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Rezumat

Eritemul fix postmedicamentos este o reactie alergicd
cutanatd caracterizatd clinic prin aparitia unei plici unice
sau multiple, de culoare eritemato-violacee, de fiecare dati
la expunerea la agentul incriminat si avind aceeasi
localizare. Aceste leziuni pot fi dificil de diagnosticat din
cauza similitudinii cu alte patologii: maladii buloase
autoimune, eritemul polimorf, urticaria vasculiticd etc.

Prezentdm cazul unei paciente in vdrstid de
59 ani, cu numeroase comorbidititi care s-a prezentat
pentru aparitia unei eruptii alcituite din multiple plici
eritemato-violacee, bine delimitate, situate la nivelul
trunchiului si al bratelor, in evolutie de aproximativ 2 luni.
Pre-cizam dificultatea efectudrii anamnezei, pacienta
suferind de surditate bilaterald de transmisie. Astfel,
comunicarea s-a realizat prin intermediul limbajului scris
si al rudelor, evidentiind o posibild corelatie intre debutul
leziunilor si administrarea unui tratament gastro-
enterologic cu antispastice si inhibitori de pompd de
protoni.

In urma acuzelor pacientei, istoricului consumului de
medicamente si manifestdrilor clinice, a fost ridicatd
suspiciunea de eritem fix postmedicamentos, confirmat prin

Summary

Fixed drug eruption is a cutaneous allergic reaction
characterized by the clinical appearance of a single or
multiple erythematous-violaceous plaques, occurring each
time upon exposure to the implicated agent and with the
same location. These lesions can be difficult to diagnose due
to their resemblance to other pathologies (auto-immune
bullous diseases, erythema multiforme, vasculitic urticaria
etc).

We present the case of a 59-year-old patient with
numerous comorbidities who presented with the occurrence
of an eruption consisting of multiple well-demarcated
erythematous-vio-laceous plaques on the trunk and arms,
evolving for approximately 2 months. We note the difficulty
in obtaining a medical history, as the patient had bilateral
conductive hearing loss. Thus, communication was
facilitated through written language and family members,
highlighting a possible correlation between the onset of
lesions and the administration of gastro-enterological
treatment with antispasmodics and proton pump
inhibitors.

Based on the patient’s complaints, medi-cation history,
and clinical manifestations, suspicion of fixed drug
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examen histopatologic. Desi datele clinice si paraclinice au
sustinut diagnosticul de eritem fix post-medicamentos,
identificarea unui anumit medicament incriminat a fost
imposibild, motiv pentru care s-a administrat tratament
simpto-matic corticosteroid cu evolufie favorabild.

Eritemul fix postmedicamentos reprezintd o reactie de
hipersensibilitate intdrziatd (de tip 4) ale cdrei manifestiri
clinice cutanate sunt dificil de diagnosticat din cauza
aspectului heterogen, fiind necesar un grad inalt de
suspiciune (cu precidere in contextul in care nu poate fi
depistat cu usurintd istoricul bolii si consumul de
medicamente).
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eruption was raised and  confirmed  through
histopathological exami-nation. Although the clinical and
paraclinical data support the diagnosis of fixed drug
eruption, it was not possible to identify a specific implicated
medication, leading to the admi-nistration of symptomatic
corticosteroid treat-ment with favorable evolution.

Fixed drug eruption represents a delayed-type
hypersensitivity reaction (type IV) with cutaneous clinical
manifestations that are difficult to diagnose due to their
heterogeneous appearance, requiring a high degree of
suspicion (especially in cases where the disease history and
medication consumption cannot be easily determined).
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Introducere

Eritemul fix postmedicamentos reprezintd o
reactie cutanatd de hipersensibilitate distinctd,
caracterizatd prin aparitia unei placi izolate sau a
unui numdr redus de placi eritemato-violacee
care pastreaza localizarea in urma reexpunerii la
medicamentul incriminat. In urma rezolutiei
placilor se evidentiaza hiperpigmentare post-
inflamatorie.

De asemenea, existd variante rare, atipice
precum cele multiple, non-pigmentare sau
variante severe (buloase generalizate) care
prezintd elemente comune cu sindromul Stevens-
Johnson sau necroliza epidermica toxica (NET).

