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Scrotal Erythema: First Sign  of a
Cutaneous Drug Reaction to
Pazopanib�

Eritema  escrotal como manifestación  inicial
de toxicodermia por pazopanib

To  the  Editor:

Tyrosine  kinase  inhibitors  (TKIs)  are  being  increasingly  used
in  oncology,  replacing  in many  cases  classic  chemother-
apy  drugs.  Reasons  for  their  growing  use  include  their
superior  efficacy  and lower  rates  of  adverse  effects.
Nonetheless,  inhibition  of  molecular  targets  can  result  in
previously  undescribed  adverse  drug-specific  reactions  with
an  unknown  etiology.1 Pazopanib  is  a  TKI  indicated  for  the
first-line  treatment  of  advanced  clear  cell renal  carcinoma
(ccRCC)  and  advanced  ccRCC  refractory  to  cytokine  ther-
apy  (interleukin-2  or  interferon-�). It is  also  indicated  for
adults  with  certain  subtypes  of  metastatic  soft-tissue  sar-
coma  that  are  refractory  to  chemotherapy  or  that  have
progressed  within  12 months  of  adjuvant  or  neoadjuvant
chemotherapy.2 The  drug  exerts  a  powerful  inhibitory
effect  on  vascular  endothelial  growth  factor  receptors
(VEGFRs),  platelet-derived  growth  factor  receptors,  and
the  stem  cell  factor  receptor  c-KIT.2 A range  of  cuta-
neous  adverse  effects  have been  described  for  pazopanib,
including  hair  depigmentation,  alopecia,  and nonspecific
rashes.2,3

We report  what  is,  to  our  knowledge,  the first  case  of
scrotal  erythema  associated  with  the use  of  pazopanib.

Case  report.  A  66-year-old  man  with  a  history  of  diabetes
and  metastatic  ccRCC  under  treatment  with  pazopanib  for

� Please cite this article as: Pons Benavent M,  Silva Díaz E,

Guillén Climent S, Monteagudo Castro C. Eritema escrotal como

manifestación inicial de toxicodermia por pazopanib. Actas Der-

mosifiliogr. 2021;112:277---279.

3 months  presented  with  well-circumscribed  erythematous,
scaling  plaques  of  1  month’s  duration  in the  inguinal  scrotal
area  (Fig.  1A,  B).  Bacterial  and  fungal  cultures  were  neg-
ative.  Histologic  examination  of  a biopsy  specimen  showed
psoriasiform  dermatitis  with  exocytosis  of neutrophils  into
the  epidermis  (Fig.  1C, D).  Despite  treatment  with  oral
antihistamines  and  oral  and topical  corticosteroids,  the
lesions  spread  to  the trunk and upper  and lower  extrem-
ities  (Fig.  2A---C).  Given  the worsening  of  the lesions  and
their  significant  effect  on  the patient’s  quality  of life  and
failure  to respond  to  treatment,  it was  decided  to  inter-
rupt  treatment  with  pazopanib.  This  resulted  in  significant
clinical  improvement,  with  resolution  of  practically  all  the
lesions  (Fig.  2D,  E).  The  scrotal  lesions  were  the last  to
clear  (Fig.  2F).  Based  on the  clinical  and  histologic  find-
ings  and  the improvement  observed  following  withdrawal
of  pazopanib,  the  diagnosis  was  TKI-induced  toxic  drug
eruption.

Targeted  therapy  drugs  can  cause  cutaneous  adverse
effects.  The  effects  caused  by  TKIs  are quite  specific  and
are  characterized  by  highly  variable  clinical  manifestations
and  in most  cases  are dependent  on  dose  and treatment
duration.1 Scrotal  erythema  is  an  uncommon  cutaneous
reaction  consisting  of  well-circumscribed  pruritic  erythe-
matous  plaques,  generally  located  in  the  scrotal  area,
although  they can  spread  to the rest  of the  genital  area,
including  the  groin.  Scrotal  erythema  has been  described
in  patients  treated  with  sorafenib,  sunitinib,  and cabozan-
tinib,4,5 but  this is  the first  time  it has  been  reported  for
pazopanib.  The  only  specific  changes  reported  by  the  few
histopathologic  studies  that  have  investigated  scrotal  ery-
thema  are acanthosis  and  parakeratosis.6,7 The  pathogenic
mechanisms  are  unknown,  although  it has  been  postulated
that  VEGF-induced  neovascularization  and increased  vas-
cular  permeability  and  hypoxia-inducible  factor  1�  may
have  an important  role;  nonetheless,  as  well  known,  the
administration  of  VEGF  inhibitors  involves  a  feedback  mech-
anism  that  results  in increased  plasma  and  tissue  VEGF
levels.6,7
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CASE  AND  RESEARCH  LETTERS

