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Rezumat

Introducere. Inhibitorii receptorului factorului de
crestere epidermal (EGFR-I) sunt utilizati din ce in ce mai
mult pentru tratamentul cancerului colorectal, dar nu
numai. Aceste medicamente au in general o  bund
eficacitate curativd, dar li se recunoaste toxicitatea
cutaneo-mucoasd. Prezentdm manifestirile iatrogene
cutanate intdlnite la un bolnav in tratament cu
Panitumumab (Vectibix) pentru cancer de colon, stadiul
V.

Caz clinic. Pacient in vdrstd de 71 de ani, s-a
prezentat in august 2021 in Clinica Dermatologie din
Craiova pentru eruptie papulo-pustuloasd, diseminatd la
nivelul fetei si toracelui anterior, regiunea cervicald
posterioard si scalpului, unde se remarci existenta de cruste
groase de culoare galben-brund. Pacientul a fost
diagnosticat cu neoplasm de colon flexura splenicd pentru
care s-a practicat colectomie segmentard (octombrie 2020).
Fiind in stadiul IV (cT4N2M1 hepatice, ganglionare) s-a
instituit polichimioterapia paliativd (11 secvente) tip
CAPOX (capecitabine/ oxaliplatin) pe perioada octombrie
2020—-iunie 2021, apoi monochimioterapie paliativd cu
Capecitabine, plus Panitumumab (6 mg/kg la fiecare doud
saptamani). Afirmativ eruptia papulo-pustuloasd a debutat
dupd 12 zile de la initierea terapiei cu Panitumumab.

Discutii. Avand in vedere functia EGFR la nivelul
pielii, unghiilor si parului, efectele secundare dermatologice
sunt frecvent observate dupd utilizarea EGFR-I (eruptii

Summary

Introduction. Epidermal growth factor receptor
inhibitors (EGFR-I) are increasingly being used in the
treatment of colorectal cancer, but not only. These drugs
generally have good curative efficacy, but their skin-
mucosal toxicity is recognized. We present cutaneous
iatrogenic manifestations in a patient treated with
Panitumumab (Vectibix) for stage IV colon cancer.

Case report. A 71-year-old patient attended the
Dermatology Clinic of Craiova in august 2021 for a papulo-
pustular rash, disseminated on the face and anterior thorax,
the posterior cervical region and the scalp, where the
existence of thick yellow-brown crusts is noticeable. The
patient was diagnosed with splenic flexure colon cancer for
which a segmental colectomy was performed (October
2020). Being in stage IV (¢cT4N2M1 with liver and lymph
node metastases) palliative polychemotherapy (11
sequences) type CAPOX (capecitabine / oxaliplatin) was
instituted for the period October 2020 — June 2021, then
followed by  palliative  monochemotherapy — with
Capecitabine plus Panitumumab (6 mg / kg every two
weeks). The papulopustular rash started 12 days after
Panitumumab therapy.

Discussions. Due to the EGFR function on the
skin, mnails and hair, dermatological side effects
are frequently seen after using EGFR-I (papulopustular
rash, xerosis, pruritus, changes in nails, hair, mucous
membranes).

* Departamentul de Dermatologie, Spitalul Clinic Judetean de Urgenta, Craiova, Universitatea de Medicind si Farmacie Craiova,

Romania.

Department of Dermatology, Emergency County Hospital, Craiova, University of Medicine and Pharmacy of Craiova, Romania.

253




DermatoVenerol. (Buc.), 66(4): 253-266

papulo-pustuloase, xerozd, prurit, modificari ale unghiilor,
parului, mucoaselor).

Concluzii. Utilizarea noii terapii tintite pentru
afectiunile oncologice este in crestere. Eruptia papulo-
pustuloasd foliculard este o complicatie a terapiei cu
Panitumumab, care de cele mai multe ori nu necesitd
intreruperea acestui tratament. Chiar dacd efectele
secundare cutanate pot fi considerate un biomarker pentru
un rezultat favorabil din punct de vedere oncologic, acestea
afecteazi calitaten vietii pacientilor. Este important ca
medicii dermatologi si recunoascd simptomele si sd trateze
aceste manifestiri, pentru e evita intreruperea trata-
mentului.

Cuvinte cheie: cancer colorectal; EGFR-I; Panitu-
mumab; eruptie papulo-pustuloasd foliculard.

Intrat in redactie: 03.12.2021
Acceptat: 06.01.2022

Conclusions. The use of the new targeted therapy for
oncological diseases is increasing. Papulo-pustular
follicular eruptions are a complication of Panitumumab
therapy, which often does not require discontinuation of
treatment. Although the cutaneous side effects can be
considered a biomarker for a favorable oncological result,
they affect the quality of life of patients. It is important
for dermatologists to recognize the symptoms and
treat these manifestations to avoid discontinuation of
treatment.
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Introducere

Cancerul colorectal (CCR) reprezintd o
problema majord de sandtate in intreaga lume,
din cauza incidentei crescute, costurilor ridicate
ale tratamentului si problemelor legate de
reintegrarea pacientilor in societate. Aproximativ
11% din totalul cancerelor diagnosticate intr-un
an pe mapamond sunt localizate la nivelul
colonului si rectului. Povara globald a CCR este
de asteptat sd creasca cu 60%, la peste 2,2
milioane de cazuri noi si 1,1 milioane de decese
anuale, pana in anul 2030. [1]

Inhibitorii receptorului factorului de crestere
epidermal (EGFR-I) sunt utilizati din ce in ce mai
mult pentru afectiunile maligne de origine
epiteliald. Aceste medicamente au o buna
eficacitate curativd, dar existd si rezistentd
terapeutica la alte cazuri. Desi EGFR-I sunt mai
bine tolerati decat terapia conventionald, aceasta
medicatie are profiluri unice de efecte secundare,
care sunt legate de mecanismul lor de actiune.

