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Rezumat

Introducere: Psoriazisul este definit ca fiind o boald
inflamatorie cronicd, cu etiologie mediatd imunologic si
implicarea factorilor ereditari, cu manifestdri cutanate,
articulare si rareori mucoase. Acesta afecteazi 2—4% din
populatie si poate debuta la orice vdrstd, avand un vdrf de
incidentd intre 15-25 de ani si 50-60 de ani. Este o
afectiune cu evolutie ondulantd, prezentind remisiuni si
agravdri, avand un profund impact emotional si social
asupra pacientilor.

Pacienti si metode: Lucrarea prezintd 2 cazuri de
pacienti sub tratament prelungit cu acitretin, in doze de
30mg/zi si respectiv 75-90mg/zi, monitorizati periodic
conform protocolului clinicii. Pacientii au prezentat efecte
adverse rare, in cazul primului pacient onicoliza indusd de
tratament, cit si efecte adverse comune, hiperlipidemia in
cazul celui de-al doilea pacient.

Discutii: Tratamentul utilizat in cazul celor 2 pacienti
a dus la o imbundtitire atdt a aspectului clinic cit si a
scorurilor PASI. Cu toate acestea, reactiile adverse apdrute
pe perioada tratamentului cu acitretin au dus la necesitatea
de a reevalua regimul terapeutic, introducerea de medicatie
hipolipemianta cit si analizarea unor solutii alternative de
tratament.

Summary

Introduction: Psoriasis is defined as a chronic
inflammatory disease, with an immunologically mediated
etiology and the involvement of hereditary factors, with
cutaneous and joint manifestations and rare mucosal
implication. Psoriasis affects 2—4% of the population and
can have an onset at any age, with peaks at 15-25 years and
50-60 years. It tends to persist lifelong, fluctuating in
extent and severity and has a profound emotional and social
impact on patients.

Patients and Methods: We present 2 cases of
psoriasis patients with prolonged acitretin treatment, with
doses of 30mg/day and 75-90mg/day respectively. The
patients presented with rare side-effects, in the case of the
first patient treatment induced onycholysis, as well as
common side-effects, hyperlipidemia in the case of the
second patient.

Discussions: The treatment course of the 2 patients
led to improvement of both clinical aspects and PASI scores.
However, the side-effects that appeared during Acitretin
therapy required the reevaluation of the treatment regimen,
including introduction of associated hypolipidemic
treatement and considering alternative solutions.
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Concluzii: In acest context, retinoizii pot fi o terapie
utild cu condifia monitorizdrii permanente a functiilor
biologice ale pacientilor. Este recomandabilid folosirea de
doze mici (25-30mg/zi) pe durate lungi, putdndu-se obtine
rezultate favorabile cu reactii adverse minime.
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Conclusions: Retinoids can be a useful therapy
provided there is a permanent monitoring of the patient’s
biological functions. The use of low dose therapy (25-
30mg/day) for prolonged regimens is advisable, this
particular strategy vyielding favourable results with
minimal side-effects.
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Introducere

Psoriazisul este definit ca fiind o boala infla-
matorie cronicd, cu etiologie mediatd imunologic
si implicarea factorilor ereditari, cu manifestari
cutanate, articulare si rareori mucoase.

In orice forma clinici, dar mai ales in cele
severe, psoriazisul poate avea atit un impact
emotional semnificativ, din perspectiva pacien-
tilor, cat si un impact social important, din
perspectiva integrarii in societate si a costurilor
necesare tratamentului.

Tratamentul se compune din tratament topic
cel mai adesea, din keratolitice, emoliente,
dermatocorticoizi, reductoare, derivati de vita-
mina D, retinoizi topici si tratament sistemic
alcdtuit din: retinoizi, agenti biologici, metotrexat
si ciclosporina.

Retinoizii sunt derivati ai vitaminei A, cel mai
frecvent folositi in psoriazis fiind derivatii mono-
aromatici — acitretinul. Retinoizii actioneazd prin
intermediul receptorilor nucleari, rezultand astfel
o modificare in transcrierea genelor.

Retinoizii orali sunt printre medicamentele
de elective In cazul psoriazisului pustulos si
eritrodermic. In plus, retinoizii sunt eficienti in
combinatie cu alti agenti topici si sistemici in
tratamentul psoriazisului in pldci. Acitretin,
metabolitul activ al retinoidului, a inlocuit
etretinatul In terapia psoriazisului deoarece
prezintd un profil farmacokinetic mult mai
favorabil, inclusiv un timp de Injumaététire mai
scurt. Retinoizii, inclusiv acitretinul, sunt agenti
teratogeni potenti, fapt ce impune o strictd
contraceptie atat in timpul cat si dupd incetarea
tratamentului. Alte reactii adverse se pot preveni
printr-o atentd selectie a potentialilor pacienti,
ajustarea dozelor si monitorizare de retind (Tabel
1, 2). Reactiile adverse cutaneomucoase precum
cheilita si cdderea parului sunt cele mai comune

Introduction

Psoriasis is defined as a chronic inflammatory
disease, with an immunologically mediated
etiology and the involvement of hereditary
factors, with cutaneous and joint manifestations
and rare mucosal implication.