[1]

Epidemiologie

Din punct de vedere epidemiologic, reactiile
cutanate de hipersensibilitate se produc la 2-3%
dintre pacientii cdrora le este administrat un
anumit tratament medicamentos. Acestea se
produc la toate categoriile de varstd, neexistand
predilectie In ceea ce priveste sexul. Eruptiile
exantematoase sau morbiliforme sunt mai
frecvente decat eritemul fix postmedicamentos,
reprezentand aproximativ 95% din totalitatea
reactiilor cutanate de hipersensibilitate. [2]

Patogeneza

Clasele de medicamente care produc eritem
fix postmedicamentos variaza in functie de tard,
de disponibilitate si de rata de consum. Cele mai
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Introduction

Fixed drug eruption represents a distinctive
type of hypersensitivity reaction characterized by
the appearance of isolated plaques or a small
number of erythematous-violaceous plaques that
recur at the same location upon re-exposure to
the implicated drug. After the resolution of the
plaques, post-inflammatory hyperpigmentation
becomes evident.

There are also rare and atypical variants, such
as multiple, non-pigmentary, or severe forms
(generalized bullous) that share common
elements with Stevens-Johnson syndrome or
toxic epidermal necrolysis (TEN). [1]

Epidemiology

From an epidemiological standpoint, cuta-
neous hypersensitivity reactions occur in
2-3% of patients receiving medication. They can
occur in all age groups, with no predilection for
sex. Exanthematous or morbilliform eruptions
are more common than fixed drug eruptions,
accounting for approximately 95% of all cuta-
neous hypersensitivity reactions. [2]

Pathogenesis

The classes of drugs that can cause fixed drug
eruption vary depending on the country,
availability, and consumption rate. The most
common classes of drugs involved in the
occurrence of fixed drug eruption are antibiotics,




frecvente clase implicate in aparitia eritemului fix
postmedicamentos sunt antibioticele, antiinfla-
matoarele non-steroidiene, analgezicele, hipno-
ticele si antimalaricele de sinteza (tabelul 1.)

Au fost raportate cazuri rare de eritem fix
postmedicamentos la administrarea de Levo-
cetirizind, anumite alimente si aditivi alimentari.
De asemenea, au fost raportate cazuri in
administrarea substantelor cu structurd similara
medicamentului incriminat (fenomen numit
cross-reactivitate), dar si a celor neinrudite din
punct de vedere chimic (polisensibilitate). [5]
Eritemul fix postmedicamentos poate constitui o
manifestare a activarii sistemului imun inndscut,
intrucat au fost raportate cateva cazuri in urma
administrarii vaccinului impotriva COVID19 (nu
a existat expunerea anterioard la o anumitd
medicatie). [6]

Mecanisme imunologice

e Celulele T CD8+ intraepidermice (fenotip
efector, cu memorie) joacd un rol crucial in
medierea leziunilor epidermice localizate,
fiind abundente la nivelul jonctiunii
dermo-epidermice in leziunile active si
rezidd in leziunile vindecate un timp
indelungat dupa rezolutia acestora.

o Celulele T CD8+ rdman latente pand cand
terapia e readministratd, moment in care
acestea produc in mod direct distrugerea
epidermicd prin eliberarea de interferon
gamma si granule citotoxice: granzyme b
si perforine. [7]

e Pe langa acestea, contribuie si citokinele,
moleculele de adeziune ce recruteaza

Tabel 1. Principalele clase de medicamente implicate in
aparitia eritemului fix postmedicamentos
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non-steroidal anti-inflammatory drugs (NSAIDs),
analgesics, and hypnotics (Table 1).

Rare cases of fixed drug eruption have been
reported with the administration of levoce-
tirizine, certain foods, and food additives. There
have also been reports of cases associated with
structurally similar substances (cross-reactivity)
and those that are chemically unrelated (poly-
sensitivity). [5] Fixed drug eruption can be a
manifestation of innate immune system acti-
vation, as a few cases have been reported
following COVID-19 vaccination (without prior
exposure to a specific medication). [6]

Immunological mechanisms

e Intraepidermal CD8+ T cells (effector
phenotype with memory) play a crucial
role in mediating localized epidermal
lesions, being abundant at the dermo-
epidermal junction in active lesions and
persisting in healed lesions for an
extended period.

e CD8+ T cells remain latent until the
therapy is re-administered, at which point
they directly contribute to epidermal
destruction by releasing interferon-
gamma and cytotoxic granules: granzyme
b and perforin. [7]

e In addition to CD8+ T cells, cytokines and
adhesion molecules recruit CD4+ T cells,
CD8+ T cells, and neutrophils to con-
tribute to tissue destruction in active
lesions.