Avand in vedere functia EGFR la nivelul
pielii, unghiilor si parului, efectele secundare
dermatologice sunt frecvent observate dupa
utilizarea EGFR-I  (eruptii papulo-pustuloase,
xerozd, prurit, modificdri ale unghiilor, parului,
mucoaselor). [2]

Prezentam 1in continuare manifestdrile
iatrogene cutanate intdlnite la un bolnav in
tratament cu Panitumumab (Vectibix) pentru
cancer de colon, stadiul IV.
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Introduction

Colorectal cancer (CRC) is a major global
health problem due to its high incidence, high
treatment costs, and problems with reintegrating
patients into society. About 11% of all cancers
diagnosed in a year worldwide are located in the
colon and rectum. The overall burden of CRC is
expected to increase by 60% to over 2.2 million
new cases and 1.1 million deaths annually by
2030. [1]

Epidermal growth factor receptor inhibitors
(EGFR-I) are increasingly being for epithelial
malignancies. These drugs have a good curative
effect, but there is also therapeutic resistance to
other cases. Although better tolerated than
conventional therapy, this medication has unique
side effect profiles that are related to their
mechanism of action.

Due to the EGFR function on the skin, nails
and hair, dermatological side effects are
frequently observed after using EGFR-I
(papulopustular rash, xerosis, pruritus, changes
in nails, hair, mucous membranes). [2]

We present below the cutaneous iatrogenic
manifestations found in a patient treated with
Panitumumab (Vectibix) for stage IV colon
cancer.




Caz clinic

Pacient in varsta de 71 de ani, s-a prezentat in
august 2021 in Clinica Dermatologie din Craiova
pentru eruptie papulo-pustuloasd, cu cruste pe
suprafatd, diseminata la nivelul fetei si toracelui
anterior (Fig. 1), regiunea cervicald posterioara
(Fig. 2) si scalpului, unde se remarca existenta de
cruste groase de culoare galben-bruna. (Fig. 3)

Figura 1 — Eruptie papulo—pustuloasd indusd de
Panitumumab.

Figure 1 — Papulo-pustular eruption induced by
Panitumumab.

Pacientul a fost diagnosticat cu neoplasm de
colon flexura splenicd pentru care s-a practicat
colectomie segmentard (octombrie 2020). Fiind in
stadiul IV (cT4N2M1 hepatice, ganglionare) s-a
instituit polichimioterapia paliativa (11 secvente)
tip CAPOX (capecitabine/oxaliplatin) pe peri-
oada octombrie 2020-iunie 2021), apoi mono-
chimioterapie paliativd cu Capecitabine, plus
Panitumumab (6 mg/kg la fiecare doua sdpta-
mani). Afirmativ eruptia papulo-pustuloasd a
debutat dupa 12 zile de la initierea terapiei cu
Panitumumab.
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Case report

A 7l-year-old patient attended the
Dermatology Clinic of Craiova in august 2021 for
a papulo-pustular rash, disseminated on the face
and anterior thorax, the posterior cervical region
and the scalp, where the existence of thick
yellow-brown crusts is noticeable. The patient
was diagnosed with splenic flexure colon cancer

Figura 2 — Eruptie papulo-pustuloasd indusd de
Panitumumab.

Figure 2 — Papulo-pustular eruption induced by
Panitumumab.

for which a segmental colectomy was performed
(October 2020). Being in stage IV (cT4N2M1 with
liver and lymph node metastases) palliative
polychemotherapy (11 sequences) type CAPOX
(capecitabine/oxaliplatin) was instituted for the
period October 2020 - June 2021, then followed
by palliative monochemotherapy with Capeci-
tabine plus Panitumumab (6 mg/kg every two
weeks). The papulopustular rash started 12 days
after Panitumumab therapy.

Past Medical History: Left colon neoplasm
T4N2M1 (2020), grade 1 Hypertension, Chronic
cholecystitis, Secondary anemia.
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Figura 3 — Eruptie papulo-pustuloasd (impetiginizatd),
indusd de Panitumumab.
Figure 3 — Papulo-pustular eruption (impetiginized)
induced by Panitumumab.

APP: Neoplasm colon stang T4AN2M1 (2020),
HTA grad 1,, Colecistitd cronicd, Anemie
secundara.

CVM: a lucrat ca electrician la combinatul
chimic.

Comportamente: neagd consumul de alcool si
fumatul..

Medicatie: Indapamid 1,5 mg 1 cp/zi, Tritace
5 mg 1 cp/zi, Aspirind Cardio 75 mg 1 cp/zi,
Rosuvastatind 10 mg 1 cp/zi, Silimarina 1 cp/zi,
Controloc 20 mg 1 cp/zi, tratament chimioterapic
Panitumumab si Capecitabind (fluoropiridina).

