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Rezumat

Psoriazisul si vitiligo sunt doud boli de naturd
autoimund, multifactoriale, cu caracter cronic i cu o
prevalentd crescutd la nivel mondial. Desi tabloul
clinic este diferit, se observd multiple convergente
intre cele doud afectiuni. Literatura descrie nume-
roase directii in ceea ce priveste managementul axat
pe psoriazis si vitiligo, vdzute ca doud entitdti
separate. Din acest motiv, studiile actuale legate de
aceastd asociere converg cdtre noi orizonturi ce
permit utilizarea unei singure terapii, personalizate
si axate in aceeasi mdsurd pe ambele afectiuni.

Scopul acestei lucrdri este de formula o imagine
de ansamblu asupra cunostintelor actuale privind
psoriazisul si vitiligo si de a determina o posibild
relatie intre acestea.

Cuvinte cheie: psoriazis, vitiligo, terapii bio-
logice, fototerapie, inhibitori de JAK.
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Summary

Psoriasis and wvitiligo are two autoimmune, multi-
factorial, chronic diseases with an increased prevalence
worldwide. Although the clinical characteristics are
different, multiple associations are observed between the
two conditions. The literature describes numerous direc-
tions regarding management focused on either psoriasis or
vitiligo, seen as two separate entities. For this reason,
current studies related to this association are converging
towards new horizons that allow the use of a single
therapy, personalized and equally focused on both
conditions.

The aim of this paper is to formulate an overview of the
current knowledge regarding psoriasis and vitiligo and to
determine a possible relation between them.
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Introducere

Vitiligo si psoriazisul sunt doua boli relativ
comune ale pielii, multifactoriale, caracterizate
printr-o predispozitie genetica si factori de mediu
care declanseazd diverse cai imune. In timp ce
asocierea dintre cele doud boli ar putea fi pur si
simplu o coincidentd, au fost propuse ipoteze
conform carora pacientii afectati de o tulburare
inflamatorie mediatd prin mecanisme imune au o
probabilitate mai mare sa dezvolte o altd tulbu-
rare inflamatorie, crescand astfel posibilitatea
unei etiologii comune [1].

Scopul acestei lucrdri este de a formula un
review al literaturii existente axate pe coexistenta
celor doud afectiuni mentionate mai sus si de a
determina o posibila relatie intre acestea.

Etiopatogenia

O explicatie pentru asocierea dintre psoriazis
si vitiligo este baza geneticd comund pentru
cresterea autoimunitatii si a inflamatiei. Studiile
de asociere la nivelul genomului au gasit dovezi
tot mai mari ale predispozitiei genetice in cadrul
bolilor autoimune. Inflamazomii, complexele
multiproteice din citoplasma care activeaza cito-
kinele pro-inflamatorii, pot juca un rol important.
S-a descoperit ca variantele de secventa genetica
legate de inflamazom sunt asociate cu psoriazisul
la pacientii cunoscuti cu vitiligo generalizat.
Markerii inflamazomului din piele NLRP3
(domeniul de legare a nucleotidelor) si NLRP1 au
fost identificati atat in vitiligo, cat si in psoriazis
[1]. In plus, psoriazisul si vitiligo au polimor-
fisme unice de nucleotide in antigenele leuco-
citare umane clasice [2]. Mai multe antigene
leucocitare umane (HLA), inclusiv B13, B37, B46,
B55, CW1, CW6, DR7 si DQ9, sunt asociate cu
psoriazisul, in timp ce HLA A2, DR4, DR7 si CW6
au fost incriminate in patogenia vitiligo.

A doua explicatie este importanta cailor
imune celulare comune, inclusiv Thl si Thl7.
Patogenia imund mediatd de celule partajate,
inclusiv cdile Thl si Thl7, poate contribui la
modele similare de rdspuns celular hiperactiv in
ambele boli [3].
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Introduction

Vitiligo and psoriasis are two relatively
common, multifactorial skin diseases characte-
rized by a genetic predisposition and environ-
mental factors that trigger various immune
pathways. While the association between the two
diseases could simply be coincidental, it has been
hypothesized that patients with an immune-
mediated inflammatory disorder are more likely
to have another inflammatory disorder, increas-
ing the possibility of a common etiology [1].