In any clinical presentation, but specifically in
the severe cases, psoriasis can have a profound
emotional impact on patients, as well as having a
notable social impact in peer acceptance and in
issues regarding the cost of treatment.

Treatment is comprised of topical agents such
as keratolytics, emollients, topical corticosteroids,
vitamin D derivatives and topical retinoids, as
well as systemic agents: retinoids, methotrexate,
cyclosporine and biologic agents.

Retinoids are derivatives of vitamin A, the
most frequently used in psoriasis being the
mono-aromatic derivatives - e.g. acitretin.
Retinoids act through nuclear receptors, this
action in turn resulting in a change in gene
transcription.

Oral retinoids are among the primary
therapeutic agents used in pustular and
erythrodermic psoriasis. In addition, they are
efficient in combinations with other topical and
systemic agents in plaque psoriasis.

Acitretin has replaced etretinate in psoriasis
therapy due to its more favourable pharmaco-
kinetic profile as well as its shorter half-life.
Retinoids, are potent teratogenic agents and as
such require strict contraception during and after
the treatment. Other side effects can be prevented
through a rigorous selection of prospective
patients (Tabel 1, 2), dose adjustment and routine
monitoring. Mucocutaneous side effects such as
cheilitis and alopecia are among the most
common and are dose depended which is why in
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Tabelul 1 - Investigatii preliminare necesare inaintea initierii terapiei cu acitretin [5]

Teratogenicitate

In cazul femeilor cu potential fertil, posibilitatea unei sarcini trebuie exclusi prin doud teste de sarcini negative cu
2 sdptamani inaintea initierii terapiei. Acitretinul va fi introdus in schema terapeutica in a 2 sau a 3-a zi a urmatorului ciclu
menstrual. Contraceptia trebuie instituita si mentinutd cu 4 siptdmani inaintea initierii terapiei si pe perioada acesteia, cat si
pe o perioada de 2 ani dupd sistarea tratamentului, conform ghidurilor europene.

Afectiuni hepatice
Se impune o anamnezad amanuntitd in ceea ce priveste antecedente de afectiuni hepatice, consumul de alcool si utilizarea
medicatiei hepatotoxice. Se vor evalua transaminazele, GGT, FAL si bilirubina.

Afectiuni renale
Anamnezd in ceea ce priveste antecedente de afectiuni renale si tratamente nefrotoxice. Evaluarea ureei, electrolitilor si a
creatininei.

Hiperlipidemia
Evaluare privind antecedente de perturbari ale metabolismului lipidic, diabet, obezitate, alcoolism. Evaluare colesterol si
trigliceride.

Modificarea tolerantei la glucozi
Evaluarea antecedentelor de diabet, si tratamente antidiabetice.

Modificari osoase

Efectele acitretinului asupra sistemului scheletal sunt rare. Cu toate acestea studiile sugereaza existenta unor similitudini cu
etretinatul in aceastd privintd. Tratamentul prelungit cu etretinat si isotretinoin se asociazd cu ingrosare periosteald, inchidere
prematurd epifizard la copii, aparitia de formatiuni osteofitice. Radiografiile de rutind nu sunt necesare in monitorizarea
terapiei cu acitretin. Durerile musculoscheletale sunt des intalnite si in cazul in care au un caracter atipic se recomanda
investigatia radiologica. Copii in tratament cu acitretin trebuie evaluati pe parcursul procesului de crestere.

Tabel 1 - Preliminary investigations required before acitretin treatment [5]

Teratogenicity

For women of fertile potential, a possible pregnancy must be excluded by taking 2 pregnancy test, with a negative result, 2
weeks before treatment initiation.Acitretin will be introduced on the 2nd or 3rd day of the next menstrual cycle. A course
of contraceptives must be initianted and maintained 4 weeks prior to acitretin treatment, as well as 2 years after
discontinuation.

Hepatotoxicity
A thorough medical history regarding past hepatic manifestations, alcohol consumption and the use of hepatotoxic drugs.
Transaminases, GGT, FAL and bilirubin will be analyzed.

Renal toxicity
Detailed medical history regarding past renal manifestations and nephrotoxic treatments. Urea, electrolytes and creatinine
levels must be analyzed.

Hyperlipidemia
Assessment regarding previous disturbances in the lipid metabolism. Cholesterol and triglyceride levels will be analyzed.

Impaired glucose tolerance
Assessment of medical history of diabetes mellitus and anti-diabetic treatments.

