
866  CASE  AND  RESEARCH  LETTERS

4. Connell FC, Ostergaard P, Carver C, Brice G, Williams N, Mansour

S, et al. Analysis of the  coding regions of VEGFR3 and VEGFRC in

Milroy disease and other primary lymphoedemas. Hum Genet.

2009;124:625---31.

5. Ghalamkarpour A, Morlot S, Raas-Rothschild A, Utkus A, Mulliken

JB, Boon LM, et  al.  Hereditary lymphedema type I associated

with VEGFR3 mutation: The first de novo case and atypical pre-

sentations. Clin Genet. 2006;70:330---5.

6. Brice G, Child AH,  Evans A, Bell R, Mansour S, Burnand K,

et al. Milroy disease and the VEGFR3 mutation phenotype. J

Med Genet. 2005;42:98---102.

7. Ruocco V,  Schwartz RA, Ruocco E. Lymphedema: An immunolog-

ically vulnerable site for development of neoplasms. J Am Acad

Dermatol. 2002;47:124---7.

8. Lister R, Black M,  Calonje E, Burnand KG. Squamous cell

carcinoma arising in chronic lymphoedema. Br J  Dermatol.

1997;136:384---7.

9. Gomes C, Silva C, Soares C, Oliveira R. Squamous cell carcinoma

arising from chronic lymphedema: A case report and review of

the literature. Sao Paulo Med J. 2010;128:42---4.

10. Lee R,  Saardi KM, Schwartz RA. Lymphedema-related angio-

genic tumors and other malignancies. Clin Dermatol. 2014;32:

616---20.

O. Cheirif-Wolosky,∗ L.  Ramírez-Hobak,  S.  Toussaint-Caire,
L.  Lammoglia-Ordiales

Departamento  de Dermatología  y Dermatopatología  del

Hospital  General  Dr.  Manuel  Gea González,  Ciudad  de

México,  México

∗ Corresponding  author.
E-mail  addresses:  dra.dermaorly@gmail.com,
Orly.cheirif@gmail.com  (O.  Cheirif-Wolosky).

Systemic Absorption of Topical
Tacrolimus in Metastatic Crohn
Disease  With Skin Ulcers�

Absorción sistémica  de  tacrolimus tópico  en
enfermedad de Crohn  metastásica con úlceras
cutáneas

To  the  Editor:

We  present  the case  of  a  54-year-old  woman  with  colonic
Crohn  disease  with  metastatic  Crohn lesions  affecting  the
perianal  region and  skin  folds.  During  an  exacerbation  she
presented  ulcerated  intertrigo  in the intergluteal,  inguinal,
and  abdominal  folds  (measured  surface  area  of ulceration  of
155  cm2,  done  with  ImageJ  software).  After the  administra-
tion  of  fentanyl  and lorazepam  for  analgesia  and  anxiolysis,
daily  lavage  was  performed  with  soap and water  and  normal
saline,  and  60  g  of  topical  0.1%  tacrolimus  was  applied  using
an  impregnated  swab.  After 15  days,  the nursing  staff  devel-
oped  a  new  method  for  the daily  application  of  the cream,
emptying  the  contents  of  the tube  into  a pressure-lavage
syringe  and  applying  the preparation  directly  to the ulcers.
Ten  days  later  a moderate  kidney  failure  was  detected  (ele-
vation  of  creatinine  from  1.4  mg/dL  to  2.4  mg/dL  and of
urea  from  69 mg/dL  to  110 mg/dL).  This  was  interpreted  as
prerenal  failure  and  was  treated  by  increasing  fluid  intake
and  intravenous  fluids  administration.  However,  suspecting
the  possible  implication  of  tacrolimus  in the  deterioration  of
renal  function,  blood  tests  were  performed  and tacrolimus
levels  of  9.7  ng/mL  were  detected  in  whole  blood  (the  ther-
apeutic  range  after  solid  organ  transplant  is  5-20  ng/mL).
The  application  of  the cream  was  interrupted  for  24  hours,
and  the  level  fell  to  5.3  ng/mL.  The  concentration  of  the
topical  tacrolimus  formulation  was  then  reduced  to  0.03%.
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Subsequent  controls  showed  almost  undetectable  tacrolimus
concentrations,  and  the serum  creatinine  fell to  previous
values.