Examen obiectiv: Fototip III, suprapondere
(IMC 27,1), unghii friabile, mate, cu onicoliza
(Fig. 4).

Analize de laborator: GOT 387 U/L, GPT 287
U/L, GGT 701 U/L, LDH 479 U/L (125-220), Hb
114 g/dl eritrocite 3.35*10°/microl, trombocite
146*10%/microl, VSH 111 mm/h. Restul anali-
zelor de laborator au fost in limite normale.

Status ALL-RAS-Genekor: fara mutatii la
nivelul genelor NRAS sau KRAS.
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Living and working conditions: he worked as an
electrician at the chemical plant.

Behaviors: Denies alcohol and smoking.

Medication: Indapamide 1.5 mg 1 cp/day,
Tritace 5 mg 1 cp/day, Aspririne Cardio 75 mg 1
cp/day, Rosuvastatin 10 mg 1 cp/day, Silymarin
1 cp/day, Controloc 20 mg 1 cp/day, chemo-
therapy Panitumumab and Capecitabine (fluo-
ropyridine).

Psysical examination: Phototype III, over-
weight (BMI 27.1), matte, friable nails, with
onycholysis (Fig. 4).

Figura 4 — Onicodistrofie iatrogend la un pacient cu cancer
de colon (stadiul IV).
Figqure 4 — Iatrogenic onychodystrophy in a patient with
colon cancer (stage IV).

Laboratory tests: elevated GOT 387 U/L, GPT
287U /L,GGT 701 U/L, LDH 479 U/L (125-220),
Hemoglobin 11.4 g/dl, erythrocytes 3.35 *
10°/microl, platelets 146 * 103/microl, ESR 111
mm/h. The rest of the laboratory tests were
within normal limits.

ALL-RAS-Genekor status: no mutations in
NRAS or KRAS genes.

Genekor IHC: MLH1 and p53 were negative,
MSH2, MSH6, PMS?2 positive.




IHC Genekor: MLH1 si p53 negativ, MSH2,
MSH6, PMS2 pozitiv.

Am efectuat examen micologic (rezultat
negativ) si examen bacteriologic, care a fost pozitiv
pentru Staphylococcus aureus in leziunile
impetiginizate de la nivelul scalpului si negativ
in rest.

Am practicat biopsie cutanatd cuprinzand un
grup de pustule din regiunea cervicald poste-
rioard, examenul histopatologic evidentiind
infiltrat de celule inflamatorii in derm, in special
in partea superioard a foliculului pilar, cu aspect
de foliculitd supuratd cu neutrofile (Fig. 5).

Figura 5 - Infiltrat cu celule inflamatorii in derm, in
special in partea superioard a foliculului pilar (aspect de
foliculitd supuratd cu neutrofile) (H & E M40).
Figure 5 — Inflammatory cell infiltrate in the dermis,
especially in the upper part of the hair follicle (appearance
of suppurative folliculitis with neutrophils) (H&E M 40).

Pe baza anamnezei, examenului clinic, anali-
zelor de laborator si a criteriilor de imputabilitate
(cronologicd, semiologicd si de notorietate) am
precizat diagnosticul de Eruptie papulo-pustu-
loasd iatrogend indusd de Panitumumab.

Am initiat tratament general cu Sulcef
(cefoperazona+sulbactam) 1 g la 12 ore, Dipro-
genta (betametazond/gentamicind) crema la
nivelul scalpului, Zineryt (eritromicinad/acetat de
zinc) solutie la nivelul fetei, mixturd cu Eritro-
micind si Nistatin la nivelul trunchiului. Evolutia
a fost favorabild, bolnavul continuidnd trata-
mentul oncologic.

Discutii

CCR este mai frecvent in randul barbatilor
decét al femeilor si este de 3-4 ori mai frecvent in
tarile dezvoltate decat in tarile in curs de
dezvoltare. Rata incidentei standardizate in
functie de varsta la 100.000 de locuitori este la
ambele sexe de 19,7 (la barbati de 23,6 si la femei
de 16,3). [1]
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We performed a mycological examination
(negative result) and a bacteriological examination,
which was positive for Staphylococcus aureus in
the impitiginized lesions of the scalp and
negative for the rest.

We performed a skin biopsy comprising a
group of pustules from the posterior cervical
region, the histopathological examination
showing infiltration of inflammatory cells in the
dermis, especially in the upper part of the pillar
follicle, with the appearance of neutrophil-
suppurated folliculitis (Fig. 5).

Based on the anamnesis, the clinical
examination, the laboratory analyzes and the
criteria of imputability (chronological, semio-
logical and notoriety) we specified the diagnosis
of Iatrogenic papulo-pustular eruption induced
by Panitumumab.

General treatment was started with Sulcef
(cefoperazone + sulbactam) 1 g every 12 hours,
Diprogenta (betamethasone/gentamicin) cream
on the scalp, Zineryt (erythromycin/zinc acetate)
solution on the face, mixture with Erythromycin
and Nystatin on the trunk . The evolution was
favorable, the patient continuing the oncological
treatment.

