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Introducere

Psoriazisul, o boald cronicd imun-mediats, a
cunoscut progrese terapeutice transformatoare,
in special prin agentii biologici care vizeaza IL-17,
IL-23 si TNF-a. Totusi, gestionarea pacientilor cu
neoplazii concomitente sau anterioare rdmane
complexa din cauza riscurilor teoretice de
imunosupresie si recurentd a cancerului.

Persoanele care au supravietuit cancerului si
pacientii cu tumori active se confruntd adesea cu
optiuni limitate de tratament pentru psoriazis.
Terapiile sistemice traditionale (de exemplu,
metotrexat, ciclosporind) si biologicele mai vechi
ridicd ingrijordri privind interferenta cu sistemul
imun, in timp ce pentru noii agenti nu exista
suficiente date privind siguranta pe termen lung
in aceastd populatie.

Aceastd lucrare evalueaza terapiile pentru
psoriazis la pacientii cu neoplazii, sintetizeaza
ghidurile clinice si oferd un cadru pentru luarea
deciziilor personalizate.

Riscul de cancer in terapia psoriazisului

Terapii topice

Desi cercetdrile privind legdtura dintre
tratamentele topice pentru psoriazis si cancer
sunt limitate, datele actuale nu aratd o legatura
semnificativa intre utilizarea corticosteroizilor
topici sau a analogilor de vitamina D si dez-
voltarea cancerului [1-4].

Tazarotenul este un retinoid topic meta-
bolizat in acid tazarotenic, care se leaga selectiv
de receptorii RAR-p si RAR-y, regland pro-
liferarea si diferentierea keratinocitelor. Desi
impactul sau direct asupra riscului de cancer nu a
fost extensiv studiat, tazarotenul a demonstrat
eficientd in tratamentul carcinomului bazocelular
(CBC), carcinomului spinocelular (CSC) si
mycosis fungoides. Se considera ca efectul sau
antineoplazic implicd upreglarea genei supre-
soare tumorale TIG-3, adesea downreglatd atat in
psoriazis, cat si in anumite neoplazii cutanate,
inhiband astfel proliferarea celulara si promo-
vand apoptoza [5].

Fototerapia

Fototerapia, un tratament standard pentru
psoriazis, reduce inflamatia prin inhibarea
functiei celulelor dendritice si suprimarea acti-
varii celulelor T efectoare [6].

Introduction

Psoriasis, a chronic immune-mediated
disease, has seen transformative therapeutic
advances, particularly with biologics targeting
IL-17, IL-23, and TNF-o. However, managing
patients with concurrent or prior neoplasia
remains complex due to theoretical risks of
immunosuppression and cancer recurrence.

Cancer survivors and patients with active
malignancies often face limited psoriasis
treatment options. Traditional systemic therapies
(e.g., methotrexate, cyclosporine) and older
biologics raise concerns about immune inter-
ference, while newer agents lack long-term safety
data in this population.

This review evaluates therapies for psoriasis
in patients with neoplasia, summarizes clinical
guidelines, and provides a framework for
personalized decision-making.

Cancer Risk in Psoriasis Therapy

Topical Therapies

Although research on the link between
topical psoriasis treatments and cancer is limited,
current data do not show a significant connection
between the use of topical corticosteroids or
vitamin D analogs and cancer development [1-4].

Tazarotene is a topical retinoid that is
metabolized to tazarotenic acid, which binds
selectively to RAR-B and RAR-y receptors,
regulating keratinocyte proliferation and
differentiation. Although its direct impact on
cancer risk has not been extensively studied,
tazarotene has demonstrated efficacy in the
treatment of basal cell carcinoma, squamous cell
carcinoma, and mycosis fungoides. Its
antineoplastic effect is thought to involve
upregulation of the tumor suppressor gene TIG-
3, commonly downregulated in both psoriasis
and certain skin malignancies, thereby inhibiting
cell proliferation and promoting apoptosis [5].

Phototherapy

Phototherapy, a standard treatment for
psoriasis, reduces inflammation by inhibiting
dendritic cell function and suppressing effector
T-cell activation [6].
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Cu toate acestea, fototerapia poate creste si
riscul de cancer prin provocarea de leziuni la
nivelul ADN-ului. Aceste leziuni pot perturba
replicarea si, daca nu sunt reparate, pot contribui
la dezvoltarea cancerelor de piele. Radiatiile UV
afecteazd calea genei supresoare tumorale p53,
compromitand stabilitatea genomica si crescand
riscul de carcinogeneza [7].