Figure  1  Clinical  and histologic  findings.  A,  Erythematous  plaque  with  well-defined  borders  in  the  pubic  area.  B,  Scrotal  erythe-

matous plaque  affecting  both  sides  of  the  groin  area,  with  a  more  pronounced  erythematous  scaling  border.  C,  Epidermal  acanthosis

with extensive  parakeratosis  and  a  perivascular  lymphocytic  infiltrate  (hematoxylin-eosin,  original  magnification  ×200).  D,  Epider-

mal acanthosis  with  neutrophilic  spongiosis  and  perivascular  lymphocytic  dermal  infiltrates  with  eosinophils  (hematoxylin-eosin,

original magnification  ×200).

Scrotal  erythema  is  one  of  the  lesser  common  cutaneous
adverse  effects  described  for  TKIs.  Lee  et al.,4 in a series  of
109  patients  treated  with  sorafenib,  reported  adverse  effect
rates  of  48% for  palmoplantar  reactions,  26%  for alopecia  and
stomatitis,  and  1.83%  for  scrotal  erythema.4 In  a series  of
41  patients  treated  with  cabozantinib,  Zuo  et  al.5 reported
rates  of  54%  for palmoplantar  reactions,  44%  for hair  depig-
mentation,  20%  for  xerosis,  and  15%  for  scrotal  erythema  or
ulceration.  Iacovelli  et  al.8 also  described  a case  of  vulvar
pruritus  and  pain  associated  with  local  erythema  following
the  administration  of  sunitinib.8

The  diagnosis  of  scrotal  erythema  is  essentially  clini-
cal,  and it is  important  to  be  familiar  with  this  entity  to
ensure  correct  diagnosis  and  appropriate  treatment.  Pro-
posed  treatments  include  physical  measures  to  reduce  skin
friction  and  pressure,  barrier  creams  and  ointments,5 and
as a  last  alternative,  dose  fractionation  or  reduction,  or,  if
this  fails,  temporary  interruption.6,7 Scrotal  erythema  fre-
quently  recurs  after  reintroduction  of  the  drug,  requiring
thus  in  some  cases  definitive  interruption.4,5 A range  of
conditions  including  trauma,  infection,  inflammation,  and
tumors  should  be contemplated  in the  differential  diag-
nosis,  in  particular  allergic  or  irritant  contact  dermatitis,
atopic  dermatitis,  psoriasis,  certain  ichthyoses,  Bowen  dis-
ease,  extramammary  Paget  disease,  and dermatophytosis.9

It is  also  important  to  rule  out  red  scrotum  syndrome,  a
chronic  disease  of  unknown  etiology  that  follows  a sim-
ilar  course  to  scrotal  erythema.  Histologically,  it  shows
telangiectasias  without  a  significant  inflammatory  infiltrate,
findings  that  correspond  to  erythromelalgia-  or  rosacea-
like  neurogenic  vasodilation.9 Diagnosis  is  established  by
ruling  out  all  other  possibilities.  Red  scrotum  syndrome
requires  specific treatment;  oral  carvedilol  and  topical  tim-
olol  have  been  shown  to  be  effective.9,10 Other  treatments,
including  topical  calcineurin  inhibitors,  oral  doxycycline,
and  oral  gabapentin,  have  been used,  but  with  less
success.9

More  studies  are needed  to  study  the correlation
between  the  administration  of pazopanib  and  the  appear-
ance  of  scrotal  erythema.  Proper  clinical  follow-up  and
treatment  is  also  needed  to  prevent  dose  reductions
and  treatment  interruptions,  but  these  are  sometimes
the  only options  for  patients  who  develop  toxic  drug
reactions.
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Figure  2  Clinical  progression.  Maculopapular  rash on  the  trunk  and  upper  limbs  (A,  B).  Annular  erythematous,  edematous  lesions

with a more  pronounced  border  and slight  scaling  (C).  Resolution  of  lesions  on the  trunk  and limbs  within  2  weeks  of  interruption

of pazopanib  (D,  E)  and  improvement  of  inguinal  scrotal  lesions  (F).
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capilares de las nuevas terapias dirigidas contra el cáncer.

Actas Dermosifiliogr. 2019;110:181---256, http://dx.doi.org/

10.1016/j.ad.2018.10.019.

4. Lee WJ, Lee JL, Chang SE, Lee MW, Yang YK, Choi

JH, et al. Cutaneous adverse effects in patients treated

with the multitargeted kinase inhibitors sorafenib and suni-

tinib. Br J Dermatol. 2009;161:1045---51, http://dx.doi.org/

10.1111/j.1365-2133.2009.09290.x.