e In a late stage, regulatory CD4+CD25+
Foxp3+ cells participate in immune
response homeostasis by inducing apop-
tosis of cytotoxic cells, but a subset of

Table 1. Main classes of drugs involved in the occurrence of
fixed drug eruption

e Antibiotice (trimethoprim-sulfametoxazol, peniciline,
tetracicline, quinolone, dapsona)

¢ Antiinflamatoare non-steroidiene (AINS, acid
acetilsalicilic, naproxen, ibuprofen)

* Analgezice (Acetaminofen)

® Barbiturice

* Anticonvulsivante (carbamazepina)

e Antimalarice

¢ Antibiotics (trimethoprim-sulfamethoxazole,
penicillins, tetracyclines, quinolones, dapsone)

¢ Nonsteroidal anti-inflammatory drugs (NSAIDs)
(aspirin, naproxen, ibuprofen)

¢ Analgesics (Acetaminophen)

e Barbiturates

e Anticonvulsants (carbamazepine)

e Antimalarials

25




DermatoVenerol. (Buc.), 68(1): 23-34

celule CD4+, CD8+ si neutrofile la
distrugerea tesutului In leziunile active.

o Intr-un stadiu tardiv, celulele reglatorii
CD4+CD25+Foxp3+ participd la homeo-
stazia reactiei imune, prin apoptoza
celulelor citotoxice, Insd o subpopulatie de
CD8+ este protejatd de apoptozd prin
intermediul interleukinei 15 secretatd de
keratinocitele bazale, acestea devenind
celule cu memorie.

e Mastocitele contribuie la activarea limfo-
citelor T CD8+ prin intermediul mole-
culelor de adeziune ce inconjoara kera-
tinocitele bazale si prin activitatea facto-
rului de necrozd tumoral alpha. [8]

Histopatologie

Eritemul fix postmedicamentos reprezintd o
reactie tisulard lichenoidd, iar aspectul histo-
patologic variaza in functie de stadiul leziunii si
de tipul medicamentului incriminat, desi acestea
au anumite elemente in comun.

La momentul debutului bolii, biopsia cuta-
natd poate releva un grad moderat de spongiozad,
infiltrat inflamator limfocitar perivascular si
dermatitd vacuolard de interfatd, iar in stadiul
tardiv se evidentiazd incontinentd pigmentard si
hiperpigmentare epidermica (tabelul 2.)

In eritemul fix postmedicamentos au fost
identificate cateva pattern-uri histologice atipice
precum: reactie neutrofilica, vasculitd leucocito-
clazica si eruptie non-pigmentard fixa postmedi-
camentoasi. [9]

In varianta eritemului fix postmedicamentos
non-pigmentar, modificdrile epidermice sunt
usoare sau absente si se remarcd un infiltrat
inflamator perivascular la nivelul dermului
reticular alcdtuit din limfocite, eozinofile si
melanofage.

In varianta generalizati buloasi se evi-
dentiazad caracteristici similare bulelor din
sindromul Stevens-Johnson sau necroliza epi-
dermica toxicd (necroza intregii grosimi epider-
mice, cu absenta incontinentei pigmentare). [10]

Astfel, putem concluziona cd modificdrile
histopatologice din eritemul fix postmedica-
mentos nu sunt specifice si pot fi intrunite si in
alte afectiuni. Pentru diagnosticul cert, carac-
teristicile histopatologice identificate ar trebui
coroborate cu aspectele clinice, distributia leziu-
nilor, istoricul bolii si corelatia temporald intre
expunerea la medicament si momentul eruptiei.
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CD8+ T cells is protected from apoptosis
through interleukin-15 secreted by basal
keratinocytes, becoming memory cells.
e Mast cells contribute to the activation of
CD8+ T cells through adhesion molecules
surrounding basal keratinocytes and the
activity of tumor necrosis factor-alpha. [8]

Histopathology

Fixed drug eruption represents a lichenoid
tissue reaction, and the histopathological
appearance varies depending on the stage of the
lesion and the type of implicated medication,
although they share common features.

At the onset of the disease, skin biopsy may
reveal a moderate degree of spongiosis, peri-
vascular lymphocytic inflammatory infiltrate,
and interface dermatitis. In the late stage,
evidence of pigment incontinence and epidermal
hyperpigmentation can be observed (Table 2).