Bone toxicity

Acitretin bone toxicity is a rare side-effect. Even so, studies suggest certain similarities between etretinate in this regard.
Prolonged treatment with etretinate and isotretinoin is associated with periosteal thickening, premature epiphyseal fusion
in children and osteophytic formations. Routine X-rays are not necessary during acitretin treatment. Musculoskeletal pains
are a common occurrence and if they present with atypical characteristics a radiological evaluation is necessary. Children
treated with acitretin should be monitored for the duration of the growth process.
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Tabelul 2 - Precautii in prescrierea tratamentului cu acitretin [5]

Pacientii nu ar trebui sd doneze sange in timpul tratamentului si la un an dupd terminarea acestuia.

Acitretinul nu este recomandat copiilor, deoarece au fost raportate cazuri in care s-au obserat modificdri osoase, inclusiv
inchidere premature a epifizelor, hiperostoza scheletala si calcificare extraosoasa in instante cu tratament de lunga durata.
Efectele radiatiei UV este amplificatd prin terapia cu retinoizi, prin urmare pacientii sunt sfatuiti sa evite expunerea excesiva
la soare.

Ambelor sexe le este indicat sa evite epilarea cu ceara deoarece retinoizii cauzeazi fragilizarea pielii.

Retinoizii se asociaza cu o sensibilitate crescutd la insulin, prin urmare pot aparea stari de hipoglicemie la pacientii insulin-
dependenti sau in tratament cu antidiabetice orale. In cazul acestor pacienti, se recomand ca glicemia si fie dozatd mai
frecvent, in special la initierea terapiei.

Pacientii cu diabet, alcoholism cronic si obezitate se recomanda a fi monitorizati deoarece prezinta un risc crescut pentru

hipertrigliceridemie.

7. Ase avea in vedere prevenirea depasirii dozei zilnice de vitamina A (2400-3000U1/zi).

Tabel 2 — Precaution measures in prescribing acitretin[5]

—_

exposure.

is necessary, especially during initiation of treatment.

hypertriglyceridemia.

Patients should not donated blood during the course of this treatment and a year after discontinuation.

2. Acitretin is not recommended for children, as there have been cases of bone changes, including premature epiphyseal fusion,
skeletal hyperostosis and extraosseous calcifications over long courses of treatment

3. The effects of UV radiation are amplified during retinoid therapy, and as such patients are advised to avoid prolonged sun

4. Both sexes are advised to avoid waxing as retinoid cause skin fragility.
5. Retinoids are associated with increased insulin sensitivity and therefore may cause hypoglycemia in insulin-dependent
patients or in those taking oral anti-diabetic drugs. In the case of these patients, a more frequent assessment of glucose levels

6. Patients with diabetes mellitus, chronic alcoholism and obesity must be routinely monitored as they present a greater risk of

7. Exceeding the daily required dose of vitamin A should be signaled to prospective patients (2400-3000UI/day).

efecte adverse dependente de dozd si in unele
cazuri se impune sciderea dozelor. Exista posi-
bilitatea aparitiei unor efecte adverse mai rare
precum: hepatotoxicitatea, alterarea nivelurilor
lipidelor serice, pancreatitd si afectare osoasa
[1-5].

Acitretinul este principalul retinoid folosit in
terapia sistemicd. Este administrat in doze de
0.5-1 mg/kg corp/zi, fiind recomandat in trata-
mentul psoriazisului vulgar extins, recalcitrant,
psoriazisul pustulos si eritrodermic. Eficienta, ca
si reactiile adverse, sunt dependente de doza.
Principalele efecte adverse sunt teratogenitatea,
xeroza cutanatd si a mucoaselor, hiperlipo-
proteinemie, cresterea enzimelor hepatice, alo-
pecie, hiperostoza, entesopatii calcificante.
Studiile lui Berbis et al [4] au demonstrat cd nu
existd diferente in eficientd, daca terapia se incepe
cu doze mari si apoi se diminueaza, se pro-
cedeazd invers, sau doza rdméne constantd pe
toata durata tratamentului, dar au gdsit mai
putine efecte adverse in cazul in care doza se
creste progresiv.
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some cases lowering of doses is required. There is
also the possibility of other more rare side effects
to occur, among which: hepatotoxicity, serum
lipid changes, pancreatitis and osseous
manifestations [1-5].

Acitretin is the main retinoid used in systemic
therapy and is administered in doses of 0.5-1
mg/kg/day and its efficacy, as well as its side-
effects are doses-dependent. Berbis et al [4] have
shown that there are no differences in efficacy if
the therapy is started with high doses and the
eventually decreased, or if the dose remains
constant. However, they have found fewer side-
effects in the case of progressive increase of
doses.

This paper refers to a case-presentation of
two patients diagnosed with severe psoriasis
treated with Acitretin.