5. Zuo RC, Apolo AB, DiGiovanna JJ, Parnes HL, Keen CM, Nanda S,

et al. Cutaneous adverse effects associated with the tyrosine-

kinase inhibitor cabozantinib. JAMA Dermatol. 2015;151:170---7,

http://dx.doi.org/10.1001/jamadermatol.2014.2734.

6. Chou CY, Wang KH, Lin YH, Lin YT, Tsai HH. Sunitinib-induced

scrotal cutaneous side-effect. J Dermatol. 2012;40:67---8,

http://dx.doi.org/10.1111/j.1346-8138.2012.01681.x.

7. Billemont B, Barete S, Rixe O.  Scrotal cutaneous side

effects of  sunitinib. N  Engl J  Med. 2008;359:975---6,

http://dx.doi.org/10.1056/NEJMc0802736.

8. Iacovelli R,  Mancini ML, Risi E, Palazzo A, Cortesi E. Genital

and inguinal cutaneous toxicity in male and female patients

treated with sunitinib. Int. J.  Dermatol. 2012;51:221---2,

http://dx.doi.org/10.1111/j.1365-4632.2011.05057.x.

9. Pyle TM, Heymann WR.  Managing red scrotum syndrome

(RSS) with topical timolol. Int J  Dermatol. 2019;58:e162---3,

http://dx.doi.org/10.1111/ijd.14463.

10. Merhi R, Ayoub N, Mrad M.  Carvedilol for the treatment

of red scrotum syndrome. JAAD Case Rep. 2017;3:464---6,

http://dx.doi.org/10.1016/j.jdcr.2017.06.021.

M.  Pons  Benaventa,∗,  E.  Silva  Díaza,  S.  Guillén  Climenta,
C.  Monteagudo  Castrob

a Servicio de  Dermatología,  Hospital  Clínico  Universitario

de  Valencia,  Valencia,  Spain
b Servicio  de  Anatomía  Patológica,  Hospital  Clínico

Universitario  de  Valencia,  Valencia,  Spain

∗ Corresponding  author.
E-mail  address:  martiponsbenavent@gmail.com
(M. Pons  Benavent).

17  May  2019  16  July 2019

https://doi.org/10.1016/j.adengl.2021.01.012
1578-2190/ © 2020 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/).

279

dx.doi.org/10.1093/jjco/hyv207
dx.doi.org/10.1093/jjco/hyv207
http://www.ema.europa.eu
dx.doi.org/10.1016/j.ad.2018.10.019
dx.doi.org/10.1016/j.ad.2018.10.019
dx.doi.org/10.1111/j.1365-2133.2009.09290.x
dx.doi.org/10.1111/j.1365-2133.2009.09290.x
dx.doi.org/10.1001/jamadermatol.2014.2734
dx.doi.org/10.1111/j.1346-8138.2012.01681.x
dx.doi.org/10.1056/NEJMc0802736
dx.doi.org/10.1111/j.1365-4632.2011.05057.x
dx.doi.org/10.1111/ijd.14463
dx.doi.org/10.1016/j.jdcr.2017.06.021
mailto:martiponsbenavent@gmail.com
https://doi.org/10.1016/j.adengl.2021.01.012
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/

	Scrotal Erythema: First Sign of a Cutaneous Drug Reaction to Pazopanib
	Conflicts of interest
	References

	References
	Hand Lesions After Contact With Shellfish: Beyond Patch Testing
	Conflicts of Interest

	References
	Dermoscopic Findings in Membranous Aplasia Cutis: Differential Diagnosis to Exclude Other Forms of Focal Alopecia in Infants
	Conflicts of interest

	References
	Scrotal Erythema: First Sign of a Cutaneous Drug Reaction to Pazopanib
	Conflicts of interest

	References
	Histoid Leprosy: An Enemy Not Yet Eradicated
	Case Description
	Discussion
	Conclusions
	Conflicts of Interest

	References
	Becker Nevus: 4 Cases of a Rare Syndrome
	Case Series
	Case 1
	Case 2
	Case 3
	Case 4

	Comment
	Conflicts of Interest

	References
	Residual Pigment Islands Treated With 88% Phenol Peeling in a Woman With Universal Vitiligo
	Funding
	Conflicts of Interest

	References
	Allergic Contact Dermatitis Due to Slime
	References
	Specialized Dermatology Training in Spain: Opinions of 53 Third-Year Dermatology Residents Surveyed in 2019
	Appendix A Supplementary Data
	References

	Immunoglobulin A Antiphospholipid Antibodies in Patients With Chilblain-like Lesions During the COVID-19 Pandemic
	Funding
	Conflicts of Interest
	Acknowledgments

	References