Discussions

CRC is more common among men than
women and is 3-4 times more common in
developed countries than in developing
countries. The standardized incidence rate by age
per 100,000 inhabitants is 19.7 for both sexes (23.6
for men and 16.3 for women). [1]
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Tarile dezvoltate au cel mai mare risc de
cancer de colon si rectal. Pentru cancerul de
colon, Europa de Sud, Australia/Noua Zeelanda
si Europa de Nord sunt regiunile cu cea mai mare
incidentd. Pentru cancerul rectal, aceste regiuni
sunt Europa de Est, Australia/Noua Zeelanda si
Asia de Est. America de Nord se numadrd, de
asemenea, printre tdrile cu cele mai mari rate de
incidenta pentru ambele tipuri de cancer. CCR
este a treia cauzd de deces prin cancer in lume, iar
incidenta sa este in crestere constantd in tarile in
curs de dezvoltare care adoptd modul de viata
,occidental”. [1]

in Romania, conform GLOBOCAN, in anul
2020, numarul cazurilor de cancer diagnosticate,
indiferent de localizare, a fost 98886, din care
12938 (13,1%) au fost localizate la nivelul
colonului si rectului, ocupand primul loc,
devansand astfel cancerul de plamani (12,3%) si
cancerul de san (12,2%). In acelasi an, 6767 de
bolnavi cu CCR au decedat, ocupand locul al II-
lea dupd decesele cauzate de cancerul pulmonar.

La nivel global, CCR este al treilea cel mai
frecvent diagnosticat cancer la barbati si al doilea
la femei, conform bazei de date GLOBOCAN a
Organizatiei Mondiale a Sanatatii. Ratele, atat ale
incidentei cat si ale mortalitétii, sunt substantial
mai mari la barbati decat la femei.[3] Obezitatea,
stilul de viata sedentar, consumul de carne rosie,
alcoolul si tutunul sunt considerati, impreuna cu
predispozitia geneticd, principalii factori care
stau la baza cresterii incidentei CCR.

Progresele realizate in intelegerea fiziopato-
logiei acestui cancer au condus la optiuni de
tratament sporite, incluzand excizia endoscopica
si chirurgicald, radioterapia, imunoterapia
(Pembrolizumab, Nivolumab, Ipilimumab etc.)
chimioterapia paliativa, terapia tintitd, iar pentru
metastaze interventii chirurgicale extinse si
terapii ablative locale. Din nefericire, aproximativ
20% din cazurile noi sunt diagnosticate cu cancer
colorectal metastatic (mCCR) in momentul vizitei
initiale, influentand negativ prognosticul.[4]
Ulterior, 40-50% dintre persoanele cu boald in
stadiu incipient dezvoltd metastaze, acestea
contribuind la cresterea ratei de mortalitate
asociatd cu CCR.

Prognosticul depinde de stadiul bolii. Un
studiu francez a raportat o ratd de supravietuire
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Developed countries have the highest risk of
colon and rectal cancer. For colon cancer,
Southern Europe, Australia/New Zealand and
Northern Europe are the regions with the highest
incidence. For rectal cancer, these regions are
Eastern Europe, Australia/New Zealand and
East Asia. North America is also among the
countries with the highest incidence rates for
both cancers. CRC is the third leading cause of
cancer death in the world, and its incidence is
steadily rising in developing countries that adopt
a ,Western” way of life. [1]

Romania, according to GLOBOCAN, in 2020,
the number of diagnosed cancers, regardless of
location, was 98886, of which 12938 (13.1%) were
located in the colon and rectum, occupying the
first place, thus surpassing lung cancer (12.3%)
and breast cancer (12.2%). In the same year, 6767
patients with CRC died, ranking second after
deaths caused by lung cancer.

Globally, CRC is the third most commonly
diagnosed cancer in men and the second most
common in women, according to the World
Health Organization’s GLOBOCAN database.
Both incidence and mortality rates are
substantially higher in men than in women. [3]
Obesity, sedentary lifestyle, consumption of red
meat, alcohol and tobacco are considered, along
with genetic predisposition, the main factors
underlying the increase in the incidence of CRC.

Advances in understanding the patho-
physiology of this cancer have led to increased
treatment options, including endoscopic and
surgical excision, radiation therapy, immuno-
therapy (Pembrolizumab, Nivolumab, Ipili-
mumab, etc.), palliative chemotherapy, targeted
therapy, and for metastases extensive surgery
and local ablative therapies. Unfortunately,
approximately 20% of new cases are diagnosed
with metastatic colorectal cancer (mCRC) at the
time of the initial visit, negatively affecting the
prognosis.[4] Subsequently, 40-50% of people
with early-stage disease develop metastases,
which contribute to the increased mortality rate
associated with CRC.

The prognosis depends on the stages of the
disease. A French study reported a 5-year
survival rate of 82% for patients in stage I-II,
compared with only 7.6-9.6% for stage IV disease.




la 5 ani de 82% pentru pacientii in stadiile I-II,
comparativ cu doar 7,6-9,6% pentru stadiul IV de
boala.

