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Rezumat

Psoriazisul nu mai este de mult privit ca o simplid
afectiune a pielii ci mai degrabd ca o afectiune inflamatorie
sistemicd care se asociazd cu un risc substantial in cresterea
ratelor morbiditdtii si mortalitdtii prin evenimente
cardiovasculare. Ghidurile clinice actuale se adreseazd doar
factorilor de risc cardiovascular traditionali asadar este
necesard o abordare interdisciplinard a acestor pacienti dar
si protocoale care sid evalueze corect riscul cardiovascular
asociat psoriazisului. Implementarea unor mdsuri de
monitorizare a acestor riscuri, continua verificare a noilor
supozitii de cercetare sau validarea unor fise unanim
acceptate in acest domeniu ar trebui sid reprezinte o
prioritate in managementul pacientului cu psoriazis.

Cuvinte cheie: psoriazis, risc cardiovascular, preventie.

Intrat in redactie: 8.08.2017
Acceptat: 4.09.2017

Summary

Psoriasis is no longer perceived as a mere skin disease
but rather a systematic chonic inflammatory disease that
carries with it substantial risk in increasing morbidity and
mortality rates due to cardiovascular events. Current
clinical practice guidelines only address managing
traditional risk factors therefore an interdisciplinary
approach and a protocol that would evaluate cardiovascular
risk for these patientsis needed. Managing psoriasis is a
priority and the necessity for monitoring associated risks,
consulting new research findings and ghiding treatments
by widely accepted protocols, is ever increasing.
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Psoriazisul este o afectiune autoimung,
cronicd, inflamatorie care afecteazid aproximativ
5% din populatie. 90% din formele de psoriazis
sunt reprezentate de psoriasul in placi sau vulgar,
urmat de psoriazisul gutat, inversat, eritrodermic
sau in pldci numulare (1). Eliberarea constantd de
citokine proinflamatorii din cadrul etiopato-
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Psoriasis is a chronic, inflammatory auto-
immune disease that affects approximately 5% of
the total population. There are multiple types of
psoriasis and in 90% of cases, plaque psoriasis or
psoriasis vulgaris, is observed; other types of
psoriasis that are frequently diagnosed are,
guttate psoriasis, inverse psoriasis and erythro-
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genezei acestei boli duce la aparitia altor
comorbiditdti asociate: obezitate, aterosclerozs,
hipertensiune arteriald, sindrom metabolic,
dislipidemie (2). Alte afectiuni, atat dermato-
logice cat si non-dermatologice, au fost asociate
cu psoriazisul: steatohepatita nonalcoolicd, boala
celiacd, osteoporoza, bronsita cronica obstructiva,
amiloidoza, pemfigoidul bulos, vitiligo (3,4,5)

Mecanismele exacte nu sunt incd pe deplin
stabilite, dar se considerd cd, inflamatia cronica
ar cauza aparitia stresului oxidativ si a productiei
in exces de radicali liberi, ambele procese
favorizand formarea pldcilor aterosclerotice la
nivelul vaselor sangvine (6). Insasi expunere
cronicd la citokine proinflamatorii scade
sensibilitatea tesuturilor la insuling, iar insulin-
rezistenta este asociatd cu cresterea productiei
endoteliale de oxid nitric si cresterea secretiei de
endotelina -1 (7). Asocierea acestor modificdri de
ordin molecular cu modificdrile ce apar la nivel
metabolic in procesul etiopatogenic al psoria-
zisului cresc riscul de a dezvolta evenimente
cardiovasculare majore pentru acesti pacienti.
Astfel, se considerd ca acest risc este cu atdt mai
mare cu cat severitatea bolii este mai mare.

Pentru evaluarea severitatii psoriazisului
dermatologii utilizeazd unele metode general
acceptate:

» PASI (Psoriasis Area and Severity Index),
conform  American  Academy  of
Dermatology cel mai utilizat in trialurile
clinice

* BSA (Body Surface Area)

» SPI (Salford Psoriasis Index)

* DIDS (Dermatology Index of Disease
Severity)

* DLQI (Dermatology Life Quality Index)

» PQLQ (Psoriasis Quality of Life
Questionnaire)

* Psoriasis Disability Index (PDI).

Cu toate acestea, nu exista inca o metoda de
evaluare care sd surprindd modificdrile din
cadrul psoriazisului in ansamblul lor: afectarea
tegumentard, simptomatologia asociata acolo
unde existd, prezenta afectdrii articulare,
afectarea calitdtii vietii sau riscul de a dezvolta
alte boli asociate.