The purpose of this paper is to formulate a
review of the existing literature focused on the
coexistence of the two conditions mentioned
above and to determine a possible relation
between them.

Etiopathogenesis

One explanation for the association between
psoriasis and vitiligo is the shared genetic basis
for autoimmunity and inflammation. Genome-
wide association studies have found increasing
evidence of genetic predisposition to auto-
immune diseases. Inflammasomes, multiprotein
complexes in the cytoplasm that activate pro-
inflammatory cytokines, may play an important
role. Inflammasome-related gene sequence
variants have been found to be associated with
psoriasis in patients known to have generalized
vitiligo. The skin inflammasome markers NLRP3
(nucleotide binding domain) and NLRP1 have
been identified in both vitiligo and psoriasis [1].
In addition, psoriasis and vitiligo have unique
nucleotide polymorphisms in classical human
leukocyte antigens [2]. Several human leukocyte
antigens (HLAs), including B13, B37, B46, B55,
CW1, CW6, DR7, and DQ9, are associated with
psoriasis, while HLA A2, DR4, DR7, and CW6
have been involved in the pathogenesis of
vitiligo.

The second explanation is the shared impor-
tance of cellular immune pathways, including
Thl and Thl7. Shared cell-mediated immune
pathogenesis, including Th1 and Th17 pathways,
may contribute to similar patterns of hyperactive
cellular response in both diseases [3].




De asemenea, un nivel crescut al factorului
de necrozd tumorald (TNF)-a si nivelul inter-
feronului-y au fost detectate in ambele boli. In
patogeneza psoriazisului TNF-o este o sub-
stantd mesager importantd pentru activarea
celulelor T naive, fiind un marker proinflamator.
Printre celelalte efecte ale TNF-a sunt inhibarea
activarii melanocitelor din celulele stem si a
functiei melanocitelor, precum si distrugerea
melanocitelor prin mecanismul de apoptoza. De
cealaltd parte, TNF-o poate induce proliferarea
celulelor T reglatoare (Treg), astfel incat numarul
absolut de Treg in pielea pacientilor cu vitiligo,
dar si la cei cu psoriazis este crescut conside-
rabil. Cu toate acestea, raportul dintre Treg si
celulele CD3+ este crescut la pacientii cu pso-
riazis, comparativ cu pacientii cu vitiligo.

Implicate in patogeneza acestor afectiuni au
fost descrise diverse elemente de natura geneticd,
dar si de mediu, precum fenomenul Koebner [4].
In cazul vitiligo studiile au demonstrat ca
pacientii ce prezintd fenomenul Koebner au o
duratd mai lungd a bolii, o suprafatd corporala
afectatd mai mare, dar si un raspuns intarziat,
neadecvat la tratament [5]. Fenomenul Koebner
poate oferi de asemenea si o explicatie pentru
leziunile de psoriazis localizate strict la nivelul
zonelor afectate de vitiligo, dar si pentru acele
leziuni psoriazice cu localizdri neobisnuite [6].

Desi asocierea celor doud afectiuni a repre-
zentat un subiect de interes de-a lungul timpului,
relatia dintre aceste patologii nu a fost deslusita
pe deplin. Din cauza prevalentei crescute in
randul populatiei mondiale, prezenta leziunilor
de psoriazis la un pacient cu vitiligo poate fi
consideratd o coincidentd, fiind localizate in
regiuni diferite, Insa pot fi si situatii in care aceste
leziuni apar la nivelul leziunilor de vitiligo.

Relatia dintre cele doud afectiuni a fost
analizata in literatura de specialitate si prin
prisma interactiunilor cu terapiile biologice, cu
toate cd rezultatele nu au dus la o concluzie
unanimad. Existd cazuri raportate in care terapiile
biologice au determinat o ameliorare a leziunilor
de vitiligo in randul pacientilor cu psoriazis, dar
si situatii in care s-a produs o agravare a acestora,
ca urmare a utilizarii de anti-TNF alpha in
principal, dar si anti-IL-12/23, anti- IL-17.