Discussion

Cutaneous  manifestations  of  CD occur  in 9%  to  23%  of
patients.1 Perianal  fissures  and fistulas  are  probably  the
most  common  lesions  (17%-43%  of  patients).2 Metastatic
CD  is  defined  as  the presence  of  compatible  granuloma-
tous  lesions  in skin  that  is  not contiguous  with  the  digestive
tract.3

Topical  tacrolimus  administered  once  a  day  has  shown  a
limited  effect  on  the clinical  course of fistulas  and  ulcers,
achieving  remission  in 36%  of  patients  and  some  response
in  29%.4 Regarding  its  side  effects,  Shah  et  al.5considered
the most common  to  be mild  pruritus  at the  site of  appli-
cation;  they  added  that  absorption  through  skin  lacking
the  epidermal  barrier  or  through  the mucosas  is  usually
low,  giving  rise  to  low or  undetectable  blood  levels.  Other
authors  have  described  elevated  blood  concentrations  of
tacrolimus  after  its application  to  the skin.  Faisal6 reported
a  level of  14.7  ng/mL  associated  with  nausea,  paresthesia,
and  dizziness,  which  he  attributed  to  absorption  through
the  gastrointestinal  mucosa  in  a  case  of  perianal  CD.  Rus-
sell  et  al.7described  a  patient  with  orofacial  involvement
in  whom  the application  of  0.05%  tacrolimus  to  an area  of
1-2  cm2 produced  blood  concentrations  of 9  ng/mL  and the
patient  developed  thoracolumbar  herpes  zoster.  Olson  et
al.8 defined  a  series  of  risk  factors for increased  transcuta-
neous  absorption  of  tacrolimus:  the  surface  area  involved,
the  absence  of  the skin  barrier,  and  the use  of  occlusive
dressings.  Neuman  et  al.9 added  a further  2 factors:  young
age  and  warm  skin  due  to  increased  circulation.  They  recom-
mended  monitoring  tacrolimus  blood  levels  in  patients  with
1  or  more  of these  factors.

In  our  patient,  the  application  of  topical  tacrolimus
directly  over the  skin  fold  ulcers  coincided  temporaly
matched  with  a deterioration  in her  renal  function.
Other  causative  factors  may  be implicated,  but  tacrolimus
blood  concentrations  of  9.7 ng/mL  could  certainly  have
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contributed  to  this  deterioration;  the  effect  may  have  been
more  intense  in this  patient  as  she  had  underlying  kidney
disease  (serum  creatinine,  1.4  mg/dL).  Dose  adjustment  and
the  falling  blood  levels  coincided  with  the improvement  in
renal  function.

In  our  patient,  absorption  of  the topical  preparation  was
high  as  it  was  applied  to  ulcers  (absent  stratum  corneum)
and  to skin  folds  (occlusive  dressing).  The  progressive  fall  in
tacrolimus  blood  levels  in  our  patient  may  be  explained  not
only  by  the  dose  reduction  (topical  0.03%  tacrolimus),  but
also  by  the  improvement  in the  lesions  and  in the  barrier
properties  of the  skin.

In  summary,  we  have  presented  a case  of  systemic
absorption  of tacrolimus  after  topical  application,  with  a
deterioration  of renal  function  (a  common  adverse  effect
of  this  drug).  This  coincided  with  the direct  application  of
tacrolimus  to  ulcerated  areas  (altered  skin barrier)  and  the
use  of  occlusive  dressings  (skin  folds  and moist  areas).  Moni-
toring  tacrolimus  blood  levels  is  recommended  to  avoid  side
effects  associated  with  unexpectedly  high  concentrations,
particularly  in  patients  with  underlying  kidney  disease.  A
rational  regimen  would  be  to  monitor  levels  weekly  for the
first  month  and  every  2  weeks  or  every  month  thereafter,
and  at  any  time  that  complications  are detected.7
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Quinacrine: A Treatment Option
That  Should Not Be Overlooked�

Quinacrina, un escalón terapéutico  que no
debemos obviar

To  the  Editor:

Quinacrine,  or  mepacrine  as  it is  also  known, is  a  synthetic
quinine  analog  that  was  the drug of  choice  for  malaria  pre-
vention  during  World War  II.1 It was  during  this  period  that
its  effectiveness  in the  treatment  of  connective  tissue  dis-
eases  became  obvious,  when  many  soldiers  taking  the drug
to  prevent  malaria  experienced  improvements  in the symp-
toms  of  lupus  and rheumatoid  arthritis.  With  the advent  of
hydroxychloroquine  and  chloroquine,  both  of  which  proved

� Please cite this article as: García-Montero P, del Boz J,  Millán-

Cayetano JF, de Troya-Martín M. Quinacrina, un escalón terapéutico

que no debemos obviar. Actas Dermosifiliogr. 2016;107:867---870.

to  be more  effective  antimalarial  agents,  quinacrine  fell  into
disuse.