S-a demonstrat cd, un procent de aproximativ
40% dintre pacientii cu psoriazis nu urmeaza
tratamentul recomandat de medic (8). Urmeaza
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dermic or nummular (discoid) eczema plaques
(1). The ethiopathogenesis of the disease may
lead to associated comorbidities such as obesity,
atherosclerosis, hypertension, metabolic syn-
drome and dyslipidemia due to a constant out
put of proinflammatory cytokines (2). There are
other dermatologic and non-dermatologic
diseases that can be associated with psoriasis
such as, nonalcoholic steatohepatitis, celiac
disease, osteoporosis, chronic obstructive bron-
chitis, amyloidosis, bullous pemphigoid and
vitiligo (3,4,5).

The exact mechanisms by which psoriasis
occurs are not yet fully elucidated but the
presence of chronic inflammation which is
brought about by oxidative stress as well as free
radicals can be considered elements that favour
the formation of atherosclerotic plaques along the
blood vessels (6). It is important to note that an
increase in endothelial nitric oxide and an
increased secretion of endothelin-1 can lead to
insulin resistance. This is caused by reduced
insulin sensitivity in the tissue due to a pro-
longued or chronic exposure of proinflammatory
cytokines (7). The risk of cardiovascular events in
patients that suffer from psoriasis is great and can
be attributed to the correlation between the
molecular and metabolic modifications that
appear during etiopathogenic processes. Thus,
the greater the disease’s severity, the greater the
cardiovascular risk.

In order to evaluate the severity of psoriasis,
dermatologists use widely accepted methods
from the following:

e PASI (Psoriasis Area of Severity Index),
according to the American Academy of
Dermatology and is the most common
index used in clinical trials

* BSA (Body Surface Area)

e SPI (Salford Psoriasis Index)

+ DIDS (Dermatology Index of Disease
Severity)

* DLQI (Dermatology Life Quality Index)

e PQLQ (Psoriasis Quality of Life
Questionnaire)

» PDI (Psoriasis Disability Index)

Even though there are multiple indices that
are used for disease evaluation, no one index
comprises the ensemble of all the modifications
that can be expected in psoriasis such as: skin




intrebarea, oare cati dintre cei care urmeaza
recomanddrile o fac in mod corespunzator?
Aceste constatdri ridicd problema afectdrii
sistemice pe care o produce in timp psoriazisul.
Daca leziunile cutanate sunt de mici dimensiuni
sau nu il deranjeazd foarte mult pe pacient, cum
rdmane cu riscurile asociate acestei afectiuni si
cum le cuantificim?

Pe de alta parte, pentru cei care urmeaza un
tratament, cat de benefic este acesta pentru
celelalte organe implicate? Se cunoaste deja
faptul ca FDA (Food and Drug Administration)
trage un semnal de alarma In cazul pacientilor
aflati sub terapie biologicd si care suferd de
insuficientd cardiacd, din considerentul «c4,
riscurile ar putea fi mai mari decat beneficiile
pentru aceste cazuri.

Tesutul adipos produce cateva proteine
(adipokine), cum ar fi leptina, adiponectina
TNF-a sau interleukina 6 care par a avea un rol
important in aparitia diabetului, rezistentei la
insulind sau aterosclerozei (9). Visfatinul este una
dintre aceste adipokine, descrisd pentru prima
datd in anul 2005 de cétre Fukuhara et al si care
apare printre marker-ii propusi a avea un rol in
evaluarea riscului cardiovascular atat la soarece
cat si la om (10). Acesta s-a conturat ca avand rol
crucial in progresia proceselor de ateroscleroza si
este totodatd marker al disfunctiei endoteliale (11,
12).

Visfatinul poate promova in mod direct
inflamatia vasculard prin activarea celulelor
endoteliale prin activarea factorului nuclear k-B
cat si prin stimularea moleculelor de adeziune
intercelulard de tipul ICAM-1, VCAM-1 sau
selectina E (13). Unii autori au demonstrat deja ca
nivelele serice de Visfatin se coreleazd pozitiv cu
diversi markeri inflamatori ca IL-6 sau CRP, fiind
deja denumit de unii ca “marker-ul universal al
inflamatiei cronice”. Pe langd cresterea nivelelor
de IL-6, Visfatinul determind si o productie
crescutd de IL 1B de la nivelul monocitelor si
celulelor endoteliale. In ceea ce priveste cresterea
chemokinelor, Visfatinul a fost direct corelat cu
superproductia de CXCL8, CXCL10, CXCL20 si
TNF-a la nivelul keratinocitelor umane (14).