DermatoVenerol. (Buc.), 68(3): 151-157

Also, an increased level of tumor necrosis
factor (TNF)-o and the level of interferon-y were
detected in both diseases. In the pathogenesis of
psoriasis, TNF-o is an important messenger
substance for the activation of naive T cells,
being a pro-inflammatory marker. Among the
other effects of TNF-a are the inhibition of
melanocyte activation from stem cells and
melanocyte function, as well as the destruction of
melanocytes by the mechanism of apoptosis. On
the other hand, TNF-o can induce the
proliferation of regulatory T cells (Treg), so that
the absolute number of Treg in the skin of
patients with vitiligo, but also in those with
psoriasis, is considerably increased. However,
the ratio of Treg to CD3+ cells is increased in
psoriasis patients compared to vitiligo patients.

Involved in the pathogenesis of these
conditions, various genetic and environmental
elements have been described, such as the
Koebner phenomenon [4]. In vitiligo, studies
have shown that patients with Koebner
phenomenon have a longer duration of the
disease, a larger affected body surface, but also a
delayed, inadequate response to treatment [5].
Koebner can also provide an explanation for
psoriatic lesions located strictly in the vitiligo-
affected areas, but also for those psoriatic lesions
with unusual sites [6].

Although the association of the two
conditions has been a topic of interest over time,
the relation between these pathologies has not
been fully understood. Due to the increased
prevalence among the world population, the
presence of psoriatic lesions in a patient with
vitiligo can be considered a coincidence, being
located in different areas, but there can also be
situations where these lesions appear at the level
of vitiligo lesions.

The relation between the two conditions has
been analyzed in literature and through the lens
of response to biological therapies, but the results
did not lead to a unanimous conclusion. There
are reported cases in which biological therapies
led to an improvement of vitiligo lesions among
patients with psoriasis, as well as situations in
which there was a worsening of them, as a result
of the use of mainly anti-TNF alpha, but also anti-
IL-12/23 and anti-IL-17.
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Management

Managementul psoriazisului este unul dificil,
fiind influentat de multiple variabile, cum ar fi
profilul pacientului si aderarea la terapie, dar si
aspectele psihologice. Alegerea terapiei pentru
psoriazis este determinatd de severitatea bolii,
comorbiditati si accesul la asistentd medicala.

Optiunile actuale de tratament pentru vitiligo
sunt considerate a fi suboptime, deoarece nu sunt
intotdeauna eficiente si unele terapii sunt limitate
la anumite tipuri de vitiligo. Cele 2 categorii
principale de tratament: agentii imunosupresori
locali si orali si fototerapia pot fi utilizate
impreund cu scopul de a Incetini progresia afec-
tiunii, pentru a stabiliza leziunile hipopigmentate
si pentru a promova repigmentarea. In plus, este
important de mentionat faptul ca eficacitatea
unui tratament poate fi determinatd numai dupa
o perioadd mai lunga de utilizare, de pana la 2-3
luni. [7]

Fototerapia

In cadrul vitiligo fototerapia este tratamentul
de prima intentie. Psoralen UV-A (PUVA) a fost
prima terapie introdusa in 1948, fototerapie ce
implicd efecte fototoxice si risc de malignitate
cutanata [8]. De asemenea, PUVA nu poate fi
folositd pentru femeile gravide si copii [9].
Fototerapia UVB cu banda ingustd (NB-UVB) a
inlocuit PUVA terapia, datorita profilului
superior de sigurantd. Aceasta are ca indicatie
vitiligo generalizat sau rapid progresiv, unde mai
mult de 5%-10% din suprafata corporald este
afectata [10]. Eficienta NB-UVB depinde de zona
corporald afectatd, cele mai responsive zone la
repigmentare fiind fata, gatul, trunchiul si
membrele, iar cele mai putin responsive fiind
mainile si picioarele [11]. In cazul unui vitiligo
localizat, cu leziuni care afecteaza mai putin de
10% din suprafata corporald, se recomanda laser
excimer sau lampa excimer [12].