Terapia PUVA (8-metoxipsoralen oral com-
binat cu UVA) este asociatd cu un risc crescut de
cancere cutanate non-melanocitare, in special
carcinom spinocelular, chiar si in zonele protejate
de soare [8]. Acest risc crescut persistd dupd
intreruperea tratamentului, iar pacientii care au
efectuat peste 350 de sedinte PUVA prezintd un
risc mult mai mare de carcinom spinocelular [9].
Riscul de carcinom bazocelular este mai mic
decat pentru carcinomul spinocelular, chiar si la
doze mari, iar persoanele care au efectuat peste
250 de sedinte PUVA prezintd si risc crescut de
melanom [10]. Un studiu efectuat pe o populatie
mare de pacienti nu a gasit nicio legatura
semnificativad intre PUVA si cancerele interne [11].

UVB cu bandd ingustd (NB-UVB) este un alt
tip comun de fototerapie folosit pentru psoriazis.
Cercetarile arata ca NB-UVB prezinta un risc mai
scazut de cancer cutanat decdt PUVA, fira o
crestere semnificativda a ratelor de carcinom
bazocelular sau spinocelular [12]. Totusi, doze
cumulative foarte mari (peste 300 de sedinte) pot
creste usor riscul de carcinom spinocelular, mai
ales cand sunt combinate cu PUVA [13]. Dovezile
privind riscul crescut de melanom cu NB-UVB
sunt limitate si neconcludente [13].

Terapii sistemice conventionale

Metotrexatul, un analog al acidului folic, este
frecvent utilizat in tratamentul psoriazisului
moderat pand la sever. Acesta inhiba replicarea
ADN prin blocarea dihidrofolat-reductazei,
incetinind cresterea celulelor cutanate. Riscul de
cancer asociat metotrexatului este dezbatut. O
meta-analiza a raportat o rata de malignitate de
1,2% in randul pacientilor cu psoriazis tratati cu
metotrexat [14], iar un studiu coreean nu a
observat diferente semnificative intre ratele de
cancer la acesti pacienti si la cei fard psoriazis
[15]. Aceasta este in concordantd cu rezultatele
din reumatologie, care sugereaza ca metotrexatul
nu pare sd madreasca semnificativ riscul general
de cancer [16-18]. Cu toate acestea, metotrexatul a
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However, phototherapy can also raise cancer
risk by causing DNA damage. These DNA lesions
can disrupt replication and, if not repaired, may
contribute to skin cancers development. UV
radiation impairs the p53 tumor suppressor
pathway, compromising genomic stability and
increasing the risk of carcinogenesis [7].

PUVA therapy (oral 8-methoxypsoralen
combined with UVA light) is linked to an
increased risk of non-melanoma skin cancers,
particularly squamous cell carcinoma, even in
sun-protected sites [8]. This increased risk
persists after stopping treatment, and patients
who undergo more than 350 PUVA sessions have
a much higher risk of SCC [9]. The risk of basal
cell carcinoma is lower than that for SCC, even at
high doses, and people who have more than 250
PUVA sessions also face an increased risk of
melanoma [10]. Importantly, a large follow-up
study found no significant link between PUVA
and internal cancers [11].

Narrowband UVB (NB-UVB) is another
common type of phototherapy used for psoriasis.
Research generally shows that NB-UVB carries a
lower skin cancer risk than PUVA, with no
significant increase in basal cell carcinoma or
squamous cell carcinoma rates [12]. However,
very high cumulative doses (over 300 sessions)
may slightly raise SCC risk, especially when
combined with PUVA [13]. Evidence for an
increased melanoma risk with NB-UVB is limited
and not conclusive [13].

Conventional Systemic Therapies

Methotrexate, an analog of folic acid, is
widely used in moderate to severe psoriasis. It
inhibits DNA replication by blocking dihydro-
folate reductase, slowing the growth of skin cells.
The cancer risk associated with methotrexate is
debated. A meta-analysis found a 1.2% malig-
nancy rate in methotrexate-treated psoriasis
patients [14], and a Korean study found no signi-
ficant difference in cancer rates between these
patients and those without psoriasis [15]. This
aligns with findings in rheumatology, where
methotrexate does not seem to greatly increase
overall cancer risk [16-18].