Nicotin adenin dinucleotid fosfat oxidaza
(NADPH) este un anion superoxid care are rol in
generarea de enzime proinflamatorii asociate
disfunctiei endoteliale. Boini et al. au sugerat
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damage, associated symptomatology, joint
damage, quality of life or associated disease risk.

It has been demonstrated that 1% of patients
suffering from psoriasis, approximately 40% of
the total population, does not follow through
with the treatment advised by their doctor (8).
The question, therefore, is how many patients
under treatment are actually abiding by the
treatment plan offered to them by their medical
practitioner? The problems that can arise from
negligence are the systemic diseases than may
ensue; for example, if the patient suffers only
from minor skin lesions and is not bothered by
any aspect of the disease, it becomes more
difficult to treat and thereafter quantify the extent
to which the patient suffers from the disease,
locally and systemically.

On the other hand, for the patients that have
undergone treatment for psoriasis, to what extent
does the treatment affect other organs? Some
treatments, such as biological therapy, can be
more harmful than beneficial for patients with
associated diseases such as heart failure, as noted
by the FDA (Food and Drug Administration).

Diabetes, insulin resistance and athero-
sclerosis can be linked to proteins such as
adipokines, leptin, adiponectin, TNF alfa and
interleukin 6, found in adipocytes (9). Visfatin, an
adipokine discovered by Fukuhara et al in 2005,
is a marker that can evaluate cardiovascular risk
in humans as well as in mice (10). Visfatin also
acts as a marker for detecting the atherosclerotic
process and endothelial dysfunction (11,12).

Visfatin can activate endothelial cells by
activating the k-B nuclear factor and by
stimulating intercellular adhesion molecules
such as ICAM-1, VCAM-1, E-selectin which in
turn stimulate vascular inflammation (13).
According to some authors, serum Visfatin levels
positively correlate with inflammatory markers
such as IL-6 or CRP and are now called “the
universal chronic inflammation marker.” Visfatin
also affects monocytes and enothelial cells by
increasing IL 1 beta production, alongside
increasing IL-6 levels. Visfatin also increases
chemokines such as CXCL8, CXCL10, CXCL20
and TNF alfa, the latter being located on human
keratinocytes (14).

Nicotinamide adenine dinucleotide phos-
phate (NADPH) is a superoxid anion that plays a
role in the regeneration of proinflammatory
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faptul ca Visfatinul ar induce activarea NADPH
oxidazei, iar alti autori au sugerat chiar activarea
sistemului renind-angiotensind, activare care,
daca este inadecvata conduce la cresterea riscului
cardiovascular (15,16).

Unele studii epidemiologice reprezentative
din domeniu, atat prospective cat si retrospective,
indica faptul cd pacientii cu psoriazis si artrita
psoriazicd, In comparatie cu persoanele sidna-
toase, asociazd o prevalentd crescutd pentru
ischemia cardiaca, infarctul de miocard, hiper-
tensiune, dislipidemie sau diabet (17,18).

Din ce In ce mai multe studii Incearcd sa
gdseasca veriga lipsd care sd lege cresterea
riscului de boald cardiovasculara cu afectarea din
psoriazis. In mod clasic, prin determinarea gli-
cemiei, a colesterolului, trigliceridelor, CRP-ului
sau determinarea valorilor tensiunii arteriale se
poate aprecia riscul cardiovascular pe care il
prezinta un pacient diagnosticat cu psoriazis. Ne
intrebam dacd aceste variabile sunt suficiente
pentru evaluarea riscului sau este necesara
introducerea unor variabile specifice bolii de
bazd? Ar putea Visfatinul sa fie un astfel de
marker?

Deoarece abordarea pacientului cu psoriazis
este Intotdeauna multidisciplinard (dermatolog,
reumatolog, medic de familie, psiholog), inclu-
derea unui protocol de risc cardiovascular in
schema de evaluare a acestei afectiuni inflama-
torii cronice ar putea aduce schimbari majore in
managementul acestei afectiuni, iar evidentierea
precoce a cazurilor cu risc ar putea Imbunatati
calitatea vietii pacientilor cu psoriazis.

