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Rezumat

Adalimumab si Vedolizumab sunt doud dintre
tratamentele tintite pentru colita ulcerativd, care pot
fi utilizate ca medicamente de primd intentie (dacd
terapia conventionald a fost ineficientd sau nu este
toleratd) si in cazul unui non-raspuns primar sau al
pierderii eficacitdtii unei alte terapii tintite. Desi este
bine cunoscut faptul cid agentii biologici pot fi asociafi
cu diverse efecte secundare dermatologice, dez-
voltarea dermatitei psoriaziforme induse de admi-
nistrarea separatd a doud tipuri de medicamente
biologice a fost descrisd in mod restrins si, conform
cunostintelor noastre, nu a fost raportatd niciodatd
anterior numai dupd escaladarea dozei de biologice.
Raportam un caz de reactie medicamentoasd constind
in dermatitd psoriaziformd la o pacientd tratatd cu
biologice pentru colitd ulcerativd, subliniind aspectul
cd aceste manifestdri cutanate au apdrut numai dupd
optimizarea dozei de agenti biologici.
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Summary

Adalimumab and Vedolizumab are two of the targeted
treatments for ulcerative colitis, which may be used as the
drugs of initial choice (if conventional therapy was
inefficient or is not tolerated), and in the case of primary
nonresponse or loss of efficacy of another targeted therapy.
Although we are aware that biological agents can be
associated with various dermatological side effects, the
development of psoriasiform dermatitis induced by the
separate administration of two types of biologics has been
narrowly described and, to our knowledge, has never been
reported before only after dose escalation of biologic drugs.
We report a case of a drug reaction consisting of
psoriasiform dermatitis in a female patient treated with
biologics for ulcerative colitis, highlighting the aspect that
these cutaneous manifestations appeared only after dose
optimization of biological agents.

Keywords: psoriasiform dermatitis, adalimumab,
vedolizumab, dose optimization.

Received: 2.12.2024
Accepted: 20.12.2024

*  Clinica Dermatologie I, Spitalul Clinic Colentina, Bucuresti, Romania.
First Department of Dermatology, Colentina Clinical Hospital, Bucharest, Romania.
**  Clinica Gastroenterologie, Spitalul Clinic Colentina, Bucuresti, Roméania.
Department of Gastroenterology, Colentina Clinical Hospital, Bucharest, Romania.
***  Departament de Dermatopatologie, “Dr. Leventer Centre”, Bucuresti, Romania.
Department of Dermatopathology, “Dr. Leventer Centre”, Bucharest, Romania.

215




DermatoVenerol. (Buc.), 69(4): 215-223

Introducere

Agentii biologici au adus schimbari semni-
ficative In ceea ce priveste managementul bolilor
inflamatorii mediate imun, inclusiv a bolilor
inflamatorii intestinale, cum ar fi colita ulcerativd
(CU) si boala Crohn (BC). Cu toate acestea, este
bine cunoscut faptul cd agentii biologici pot fi
asociafi cu diverse efecte secundare dermato-
logice. Aceste efecte adverse includ psoriazis si
leziuni psoriaziforme, reactii generale si locale
induse de injectare, eczeme, lupus, alopecie
areata, vitiligo, reactii lichenoide, tulburari
granulomatoase, vasculitd, cancere cutanate si
infectii cutanate. [1]

In ceea ce priveste terapiile biologice utilizate
in managementul bolilor inflamatorii intestinale,
inhibitorii TNF-a prezintd cea mai mare ratd de
reactii adverse cutanate, urmati de ustekinumab
(inhibitor interleukind 12/23) si de blocantii
receptorilor anti-integring. [1]

Este esential sd recunoastem aceste mani-
festdri cutanate ca efecte adverse induse de
tratament si sd ajustdim tratamentul pentru a
permite o gestionare optimd a acestora. Nu existd
ghiduri terapeutice specifice pentru manage-
mentul adecvat al acestor cazuri; o parte dintre
aceste reactii cutanate pot fi tratate topic, in timp
ce altele necesita oprirea sau schimbarea agen-
tului biologic. Decizia privind oprirea sau
schimbarea medicamentului trebuie luatd in
functie de starea bolilor subiacente si de severi-
tatea leziunilor. [1, 2]