Atypical histological patterns, such as
neutrophilic reaction, leukocytoclastic vasculitis,
and non-pigmented fixed drug eruption, have
been identified in fixed drug eruption. [9]

In the non-pigmented variant of fixed drug
eruption, epidermal changes are mild or absent,
and there is an inflammatory infiltrate in the
reticular dermis consisting of lymphocytes,
eosinophils, and melanophages.

The generalized bullous variant shows
similar characteristics to the blisters seen in
Stevens-Johnson syndrome or toxic epidermal
necrolysis (full-thickness epidermal necrosis
without pigmentary incontinence). [10]

Therefore, it can be concluded that the
histopathological changes in fixed drug eruption
are not specific and can be observed in other
conditions. To establish a definitive diagnosis,
the identified histopathological characteristics
should be correlated with the clinical aspects,
lesion distribution, disease history, and temporal
correlation between drug exposure and
eruption.




Tabel 2. Eritem fix medicamentos -aspecte histopatologice in
functie de stadiu

Stadiul precoce

® spongiozd moderatd (edem intercelular) si necroza
difuza sau localizata a epidermului.

e Infiltrat inflamator alcituit din limfocite, macrofage si
ocazional eozinofile, perivascular si in portiunea
superioard a dermului.

e Dermatitd vacuolard de interfatd, asociind vacuolizarea
stratului bazal (separarea keratinocitelor de membrana

bazald) si prezenta corpilor apoptotici.

Stadiul tardiv

¢ Incontinentd pigmentara (acumularea melaninei la
nivelul macrofagelor situate in portiunea superioara a
dermului).

* Hiperpigmentare epidermica datorita cresterii
productiei de melanina cu hiperpigmentare

postinflamatorie

Manifestari clinice

Aspectul clinic in eritemul fix postmedica-
mentos constd preponderent In prezenta unor
macule rotund-ovalare, eritemato-violacee, bine
delimitate, singular sau in numar redus care pot
evolua catre placi edematoase, cu sau fara
aparitia bulelor. De obicei, pacientii nu asociaza
simptomele sistemice precum alterarea stdrii
generale sau febrd, dar pot predomina simpto-
mele locale, precum pruritul sau senzatia de
arsurd.

Localizdrile predilecte sunt: regiunea genitald
si perianald, buze, la nivelul extremitatilor
membrelor. La nivelul zonelor de mucoasd
(precum cea orald) se pot dezvolta eroziuni si
ulceratii. Leziunile eritematoase pot apdrea in
regiuni anterior traumatizate (in zonele de
punctie, arsuri etc) sau la nivelul zonelor de
reactivare a virusului herpetic (herpes simplex
sau herpes zoster). [9]

Intervalul debutului eruptiei scade pe
mésurd ce creste frecventa expunerii la terapia
incriminata  Astfel, leziunile acute apar, in
general, la un interval care variazd intre 30 de
minute si 8 ore dupa administrarea medica-
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Table 2. Fixed Drug Eruption. Histopathological Features
Based on Stages.

Early stage

* Moderate spongiosis (intercellular edema) and diffuse or
localized epidermal necrosis.

o Inflammatory infiltrate that consists of lymphocytes,
macrophages, and occasional eosinophils, primarily
located in the perivascular area and the upper portion of
the dermis.

¢ Interface dermatitis is observed, characterized by
vacuolization of the basal layer (separation of
keratinocytes from the basal membrane) and the

presence of apoptotic bodies.

Late stage

¢ Post-inflammatory hyperpigmentation due to the
accumulation of melanin in macrophages located in the
upper portion of the dermis.

o Other histopathological findings include apoptotic
keratinocytes, vacuolization of the basal layer,

inflammatory infiltrate with rare eosinophils, and

pigmentary incontinence.

Clinical manifestations

The clinical presentation of fixed drug
eruption predominantly consists of well-
demarcated round-oval erythematous-violaceous
macules, either singular or in a limited number,
which can evolve into edematous plaques with or
without the development of blisters.

Generally, patients do not associate systemic
symptoms such as general malaise or fever, but
local symptoms such as itching or burning
sensation may predominate. Predilection sites
include the genital and perianal regions, lips, and
extremities. Mucosal involvement (such as oral
mucosa) can lead to erosions and ulcers.
Erythematous lesions can occur in previously
traumatized areas (e.g., puncture sites, burns) or
in areas of herpes virus reactivation (herpes
simplex or herpes zoster). [9]

The onset of the rash occurs within a shorter
interval as the frequency of exposure to the
implicated therapy increases. Acute lesions
generally appear within 30 minutes to 8 hours
after drug administration but can also occur later
(up to 2 weeks after exposure). After the
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mentului, dar pot apdrea si tardiv (pand la
2 sdptdamani dupa expunere). Dupd incetarea
administrarii terapiei, rezolutia leziunilor se
produce spontan in 7-10 zile, persistand
hiperpigmentarea postinflamatorie.