However, methotrexate has been linked to a
higher risk of basal cell carcinoma and squamous
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fost asociat cu un risc mai mare de carcinom
bazocelular si carcinom spinocelular, mai ales in
cazul utilizarii pe termen lung sau atunci cand
este combinat cu PUVA sau ciclosporina [19,20].
Utilizarea prelungita (peste doi ani) este
considerata un factor de risc independent pentru
carcinomul spinocelular [9]. Dovezile privind
riscul de melanom sunt contradictorii, unele
studii sugerand o usoard crestere, iar altele
negdsind nicio asociere [21-23]. De asemenea, au
fost raportate cazuri de limfoame, in special
asociate cu virusul Epstein-Barr, la pacientii
tratati pe termen lung cu metotrexat [24-27].
Ciclosporina este o terapie sistemica traditionala
pentru psoriazisul sever, utilizatd de obicei pe
termen scurt [28]. Utilizarea pe termen lung este
asociatd cu un risc crescut de cancer, in special
cancere cutanate non-melanocitare precum CSC
[29]. Riscul este mai mare in cazul tratamentului
prelungit sau la pacientii tratati anterior cu PUVA
[30]. Ciclosporina a fost, de asemenea, asociatd cu
boli limfoproliferative, in special la pacientii post-
transplant care primesc doze mai mari, dar au
existat si cazuri rare la pacientii cu psoriazis
[31,32].

Acitretinul, un retinoid sintetic, regleaza
proliferarea si diferentierea keratinocitelor [28].
Desi datele privind riscurile sale oncologice sunt
limitate, unele studii sugereaza cad acitretinul
poate reduce incidenta carcinomului spino-
celular, mai ales atunci cand este utilizat in
combinatie cu PUVA. Aceastd combinatie pare sd
reducd toxicitatea PUVA, care este cunoscuta
pentru cresterea riscului de carcinom spino-
celular [33]. Acitretinul a fost, de asemenea,
studiat pentru rolul sau profilactic In prevenirea
cancerelor de piele la pacientii post-transplant,
subliniind astfel potentialul sdu de a reduce riscul
de cancer cutanat [34,35]. Dovezile actuale nu
sustin un risc crescut de neoplazii interne in urma
utilizéarii acitretinului [15].

Terapie biologica

Tratamentele biologice au revolutionat
managementul psoriazisului, oferind optiuni
tintite, cum ar fi inhibitorii TNF-alfa (adali-
mumab, etanercept, infliximab, certolizumab),
antagonistii IL-12/23 (ustekinumab), inhibitorii
IL-17 (ixekizumab, secukinumab, bimekizumab,
brodalumab) si inhibitorii IL-23 (risankizumab,
tildrakizumab, guselkumab).
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cell carcinoma, especially with long-term use or
when combined with PUVA or cyclosporine
[19,20]. Prolonged use (over two years) is
considered an independent risk factor for
squamous cell carcinoma [9]. The evidence
regarding melanoma risk is inconsistent, with
some studies suggesting a small increase and
others finding no association [21-23]. There have
also been case reports of lymphomas, particularly
Epstein—-Barr virus-associated, in patients on
long-term methotrexate [24-27].

Cyclosporin is a traditional systemic therapy
for severe psoriasis, generally used for short-term
treatment [28]. Long-term use is associated with
an increased risk of cancer, particularly non-
melanoma skin cancers like SCC [29]. The risk is
higher with prolonged treatment or in patients
previously treated with PUVA [30]. Cyclosporin
has also been linked to lymphoproliferative
disorders, especially in transplant patients who
receive higher doses, but there are rare reports in
psoriasis patients as well [31,32].

Acitretin, a synthetic retinoid, regulates
keratinocyte proliferation and differentiation
[28]. Although data on its oncologic risk are
limited, some studies indicate that acitretin may
reduce the incidence of squamous cell carcinoma,
particularly when used in combination with
PUVA. This combination appears to reduce the
toxicity of PUVA, which is known to increase the
risk of SCC [33]. Acitretin has also been studied
for its prophylactic role in preventing skin
cancers in post-transplant patients, further
underscoring its potential to lower skin cancer
risk [34,35]. Current evidence does not support
an increased risk of internal malignancies with
acitretin use [15].

Biologic Agents

Biologic therapies have revolutionized
psoriasis management, providing targeted
options such as TNF inhibitors (adalimumab,
etanercept, infliximab, certolizumab), IL-12/23
antagonists (ustekinumab), IL-17 inhibitors
(ixekizumab, secukinumab, bimekizumab, bro-
dalumab), and IL-23 inhibitors (risankizumab,
tildrakizumab, guselkumab).