Case presentation — patient 1

Male, 42, was diagnosed with psoriasis in
2010, which was confirmed histopathologically in
2015. He had undergone topical treatment with




Aceastd lucrare urmadreste doua prezentdri de
caz ale unor pacienti diagnosticati cu psoriasis
sever si tratati cu acitretin.

Prezentare de caz — pacient 1

Pacientul in varsta de 42 de ani, diagnosticat
cu psoriazis vulgar in 2010, confirmat histo-
patalogic in 2015. Pand in acel moment, acesta a
utilizat tratamente topice cu clobetasol si
hidrocortizon butirat, fidrd ca acestea si 1ii
amelioreze boala In mod semnificativ, fapt
reflectat prin scorurile crescute de cuantificare a
gravitatii bolii pe care le-a prezentat la prima
evaluare. In iunie 2015, pacientul a avut un PASI
de 32 si un DLQI de 19. In urma efectuirii
investigatiilor de laborator, ce nu au prezentat
modificdri remarcabile in afard de valori crescute
ale VSH si PCR datorate inflamatiei inerente
afectdrii psoriazice, s-a initiat tratamentul cu
acitretin in doza de 30 mg/zi (0.3 mg/kgc/zi).
Acest tratament a fost urmat pand in data de
ianuarie 2016. Pe parcursul acestuia pacientul a
avut o ameliorare semnificativd a scorurilor de
cuantificare a bolii si in acelasi timp nu a
prezentat modificari in cadrul investigatiilor de
laborator. Cu toate acestea, pe perioada
tratamentului pacientul a dezvoltat hiper-
keratoza subunghiald, ulterior observandu-se o
onicolizd care a dus in final la pierderea
unghiilor. Evolutia unghiilor pe perioada
tratamentului este una rar intalnitd in literatura
de specialitate, acitretinul de altfel fiind utilizat
cu succes in tratarea afectdrii unghiale psoriazice.

In ianuarie 2016, s-a initiat un alt tratament.
Acest tratament a fost urmat pand in ianuarie
2017, fiind oprit datoritd pierderii eficientei.
Avand in vedere afectarea cutanatd severd, s-a
decis reluarea tratamentului cu Acitretin (figura
1). Desi exista posibilitatea reaparitiei onicolizei
sub tratamentul cu acitretin, afectarea cutanati
severa a fost consideratd prioritard.

Prezentare de caz — pacient 2

Pacientul in varstd de 65 de ani a fost
diagnosticat cu psoriasis in 1994. in antecedentele
personale patologice ale pacientului mentiondm:
fibrilatie atriald recurentd anticoagulatd (aceno-
cumarol), diabet zaharat tip 2 insulinoinde-
pendent, hipertensiune arteriald grad I. Pacientul
este supraponderal, cu IMC de 29.8 kg/m?2.
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clobetasol and hydrocortisone butyrate which
were not efficient in improving his condition.
This matter was reflected in his elevated diseases
assessment scores during his first evaluation. In
June 2015, the patient presented with a PASI of 32
and a DLQI of 19. Following his blood test
analysis, which had no notable changes apart
from elevated CRP and ESR due to inflammation
cause by his condition, the patient began
treatment with acitretin at a dose of 30 mg/day.
This treatment was followed until January 2016.
During the treatment, the patient had a
significant decrease in assessment scores and no
changes in blood test analysis. However, during
the course of acitretin, the patient developed
subungual hyperkeratosis, and later on
onycholysis which in the end led to complete loss
the nails. The nail manifestation developed
during treatment is a rare occurrence in reference
literature, acitretin being otherwise successfully
used in treating nail psoriasis.

In January 2016, systemic retinoid treatment
was discontinued and another treatment was
followed until January 2017 when it was
discontinued due to loss of efficacy. Due to the
severe cutaneous manifestations, acitretin
treatment was reintroduced (figure 1). Although
the possible reoccurrence of onycholysis is a
potential issue with acitretin treatment, the
cutaneous manifestations were more distressing
for the patient than then nail involvement,
therefore retinoid treatment was continued.

Case presentation — patient 2

Male, 65, was diagnosed with psoriasis in
1994. His past medical history presents: atrial
fibrillation treated with anticoagulant (aceno-
cumarol), type 2 diabetes mellitus and hyper-
tension stage 1. The patient is overweight with a
BMI of 29.8 kg/m?.