Prezentare de caz

O pacientd in varstd de 26 de ani a fost trimisd
la clinica noastrd din cauza unei eruptii pruri-
ginoase alcdtuite din papule confluente si placi
de culoarea somonului, Insotite de scuame si
cruste, distribuite initial in regiunea urechii,
extinse ulterior si la nivelul scalpului, pliurilor
nazolabiale-alare, regiunii centrale a pieptului,
toracelui supero-posterior, regiunii ombilicului,
membrelor superioare si inferioare si feselor
(Figurile 1-2). Istoricul sdu medical a revelat
faptul cd a fost diagnosticatd cu colitd ulcerativa
(CU) In mai 2018. Fard antecedente personale sau
familiale de boli dermatologice. Pacienta a urmat
tratament cu mesalazind, glucocorticoizi siste-
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Introduction

Biological agents have made far-reaching
changes in the management of immune-
mediated inflammatory diseases, including
inflammatory bowel disease such as ulcerative
colitis (UC) and Crohn’s disease (CD). However,
it is widely known that biological agents can be
associated with various dermatological side
effects. These adverse effects consist of psoriasis
and psoriasiform lesions, infusion reactions,
eczema, lupus, alopecia areata, vitiligo, lichenoid
reactions, granulomatous disorders, vasculitis,
skin cancer, and cutaneous infections. [1]

Regarding biologic therapies used in the
management of inflammatory bowel disease,
TNF-o inhibitors have the highest rate adverse
cutaneous reactions followed by ustekinumab
(interleukin-12 and interleukin-23 inhibitor) and
anti-integrin receptor blockers. [1]

It is essential to recognize these cutaneous
manifestations as treatment-induced adverse
effects and adjust the treatment in order to allow
an optimal management of them. There are no
specific therapeutic guidelines for proper
management of these cases; part of these skin
reactions can be treated topically while others
requisite cessation or switch of the biological
agent. The decision on drug stoppage or switch-
ing should be made based on the condition of
underlying diseases and the severity of lesions.
(1, 2]

Case report

A 26 year old female patient was referred to
our clinic due to a pruritic eruption with salmon-
colored, confluent papules and plaques, accom-
panied by scaling and crusting, initially dis-
tributed in the ear region, later extended also
on scalp, nasolabial-alar creases, central chest,
upper back, umbilicus region, upper and lower
limbs, and buttocks (Figure 1-2). Her past
medical history revealed that she was diagnosed
with ulcerative colitis (UC) in May 2018. She did
not have any personal or familial history of skin
diseases. The patient was treated with mesa-
lazine, systemic glucocorticoid and adalimumab,




Figura 1 - Prezentarea clinicd initiald in
clinica noastrd (sub tratament cu
adalimumab). Plici de culoarea somonului,
insotite de scuame si cruste, distribuite pe
scalp si in regiunea urechilor.

Figure 1 — Initial clinical presentation in our
clinic (under adalimumab therapy). Salmon-
colored plaques, accompanied by scaling and
crusting, distributed on scalp and ear region.

mici si adalimumab, acesta din urma fiind
introdus in februarie 2019 cu un control bun al
CU.In septembrie 2019, a dezvoltat simptome de
acutizare a CU, inclusiv diaree sanguinolentd, iar
colonoscopia a evidentiat caracteristici de colitd
activd. Consecutiv, s-a decis cresterea frecventei
injectiilor cu adalimumab (sdptamanal in loc de
fiecare 2 sdptamani), obtindndu-se un control bun
al bolii. La aproximativ o lund dupd optimizarea
dozei de adalimumab, pacienta a dezvoltat
eruptia. Pacienta s-a prezentat initial Intr-o altd
unitate de dermatologie si s-a stabilit un dia-
gnostic clinic de psoriazis. A urmat multiple
tratamente topice, fird un rdspuns clinic. S-a
asociat si tratament sistemic cu metotrexat, dar a
fost ineficient. Avand in vedere ca eruptia nu s-a
ameliorat, in schimb s-a agravat sub tratamentul
recomandat, pacienta a fost trimisad in clinica
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Figura 2 — Prezentarea clinicd initiald in clinica noastrd (sub
tratament cu adalimumab). Papule confluente si plici, de culoarea
somonului, insotite de scuame, distribuite pe: (a) — torace supero-

posteriot, (b) — regiunea centrald a pieptului si (c) — regiunea

ombilicului; (d) — close-up la nivelul leziunilor de la nivelul

toracelui supero-posterior.