Cunoscut si sub denumirea de adeno-
carcinom colorectal, acest cancer se dezvoltd de
obicei din celulele epiteliale glandulare ale
intestinului gros.[5] Alte tipuri mai putin
frecvente de cancer cu localizare la nivelul
colonului sunt tumorile carcinoide, tumorile
stromale gastrointestinale, limfoamele si sarcoa-
mele.[4] Cancerele epiteliale sunt caracterizate
prin mutatii la nivelul factorilor de crestere si
receptorul factorului de crestere, oferindu-le
potential de proliferare celulard neinhibata,
migrare si promovarea angiogenezei.[2]

EGFR-I sunt capabile sd inhibe aceastd
semnalizare. Panitumumab si Cetuximab, sunt
anticorpi monoclonali care vizeaza acest receptor
si au activitate clinicd la pacientii cu mCCR. [6, 7]

Exista doua clase generale de EGFR-I:

v’ anticorpii monoclonali anti EGFR: panitu-

mumab, cetuximab si necitumumab;

v inhibitori de tirozin kinazd EGFR cu

molecule mici (Tki): Tki (gefitinib si
erlotinib) si Tki aditionali (lapatinib,
afatinib, neratinib, vandetanib), care
inhiba multipli receptori.[2, 8]

EGFR-I sunt aprobate in prezent pentru a
trata cancerul colo-rectal, dar si cancerul
pulmonar fard celule mici, carcinomul cu celule
scuamoase al capului si gatului, cancerul
pancreatic si cancerul mamar.[2, 9]

Avand in vedere prezenta EGFR in celulele
bazale ale epidermului, firul de par, glandele
sebacee, efectele secundare includ anomalii
frecvente.[10, 11] Aceste toxicitdti cutanate risca
reducerea sau incetarea terapiei, pe langa faptul
cd afecteaza calitatea vietii. Prin urmare, este
important sd recunoastem si sd gestionam eficient
aceste efecte secundare.[12, 13]

O eruptie cutanata indusa de EGFR-I se
coreleazd cu o supravietuire globald mai buna si
fard progresie a cancerului. Asadar, in mod ideal,
tratamentul cu EGFR-I este continuat chiar si in
prezenta anumitor toxicitdti cutanate, deoarece
efectele secundare cutanate sunt un indiciu al
unui rdspuns eficient.[14, 15]

Panitumumab este un anticorp monoclonal
complet uman indicat pentru tratamentul
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Also known as colorectal adenocarcinoma,
this cancer usually develops in the glandular
epithelial cells of the large intestine.[5] Other
uncommon cancers of the colon are carcinoid
tumors, gastrointestinal stromal tumors, lym-
phomas, and sarcomas. [4] Epithelial cancers are
characterized by mutations in growth factor and
growth factor receptor, giving them the potential
for uninhibited cell proliferation, migration, and
promoting angiogenesis. [2]

EGFR-I are able to inhibit this signaling.
Panitumumab and Cetuximab are monoclonal
antibodies that target this receptor and have
clinical activity in patients with mCRC,[6, 7]

There are two general classes of EGFR-I:

v anti-EGFR monoclonal antibodies: pani-
tumumab, cetuximab and necitumumab;

v EGFR small molecule tyrosine kinase
inhibitors (Tki): Tki (gefitinib and
erlotinib) and additional Tki (lapatinib,
afatinib, neratinib, vandetanib), which
inhibit multiple receptors. [2, 8]

EGFR-I are currently approved to treat
colorectal cancer, but can also treat small cell lung
cancer, squamous cell carcinoma of the head and
neck, pancreatic cancer, and breast cancer. [2, 9]

Due to the presence of EGFR in the basal cells
of the epidermis, hair, sebaceous glands, side
effects are common. [10, 11] These skin toxicities
may reduce or discontinue therapy, in addition to
affecting quality of life. It is therefore important
to recognize and effectively manage these side
effects. [12, 13]

An EGFR-I-induced rash correlates with
better overall survival without cancer pro-
gression. Therefore, ideally, treatment with
EGFR-I is continued even in the presence of
certain skin toxicities, as skin side effects are an
indication of an effective response. [14, 15]

Panitumumab is a fully human monoclonal
antibody indicated for the treatment of metastatic
colorectal cancer that has a wild-type (non-
mutant) RAS gene:

v  as first-line treatment, in combination
with FOLFOX (folinic acid/5-fluorou-
racil/oxaliplatin) or FOLFIRI (folinic
acid /5-fluorouracil /irinotecan);

v" as second-line treatment, in combination
with FOLFIRI, in patients receiving first-
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cancerului colo-rectal metastatic care prezinta
gena RAS de tip sdlbatic (non-mutanta):

v’ ca tratament de primd linie, in asociere cu
FOLFOX (acid folinic/5-fluorouracil/-
oxaliplatin) sau FOLFIRI (acid folinic/5-
fluorouracil /irinotecan);

v’ ca tratament de linia a doua, in asociere
cu FOLFIRI, la pacientii la care s-a
administrat in cadrul tratamentului de
priméd linie chimioterapie cu fluoro-
pirimidine (exclus irinotecan);

v’ ca monoterapie, dupd esecul schemelor
terapeutice cu fluoropirimidind, oxali-
plating, irinotecan.[16]

Efectele secundare dermatologice sunt frec-
vent observate dupa utilizarea EGFR-I si cuprind:

> eruptii cutanate papulo-pustuloase

Denumite si eruptii acneiforme sau
acneiforme-like, ele sunt cele mai precoce si
frecvente efecte secundare si afecteazd 20-80%
dintre pacientii tratati cu EGFR-I. Eruptia poate
apdrea intre 2 zile-6 sdptamani de la prima
administrare a medicamentului, dar de obicei se
dezvoltd in primele 2 sdptdmani, situatie
prezenta si la cazul nostru. [17, 18, 19]

Clinic, se caracterizeaza prin papule
eritematoase sensibile, care se transformd in
pustule apoi in cruste. Afecteazd zonele pielii cu
frecventd mare de glande sebacee (scalp, fatd,
partea superioard a trunchiului), mai rar poate
implica extremitétile, partea inferioard a spatelui,
abdomenul. Leziunile pot fi dureroase sau
pruriginoase.[20]

Histologic, au fost descrise 2 patternuri
majore de reactie:

- infundibul folicular hiperkeratozic sau
ectatic inconjurat de un infiltrat cu celule
inflamatorii dermice superficiale, in
special in portiunea superioard a folicului
de par;

- foliculitd supurativd cu neutrofile si
rupturd a captuselii epidermice.