Initially, the patient had psoriatic
manifestation in the retroauricular area, malar
area and on the scalp. Eventually, the psoriatic
eruption became generalized, extending to the
hands, elbows, knees and torso. The patient was
not diagnosed up to this point with psoriatic
arthritis nor nail psoriasis. His first course of
treatment was with topical agents (emollients,
keratolytics and topical corticosteroids) and
PUVA therapy which resulted in the decrease of
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Initial a prezentat leziuni la nivel retro-
auricular, la nivel malar si in regiunea scalpului.
Ulterior eruptia psoriazicd s-a generalizat,
extinzdndu-se la nivelul mainilor, coatelor,
genunchilor si trunchiului. Pacientul nu a fost
diagnosticat cu artritd psoriazicd sau psoriazis
unghial. In prima instants, a urmat tratamente
topice cu emoliente, keratolitice si dermato-
corticoizi si terapie PUVA, acestea avand ca
rezultat diminuarea eritemului si a scuamelor,
fara a induce insd o remisiune clinicd completa.

In urmd cu 5 ani, a inceput tratament cu
acitretin in doza de 75 mg pe zi (0.7 mg/kgc/ zi).
Ulterior doza a fost crescutd la 90 mg pe zi. Sub
acest tratament leziunile cutanate au avut o
evolutie favorabild, cu diminuarea eritemului a
scuamelor, pand la disparitia completd. Remi-
siunea totald a leziunilor psoriazice a durat 3 ani.
In momentul de fata pacientul prezintd placarde
diseminate la nivelul incheieturilor maAinii,
gleznelor, genunchilor, coatelor si la nivelul
scalPului, avand un PASI 10 (figura 2).

In anul 2008, pacientul prezenta un sindrom
metabolic in stadiu incipient, cu valori modificate
ale HDL si LDL colesterol, dar cu un colesterol
seric total normal. In urma initierii tratamentului
cu acitretin, iIncepand din aprilie 2012, pacientul a
fost evaluat periodic pentru a monitoriza
evolutia dislipidemiei, conform protocolului
clinicii. S-a constatat o modificare atat in ceea ce
priveste colesterolul seric total si trigliceridele,
cat si o mentinere a valorilor modificate ale HDL
si LDL colesterolului. Ludnd in considerare
afectiunile cardiace preexistente ale pacientului,
s-a hotdrat instituirea unui tratament hipo-
lipemiant cu fenofibrat 200 mg si atorvastatin
20 mg zilnic, aldturi de monitorizarea periodica a
evolutiei hiperlipidemiei.

Discutii

In ceea ce priveste primul pacient si efectele
secundare prezentate de acesta In urma trata-
mentului cu acitretin, acest tip de manifestare
unghiald este o afectare rar intdlnita in literatura
medicala.

Ricceri et al. au raportat un caz cu afectare
psoriazica unghiald severd ce a avut o evolutie
favorabild semnificativa pe parcursul a 2 luni de
terapie cu acitretin In doze de 0.5 mg/kg in
combinatie cu lac de unghii cu uree [6]. Un studiu
ce a cuprins 36 de pacienti cu psoriazis unghial
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erythema and scaling without a complete clinical
remission.

Five years ago, he began a course of acitretin
75 mg/day (0.8 mg/kg/day), which was even-
tually increased to a dose of 90 mg/day. During
this treatment he had a favourable clinical
evolution, with a decrease in erythema, scaling
and a complete remission was eventually
reached. The complete remission of the cuta-
neous manifestations lasted for 3 years. At
present time, the patient presents disseminated
plaques in radioulnar areas, ankles, knees,
elbows and on the scalp and has a PASI of 10
(figure 2).

In 2008, the patient was diagnosed with an
early stage metabolic syndrome, with elevated
HDL and LDL levels, but with a normal total
cholesterol level. After the initiation with
acitretin in April 2012, the patient’s serum lipid
levels were routinely monitored, in conformity
with the clinic’s protocol. A change in total
cholesterol and triglyceride levels was noted, as
well as a change in HDL and LDL levels. Taking
into account his previous cardiovascular medical
history, a hypolipidemic treatment was instituted
with fenofibrate 200 mg and atorvastatin 20 mg
per day while continuing the periodic monitoring
of the metabolic syndrome.

Discussions

In the matters pertaining to our first patient
and the subsequent side-effects due to acitretin
treatment, we have found this particular type of
nail manifestation to be a rare occurrence in
medical literature. Ricceri et al. have reported a
case of severe psoriatic nail involvement which
had significant success over a 2 month therapy
course with acitretin 0.5 mg/kg in combination
with urea nail laquer [6]. A 36 patient study
performed by Tosti et al has monitored the
efficacy of acitretin treatment and reported a 41%
improvement in mean NAPSI score. They
concluded that the treatment of isolated nail
psoriasis is for the most part difficult and seldom
satisfactory in results [7]. The effects of acitretin
in nail psoriasis are largely dose-dependent, an
increase in doses leading to a worsening of the
nail manifestations with the appearance of nail
fragility especially when the doses that are used