Plecand de la supozitia clinica ca pacientul cu
psoriazis are un risc mai mare de a dezvolta boli
cardiovasculare si de la datele studiilor clinice
care aratd cd Visfatinul are un rol in inducerea
proceselor de aterosclerozd, in producerea
disfunctiei endoteliale sau chiar in lezarea directa
a patului vascular, se impun studii suplimentare
pentru a clarifica legdtura dintre riscul de boala
cardiovascularda si nivelele serice ale acestui
marker pentru a putea surprinde modificari
predictibile pentru evolutia bolii (19).

Intrucat existid studii cu rezultate contra-
dictorii In ceea ce priveste rolul protectiv pe care
il au terapiile sistemice asupra riscului de a
dezvolta o afectiune cardiovasculard, lucrurile
care merg n aceastd directie sunt si mai greu de

enzymes that are associated with enothelial
dysfunction. Some authors are divided as to
NADPH’s and Visfatin’s role in increasing
cardiovascular risk; Boini et al suggest that
Visfatin activates NADPH oxidase while other
authors suggest that Visfatin can activate the
renin—angiotensin system and failure to
adequately do so increases cardiovascular risk
(15,16).

Some representative prospective and retro-
spective epidemiological surveys, indicate that
psoriasis and psoriatic arthritis patients, as
compared to healthy people, exhibit an increased
prevalence of ischemic heart disease, myocardial
infarction, hypertension, dyslipidemia or
diabetes (17,18).

There are a number of studies that try to
accentuate the link between cardiovascular risk
and psoriasis. It is standard procedure to
determine patients” glycemia, cholesterol levels,
triglycerid levels, CPR and blood pressure,
especially in patients with psoriasis. Is a standard
blood work-up sufficient to determine an
increase in cardiovascular risk in patients with
psoriasis or should medical practitioners search
for a marker to more accurately determine
cardiovascular risk? Could Visfatin be such a
marker?

Since a multidisciplinary approach is taken in
treating patients with psoriasis (dermatologist,
rheumatologist, GP and psychologist), a protocol
that would evaluate cardiovascular risk based on
the chronic inflammatory response could revo-
lutionise how this disease is managed and can
lead to earlier detection of cardiovascular risk
factors and thus, can improve the quality of life of
psoriasis sufferers.

Supposing that patients with psoriasis are
prone to developing cardiovascular diseases, it is
insufficient to conclude that even though Visfatin
has a role in inducing atherosclerosis, endothelial
dysfunction as well as blood vessel bed lesions,
supplimentary studies are needed to clarify the
link between cardiovascular disease and serum
markers that can predict the disease’s evolution
(19).

There are studies that contradict one another
with regard to the role systemic therapies play in
protecting the patient from developing asso-
ciated diseases; upholding the contrary is even
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elucidat (20). Ramaéane astfel intrebarea, cum
putem verifica daca utilizarea unei anumite
terapii produce un efect benefic si asupra
celorlalte organe implicate?

Psoriazisul nu mai este de mult privit doar ca
o afectiune a pielii, este o afectiune sistemica
inflamatorie cronicd cu un risc semnificativ
pentru cresterea morbiditatii si mortalitdtii prin
evenimente cardiovasculare. Procentul mare de
pacienti care nu primesc un tratament cores-
punzator creste si acesta riscul de afectare
cardiovasculard prin cascada de evenimente
inflamatorii asociatd leziunilor cutanate.

Implementarea unor masuri de monitorizare
a riscurilor asociate acestei afectiuni, continua
verificare a noilor supozitii de cercetare sau
validarea unor fise unanim acceptate in acest
domeniu ar trebui sd reprezinte o prioritate in
managementul pacientului cu psoriazis.

Articol In cadrul proiectului: ,Protocol de
evaluare a riscului cardiovascular la pacientii cu
psoriazis vulgar (PSOCARDIO)” finantat de
SRD.
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more difficult than correlating systematic
therapies to overall associated risk (20). Thus, the
question of, to what extent does systematic
therapy affect other implicated organs?

Psoriasis is no longer perceived as a mere
skin disease but rather a systematic chonic
inflammatory disease that carries with it
substantial risk in increasing morbidity and
mortality rates due to cardiovascular events. A
growing number of patients are left untreated or
are not compliant and can go on to suffer cardio-
vascular afflictions due to the inflammatory
reaction rendered by the skin lesions.

Managing psoriasis is a priority and the
necessity for monitoring associated risks, con-
sulting new research findings and ghiding
treatments by widely accepted protocols, is ever
increasing.