Dupéd reexpunere leziunile apar in aceleasi
regiuni, dar se pot dezvolta si la nivelul altor
zone. Dupd mai multe astfel de episoade,
eritemul fix postmedicamentos poate prelua un
aspect similar celui din maladiile buloase gene-
ralizate (NET/SJS).

Variante clinice

Eritemul fix postmedicamentos poate pre-

zenta variante clinice multiple precum:

1. Eritem polimorf-like: leziuni sub forma de
tintd care mimeaza leziunile din eritemul
polimorf. In contrast cu cel din urms,
leziunile polimorf-like prezintd o culoare
mai Inchisa la nivel central.

2. Varianta generalizata: distributie difuza la
nivelul corpului. Leziunile pot fi nume-
roase si pot afecta multiple regiuni ale
corpului simultan.

3. Eritemul fix postmedicamentos cu leziuni
multiple: acestea pot apdrea simultan sau
succesiv, In regiuni diferite ale corpului
dupd expunerea la medicamentul incri-
minat.

4. Varianta buloasa de eritem fix post-
medicamentos: reprezintd o forma extrem
de rara in care se dezvolta placi eritemato-
violacee ce suprapun bule flasce sau
vezicule care se pot rupe si conduc la
formarea de eroziuni si cruste. Pot fi
prezente simptome sistemice precum stare
de rdu, febrd, artralgii si este mai frecvent
asociat consumului de sulfonamide anti-
bacteriene si antiinflamatoarelor nonstero-
idiene. in contrast cu SJS/NET, in varianta
buloasd a eritemului fix postmedica-
mentos este crutatd afectarea mucoasei
orale, iar evolutia clinicd este favorabilad
dupd intreruperea terapiei.

5. Varianta non-pigmentard a fost descrisd la
un numdr redus de pacienti, cel mai frec-
vent asociatd cu administrarea de pseudo-
efedrind. Tabloul clinic este constituit
dintr-o singurd placa sau multiple placi
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discontinuation of the therapy, the resolution of
lesions occurs spontaneously within 7-10 days,
with residual post-inflammatory hyperpigmen-
tation. Upon re-exposure, the lesions reappear in
the same regions but can also develop in other
areas. After multiple episodes, fixed drug
eruption can resemble the appearance of
generalized bullous diseases (TEN/SJS).

Clinical variants

Fixed drug eruption can present with various

clinical variants, including:

1. Erythema multiforme-like: lesions resem-
bling target lesions seen in erythema
multiforme. In contrast to erythema
multiforme, the central color of the lesions
in the erythema multiforme-like variant is
darker.

2. Generalized variant: diffuse distribution
throughout the body. The lesions can be
numerous and affect multiple body
regions simultaneously.

3. Fixed drug eruption with multiple lesions:
these can appear simultaneously or suc-
cessively in different regions of the body
after exposure to the implicated drug.

4. Bullous variant of fixed drug eruption: an
extremely rare form characterized by the
development of erythematous-violaceous
plaques that overlay flaccid or vesicular
blisters, which can rupture and result in
erosions and crusts. Systemic symptoms
such as malaise, fever, and arthralgia can
be present, and it is more frequently
associated with the use of antibacterial
sulfonamides and nonsteroidal anti-
inflammatory drugs. In contrast to
SJS/TEN, in the bullous variant of fixed
drug eruption, the involvement of the oral
mucosa is spared, and the clinical course
is favorable after the discontinuation of
the therapy.

5. Non-pigmentary variant: described in a
small number of patients, most commonly
associated with the administration of
pseudoephedrine. The clinical picture
consists of a single or multiple well-
demarcated erythematous plaques that




eritematoase, bine delimitate care se vin-
decd fara persistenta hiperpigmentarilor
postinflamatorii. [3,9]

Prezentare de caz

Descriem cazul clinic al unei paciente in
varsta de 59 ani, cu numeroase comorbiditati care
s-a prezentat pentru aparitia unei eruptii
alcatuite din multiple plédci eritemato-violacee,
bine delimitate, situate la nivelul trunchiului si al
bratelor, in evolutie de aproximativ 2 luni.

