  bullous  hemorrhagic  dermatosis  can
elp  and  reassure  clinicians  in  the  management  of  patients

ith  anticoagulant  treatments,  noting  its  currently  favor-
ble  prognosis.  However,  further  studies  are  needed  to
etter  understand  the  mechanism.

t  al.,  Heparin-induced  bullous  hemorrhagic  dermatosis,

https://doi.org/10.1016/j.therap.2022.02.007
http://www.sciencedirect.com/science/journal/00405957
https://doi.org/10.1016/j.therap.2022.02.007


ARTICLE IN PRESS+Model
THERAP-674; No. of Pages 2

D.  Hamdi,  M.  Korbi,  D.  Sahnoun  et  al.

F rmo
b

A

N

D

T

R

[

[

[

[

[

[

h
0040-5957/© 2022 Société française de pharmacologie et de
thérapeutique. Published by Elsevier Masson SAS. All rights
reserved.
igure 1. Multiple hemorrhagic bubbles on the left hand (a). De
ubble illustrating bright red blood (c).
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scopy showing hemorrhagic bubble (b). Dermoscopy of an eroded
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