Figure 2 — Initial clinical presentation in our clinic (under adalimumab

therapy). Salmon-colored, confluent papules and plaques, accompanied

by scaling, distributed on: (a) - upper back, (b) - central chest and (c) -
umbilicus region; (d) - close-up of the upper back lesions.

the latter being introduced in February 2019 with
good control of UC. In September 2019, she
developed symptoms of UC flare, including
bloody diarrhea and colonoscopy examination
revealed features of active colitis. Subsequently,
was decided to increase the frequency of
adalimumab injections (weekly instead of every 2
weeks), achieving good disease control. About
one month after the dose optimization of
adalimumab, the patient developed the eruption.
The patient initially presented in another
dermatology unit and a clinical diagnosis of
psoriasis was made. She received multiple topical
treatments, without a clinical response. Systemic
treatment with methotrexate was also associated
but was inefficient. Considering that the eruption
did not improve instead it worsened under
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noastrd si s-a propus o biopsie cutanatd. Consta-
tarile histologice au fost In concordanta cu
aspectul de dermatitd psoriaziforma cu un
diagnostic diferential incluzand psoriazisul,
dermatita seboreica si dermatita cronica: infiltrate
inflamatorii limfohistiocitare superficiale, peri-
vasculare si perifoliculare, acantoza psoriazi-
formd usoard, spongiozd, parakeratoza si mici
colectii de neutrofile strict limitate la marginile
ostiilor foliculare (Figura 3). Dupd discutarea
cazului cu gastroenterologul, terapia cu adali-
mumab a fost intrerupta si s-a trecut la vedoli-
zumab, iar afectiunea cutanatd s-a remis pro-
gresiv. Luand in considerare constatdrile clinice si
histopatologice, istoricul terapiei cu adalimumab
si ameliorarea eruptiei dupd oprirea terapiei cu
adalimumab, s-a stabilit diagnosticul unui pat-
tern de reactie medicamentoasd constind in
dermatitd psoriaziformd diseminatd. La trei ani
de la introducerea tratamentului cu vedoli-
zumab, pacienta a fost internatd In sectia de
gastroenterologie din cauza unui puseu al CU si,
avand in vedere rezultatele investigatiilor, s-a
convenit escaladarea dozei de vedolizumab.
Aproximativ 4 saptdmani mai tarziu, a dezvoltat
o eruptie similara celei pe care o avusese in trecut,
limitatd de data aceasta in regiunea auriculard
(Figura 4). Leziunile pacientei nu s-au ameliorat
cu terapia topicd initiald ketoconazol 2% cremd,

recommended treatment, the patient was referred
to our clinic and a skin biopsy was proposed.
Histological findings were consistent with
psoriasiform dermatitis with a differential diag-
nosis including psoriasis, seborrheic dermatitis
and chronic dermatitis: superficial perivascular
and perifollicular lymphohistiocytic inflam-
matory infiltrates, slight psoriasiform acanthosis,
spongiosis, parakeratosis and small neutrophilic
collections strictly confined at the edges of the
follicular ostia (Figure 3). After discussing the
case with the gastroenterologist, adalimumab
therapy was discontinued and switched to
vedolizumab, and her skin condition pro-
gressively resolved. Taking into account the
clinical and histopathological findings, the
history of adalimumab therapy and the impro-
vement of the eruption after stopping the
adalimumab therapy, led to the diagnosis of a
drug reaction pattern consisting of disseminated
psoriasiform dermatitis. Three years after the
introduction of vedolizumab, the patient was
admitted to the gastroenterology ward due to UC
flare and, considering the results of investi-
gations, was agreed vedolizumab dose esca-
lation. About 4 weeks later, she developed a
similar eruption that she had in the past confined
in the ear region (Figure 4). The patient’s lesions

(a)

(b)