Article in the project “Cardiovascular risk
assessment protocol in patients with psoriasis”
(PSOCARDIO), funded by SRD.
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Instructiuni pentru autori

REVISTA DE DERMATOLOGIE este revista oficiald a Societdtii Romane de Dermato-Venerologie.
Revista de Dermatologie 1si propune sd contribuie la promovarea progresului medical in domeniul
dermato-venerologiei abordand toate aspectele acestui domeniu. Revista apare in patru numere pe an,
timpul mediu de aparitie a unui articol fiind de trei luni de la data intrarii in redactie.

L.

II.

Revista de Dermatologie primeste articole care se incadreaza in urmdtoarele categorii:

Editoriale (puncte de vedere), maxim trei pagini cu discutarea subiectului cu comitetul de
redactie

Articole de cercetare originald, maxim zece pagini (studii clinice si experimentale, probleme de
terapeuticd)

Cazuri clinice, maxim sase pagini

Articole generale (sinteze), maxim zece pagini

Scurte comunicdri, maxim trei pagini

Scrieri catre autori, maxim doud pagini

Recenzii carte, maxim 1-2 pagini

Anunturi (manifestdri stiintifice, raportdri, alte evenimente)

Modul de prezentare a articolelor

Continutul unui articol trebuie aranjat in ordinea urmatoare:

1. titlu; 2. rezumat; 3. introducere; 4. material si metodd; 5. rezultate; 6. discutii; 7. concluzii; 8.
mentiuni; 9. bibliografie; 10. legenda figurilor; 11. figuri (fotografii); 12. tabele.

Paginile vor fi numerotate, inclusiv bibliografia.

Prima pagina cuprinde: titlul, numele autorului (autorilor) fard a prezenta titluri academice,
orasul unde isi desfdsoara activitatea profesionald, cu asterix in subsolul paginii, unitatea de
lucru unde isi desfasoara activitatea. Este recomandat ca numaérul autorilor sd nu fie mai mare
de sase.

In continuare prima pagina va cuprinde rezumatul articolului in limba romana si in limba
englezad, maximum 300 de cuvinte pentru fiecare rezumat.

Dupa fiecare rezumat se ataseaza cuvintele cheie In numadr de 3-7 in limba romana si engleza.

In subsolul paginii se trece persoana de corespondentd cu nume complet adresa de
corespondentd completd (posta, telefon, fax, e-mail).

Textul articolului trebuie scris la doud randuri cu margine de 3 cm stinga, cu prezenta
obligatorie a semnelor diacritice caracteristice ortografiei romane. Articolul trebuie trimis atat
pe hartie cat si pe suport electronic (CD, dischetd). Pe marginea articolului se pot preciza
localizarile aproximative ale tabelelor sau figurilor.

Dupad textul articolului si inaintea bibliografiei sunt trecute multumirile, sursele de finantare,
acorduri de finantare sau de altd naturd care pot sa existe cu firmele ale cdror produse
(medicamente sau materiale sanitare) sunt mentionate in articol.

Referintele bibliografice vor avea un numadr care respectd ordinea citdrii in text, sau in ordinea
alfabetica a autorilor principali, fiecare referintd bibliografica comportd numele primilor trei
autori urmat de initiala prenumelui, titlul articolului in limba de origine, numele prescurtat al
revistei (in conformitate cu abrevierea de uz general din Index Medicus, anul aparitiei,
volumul, prima si ultima pagind, pentru cirti se va mentiona autorul, titlul, editura, orasul,
anul aparitiei. In text numarul referintei bibliografice va fi incadrat in paranteze drepte.
Exemplu: Nume autori-nume initiald, titlul articolului in limba de origine, titlul revistei, an
aparitie, volum, prima si ultima pagina.

Tabele (grafice, scheme). Fiecare tabel (grafic, schema) va figura pe o pagina separatd, va fi
numerotat cu cifre romane si va avea un titlu, autorul va preciza locul unde trebuie inserat in
text.



Figurile (fotografiile) vor fi clare, numerotate cu cifre arabe pe verso, in ordinea in care apar in
text, facultativ insotite de o legenda dactilografiatad pe o foaie separatd, cu sageti indicatoare de
pozitionare. Figurile, fotografiile vor fi trimise atat pe hartie fotografica cat si pe CD. Autorii
vor preciza locul unde trebuie inserate in text, vor fi atasate articolului in plic. Trebuie protejata
identitatea pacientilor care apar in fotografii (identitate ascunsd sau acord de publicare).

Articolele pot fi trimise atat in limba romand cat si in limba englezd, publicarea se va face in
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