Case Rep Dermatol 2022;14:362-367

Case Reports DOI: 10.1159/000528128 © 2022 The Author(s).
H Received: August 2, 2022 Published by S. Karger AG, Basel
m DermatOIOQy Accepted: November 9, 2022 www.karger.com/cde

Published online: December 7, 2022

This article is licensed under the Creative Commons Attribution-NonCommercial 4.0 International License
(CC BY-NC) (http://www.karger.com/Services/OpenAccessLicense). Usage and distribution for commercial
purposes requires written permission.

Case Report

Inflammation of Actinic Keratoses
Induced by Combination of
Carboplatin and Paclitaxel:

Two Case Reports

Spela Suler Baglama?  Anja Trajber Horvat?® Irena Peteln?
Gregor Borut Ernst Jemec® ¢

aDepartment of Dermatology and Venereal Diseases, University Medical Centre Maribor,
Maribor, Slovenia; PDepartment of Dermatology, Zealand University Hospital, Roskilde,
Denmark; “Department of Clinical Medicine, University of Copenhagen, Copenhagen,
Denmark

Keywords
Actinic keratoses - Inflammation - Chemotherapy - Carboplatin - Paclitaxel

Abstract

The observations of a beneficial effect of 5-fluorouracil-induced actinic keratoses (AK) inflam-
mation led to the development of topical fluorouracil, a product registered for the manage-
ment of AK. A conscientious surveillance of AK inflammation during chemotherapy may
conceivably lead to the development of further drugs for treatment of AK. A number of other
chemotherapeutics have thus been linked to similar reactions without ensuing development.
Here, we describe two further cases linking chemotherapy with carboplatin and paclitaxel to
possible anti-AK effects, identifying them as potential treatments. Whether multidrug chemo-
therapy leads to stronger AK inflammation or cure AK more successfully is currently unknown.

© 2022 The Author(s).
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Introduction

A conscientious surveillance of inflammation of manifested and/or subclinical actinic
keratoses (AK) during chemotherapy may lead to the development of further drugs for the
management of AK. The observations of a beneficial effect of 5-fluorouracil-induced AK
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inflammation have already contributed to the successful registration of topical fluorouracil
in the management of AK [1, 2]. Besides pyrimidine analogs, a number of other chemothera-
peutics, classified into chemotherapeutic groups of protein kinase inhibitors, taxanes, folic
acid analogs, alkylating agents, platinum compounds, purine analogs, vinca alkaloids, cyto-
toxic antibiotics, and monoclonal antibodies, have been linked to similar reactions, suggesting
potentially meaningful new pharmacodynamics mechanisms for further research [3-12].
Here, we present two interesting new cases of inflammation of AK induced by chemotherapy
with carboplatin and paclitaxel to add new evidence for their anti-AK effect. Whether
multidrug chemotherapy leads to stronger AK inflammation or cure AK more successfully is
currently unknown.

Case Report

For the case presentation, see Table 1 and Figures 1, 2. The manuscript was prepared
according to the CARE Checklist, attached as supplementary material (for all online suppl.
material, see www.karger.com/doi/10.1159/000528128).

Discussion

Our 2 cases of inflamed AK occurred 1 month and 2 days after initiation of chemo-
therapy. These observations potentially link carboplatin, paclitaxel, and trastuzumab to
anti-AK effect.

Selective inflammation of AK during chemotherapy is possibly a consequence of direct
cytotoxicity of an active compound on atypical keratinocytes that accumulate ultraviolet-
induced damage of deoxyribonucleic acid, but the exact mechanism of how different chemo-
therapeutics achieve this effect seems to be drug-dependent [13]. Alternative explanations of
skin lesions (i.e., subacute lupus erythematosus, actinic lichen planus, cutaneous vasculitis,
hypersensitivity drug reactions, drug-induced photosensitivity reactions, and photocontact
dermatitis) were in both patients excluded on the basis of a history, typical clinical features
of AK, and in the first case with the additional characteristic presence of atypical keratino-
cytes on histological examination [14-20].

Reports of partially successful curing of AK while undergoing therapy with carbo-
platin and/or docetaxel, a chemotherapeutic agent belonging together with paclitaxel to
the pharmacological group of taxanes, already exist [21-24]. Since a co-occurrence of
inflamed AK and treatment with trastuzumab has not been reported before and it targets
human epidermal growth factor receptor 2-overexpressed cells, its role in AK inflam-
mation is questionable [25]. This suggests the importance of prioritizing research into
potential topical forms of paclitaxel and carboplatin in the management of AK. In
conclusion, careful observations of AK inflammation in patients undergoing chemotherapy
representastarting pointforthe developmentofnew topical products for the management
of AK.