Figura 3 — Aspect histopatologic (coloratie cu hematoxilind si eozind): (a) - acantozd psoriaziformd (mdrire 40x); (b) - focare de
spongiozd, asociate cu exocitozd de limfocite si parakeratozd predominant la nivelul ostiilor foliculare (mdrire 400x).
Figure 3 — Histological findings (hematoxylin and eosin stain): (a) — psoriasiform acanthosis (magnification 40x); (b) — foci of
spongiosis, associated with exocytosis of lymphocytes and parakeratosis predominantly at the level of follicular ostia
(magnification 400x).
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Figura 4 — Prezentare clinici dupd escaladarea dozei de vedolizumab. Plici de culoarea somonului, insofite de scuame si cruste,
distribuite la nivelul regiunii auriculare; (a) - urechea stingd, (b) - urechea dreapti.
Figure 4 — Clinical presentation after dose escalation of vedolizumab. Salmon-colored plaques, accompanied by scaling and
crusting distributed on ear region; (a) — left ear, (b) — right ear.

care a fost ulterior schimbata cu o combinatie
corticosteroid-antibiotic-antifungic (triamcinolon
acetonid, sulfat de neomicing, nistatind crema).
Doua sdptamani mai tarziu, pacienta a prezentat
o ameliorare a leziunilor cutanate comparativ cu
ultima vizitd. Avand in vedere lipsa remisiei
simptomelor gastroenterologice si o colonoscopie
care confirmd activitatea bolii in ciuda optimi-
zdrii dozei, Impreund cu riscul ca in cazul
continudrii administrarii vedolizumab-ului dupd
incetarea tratamentului dermatologic topic sa se
soldeze cu exacerbarea leziunilor cutanate, s-a
decis intreruperea tratamentului cu vedolizumab
si Inlocuirea acestuia cu tofacitinib, un inhibitor
JAK neselectiv oral.

Discutii

Terapia imuno-modulatoare tintitd cu agenti
biologici a devenit o optiune terapeuticd foarte
importantd in managementul bolilor inflamatorii
mediate imun, inclusiv in cazul bolilor infla-
matorii intestinale. In ciuda potentialului lor

did not improve with initial topical therapy 2%
ketoconazole cream, which was subsequently
changed to a corticosteroid-antibiotic-antifungal
combination (triamcinolone acetonide, neomycin
sulfate, nystatin cream). Two weeks later, the
patient showed improvement in skin lesions
compared to the last visit. Considering non-
resolution of gastroenterological symptoms and a
colonoscopy confirming disease activity despite
dose optimization together with the risk that
continuing with the administration of vedoli-
zumab after the cessation of topical dermatologic
therapy could lead to exacerbation of skin
lesions, was decided to stop vedolizumab
therapy and replace it with tofacitinib, an oral
non-selective JAK inhibitor.

Discussions

Targeted immune-modulating therapy with
biological agents has become a very important
therapeutic option in the management of
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terapeutic, este larg cunoscut faptul cd agentii
biologici pot fi asociati cu diverse efecte secun-
dare dermatologice si este esentiald recu-
noasterea acestor manifestdri cutanate ca efecte
adverse induse de tratament si sd se ajusteze
tratamentul pentru a permite o gestionare
optimd a acestora. [1, 2]

Adalimumab si Vedolizumab sunt doud
dintre tratamentele tintite pentru colita ulce-
rativd, care pot fi utilizate ca medicamente de
primd intentie (dacd terapia conventionald a fost
ineficientd sau nu este toleratd) si in cazul unui
non-rdspuns primar sau al pierderii eficacitatii
unei alte terapii tintite. [3]