While the introduction of biologics has raised
concerns about increased malignancy risk,




Desi introducerea biologicelor a ridicat pre-
ocupari cu privire la riscul crescut de malignitate,
in special In ceea ce priveste datele limitate din
lumea reald despre inhibitorii IL-17/IL-23,
dovezile emergente sustin potentialul lor [36].
Mai multe studii, inclusiv o meta-analizd, nu au
demonstrat un risc crescut de cancer in urma
expunerii pe termen lung la terapia biologica
[37]. Cu toate acestea, sunt necesare cercetari
suplimentare.

Rolul dublu al TNF-alfa in medierea
apoptozei si promovarea carcinogenezei ridicad
preocupdri cd inhibitorii TNF-alfa, prin supri-
marea acestui rol dublu, pot compromite supra-
vegherea imund, pot promova supravietuirea
celulelor tumorale si pot creste riscul de neo-
plazie [38].

Studiile care evalueazd riscul de cancer
asociat cu inhibitorii TNF-alfa aratd rezultate
contradictorii. Desi majoritatea studiilor nu arata
o crestere semnificativd a riscului general de
cancer, unele au raportat o incidentd mai mare a
cancerelor cutanate non-melanocitare, in special
carcinomul spinocelular, posibil influentatd de
tratamentele anterioare precum ciclosporina sau
PUVA [39-41]. Asocierea dintre carcinomul bazo-
celular si inhibitorii TNF-alfa raméane neconclu-
dentd, desi unele studii sugereaza un risc crescut
[42]. Dovezile privind riscul de melanom sunt, de
asemenea, inconsistente, studiile raportand
rezultate variate [43-48].

Inhibitorii TNF-alfa au fost, de asemenea,
asociati cu un risc crescut de boli limfoproli-
ferative, cum ar fi limfoamele non-Hodgkin si
Hodgkin, cu raportdri de cazuri de limfoame,
inclusiv limfoame cutanate cu celule T, la
pacientii tratati cu inhibitorii TNF-alfa [49,50]. In
plus, a fost raportat un caz de limfom al tesutului
limfoid asociat mucoasei gastrice la un pacient cu
psoriazis tratat cu infliximab [51]. Un alt caz a
descris mielodisplazia care a progresat la
leucemie acutd mieloidd dupd terapia cu
inhibitor TNF-alfa la un pacient cu psoriazis [52].

IL-12 sporeste activitatea antitumorald in
principal prin activarea IFN-y, in timp ce IL-23
exercita efecte pro-tumorigene. Avand in vedere
aceste roluri opuse, terapiile anti-IL-12/23 care
vizeazd subunitatea comund p40 pot modifica
microambientul tumoral si pot creste potential
riscul de malignitate prin diminuarea raspun-
surilor antitumorale mediate de IL-12 [53].
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particularly regarding limited real-world data on
IL-17/IL-23 inhibitors, emerging evidence sup-
ports their potential [36]. Several studies,
including a meta-analysis, have not demon-
strated a heightened cancer risk with long-term
biologic exposure [37]. However, ongoing in-
vestigation is needed.

TNF-alpha’s dual role in mediating apoptosis
and promoting carcinogenesis raises concerns
that TNF inhibitors, by suppressing this dual
role, may compromise immune surveillance,
promote tumor cell survival, and elevate the risk
of neoplasia [38].

Studies evaluating the cancer risk associated
with TNF inhibitors (TNFi) show inconsistent
results. Although most studies do not show a
significant increase in overall cancer risk, some
have reported a higher incidence of non-
melanoma skin cancer, particularly squamous
cell carcinoma, potentially influenced by prior
treatments like cyclosporine or PUVA [39-41].
The association between basal cell carcinoma
(BCC) and TNF inhibitors remains inconclusive,
although some studies suggest an increased risk
[42]. Evidence regarding melanoma risk is
similarly inconsistent, with studies reporting
mixed results [43-48].

TNF inhibitors have also been linked to an
increased risk of lymphoproliferative disorders,
such as non-Hodgkin and Hodgkin lymphomas,
with case reports describing lymphomas, in-
cluding cutaneous T-cell lymphomas (CTCL), in
patients treated with TNFi [49,50]. Additionally, a
case of gastric mucosa-associated lymphoid
tissue lymphoma has been reported in a psoriasis
patient treated with infliximab [51]. Another case
described the development of myelodysplasia
progressing to acute myeloid leukemia following
TNF inhibitor therapy in a patient with psoriasis
[52].

IL-12 enhances antitumor activity primarily
through IFN-y activation, whereas IL-23 exerts
pro-tumorigenic effects. Given these opposing
roles, anti-IL-12/23 therapies targeting the
shared p40 subunit may alter the tumor
microenvironment and potentially increase
malignancy risk by diminishing IL-12-mediated
antitumor responses [53].