In ceea ce priveste antecedentele personale
patologice retinem: surditate bilaterald de trans-
misie, ICC clasa 2 NYHA, ateromatozd caroti-
diang bilaterala fara semnificatie hemodinamics,
regurgitare mitrald si tricuspidiand usoard, HTA
grad 2 risc intermediar, istoric de TEP si TVP,
trombofilie complexd, talasemie minord, hipo-
tiroidism.

Terapia de fond a pacientei a fost constituitd
din multiple clase de medicamente (tabelul 3.)

Precizam dificultatea efectudrii anamnezei,
pacienta suferind de surditate bilaterald de
transmisie. Astfel, comunicarea s-a realizat prin
intermediul limbajului scris si al rudelor,
evidentiind o posibila corelatie intre debutul
leziunilor si administrarea unui tratament gastro-
enterologic cu antispastice si inhibitori de pompa
de protoni.

La examenul clinic general nu au fost
decelate modificari, iar examenul clinic derma-
tologic a relevat pldci eritemato-violacee,
multiple, bine delimitate, localizate la nivelul
trunchiului si al bratelor (Figura 1, Figura 2).
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heal without residual post-inflammatory
hyperpigmentation. [3,9]

Case presentation

We describe the clinical case of a 59-year-old
patient with numerous comorbidities who
presented with an eruption consisting of multiple
well-demarcated erythematous-violaceous pla-
ques on the trunk and arms, evolving for
approximately 2 months.

Regarding the personal medical history, the
following conditions are noted: bilateral con-
ductive hearing loss, NYHA class 2 congestive
heart failure, bilateral carotid atheromatosis
without hemodynamic significance, mild mitral
and tricuspid regurgitation, grade 2 hypertension
with intermediate risk, history of pulmonary
embolism (PE) and deep vein thrombosis (DVT),
complex thrombophilia, minor thalassemia, and
hypothyroidism.

The patient’s background therapy consisted
of multiple classes of medications (Table 3).

We note the difficulty in obtaining a medical
history, as the patient had bilateral conductive
hearing loss. Thus, communication was facili-
tated through written language and family
members, highlighting a possible correlation
between the onset of lesions and the admi-
nistration of gastroenterological treatment with
antispasmodics and pantoprazole.

During the general clinical examination, no
abnormalities were detected, and the dermato-
logical examination revealed erythematous-

Tabel 3. Medicatia de fond a pacientei

Levotiroxina Hidroclorotiazida Olmesartan medoxomil / Atorvastatind
amlodipine

Acenocumarol Pantoprazol Antiagregant plachetar Bioflavonoide (Detralex)
(Thrombo ASS).

Table 3. Background Medication of the patient

Levothyroxine Hydrochlorothiazide Olmesartan medoxomil/ Atorvastatin
amlodipine

Acenocoumarol Pantoprazole Platelet aggregation inhibitor | Bioflavonoids (Detralex)
(Thrombo ASS)
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Figura 1. Manifestdri clinice in eritemul fix
postmedicamentos
Figure 1. Clinical manifestations in fixed drug eruption

Au fost efectuate investigatii paraclinice
precum analize de laborator care nu au decelat
valori modificate.

Date clinice coroborate cu datele anamnestice
au ridicat suspiciunea de eritem fix post-
medicamentos si s-a decis efectuarea biopsiei
cutanate. Piesa a fost prelevatd si Indrumatd
pentru efectuarea examenului histopatologic in
vederea stabilirii conduitei terapeutice.

Examenul histopatologic a relevat dermatita
vacuolard de interfata, asociind prezenta corpilor
apoptotici si a inflamatiei cronice (Figura 3).

De asemenea, examenul histopatologic a
decelat keratinocite apoptotice, vacuolizédrile

T
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¥

Figura 3. Dermatitd vacuolard de interfatd, corpi
apoptotici, inflamatie cronicd, HE 40x
Figure 3. Vacuolar interface dermatitis, apoptotic bodies,
chronic inflammation, HE 40x

30

Figura 2. Manifestdri clinice in eritemul fix
postmedicamentos
Figure 2. Clinical manifestations in fixed drug eruption

violaceous plaques, multiple, well-demarcated,
located on the trunk and arms (Figure 1, Figure 2).

Laboratory tests were performed, but no
significant abnormalities were found. Clinical
findings, in combination with the patient’s
history, raised suspicion of fixed drug eruption,
which was confirmed by histopathological
examination. However, the identification of a
specific implicated medication was not possible,
which led to the administration of symptomatic
corticosteroid treatment with a favorable
outcome.