Adalimumab este un anticorp uman din clasa
IgGl1, care actioneaza ca inhibitor al factorului de
necroza tumorald-alfa (TNF-0). Doza subcuta-
natd recomandati de Adalimumab pentru pa-
cientii adulti cu CU este initial de 160 mg in ziua
1, urmatd de 80 mg doud sdptdmani mai tarziu
(ziua 15) si doud sdptdmani mai tarziu (ziua 29)
continud cu o dozd de 40 mg, si apoi 40 mg la
fiecare doud saptaimani in timpul tratamentului de
intretinere. In cazurile de pierdere in timp a
raspunsului la tratament, Adalimumab poate fi
optimizat fie la o injectie de 40 mg in fiecare
saptamand, fie la o injectie de 80 mg la doud
sdptdmani. [3, 4] Chiar dacd asocierea dintre anti-
TNF-a si diferite efecte secundare dermatologice
este documentatd In literatura de specialitate,
cea mai frecventd formd de prezentare fiind
sindromul overlap denumit ,eczemd psoriazi-
forma” sau ,dermatitd psoriaziforma”, aceasta nu
a fost raportatd niciodatd anterior numai dupa
escaladarea dozei de biologic. Aparitia dermatitei
psoriaziforme induse de anti-TNF-o reprezintd
incd o provocare clinica semnificativd care nece-
sitd investigatii mai aprofundate, fiind esentiald
recunoasterea acesteiboli ca o entitate separatd,
diferita de psoriazis sieczema. La acesti pacienti,
sunt prezente atidt simptome tipice dermatitei
(xerozd, prurit, suprainfectie bacteriand), cat si
psoriazisului (scuame albe groase, culoare rosu-
oranj, margini nete ale leziunii). De asemenea,
examenul histologic prezintd aspecte ale ambelor
afectiuni. Suprainfectia bacteriand, care este rar
intalnitd In psoriazis, este frecventd in dermatita
psoriaziformd indusa de anti-TNF-a. In ceea ce
priveste managementul acestei entitdti, nu exista
recomandiri clare. In majoritatea cazurilor, inhi-
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immune-mediated inflammatory diseases, in-
cluding inflammatory bowel disease. Despite
their therapeutic potential, it is widely known
that biological agents can be associated with
various dermatological side effects and is
essential to recognize these cutaneous mani-
festations as treatment-induced adverse effects
and adjust the treatment in order to allow an
optimal management of them. [1, 2]

Adalimumab and Vedolizumab are two of the
targeted treatments for ulcerative colitis, which
may be used as the drugs of initial choice (if
conventional therapy was inefficient or is not
tolerated), and in the case of primary non-
response or loss of efficacy of another targeted
therapy. [3]

Adalimumab is a human antibody of the
IgG1 class, acting as an inhibitor of tumor
necrosis factor-alpha (TNF-a). The recommended
subcutaneous dosage of Adalimumab for adult
patients with UC is 160 mg initially on Day 1,
followed by 80 mg two weeks later (Day 15) and
two weeks later (Day 29) continue with a dosage
of 40 mg every other week during maintenance
therapy. In cases of loss of response over time,
Adalimumab can be optimized to either an
injection of 40 mg every week or an injection of 80
mg every other week. [3, 4] Even though the
association between anti-TNF-o and different
dermatological side effects has been docu-
mented in the literature with the most frequent
form of presentation being the overlap syndrome
termed ‘psoriasiform eczema’ or ‘psoriasiform
dermatitis’, it has never been reported before only
after dose escalation of the biologic drug. The
occurrence of psoriasiform dermatitis induced by
anti-TNF-a still represents a significant clinical
challenge that merits deeper investigation, being
essential to recognize this disease as a separate
entity that is different from psoriasis and eczema.
In these patients, both symptoms typical of
dermatitis (xerosis, pruritus, bacterial super-
infection) and psoriasis (thick white scales,
orange-red color, sharp borders of the lesion) are
present. Likewise, histological examination
shows aspects of both disorders. Bacterial
superinfection, which is rarely seen in psoriasis,
is frequent in anti-TNF-o-induced psoriasiform




bitorul TNF-a este sistat, desi tratamentul
conservator (de exemplu, steroizi topici) poate fi,
de asemenea, de succes si considerat ca prima
optiune. Trecerea la un inhibitor al interle ukinei-
12 si interleukinei-23 sau la un blocant al
receptorilor anti-integrind poate fi necesard in
cazurile refractare. In caz de suprainfectie, pot fi
luate in considerare antibiotice topice sau
sistemice. [1, 5]