Fig. 1. Pacient 1 anterior initierii celui de-al doilea
ciclu de acitretin
Fig. 1. Patient 1 before initiation of the second cycle of
acitretin

realizat de catre Tosti et al a urmarit eficacitatea
tratamentului cu acitretin si a observat o imbu-
natatire a scorului mediu NAPSI cu 41%. Acestia
au concluzionat cd tratamentul psoriazisului
unghial izolat dificil si de cele mai multe ori cu
rezultate nesatisfacidtoare [7]. Efectele acitreti-
nului in psoriazisul unghial sunt In mare parte
dependente de dozé,cresterea acesteia poate
produce o inrautdtire a afectiunii cu aparitia
paronichiei si a fragilitatii unghiale mai ales cand
sunt utilizate dozele recomandate pentru afec-
tarea cutanatd [8]. Modificarile unghiale din
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3

Fig. 2. Pacient 2 la ultima evaluare clinici
(noiembrie 2016)
Fig. 2. Patient 2 at the last clinical evaluation
(November 2016)

are those recommended for cutaneous mani-
festations [8].

Although, acitretin can diminish nail
thickening and is an excellent choice for severe
subungual hyperkeratosis, our patient was under
treatment with doses recommended for
cutaneous manifestation of psoriasis, this being
the reason for the occurrence of onycholysis. Nail
changes in psoriasis are difficult to distinguish
from onychomycosis. Both conditions can induce
a distal subungual onycholysis and subungual
hyperkeratosis. In the patient’s case, the
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cadrul psoriazisului sunt greu de diferentiat de
onicomicozd. Ambele afectiuni pot induce
onicoliza distala si hiperkeratoza subunghiala. in
cazul pacientului, hiperkeratoza subunghiald a
fost secundard tratamentului cu retinoizi si a
impus o diferentiere, In principal, de micoza
unghiald. Examenul micologic s-a dovedit a fi
negativ, si nu au existat semne sugestive de
implicare micoticd precum tinea pedis, infirmand
astfel posibila prezentd a onicomicozei. Un alt
diagnostic diferential posibil in cadrul hiper-
keratozei subunghiale este traumatizarea cronica,
pacientul negand totusi prezenta unei agresari
repetate in aria afectata.

Desi acitretinul poate diminua iIngrosarea
unghiald, recomandéandu-l ca o alegere buna in
cazul hiperkeratozei subunghiale severe,
pacientului nostru i s-au administrat doze
eficiente pentru afectarea cutanatd, aceasta
putand fi explicatia pentru aparitia onicolizei.

In cazul celui de-al doilea pacient, hiper-
lipidemia secundara acitretinului este o reactie
adversd cunoscutd in cadrul acestui tratament.
Nivelul hiperlipidemiei este proportional cu
doza de acitretin si de obicei este reversibila in 4-
8 sdptdmani de la intreruperea tratamentului.
Cresterea cea mai mare a parametrilor investigati
este observatd la nivelul trigliceridelor, acesta
apdrand la 20-40% dintre pacienti si se asociaza
cu fractiunea VLDL. Hipercolesterolemia, ce
apare la 10-30% dintre pacientii tratati cu
acitretin, este pusa pe seama cresterii fractiunilor
VLDL si LDL si o scadere concomitentd a
fractiunii HDL. Scdderea HDL a fost observata la
40% dintre pacientii in tratament cu acitretin.
Hipertrigliceridemia apare cu precddere in cazul
pacientilor ce prezintd factori predispozanti
precum diabetul, obezitatea, consum alcoolic
crescut si antecedente heredocolaterale de
sindrom metabolic. Raportul LDL/HDL (index
aterogenic) se coreleaza in mod direct cu riscul de
a dezvolta afectiuni cardiovasculare, de aceea in
cazul pacientilor tratati cu acitretin se impune
monitorizarea periodicd a lipidogramei. Aceste
schimbdri in profilul lipidic sunt dependente de
dozd si pot fi controlate prin dietd, inclusiv
restrictia consumului alcoolic, cat si prin
reducerea dozei de acitretin [5]. De asemenea,
conform ghidurilor terapeutice, nivelul seric al
colesterolului si al trigliceridelor trebuie moni-
torizate la 2—4 saptimani in primele 2 luni ale
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subungual hyperkeratosis was secondary to
retinoid treatment and had to be differentiated,
primarily from a fungal nail disease. Mycological
examinations proved negative, there were no
suggestive signs of fungal disease such as tinea
pedis thus invalidating the possible presence of
onychomycosis. Another possible differential
diagnosis for the presence of subungual
hyperkeratosis was chronic trauma, however the
patient denied having any repeated injuries in
the affected area.