Ustekinumab, an IL-12/23 antagonist, has
shown a reduced overall cancer risk in a Korean
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Ustekinumab, un antagonist IL-12/23, a
demonstrat un risc mai scazut de cancer in
studiile coreene, iar studiile de siguranta pe
termen lung nu au demonstrat un risc crescut de
tumori de piele [54]. Desi rare, cateva cazuri de
limfom cutanat cu celule T au fost asociate cu
utilizarea de ustekinumab, dar riscul general de
cancer rdamane similar cu cel al placebo [53].

IL-17 prezinta un rol dublu in cancer, pro-
movand sau suprimand tumori in functie de
context [55]. Aceasta ridicd preocupari cu privire
la riscurile oncogene ale terapiilor anti-IL-17.
Totusi, studiile sugereaza cd inhibitorii IL-17 nu
cresc semnificativ riscul de malignitate si ar putea
chiar fi asociati cu un risc redus de anumite tipuri
de cancer, inclusiv boli limfoproliferative, tumori
solide si carcinom bazocelular, comparativ cu
inhibitorii TNF-alfa [56]. Riscul de melanom
rdmane o zond de cercetare continud, datele
existente fiind limitate si subliniind necesitatea
unor cercetdri suplimentare pe termen lung.

Un studiu international mare a indicat un risc
scazut de limfom non-Hodgkin la pacientii tratati
cu inhibitori IL-17. Totusi, au existat cateva
raportari de cazuri de limfom cutanat cu celule T
asociate cu administrarea de inhibitorii IL-17 [50].

IL-23 promoveaza diferentierea celulelor T-
helper 17 (Thl7) si suprimd supravegherea
tumorii mediata de celulele natural killer [57-58].
Studii limitate sugereaza ca inhibitorii IL-23 ar
putea oferi un profil de siguranta favorabil in
ceea ce priveste dezvoltarea cancerului [56].

Terapia cu molecule mici

Apremilast este un inhibitor cu molecule mici
care actioneazd asupra fosfodiesterazei 4 (PDE4),
o enzima responsabild cu descompunerea AMPc.
Prin inhibarea PDE4, apremilast creste nivelurile
de AMPc intracelular, ajutand la echilibrarea
mediatorilor pro-inflamatori si anti-inflamatori.
Aceastd actiune scade productia de citokine
inflamatorii cheie, precum TNF-a, IL-17 si IL-23,
care joaca un rol crucial In dezvoltarea psoria-
zisului [59].

Apremilast pare a fi o optiune terapeutica
sigurd pentru pacientii cu psoriazis, chiar si
pentru cei cu un istoric de cancer. Intr-un review
ce a inclus 841 de pacienti cu comorbiditati
severe, inclusiv tumori, apremilast nu a fost
asociat cu o crestere semnificativd a progresiei
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study, and long-term safety studies have not
demonstrated increased risk of skin cancers [54].
Though rare, some cases of cutaneous T-cell lym-
phoma have been associated with ustekinumab
use, but the overall cancer risk remains similar to
placebo [53].

IL-17 exhibits a dual role in cancer, promoting
or suppressing tumors depending on the context
[55]. This raises concerns about the oncogenic
risks of anti-IL-17 therapies. However, studies
suggest that IL-17 inhibitors do not significantly
increase malignancy risk and may even be
associated with a reduced risk of certain cancers,
including lymphoproliferative disorders, solid
organ cancers, and BCC, compared to TNF
inhibitors [56]. The risk of melanoma remains an
area of ongoing investigation, with existing data
being limited and underscoring the necessity for
further long-term research.

A large international study indicated a
decreased risk of non-Hodgkin lymphoma in
patients treated with IL-17 inhibitors. However,
there have been a few case reports of cutaneous
T-cell lymphoma (CTCL) associated with IL-17
inhibitors [50].

IL-23 promotes T-helper 17 (Th17) differen-
tiation and suppresses natural killer cell-
mediated tumor surveillance [57-58]. Limited
studies suggest that IL-23 inhibitors may offer a
favorable safety profile regarding cancer
development [56].

Small molecule therapies

Apremilast is a small-molecule inhibitor that
targets phosphodiesterase 4 (PDE4), an enzyme
responsible for breaking down cyclic adenosine
monophosphate (cAMP). By inhibiting PDE4,
apremilast raises intracellular cAMP levels,
helping to balance pro-inflammatory and anti-
inflammatory mediators. This action decreases
the production of key inflammatory cytokines
like TNF-a, IL-17, and IL-23, which play a crucial
role in the development of psoriasis [59].