Vedolizumab este un anticorp umanizat anti-
04f7 integrind utilizat pentru tratamentul bolilor
inflamatorii intestinale, care blocheazad inter-
actiunea dintre a4p7 integrind si MAdCAM-1
(moleculd de adeziune celulard a adresinei vas-
culare mucoase-1), inhiband selectiv inflamatia
gastrointestinald. [6] Vedolizumab se admi-
nistreazd mai Intdi in terapia de inductie sub
formd de perfuzie intravenoasd (300 mg intr-un
regim de 0-2-6 sdptdmani) si apoi in terapia de
intretinere sub formd de perfuzie intravenoasd
(300 mg la fiecare 8 saptimani). In caz de pier-
dere In timp a rdspunsului terapeutic, optimi-
zarea dozei se poate face prin administrarea a
300 mg intravenos la fiecare 4 saptimani. [3, 4] In
ciuda faptului cad se credea cd vedolizumab are o
actiune specificd intestinului, existd noi dovezi
care sugereazd cd ligandul principal al integrinei
04p7, MAACAM-1, nu este exprimat numai pe
celulele endoteliale intestinale, ci si pe fibroblaste
simelanoame, ceea ce poate explica posibilitatea
efectelor secundare extraintestinale ale vedoli-
zumab. [7, 8] Acesta este de obicei bine tolerat si
numai cateva cazuri care includ evenimente
adverse dermatologice (cum ar fi acnee fulmi-
nantd, eruptie acneiformd, psoriazis, dermatita
purpuricd) au fost raportate in literatura de
specialitate cu privire la vedolizumab. [8, 9, 10,
11, 12] in plus, vedolizumab este considerat o
alternativa eficientd in cazul pacientilor cu boli
inflamatorii intestinale cu efecte secundare
cutanate induse de terapia anti-TNF-alfa. [1, 13]

Concluzii

In pofida faptului ci, dermatita psoriazi-
forma reprezintd un efect advers bine cunoscut al
medicamentelor biologice, este particular in doud
aspecte la pacienta noastrd. In primul rand,
pacienta a prezentat acelasi tip de reactii adverse
cutanate cauzate de administrarea separatd a
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dermatitis. Regarding the management of this
entity, no clear recommendations have been
made. In most cases, the anti-TNF-o is stopped,
although conservative treatment (e.g., topical
steroids) can also be successful and considered
as a first option. Switching to an interleukin-12
and interleukin-23 inhibitor or an anti-integrin
receptor blocker can be necessary in refractory
cases. In the case of superinfection, topical or
systemic antibiotics can be considered. [1, 5]

Vedolizumab is a humanized anti-04p7
integrin antibody used for the treatment of
inflammatory bowel disease, that blocks the
interaction between 047 integrin and MAdCAM-
1(mucosal vascular addressin cell adhesion
molecule-1), selectively inhibiting gastrointestinal
inflammation. [6] Vedolizumab is administered
first in induction therapy by intravenous infusion
(300 mg in a 0-2-6 week regimen), and then in
maintenance therapy by intravenous infusion
(300 mg every 8 weeks). In case of loss of
response over time, dose optimization can be
done by administering 300 mg intravenously
every 4 weeks. [3, 4] Despite vedolizumab was
thought to have gut-specific action, there is new
evidence to suggest that the principal ligand of
the a4B7 integrin, MAACAM-1, is not only
expressed on gut endothelial cells but also on
fibroblasts and melanomas, which may explain
the possibility of extraintestinal side effects of
vedolizumab. [7,8] It usually is well tolerated, and
only a few cases comprising dermatological
adverse events (such as acne fulminans,
acneiform eruption, psoriasis, purpuric dermatitis)
have been reported in literature concerning vedo-
lizumab. [8, 9, 10, 11, 12] Moreover, vedolizumab
is regarded as an effective alternative in
inflammatory bowel disease patients with anti-
TNF-alpha therapy-induced cutaneous side
effects. [1, 13]

Conclusions

In spite of the fact that psoriasiform der-
matitis is a well-known adverse effect of biologic
drugs, it was particular in two aspects in our
patient. First, the patient experienced the same
type of cutaneous adverse event caused by the
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doua tipuri diferite de biologice, unul dintre ele
(Vedolizumab) fiind considerat in literatura ca o
alternativa eficienta in cazul pacientilor cu boald
inflamatorie intestinald care prezintd efecte
secundare cutanate induse de terapia anti-TNF-
Alpha. in al doilea rAnd, ne dorim s& subliniem ci
aceste manifestdri cutanate au aparut doar dupd
optimizarea dozelor ale celor doud biologice
utilizate In terapia pacientei noastre.

separate administration of two different types of
biologics, one of them (Vedolizumab) being
regarded in the literature as an effective alter-
native in inflammatory bowel disease patients
with anti-TNF-alpha therapy-induced cutaneous
side effects. Second, we aim to highlight that
these cutaneous manifestations appeared only
after dose optimization of both biological agents
used in our patient therapy.
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