In the case of our second patient, hyper-
lipidemia is a well know side-effect of acitretin
treatment. The level of hyperlipidemia is pro-
portionate to the acitretin dose and is usually
reversible within 4-8 weeks from discontinuation
of treatment. The biggest increase in analysed
parameters is seen in the level of triglycerides,
which occurs in 20-40% of patients and is
associated with the VLDL fraction. Hyper-
cholesterolemia, which occurs in 10-30% of
patient undergoing acitretin treatment, is mainly
due to increases in VLDL and LDL fractions and
a parallel decrease in HDL fraction. HDL
decrease has been observed in 40% of patient
with acitretin therapy. Hypertriglyceridemia
occurs especially in patients with risk factors
such as diabetes mellitus, obesity, excessive
alcohol consumption and a medical history of
metabolic syndrome. The LDL/HDL ratio
(atherogenic index) is directly related with the
risk of developing cardiovascular disease, which
is why in the case of patient treated with acitretin
a routine monitoring of serum lipid levels is
mandatory. These changes in serum lipid levels
are dose-dependent and can be managed with
diet, including restriction of alcohol consump-
tion, as well as a decrease of acitretin doses [5].
Furthermore, according to therapeutic guide-
lines, cholesterol and triglyceride serum levels
must be monitored at 2-4 week during the first 2
months of acitretin treatment, and then once
every 3 months. In the presence of a satisfactory
response to acitretin, but with increased serum
lipid levels, it is recommended that patients
undergo a dietary change, and if this measure
fails to control the levels of cholesterol and
triglycerides a hypolipidemic treatment will be
introduced [5].




tratamentului, iar apoi o datd la 3 luni. in
prezenta unui rdspuns satisfacdtor la acitretin,
dar cu un nivel seric al lipidelor ridicat se
recomandd masuri de schimbare ale dietei si
ulterior, dacd acestea nu reusesc sa controleze
valorile colesterolului si al trigliceridelor, se va
institui un tratament hipolipeminat [5].

In cazul acestui pacient, a fost necesard o
evaluare atentd atat a evolutiei afectiunii cutanate
cat si a efectelor adverse produse de cdtre
tratament, tinand cont de prezenta riscului
cardiovascular. Psoriazisul este considerat un
factor de risc independent de a dezvolta boala
cardiovasculard. Un studiu suedez publicat in
2004 [9] a atras atentia asupra acestei probleme,
raportdind pacientii cu psoriazis internati ca
avand un risc de mortalitate prin eveniment
cardiovascular semnificativ crescut in comparatie
cu populatia generald. Aceastd corelatie intre
psoriazis si afectarea cardiacd a fost evidentiata si
intr-un studiu populational publicat in JAMA
[10], care a identificat psoriazisul ca fiind un
factor de risc independent de a dezvolta infarct
miocardic. O meta-analizd ce studiazad corelatia
dintre cele doud tipuri de afectiuni organice a
concluzionat cd pacientii ce prezintd o afectare
cutanata severda, cei care necesitd tratament
sistemic sau spitalizare, au o incidentd semni-
ficativa a bolilor cardiovasculare. In urma acestor
studii, in 2012, psoriazisul a fost incadrat ca factor
de risc in Ghidul European de preventie a bolii
cardiovasculare.

Retinoizii au o puternica actiune de crestere a
nivelurilor de trigliceride, colesterolului, LDL si
VLDL si in acelasi timp de scadere a HDL [21-24].
Anumite studii sugereaza cd o dietd suplimentata
cu ulei de peste poate reduce efectele adverse ale
retinoizilor. Alte clase de medicamente anti-
psoriazice au de asemenea efecte adverse asupra
metabolismului lipidic [12-18]. Hiperlipidemia
este tratatd In mare majoritate a cazurilor cu
statine, care au un efect de reducere a nivelului
proteinei C reactive si a TNF-o cat si de scadere a
fractiunii LDL si de ameliorare a stiffness-ului
arterial. De asemenea, statinele reduc adeziunea
moleculelor LFA-1 si ICAM-1 la leucocite si la
celulele endoteliale, acestea fiind procese esen-
tiale in cadrul activarii si migrarii leucocitare in
zonele de inflamatie si in cadrul citotoxicitatii
imunologice [25]. Aceastd clasd de medicamente
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In our patient’s case, bearing in mind the
cardiovascular risk present, a thorough eva-
luation of the cutaneous manifestations was
necessary, as well as that of the side-effects
caused by the treatment. Psoriasis is considered
an independent cardiovascular risk factor. A
Swedish study published in 2004 [9], draw
attention to this problem, reporting psoriasis
inpatients as having a greater cardiovascular risk
than those present in the general population. This
correlation between psoriasis and cardiovascular
manifestations has been underlined in a study
published in JAMA [10], which recognized
psoriasis as being an independent risk factor of
developing a myocardial infarction. A meta-
analysis which studies the correlation between
these two afflictions found that patients who
present a severe psoriatic manifestation, par-
ticularly those who require inpatient treatment or
systemic therapy, have a much higher rated of
developing cardiovascular disease. Due to these
studies, in 2012, psoriasis was classified as a risk
factor in the European guidelines of CVD
prevention.