Apremilast appears to be a safe therapeutic
option for psoriasis patients, even those with a
history of cancer. In a review of 841 patients with
severe comorbidities, including cancer, apre-
milast was not linked to a significant increase in
cancer progression or recurrence, suggesting it
may be a low-risk choice for these patients [60].




sau recurentei cancerului, sugerand cd poate fi o
alegere cu risc scdzut pentru acesti pacienti [60].

Deucravacitinib este aprobat pentru trata-
mentul psoriazisului moderat-sever [61]. Inhibd
selectiv tirozin-kinaza 2 (TYK2), prevenind
activarea acesteia, In timp ce pastreaza activitatea
altor membri ai familiei Janus kinazei (JAK).
TYK2 mediazd semnalizarea pentru citokine
precum IL-23 si interferonii de tip I, care sunt
esentiali In psoriazis. Prin inhibarea selectivd a
TYK2, deucravacitinib reduce activarea celulelor
Th17 mediatd de IL-23 si cascada inflamatorie
ulterioard, conducand la scdderea proliferdrii
keratinocitelor si inflamatiei [62].

Studii clinice au demonstrat un profil de
sigurantd favorabil, cu rate scizute de maligni-
tate. Intr-un studiu de 52 de sdptdmani, incidenta
neoplaziilor in randul pacientilor tratati cu
deucravacitinib a fost similard cu cea a pa-
cientilor tratati cu placebo sau apremilast,
sugerand cd nu existd un risc crescut de cancer
asociat cu utilizarea sa [63,64].

Managementul psoriazisului la pacientii
cu neoplazii

Abordadri terapeutice pentru psoriazis la
pacientii oncologici

Managementul psoriazisului la persoanele cu
neoplazii active sau in antecedente necesita o
analizd atentd. Agentii biologici, in special cei
care vizeazd TNF-alfa, sunt frecvent evitati din
cauza temerilor legate de potentialul lor de a
influenta recurenta sau progresia cancerului.
Cercetarile recente indicd faptul ca terapiile care
inhiba IL-17 sau IL-23 pot reprezenta alternative
mai sigure in acest context. Conform ghidurilor
EuroGuiDerm, optiunile preferate pentru pa-
cientii oncologici includ tratamentele topice,
fototerapia UVB cu banda ingusta (cu excluderea
celor cu risc crescut de cancer de piele), acitretin
sau metotrexat in dozd micd [65]. Mai mult,
ghidurile europene pentru managementul sis-
temic al psoriazisului vulgar moderat-sever
sustin utilizarea agentilor anti-TNFa, ustekinu-
mabului si inhibitorilor IL-17 si IL-23 la pacientii
cu antecedente de malignitate, deciziile tera-
peutice fiind ghidate de evaluari individualizate
care tin cont de preferintele pacientului si de
durata remisiunii cancerului [65].
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Deucravacitinib is approved for treating
moderate to severe psoriasis [61]. It selectively
inhibits tyrosine kinase 2 (TYK2), preventing its
activation while preserving the activity of other
Janus kinase (JAK) family members. TYK2
mediates signaling for cytokines such as IL-23
and type I interferons, which are both critical in
psoriasis. By selectively inhibiting TYK2,
deucravacitinib reduces IL-23-mediated Th17 cell
activation and the downstream inflammatory
cascade, leading to decreased keratinocyte
proliferation and inflammation [62].

Clinical trials have demonstrated a favorable
safety profile, with low rates of malignancy. Over
a 52-week study, the incidence of malignancies in
patients treated with deucravacitinib was similar
to those treated with placebo or apremilast,
suggesting no increased cancer risk associated
with its use [63,64].

Psoriasis Management in Patients with
Malignancy

Therapeutic Approaches for Psoriasis in
Oncologic Patients

Management of psoriasis in individuals with
a current or prior cancer diagnosis requires care-
ful consideration. Biologic agents, particularly
those targeting TNF-alpha, are frequently
avoided due to apprehension regarding their
potential to influence cancer recurrence or
progression. Recent research indicates that
therapies inhibiting IL-17 or IL-23 may be safer
alternatives in this context. According to the
EuroGuiDerm guidelines, preferred options for
oncologic patients include topical treatments,
narrowband UVB phototherapy (excluding those
with elevated skin cancer risk), acitretin or low-
dose methotrexate [65]. Furthermore, the
European guidelines for the systemic mana-
gement of moderate-to-severe psoriasis vulgaris
advocate for the use of anti-TNFa agents,
ustekinumab, and IL-17 and IL-23 inhibitors in
patients with a history of malignancy, with
treatment decisions guided by individualized
assessments that account for patient preferences
and the duration of cancer remission [65].