Nu au fost descrise modificari ale capilarelor
dermice, glandelor ecrine sau sebacee. Culturile
microbiologice au demonstrat absenta infectiei,
confirmand cd acesta este un proces steril.[21]

Spre deosebire de acneea vulgard nu se
intalnesc hipertrofia glandelor sebacee, come-
doane si nici infiltrat inflamator asociat cu colo-
nizarea cu Propionbacterium acnes.[22]

260

line fluoropyrimidine chemotherapy
(excluding irinotecan);

v as monotherapy, after failure of fluoro-
pyrimidine,  oxaliplatin, irinotecan
regimens. [16]

Dermatological side effects are commonly
seen after using EGFR-I and include:

» papulo-pustular rashes

Also called acneiform or acneiform-like
rashes, they are the earliest and most common
side effects and affect 20-80% of patients treated
with EGFR-I. The rash may appear between 2
days and 6 weeks after the first administration of
the drug, but it usually develops in the first 2
weeks, a situation that is also present in our case.
[17, 18, 19]

Clinically, they are characterized by sensitive
erythematous papules, which turn into pustules
and then crusts. Affects areas of the skin with a
high frequency of sebaceous glands (scalp, face,
upper torso), less often may involve the
extremities, lower back, abdomen. The lesions
may be painful or itchy. [20]

Histologically, 2 major reaction patterns have
been described:

- hyperkeratosis or ectatic follicular infun-
dibulum surrounded by an infiltrate with
superficial dermal inflammatory cells,
especially in the upper part of the hair
follicle;

- neutrophil suppurative folliculitis and
rupture of the epidermal lining.

No changes in dermal capillaries, eccrine or
sebaceous glands have been described. Micro-
biological cultures have shown no infection,
confirming that this is a sterile process. [21]

Unlike acne vulgaris, there is no hyper-
trophy of the sebaceous glands, comedones, or
inflammatory infiltrate associated with Propion-
bacterium acnes colonization. [22]

The lesions can be complicated by impetigo,
present in the scalp in our case, which must be
suspected when a sudden aggravation of the rash
occurs. [20]

The table 1 the severity of papulopustular
eruptions, our patient having grade I, according
to this classification. [23]




Leziunile se pot complica prin impetigi-
nizare, prezentd la nivelul scalpului la cazul
nostru, care trebuie suspectaté atunci cand apare
o agravare bruscd a eruptiei cutanate.[20]

Reddm in tabelul 1 gradele de severitate ale
eruptiilor papulo-pustuloase, bolnavul nostru
avand gradul I, conform acestei clasificari.[23]

» modificdri unghiale

Sunt frecvent observate ca efecte secundare
ale EGFR-], cu o incidenta descrisa de 17,2 % intr-
un studiu.[24]
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» nail changes

They are commonly seen as side effects of
EGFR-I, with a described incidence of 17.2% in
one study. [24]

These changes include paronychia and
lesions similar to pyogenic granuloma, with
erythema and tenderness of the skin adjacent to
the nail.

Other changes include thin, easily broken
nails, as well as onycholysis, with mnail
detachment from the nail bed and nail
discoloration due to the involvement of the nail
matrix. [25]

Tabelul 1. Criteriile comune de terminologie ale Institutului National al Cancerului
pentru evenimentele adverse

Clasificare

Caracteristici

Gradul I

- papule si/sau pustule care acoperd <10% din suprafata corporald, asociate sau nu cu
simptome de prurit sau sensibilitate

Gradul II

- papule si/sau pustule care acopera 10-30% din suprafata corporald, asociate sau nu
cu simptome de prurit sau sensibilitate; impact psihosocial; limitarea activitatii
zilnice instrumentala

Gradul III

- papule si/sau pustule care acoperd >30% din suprafata corporald, asociate sau nu cu
prurit sau sensibilitate; limitarea activitatii zilnice de autoingrijire, asociata cu
suprainfectie locala (antibiotice orale indicate)

Gradul IV

- acoperirea oricarui procent din suprafata corporald, asociat sau nu cu prurit sau
sensibilitate; asociat cu suprainfectie severa (antibiotice intravenoase indicate);
consecinte care pun viata in pericol

Gradul V

- deces

Table 1. National Cancer Institute Common Terminology Criteria for Adverse Events

Classification

Characteristics

Grade I

- papules and / or pustules covering <10% of body surface area with or without
symptoms of pruritus or tenderness

Grade IT

- papules and / or pustules covering 10-30% of the body surface, whether or not
associated with symptoms of pruritus or tenderness; psychosocial impact; limiting
daily instrumental activity

Grade III

- papules and / or pustules covering> 30% of the body surface, whether or not
associated with pruritus or tenderness; limitation of daily self-care activity
associated with local superinfection (oral antibiotics indicated)

Grade IV

- covering any percentage of the body surface, whether or not associated with
pruritus or tenderness; associated with severe superinfection (intravenous antibiotics
indicated); life-threatening consequences

Grade V

- death.
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Aceste modificari includ paronichia si leziuni
asemandtoare granulomului piogenic, cu eritem
si sensibilitate a pielii adiacente unghiei.