Other diagnostic methods used include
provocation testing: systemic (oral) and topical
(patch testing), which can aid in identifying the
causative medication when multiple medications
are suspected or when the patient’s history is
unclear. Oral provocation testing is preferred as it
replicates the conditions of exposure, but it is
contraindicated in patients with generalized
fixed drug eruption (due to the high risk of
severe adverse reactions). The testing starts with
a dose that is one-tenth of the therapeutic dose
administered 2-4 weeks after lesion resolution,
and the dose is gradually increased at intervals of
12-24 hours. Oral provocation testing is
considered positive when the eruption appears at
previously latent sites of fixed drug eruption.
Patch testing is considered safe as the eruption is
localized and is performed when there is a
history of generalized fixed drug eruption or
when the patient refuses oral testing. [11]




stratului bazal, inflamatie cu rare eozinofile si
incontinentd pigmentara (Figura 4).

In urma acuzelor pacientei, istoricului
consumului de medicamente si manifestarilor
clinice, a fost ridicatd suspiciunea de eritem fix
postmedicamentos, confirmat prin examen
histopatologic. Desi datele clinice si paraclinice
sustin diagnosticul de eritem fix postmedica-
mentos, identificarea unui anumit medicament
incriminat a fost imposibild, motiv pentru care s-
a administrat tratament simptomatic cortico-
steroid cu evolutie favorabila.

Alte metode de diagnostic utilizate sunt
reprezentate de testele de provocare: sistemice
(pe cale orald) si topice (testare de tip patch) care
pot facilita identificarea medicamentului atunci
cand sunt suspectate multiple medicamente sau
in momentul in care istoricul pacientului este
neclar. Sunt preferabile metodele de provocare
orala deoarece reproduc conditiile expunerii, insa
acestea sunt contraindicate in cazul pacientilor cu
eritem fix postmedicamentos de tip generalizat
(riscul reactiilor adverse severe este ridicat). Se
administreaza o zecime din doza terapeutica la
un interval intre 2-4 saptaméni de la remisia
leziunilor si este crescuta progresiv doza la 12-24
ore. Testul de provocare orald este considerat
pozitiv atunci cand se manifestd eruptia la
nivelul leziunilor latente de eritem fix post-
medicamentos. Testarea de tip patch este consi-
deratd sigura intrucat eruptia este localizata si se
efectueazd cand existd istoric de eritem fix
postmedicamentos generalizat sau in momentul
in care pacientul refuza testarea pe cale orala. [11]

Diagnostic diferential

Eritemul fix postmedicamentos prezintd
similitudini cu alte patologii si este necesard
diferentierea ludnd in considerare numirul,
distributia si morfologia leziunilor. Astfel
diagnosticul diferential se realizeaza cu:

1. Maladii buloase autoimune precum
Sindromul Stevens-Johnson sau necroliza
epidermicd toxicd fiindcd pot prezenta
anumite elemente comune (in cadrul
acestora leziunile nu sunt atat de bine
delimitate si au predispozitia de a conflua,
simptomele sistemice sunt dominante, iar
evolutia bolii este rapid progresiva).
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bazal, inflamatie cu rare eozinofile, incontinentd
pigmentard, HE 100x
Figure 4. Apoptotic keratinocytes, basal layer
vacuolization, inflammation with rare eosinophils,
pigmentary incontinence, HE 100x

Differential diagnosis

Fixed drug eruption shares similarities with
other conditions, and differential diagnosis is
necessary, considering the number, distribution,
and morphology of the lesions. The differential
diagnosis includes:

1. Autoimmune bullous diseases such as
Stevens-Johnson syndrome or toxic
epidermal necrolysis, as they may exhibit
some common features (although the
lesions are not as well-demarcated and
tend to coalesce, systemic symptoms are
dominant, and the disease course is
rapidly progressive).

2. Erythema multiforme: a hypersensitivity
reaction to certain medications, infections,
or other factors, characterized by target-
like lesions. In erythema multiforme, the
lesions have a symmetric appearance and
tend to affect mucous membranes.

3. Bullous pemphigoid: Involvement of
bullous pemphigoid presents with pru-
ritic inflammatory plaques, progressing to
extensive lesions with tense blisters that
rupture and heal without scarring. The
skin biopsy reveals a lymphocytic and
neutrophilic inflammatory infiltrate, and
direct immunofluorescence examination
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2. Eritemul polimorf: acesta reprezinta o
reactie de hipersensibilitate la anumite
medicatii, infectii sau alfi factori si sunt
caracteristice leziunile sub forma de tinta.
In cazul eritemului polimorf leziunile au
manifestare simetricd si tind si afecteze
membranele mucoase.