Pentru tratamentul psoriazisului sunt reco-
mandate atdt PUVA, cat si NB-UVB, care actio-
neazd prin cresterea celulelor T reglatoare si
inhibitia cdii Th17 [13]. De asemenea, UVA actio-
neazd prin reducerea nivelurilor de citokine
proinflamatorii, inducerea apoptozei celulelor T,
dar si inhibitia activitdtii celulelor prezentatoare
de antigen [14]. Din cauza riscurilor mai mari
asociate terapiei PUVA, dermatologii preferd ca
prima linie de tratament NB-UVB.
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Management

Psoriasis management is a difficult one, being
influenced by multiple variables, such as the
patient’s profile and adherence to therapy, but
also psychological aspects. The choice of therapy
for psoriasis is determined by disease severity,
comorbidities, and access to healthcare.

Current treatment options for vitiligo are
considered to be suboptimal because they are not
always effective and some therapies are limited
to certain types of vitiligo. The two main cate-
gories of treatment, topical and oral immuno-
suppressive agents and phototherapy, can be
used together to slow the progression of the
condition, stabilize hypopigmented lesions and
promote repigmentation. In addition, it is
important to note that the effectiveness of a line
of treatment can only be determined after a
longer period of use, up to 2-3 months.[7]

Phototherapy

In vitiligo, phototherapy is the first-line
treatment. Psoralen UV-A (PUVA) was the first
therapy introduced in 1948, and it involves
phototoxic effects and risk of skin malignancy [8].
Also, PUVA cannot be used for pregnant women
and children [9]. Narrow-band UVB photo-
therapy (NB-UVB) has replaced PUVA therapy,
due to its superior adverse reactions profile. This
is indicated by generalized or rapidly progressive
vitiligo, where more than 5%-10% of the body
surface is affected [10]. The efficiency of NB-UVB
depends on the affected body area, with the most
responsive areas to repigmentation being the
face, neck, trunk and limbs, and the least
responsive being the hands and feet [11]. In the
case of localized vitiligo, with lesions affecting
less than 10% of the body surface, excimer laser
or excimer lamp is recommended [12].

Both PUVA and NB-UVB are recommended
for the treatment of psoriasis, which work by
increasing regulatory T cells and inhibiting the
Th17 pathway [13]. Also, UVA acts by reducing
the levels of pro-inflammatory cytokines,
inducing T-cell apoptosis, but also inhibiting the
activity of antigen-presenting cells [14]. Due to
the higher risks associated with PUVA therapy,
dermatologists prefer NB-UVB as the first line of
treatment.




Inhibitorii de Jak

In cadrul unui studiu de faza 2 dublu orb,
randomizat, pe un numar de 12 pacienti cu
psoriazis vulgar In plici, s-a administrat oral o
doza de Tofacitinib de 10 mg, de 2 ori pe zi, timp
de 12 sdptamani. Rezultatele au ardtat atat o
ameliorare a scorurilor PASI, cit si o reducere a
grosimii epidermale, a nivelurilor de Ki67 si a
expresiei KRT16 in cadrul pacientilor care au
primit tratamentul cu Tofacitinib [15]. Un alt
studiu de faza 3, randomizat, dublu orb, desfa-
surat pe o cohortd de pacienti cu psoriazis vulgar
moderat-sever din multiple centre din China,
Taiwan si Coreea, carora li s-a administrat Tofa-
citinib 5 mg 2x/zi si 10 mg 2x/zi, a ardtat efica-
citatea acestuia si profilul bun de siguranta [16].

Un studiu efectuat de catre Mumford et al. a
demonstrat repigmentdri ale leziunilor de vitiligo
in urma administrdrii de Baricitinib oral 4 mg/zi,
timp de 8 luni [17].

Agentii Anti IL17/IL23

Ustekinumab este un anticorp monoclonal
care blocheaza subunitatea p40 a IL12 si anti IL.23,
si care a fost aprobat pentru tratamentul psoria-
zisului vulgar in placi forma moderat-severa si a
artropatiei psoriazice, avand multiple studii care
atestd eficacitatea si siguranta in tratamentul
acestor patologii [18,19]. Ustekinumab a fost ad-
ministrat unui pacient care asocia psoriazis
vulgar, vitiligo si alopecia areata, cu rezultate sa-
tisfacatoare asupra tuturor celor 3 tipuri de le-
ziuni, Insa acest caz a fost singular [20]. Multiple
alte studii au demonstrat o agravare a leziunilor
de vitiligo [21] sau aparitia de novo [22] a acestei
patologii sub tratament cu Ustekinumab.