Clinical  Cases

The  patient,  a  45-year-old  woman  (nonsmoker),  had  been
diagnosed  with  cutaneous  lupus erythematosus  (CLE)  when
she  was  38  years  of  age.  Six  years  later  her condition
met the criteria  for  systemic  lupus erythematosus  (SLE).
Clinically,  her condition  was  characterized  by  photosen-
sitivity,  malar  eruption,  scattered  erythematous  papules
(Fig.  1a),  and  aphthous  mouth  ulcers.  Laboratory  test  results
revealed  chronic  lymphocytopenia  and  a  positive  antin-
uclear  antibody  titer  of  1:640.  Despite  treatment  with
several  different  topical  and systemic  agents  (prednisone,
hydroxychloroquine,  methotrexate,  and  colchicine),  the
patient  never  achieved  optimal  control  of  the  disease.
Seven  months  ago, after  quinacrine  100  mg/d  was  added
to  her treatment  regimen  (colchicine  1 mg/d  and  hydrox-
ychloroquine  200 mg/d),  the patient  experienced  marked

http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0050
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0050
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0050
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0050
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0050
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0050
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0050
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0050
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0050
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0050
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0050
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0050
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0050
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0050
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0050
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0050
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0050
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0050
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0050
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0050
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0050
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0050
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0050
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0050
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0050
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0050
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0050
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0050
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0050
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0050
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0050
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0050
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0050
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0050
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0055
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0055
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0055
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0055
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0055
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0055
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0055
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0055
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0055
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0055
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0055
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0055
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0055
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0055
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0055
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0055
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0055
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0055
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0055
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0055
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0055
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0055
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0055
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0055
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0055
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0055
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0055
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0055
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0055
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0060
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0060
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0060
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0060
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0060
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0060
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0060
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0060
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0060
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0060
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0060
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0060
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0060
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0060
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0060
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0060
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0060
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0060
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0060
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0060
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0060
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0060
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0060
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0060
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0060
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0060
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0060
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0065
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0065
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0065
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0065
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0065
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0065
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0065
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0065
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0065
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0065
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0065
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0065
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0065
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0065
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0065
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0065
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0065
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0065
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0065
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0065
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0065
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0065
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0065
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0065
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0065
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0065
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0065
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0065
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0065
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0065
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0065
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0065
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0070
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0070
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0070
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0070
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0070
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0070
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0070
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0070
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0070
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0070
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0070
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0070
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0070
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0070
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0070
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0070
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0070
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0070
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0070
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0070
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0070
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0070
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0070
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0070
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0070
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0070
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0070
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0070
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0070
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0070
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0070
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0070
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0070
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0070
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0070
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0070
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0075
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0075
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0075
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0075
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0075
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0075
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0075
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0075
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0075
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0075
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0075
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0075
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0075
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0075
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0075
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0075
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0075
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0075
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0075
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0080
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0080
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0080
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0080
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0080
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0080
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0080
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0080
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0080
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0080
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0080
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0080
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0080
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0080
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0080
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0080
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0080
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0080
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0080
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0080
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0080
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0080
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0080
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0080
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0080
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0080
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0080
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0080
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0080
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0080
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0080
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0080
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0080
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0085
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0085
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0085
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0085
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0085
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0085
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0085
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0085
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0085
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0085
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0085
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0085
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0085
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0085
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0085
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0085
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0085
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0085
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0085
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0085
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0085
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0085
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0085
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0085
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0085
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0085
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0085
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0085
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0085
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0085
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0085
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0085
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0085
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0085
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0085
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0085
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0085
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0085
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0085
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0085
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0090
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0090
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0090
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0090
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0090
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0090
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0090
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0090
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0090
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0090
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0090
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0090
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0090
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0090
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0090
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0090
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0090
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0090
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0090
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0090
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0090
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0090
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0090
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0090
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0090
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0090
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0090
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0090
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0090
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0090
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0090
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0090
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0090
http://refhub.elsevier.com/S1578-2190(16)30233-5/sbref0090
mailto:rfcog@sescam.jccm.es
http://crossmark.crossref.org/dialog/?doi=10.1016/j.adengl.2016.09.012&domain=pdf

	Systemic Absorption of Topical Tacrolimus in Metastatic Crohn Disease With Skin Ulcers
	Discussion

	Conflicts of Interest
	References
	Conflicts of interest

	References
	Milroy Disease or Primary Congenital Lymphedema Associated With Invasive Squamous Cell Carcinoma
	Conflicts of Interest

	References
	Systemic Absorption of Topical Tacrolimus in Metastatic Crohn Disease With Skin Ulcers
	Discussion
	Conflicts of Interest

	References
	Quinacrine: A Treatment Option That Should Not Be Overlooked
	Clinical Cases
	Discussion
	Conflicts of Interest

	References
	Concomitant Pyoderma Gangrenosum and Erythema Nodosum in a Patient With Ulcerative Colitis
	Conflict of interests

	References
	Non-AIDS Kaposi sarcoma in the external ear
	Conflict of interests

	References
	Patient with disseminated tuberculosis and rare perianal involvement
	Case description
	Discussion
	Conflict of interests

	References
	Cutaneous Sarcoid with Livedoid Changes in a Patient with Hashimoto's Thyroiditis
	Ethical disclosures
	Protection of human subjects and animals in research
	Confidentiality of data
	Right to privacy and informed consent

	Conflict of interest

	References