3. Pemfigoid bulos: Leziunile de pemfigoid
bulos apar la pacienti varstnici si debu-
teazd cu pléci inflamatorii pruriginoase,
evoludnd spre leziuni extinse cu bule in
tensiune care tind si se rupd si sd se
vindece fard cicatrici. Biopsia leziunilor
evidentiaza infiltrat inflamator limfocitar
si neutrofilic, iar examenul de imuno-
fluorescentd direct relevd depozite liniare
de IgG de-a lungul membranei bazale,
absente de altfel in leziunile de eritem fix
postmedicamentos.

4. Parapsoriazisul in placi mari.

Management

Din prisma asocierii comorbiditatilor, pa-
cientei nu i s-a putut opri medicatia de fond. Desi
datele clinice si paraclinice sustin diagnosticul de
eritem fix postmedicamentos, identificarea unui
anumit medicament incriminat a fost imposibild,
motiv pentru care a fost administrat tratament
sistemic simptomatic corticosteroid cu evolutie
favorabila. Evolutia leziunilor a fost favo-
rabild, cu remisia plédcilor eritematoviolacee,
fard aparitia unor leziuni noi, insd cu hiper-
pigmentare reziduald postinflamatorie (Figura 5).

Cel mai important aspect In managementul
Eritemului fix postmedicamentos este incetarea si
evitarea consumului terapiei incriminate sau a
medicamentelor inrudite din punct de vedere
chimic. In principiu, tratamentul este simpto-
matic si este tintit Inspre ameliorarea pruritului.

¢ Pentru pacientii cu o singura leziune sau

un numar redus de leziuni se recomanda
cortico-terapie topicd si anhistaminice
sistemice (pentru 7-10 zile, 2 aplicatii/zi)
¢ Pentru pacientii cu variante atipice,
generalizate se recomanda curd scurtd de
corticoizi sistemici (prednisone intre 0,5 si
1 mg/kg/zi timp de 3-5 zile), desi lipsesc
studii care sd dovedeasci utilizarea lor. [11]
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Figura 5. Hiperpigmentare postinflamatorie rezidualid
Figure 5. Residual post-inflammatory hyperpigmentation

shows linear deposits of IgG along the
basement membrane, which are absent in
fixed drug eruption lesions.

4. Large plaque parapsoriasis.

Management

Due to the patient’s comorbidities, the back-
ground medication could not be discontinued.
Although clinical and paraclinical data sup-
ported the diagnosis of fixed drug eruption, the
identification of a specific implicated medication
was not possible, leading to the administration of
symptomatic systemic corticosteroid treatment
with a favorable outcome. The lesions improved,
with the resolution of erythematous-violaceous
plaques without the development of new lesions,
but with residual post-inflammatory hyper-
pigmentation.

The most important aspect in managing fixed
drug eruption is the cessation and avoidance of
the implicated therapy or chemically related
medications. In general, treatment is sympto-
matic and aims to alleviate pruritus.




Concluzii

Eritemul fix postmedicamentos este o entitate
mai putin frecvent intdlnitd in randul reactiilor
postmedicamentoase. Manifestdrile clinice cuta-
nate sunt dificil de diagnosticat din cauza
aspectului heterogen, fiind necesar un grad inalt
de suspiciune (cu precddere in contextul in care
nu poate fi depistat cu usurintd istoricul bolii si
consumul de medicamente). Acest lucru indicd
necesitatea de a creste constientizarea cu privire

DermatoVenerol. (Buc.), 68(1): 23-34

e For patients with a single lesion or a
limited number of lesions, topical corticos-
teroids and systemic antihistamines are
recommended for 7-10 days, with two
applications per day.

e For patients with atypical or generalized
variants, a short course of systemic
corticosteroids (prednisone at a dose of
0.5-1 mg/kg/day for 3-5 days) is recom-
mended, although there is a lack of studies
supporting their use. [11]

la aceastd afectiune.

Conclusions

Fixed drug eruption is a less common entity
among drug reactions. The cutaneous clinical
manifestations are challenging to diagnose due to
their heterogeneous appearance, requiring a high
degree of suspicion, especially in cases where the
disease history and medication use cannot be
easily identified. This highlights the need to raise
awareness of this condition.
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