Apremilast has emerged as a favorable
systemic option for patients with malignancy
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Apremilast a aparut ca o optiune sistemica
favorabila pentru pacientii cu temeri legate de
malignitate. Spre deosebire de alte medicamente
sistemice si biologice, apremilast nu exercita
efecte imunosupresoare semnificative, ficandu-1
potrivit pentru persoanele cu cancere active sau
anterioare. Utilizarea sa nu este restrictionata la
pacientii cu antecedente de cancer si nu necesita
monitorizare de laborator continud, oferind atat
sigurantd, cat si comoditate. Acest profil face ca
apremilast sa fie deosebit de avantajos pentru
pacientii oncologici cu psoriazis, permitand un
management eficient al simptomelor fard a creste
riscul de progresie a cancerului sau de inter-
ferentd cu tratamentul oncologic [60].

Deucravacitinib, un inhibitor selectiv al
TYK2, oferd o altd optiune promitdtoare pentru
pacientii cu risc de malignitate. Mecanismul sdu
tintit evitd efectele imunosupresoare mai largi
observate cu alti inhibitori JAK, reducand poten-
tial sansa de recurentd sau progresie a cancerului.
Studiile clinice au demonstrat ca deucravacitinib
ofera imbunatdtiri substantiale ale simptomelor
psoriazisului si ale calitdtii vietii, cu un profil de
sigurantd comparabil cu placebo si apremilast
[63,64].

Consideratii privind momentul initierii tera-
piei pentru psoriazis dupa diagnosticul de cancer

Initierea tratamentului pentru psoriazis in
raport cu diagnosticul de cancer reprezintd un
aspect crucial. in prezent, nu existd un consens
privind momentul optim, din cauza variatiilor
intre tipurile de cancer, prognosticul acestora si
momentul tratamentului oncologic, care a variat
de la unu la zece ani dupa diagnostic. In general,
pentru pacientii cu antecedente de neoplazie, se
recomandd un interval minim de cinci ani inainte
de inceperea terapiilor biologice [66]. Cu toate
acestea, tot mai multe dovezi sustin introducerea
mai devreme a inhibitorilor IL-17 si IL-23, avand
in vedere profilurile lor favorabile de siguranta in
context oncologic.

Administrarea tratamentului pentru psoria-
zis simultan cu tratamentul oncologic

Terapiile oncologice, in special chimioterapia
si terapiile tintite, exercita efecte imunomodu-
latoare profunde care pot influenta activitatea
psoriazisului. Agenti precum inhibitorii de
topoizomerazd si agentii antimicrotubulari pot
intensifica prezentarea antigenelor si pot induce

concerns. Unlike other systemic drugs and
biologics, apremilast does not exert significant
immunosuppressive effects, making it suitable
for those with active or previous cancers. Its use
is not restricted in patients with a cancer history,
and it does not necessitate ongoing laboratory
monitoring, offering both safety and conve-
nience. This profile makes apremilast particularly
advantageous for oncology patients with
psoriasis, allowing effective symptom mana-
gement without increasing the risk of cancer
progression or interfering with oncologic care
[60].

Deucravacitinib, a selective TYK2 inhibitor,
provides another promising option for patients
with malignancy risk. Its targeted mechanism
avoids the broader immunosuppressive effects
seen with other JAK inhibitors, potentially
lowering the chance of cancer recurrence or
progression. Clinical studies have shown that
deucravacitinib delivers substantial improve-
ment in psoriasis symptoms and quality of life,
with a safety profile comparable to placebo and
apremilast [63,64].

Timing Considerations for Psoriasis
Therapy Following Cancer Diagnosis

The initiation of psoriasis treatment in
relation to a cancer diagnosis is a critical
consideration. At present, no consensus exists
regarding the optimal timing, due to variations in
cancer types, prognostic outcomes, and the
timing of oncologic treatment, which has ranged
from one to ten years post-diagnosis. In general,
for patients with a history of malignancy, a
minimum interval of five years before
commencing biologic therapies is advised [66].
Nevertheless, increasing evidence supports the
earlier introduction of IL-17 and IL-23 inhibitors,
given their favorable safety profiles in oncology
settings.