Secukinumab este un anticorp monoclonal
umanizat anti-IL17A care prin trialurile de faza
3 ERASURE si FIXTURE si-a aratat eficacitatea si
siguranta in tratamentul psoriazisului vulgar in
placi [23]. Multiple studii au ardtat ca Secu-
kinumab determind aparitia sau evolutia leziu-
nilor de vitiligo [24,25].

De asemenea, Ixekizumab a ardtat in multiple
studii rezultate bune In managementul psoria-
zisului vulgar, Insd cu aparitia ca efect secundar a
leziunilor de vitiligo [26]. In cazul asocierii celor
2 patologii, Ixekizumabul a fost eficient in trata-
mentul leziunilor de psoriazis, dar nu si a leziu-
nilor de vitiligo [27].
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Jak inhibitors

In a phase 2 double-blind, randomized study,
on a number of 12 patients with plaque psoriasis,
a 10 mg dose of Tofacitinib was administered
orally, two times a day, for 12 weeks. Results
showed an improvement in PASI scores and a
reduction in epidermal thickness, Ki67 levels,
and KRT16 expression [15]. Another phase 3,
randomized, double-blind trial in a cohort of
patients with moderate-to-severe psoriasis
vulgaris from multiple centers in China, Taiwan,
and Korea who received Tofacitinib 5 mg twice
daily and 10 mg twice daily showed showed its
efficacy and good safety profile [16].

A study conducted by Mumford et al.
demonstrated repigmentation of vitiligo lesions
following the oral administration of Baricitinib
4mg/day for 8 months [17].

Anti IL17/1L23 Agents

Ustekinumab is a monoclonal antibody that
blocks the p40 subunit of IL12 and anti IL.23, and
which has been approved for the treatment of
moderate to severe plaque psoriasis vulgaris and
psoriatic arthropathy, due to its efficacy and
safety in the treatment of these pathologies [18,
19]. We note a singular case where Ustekinumab
was administered to a patient who associated
psoriasis vulgaris, vitiligo and alopecia areata,
with satisfactory results on all 3 types of lesions
[20]. Several other studies have demonstrated an
aggravation of vitiligo lesions [21] or the novo
appearance [22] of this pathology under treat-
ment with Ustekinumab.

Secukinumab is a humanized anti-IL17A
monoclonal antibody that showed its efficacy and
safety in the treatment of plaque psoriasis
through ERASURE and FIXTURE phase 3 trials
[23]. Multiple studies have shown that Secuki-
numab causes the appearance or progression of
vitiligo lesions [24,25].

Also, multiple studies have shown the good
results in the management of psoriasis vulgaris of
Ixekizumab. One notable side effect was the
appearance of vitiligo lesions [26]. In the case of
the association of the two pathologies, Ixeki-
zumab was effective in the treatment of psoriasis
lesions, but not of vitiligo lesions [27].
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Concluzii

Atat vitiligo, cat si psoriazisul sunt boli
autoimune mediate de celulele T, cu mecanisme
patogenice intercalate, care pot contribui la
modele similare de raspuns celular hiperactiv in
ambele boli. Studiile prezentate sugereaza ca
existenta psoriazisului sau vitiligo la un pacient
poate fi un predictor al aparitiei celeilalte boli la
acelasi pacient. Sunt necesare cercetdri ulterioare
pentru a explica patomecanismul care std la baza
acestei observatii epidemiologice.

In prezent este demonstratad eficacitatea
potentiald a tofacitinibului si a fototerapiei cu
ultraviolete B in banda ingustd in gestionarea
ambelor boli autoimune. Evitarea factorilor
declansatori, terapia locald, fototerapia (UVB cu
spectru ingust), pot fi o treaptd de tratament
aditionald la pacientii cu psoriazis si vitiligo.
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