Acknowledgments
Authors would like to thank Luka Cavka, MD, PhD, and Maja Ravnik, MD, for referral of

patients to the dermatology department and JoZe Pizem, MD, PhD, for the histological exami-
nation of the biopsy in the first patient.

1
Karger <

363



364

© 2022 The Author(s). Published by S. Karger AG, Basel

www.karger.com/cde

Baglama et al.: Chemotherapy-Induced Inflammation of Actinic Keratoses

Case Rep Dermatol 2022;14:362-367

DOI: 10.1159/000528128

Case Reports
Dermatology

in

[enaed

J9)E[ SYIUOUW [BIOAIS

pauued sy

sjoam T/A[rep 201m) pIoe oIpIsny pue
AJrep 9ouo wea.d ajeuodade auojosiupald[AYIa N

wrened Ar1agmenys pamoys Adodsowrap {[earur))

QUON

QuoN
QUON

sjuauea.)
AderayyoAao adnnu jo £103S1y umouy|

sAep 7

Sun{ oy Jo BWOUIBIOUIPE PUR BWOUIDIRD }SBIg
qewnzniseqy ‘[axeyoed ‘unejdoqre)
suou/uonesuas Suruang ‘smLmig

ON

0.y

sisojeday1adAy pue Suifeas y3is yam
so[nded-o[noew snojewayiAlo WSLIq snolawnN

[enaed

syjuouwr g

pauuerd sy

spam T /A[rep
90u0 wea.d ajeuodase auojostupardiAyay

uoroea.l A10JeW WUl 90BJI9IUT SAISUUT Ue YHUM
MV pareasal yorym ‘[esrSojoyredolsiy pue [esrurp)

QUON

QUON

uone[[LIqy [eLe ‘UoIsud}IedAY [erIally

QUON

yuow |

ueLeAQ

[oxearjoed ‘unneidoqae)

auou/sntnad 1y31s

ON

yoeq Jaddn pue “jaayd 3L

‘SULIE3.10J pUE SPUBY d1[} JO S9JLLINS I0SUXY

sanbeyd jeyj
pue sa[noew A[eds A[ysis snorewa Ay

(31v jo uoissaugda) awodInQ
dn-moy[oj jo awr,

3]V Jo uonewwepjur
Sura19sqo 19yye Adelsayrowayd YIM JUSUNEI) JO SNIeIS

uone.INp /3y powejul Jo JUsWeal],

sisouger(q
A103s1y A[uey

(s3onpoud [eordoy ‘syuswaddns ‘suonearpaw mau I9Y30
‘aansodxa uns “9°1) uondnia unys jo s1933Ln fenuajod 1910

S9SEeaSIp JuelIlodu0d 19yl

SV Jo A103S1Y snoiasad

UOT}RWWEJUI JO }9SUO
9y} pue Adesayjourayd Jo UOHBIIUL 93 USdMID( [BAISIU]

J9oued jo adA],
sjuagde onnaderayroway)
swoldwAsS o1wa3SAS /120

SOUBIQUIdW SNOJNW ‘SeaTe pasodxaojoyd-uou Jo JUSUIDA[OAU]

SUOISI[ 3} JO UOIIEIOT]

Sa.In3esy [ed1Ul])

skep 7 Soom T SuoIsa[ Jo uoneIng
dewaj ‘g/ d[ewdy ‘g9 Jopuag 98y
Z 9se) T ase)

suonejuasaid ase) | ajqel

r<

Karge



Case Rep Dermatol 2022;14:362-367 365
Case RepOI‘tS DOI: 10.1159/000528128 © 2022 The Author(s). Published by S. Karger AG, Basel
in Dermat°|ogy www.karger.com/cde

Baglama et al.: Chemotherapy-Induced Inflammation of Actinic Keratoses

Fig. 1. Close-up photo of the first patient, showing inflamed
AK on the extensor part of the right forearm.

Fig. 2. Photos of the second patient, showing (a) inflamed AK at the referral and (b) regression of inflamma-
tion with few AK left at follow-up several months later.
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