Simultaneous Administration of Anti-
Psoriatic and Oncologic Treatments

Oncologic therapies, particularly chemo-
therapy and targeted therapies, exert profound
immunomodulatory effects that can impact
psoriasis activity. Agents such as topoisomerase
inhibitors and antimicrotubule agents can
enhance antigen presentation and induce
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moartea celulard imunogenicd, conducand la
efecte variabile asupra psoriazisului, inclusiv atat
ameliorarea, cat si exacerbarea acestuia In timpul
terapiei oncologice [67].

Inhibitorii punctelor de control imunitare (de
exemplu, agentii anti-PD-1 si anti-PD-L1),
utilizati pe scard largd in tratamentul tumorilor
solide, sunt cunoscuti pentru declansarea
exacerbdrilor in psoriazis. Gestionarea acestor
exacerbdri este esentiald pentru a asigura
continuarea tratamentului oncologic. In astfel de
cazuri, apremilast, care reduce productia de
citokine pro-inflamatorii, si acitretin sunt frecvent
utilizati pentru a controla activitatea psoriazica in
timpul imunoterapiei [68,69].

Managementul psoriazisului la pacientii
oncologici necesitd o strategie multidisciplinara,
ludnd in considerare prognosticul oncologic. La
persoanele cu un prognostic oncologic favorabil,
se asteaptd, In general, ca terapiile sistemice
pentru psoriazis sa aiba rezultate comparabile cu
cele ale pacientilor fara neoplazie. In schimb, la
pacientii cu un prognostic mai slab, obiectivele
terapeutice se reorienteaza cdtre optimizarea
calitatii vietii, unde beneficiile controlului
psoriazisului pot depdsi riscurile oncologice
potentiale [70].

Concluzii

Managementul psoriazisului la pacientii cu
neoplazie activd sau in antecedente rdamane un
domeniu complex si In continua evolutie.
Echilibrarea controlului eficient al bolii cu
minimizarea riscurilor oncologice necesita
abordari individualizate si multidisciplinare.
Dovezile emergente sustin utilizarea inhibitorilor
IL-17 si IL-23 ca optiuni biologice mai sigure, in
timp ce agentii fard efect imunosupresor, precum
apremilast si deucravacitinib, oferd cai tera-
peutice suplimentare pentru pacientii cu risc
oncologic mai mare. Desi datele actuale sunt
incurajatoare in ceea ce priveste siguranta
oncologicd a tratamentelor mai noi, este necesara
o supraveghere pe termen lung si studii
prospective mai mari pentru a rafina ghidurile
clinice. Deciziile de tratament personalizate,
bazate pe o analizd atentd a riscurilor si bene-
ficiilor, preferintele pacientului si prognosticul
cancerului, sunt esentiale pentru optimizarea
rezultatelor pentru aceastd populatie unicd de
pacienti.
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immunogenic cell death, leading to variable
effects on psoriasis, including both improvement
and exacerbation during cancer therapy [67].

Immune checkpoint inhibitors (e.g., anti-PD-
1 and anti-PD-L1 agents), widely used in the
management of solid tumors, are known to
precipitate psoriasis flares. Managing these flares
is essential to ensure the continuation of
oncologic treatment. In such cases, agents like
apremilast, which  downregulates  pro-
inflammatory cytokine production, and acitretin
are frequently employed to control psoriatic
activity during immunotherapy [68,69]

Managing psoriasis in cancer patients
demands a multidisciplinary strategy, taking into
account the oncologic prognosis. In individuals
with a favorable cancer outlook, systemic
therapies for psoriasis are generally expected to
have outcomes comparable to those in patients
without malignancy. Conversely, in patients with
a poorer prognosis, therapeutic goals shift
toward optimizing quality of life, where the
benefits of psoriasis control may outweigh
potential oncologic risks [70].

Conclusions

The management of psoriasis in patients with
a history of malignancy or active cancer remains
a complex and evolving field. Balancing effective
disease control with minimizing oncologic risks
necessitates individualized, multidisciplinary
approaches. Emerging evidence supports the use
of IL-17 and IL-23 inhibitors as safer biologic
options, while non-immunosuppressive agents
like apremilast and deucravacitinib offer
additional therapeutic avenues for patients at
higher oncologic risk. Although current data are
reassuring regarding the oncologic safety of
newer treatments, long-term surveillance and
larger, prospective studies are required to further
refine clinical guidelines. Personalized treatment
decisions, grounded in careful risk-benefit
analysis, patient preference, and cancer
prognosis, are essential to optimize outcomes for
this unique patient population.
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