Alte modificari includ unghii, subtiri, care se
rup usor, precum si onicolizd, cu detasarea
unghiei de la nivelul patului unghial si
decolorarea unghiei datoritd interesarii matricei
unghiale.[25]

> xeroza si pruritul

Seamdnad adesea cu dermatita atopicd sau
poate avea aspect de eczema Craquelé. Poate
duce la fisuri. Intr-un studiu care a evaluat
impactul evenimentelor dermatologice asupra
calitatii vietii, s-a constatat ca xeroza si pruritul
sunt cele mai semnificative evenimente adverse
descrise. [26] Pruritul a apdrut la 17-58% dintre
pacientii tratati cu EGFR-I, cea mai mare
frecventd a fost la cei tratati cu panitumumab.[27]

> modificdri ale parului

Sunt frecvent observate in cazul terapiei
prelungite cu EGFR-I. Pacientii pot prezenta
cddere usoard a parului si modificari ale texturii
parului, precum si alopecii  circumscrise
cicatriciale /necicatriciale. Genele pot suferi un
proces de tricomegalie care poate provoca
blefaritd. A fost descrisd, de asemenea, polioza
sprancenelor, cu pierderea pigmentului si albirea
ulterioard a pdrului. Uneori s-a observat
hirsutism la nivelul fetei.[28, 29]

> modificdri ale mucoaselor orale, oculare
si genitale

Pacientii pot prezenta multiple ulceratii sau
afte orale. Trebuie exclusd o etiologie infectioasd
virala (Varicella Zoster Virus, Herpes Simplex
Virus). Poate apdrea xeroza si limba geografica.

La nivelul ocular au fost descrise cheratita,
conjunctivita, iar genital pot apdrea vulvova-
ginita sau balanita.[30]

> eruptii fotosensibile au fost observate ca
efect secundar al terapiei cu EGFR-L

Interesant este cd eruptia papulo-pustuloasa
tipica tinde sa favorizeze zonele expuse la soare,
cum ar fi fata si V-ul decolteului.

In plus, radiodermatita poate fi exacerbata
prin terapia concomitentd EGFR-I si radio-
terapie. [31]
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» xerosis and pruritus

It often resembles atopic dermatitis or may
look like Craquelé eczema. It can lead to fissures.
In a study that evaluated the impact of
dermatological events on quality of life, it was
found that xerosis and pruritus are the most
significant adverse events described. [26]
Pruritus occurred in 17-58% of patients treated
with EGFR-I, the highest frequency being in
those treated with panitumumab. [27]

> hair changes

They are commonly seen with prolonged
EGFR-I therapy. Patients may experience mild
hair loss and changes in hair texture, as well as
circumscribed scarring / non-scarring alopecia.
Eyelashes can suffer from a process of
trichomegaly that can cause blepharitis. Eyebrow
poliosis, with loss of pigment and subsequent
bleaching of the hair, has also been described.
Hirsutism was sometimes observed on the face.
[28, 29]

> changes in the oral, ocular and genital
mucous membranes

Patients may have multiple ulcers or oral
aphthae. A viral infectious etiology (Varicella
Zoster Virus, Herpes Simplex Virus) should be
ruled out. Xerosis and geographic language may
occur.

Ocular manifestations include keratitis,
conjunctivitis, and vulvovaginitis or balanitis
may occur in the genitals. [30]

> photosensitive eruptions have been
described as a side effect of EGFR-I
therapy.

Interestingly, the typical papulopustular
eruption tends to favor areas exposed to the sun,
such as the face and V-neck. In addition,
radiodermatitis can be exacerbated by
concomitant EGFR-I therapy and radiation
therapy. [31]

> severe eruptions, Stevens-Johnson syn-
drome and Toxic epidermal necrolysis are
rare.

In a study of 8,998 patients treated with
EGFR-I, there were no deaths due to cutaneous
eruptions. [32, 33]




> eruptii severe, sindromul Stevens-
Johnson si Necroliza epidermica toxica —
sunt rare.

Intr-un studiu pe 8998 pacienti tratati cu
EGFR-I, nu au existat cazuri de mortalitate
datorate eruptiilor cutanate.[32, 33]

Tratament

Tratamentul este conceput pentru a preveni
reducerea dozei sau oprirea terapiei anti-
canceroase. Cu toate acestea, pentru reactiile de
gradul IV sau reactii secundare grave care pun
viata in pericol, este necesara reducerea dozei sau
sistarea tratamentului.

Masuri preventive: hidratarea pielii xerotice
de 2 ori/zi cu emoliente, creme cu uree fard
alcool, protectie solard, evitarea dusurilor
fierbinti, spaldrii frecvente a mainilor, evitarea
contactului cu iritanti (solventi, dezinfectanti,
lacuri).

Profilaxia cu tetraciclind, minociclind sau
doxiciclindg au dus la scaderea frecventei si a
severitdtii reactiilor adverse cutanate. [34]

Tromkova si colab. au evaluat efectul posibil
al pre-tratamentului local cu fitomenadiona (vit.
K,) asupra diminudrii extinderii si severitatii
eruptiilor cutanate foliculare (menadiona
stabilizeaza fosforilarea EGFR). [35]

Toxicitate usoard: steroid local (hidrocortizon
1-2,5% cremd) sau clindamicind gel 1%. Alter-
native: eritromicind 3% gel/cremd, metronidazol
0,75-1% crema/ gel.

Toxicitate moderatd: steroid local, clindamicind
(1% gel), pimecrolimus (1% cremad) plus
doxiciclind (100 mg*2/zi), minociclind (100 mg
*2/71).

Toxicitate severd: tratamentul de la toxicitate
moderatd plus metiprednisolon si tratamentul
suprainfectiilor (este necesard efectuarea
antibiogramei).[36] Alternative: isotretinoin 0,3-
0,5mg/kg/zi.[37]

In cazul in care eruptia nu este redusa dupa
2-4 sdptamani de tratament, se recomandad
intreruperea /reducere terapiei.

Intr-un studiu (Gabriella Fabbrocini si colab.,
Italia) din octombrie 2010-iulie 2014 pe 120 de
pacienti tratati cu EGFR-I (cetuximab, erlotinib,
lapatinib, gefitinib, panitumumab), 80% au
prezentat eruptie papulo-pustuloasd, 20% afec-
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Treatment

Treatment is conceived to prevent dose
reduction or stopping anticancer therapy.
However, for life-threatening or serious side
effects, dose reduction or treatment disconti-
nuation is required.

Preventive measures: moisturizing xerotic
skin 2 times/day with emollients, non-alcoholic
urea creams, sunscreen, avoiding hot showers,
frequent hand washing, avoiding contact with
irritants (solvents, disinfectants, varnishes).

Prophylaxis with tetracycline, minocycline or
doxycycline resulted in decreased frequency and
severity of skin adverse reactions. [34]

Tromkova et al. evaluated the possible effect
of local pre-treatment with phytomenadione
(vitamin K1) on decreasing the extention and
severity of follicular rash (menadione stabilizes
EGEFR phosphorylation). [35]

Mild toxicity: local steroid (hydrocortisone 1-
2.5% cream) or clindamycin gel 1%. Alternatives:
erythromycin 3% gel/cream, metronidazole 0.75-
1% cream/gel.

Moderate toxicity: local steroid, clindamycin
(1% gel), pimecrolimus (1% cream) plus
doxycycline (100 mg * 2/day), minocycline (100
mg * 2/day).

Severe toxicity: treatment of moderate toxicity
plus metiprednisolone and treatment of super-
infections (antibiogram required). [36] Alter-
natives: isotretinoin 0.3-0.5 mg/kg/day. [37]

If the cutaneous eruption is not reduced after
2-4 weeks of treatment, discontinuation/
reduction of therapy is recommended.

In a study (Gabriella Fabbrocini et al., Italy)
from October 2010-July 2014 on 80 patients
treated with EGFR-I (cetuximab, erlotinib,
lapatinib, gefitinib, panitumumab), 80% had a
papulopustular rash, 20 % nail changes, 45%
alopecia, 1% trichomegaly, 30% paronychia. The
papulo-pustular rash was located on the face,
neck, back of the ear, scalp, upper torso, but also
involved the abdomen, arms, legs. Most patients
had a mild to moderate rash (grade I, II) but 4
patients developed a grade III rash. The
treatment included a mixture of Clindamycin gel
1% and gentamicin 0.1% ointment one or two
applications / day. The lesions healed completely
in 2 weeks for a mild, moderate rash. In more
severe eruptions, prednisone was administered
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tare unghiala, 45% alopecie, 1% tricomegalie, 30%
paronichie. Eruptia papulo-pustuloasd a fost
localizatd la nivelul fetei, gatului, retroauricular,
scalp, trunchi superior, dar au fost implicate si
abdomenul, bratele, picioarele. Majoritatea
pacientilor au prezentat eruptie usoara sau
moderata (grad I, II) dar 4 pacienti au dezvoltat o
eruptie gradul III. Tratamentul a inclus mixtura
cu Clindamicind gel 1% si gentamicina 0,1%
unguent una sau doud aplicdri/zi. Leziunile s-au
remis complet in 2 sdptdmani pentru eruptia
usoara, moderata. in cazul eruptiilor mai severe,
s-a administrat prednison 12,5-25 mg/zi, timp de
0 sdptdmand, cu scdderea progresivd a dozei.[38]

Concluzii

Utilizarea noii terapii tintite pentru
afectiunile oncologice este in crestere. Eruptia
papulo-pustuloasa foliculard este o complicatie a
terapiei cu Panitumumab, care de cele mai multe
ori nu necesitd Intreruperea acestui tratament.

Chiar dacd efectele secundare cutanate pot fi
considerate un biomarker pentru un rezultat
favorabil din punct de vedere oncologic, acestea
afecteaza calitatea vietii pacientilor.

Este important din acest motiv ca medicii
dermatologi sd recunoasca simptomele si sa
trateze aceste manifestari pentru e evita
intreruperea tratamentului.
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