Retinoids have an exceeding ability to
increase the levels of triglycerides, cholesterol,
LDL and VLDL while at the same the decreasing
those of HDL [21-24]. There are studies which
suggest that a diet enriched with fish oil can
reduce the negative effects of retinoids. Other
classes of antipsoriatic drugs also have un-
favourable side-effects on lipid metabolism [12-
18]. For the most part, hyperlipidemia is treated
with statins, which have the added favourable
influence of lowering CRP and TNF-a. levels as
well as decreasing the LDL fraction and
improving arterial stiffness. In addition, statins
reduce molecular adhesion of LFA-1 and ICAM-1
to leucocytes and endothelial cells, these being
quintessential processes in the activation and
migration of leucocytes in inflammation sites as
part of immunologic cytotoxicity [25]. This
particular class of drugs has beneficial effects by
reducing the cardio-vascular risk in psoriasis
patients through its actions on serum lipid levels
and immuno-modulator characteristics.

Acitretin in combination with biologic agents
seems to be a promising solution for refractory
psoriasis manifestations [26]. Although medical
literature contains data regarding the efficacy of
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are efecte benefice prin reducerea riscului
cardiovascular in cadrul pacientilor cu psoriazis,
atat prin ameliorarea profilului lipidic cat si prin
actiunile lor imunomodulatorii.

Acitretinul In combinatie cu agenti biologici
pare a fi o solutie promitdtoare in cazul afectdrii
psoriazice refractare [26]. Desi in literaturd exista
date privind eficacitatea combinatiei terapiei
sistemice cu metotrexat si a celei biologice,
utilizarea acitretinului In asemenea combinatii
reprezintd o posibilitate care incd necesitd
evaludri in studii pe termen lung. O combinatie
ideald de medicatie pentru psoriazis ar avea
capacitatea de a controla boala intr-o mai mare
maésurd decat prin terapia cu un singur agent si in
acelasi timp ar diminua toxicitatea medica-
mentoasa [26].

Principalele reactii adverse ale terapiilor
sistemice utilizate in psoriazis pot fi impartite In
4 categorii: imunosupresie, toxicitate de organ,
efecte carcinogenetice si fotocarcinogenetice,
teratogenicitate. Imunosupresia este o com-
plicatie intalnitd In majoritatea terapiilor
sistemice, inclusiv ciclosporina, metotrexatul si
agentii biologici. Agentii biologici par sa aibd un
efect imunosupresor mai scazut decat terapiile
traditionale deoarece acestia au ca tintd tera-
peuticd un proces specific in cadrul patogenezei
psoriazisului. Singura clasa de terapie sistemica
care nu prezintd efecte imunosupresoare este cea
a retinoizilor. De aceea, se poate intui cd o
combinatie terapeuticd intre retinoizi si agenti
biologici ar avea un efect mai scazut de
imunosupresie In comparatie cu alte asocieri
terapeutice sistemice [27]. In ceea ce priveste
toxicitatea de organ, atdt metotrexatul cat si
acitretinul au potential hepatotoxic, desi In cazul
acitretinului hepatotoxicitatea este un efect
advers mai putin intdlnit si nu necesitd biopsie
hepatica [27]. In cazul efectelor adverse carcino-
genetice si fotocarcinogenetice, existd putine date
care sd ateste o crestere a riscului de aparitie al
malignitétilor de tip limfoproliferativ la pacientii
sub tratament biologic [28]. In literaturd existd
raportdri de cazuri in care pacienti in tratament
cu etanarcept au dezvoltat carcinoame spino-
celulare. Pe de altd parte, acitretinul reduce rata
de aparitie a malignitdtilor cutanate asociate
terapiei PUVA, cat si In cazul pacientilor cu
malignitdti cutanate recurente rezultate in urma

combined systemic therapy, in particular
methotrexate with biologic agents, the use of
acitretin in these types of combinations
represents a possibility that still requires long-
term assessment studies. An ideal medical
combination for psoriasis would have the
capacity to control disease burden to a greater
extent than through singular therapy, while at the
same time diminishing drug toxicity [26].

The main side-effects of systemic therapies
utilized in psoriasis treatment can be classified
into 4 categories: immunosuppression, organ
toxicity, carcinogenic and photocarcinogenic
effects and teratogenic. Immunosuppression is a
complication present in the majority of systemic
therapies, including cyclosporine, methotrexate
and biologic agents. Biologic agents seem to have
a lesser immunosuppressive effect than do
traditional therapies as they target a specific
process in the pathogenesis of psoriasis. The sole
class of drugs which does not exhibit immuno-
suppressive processes is retinoids. Therefore, it
can be inferred that a therapeutic combination
between retinoids and biologic agents would
have a decreased effect of immunosuppression in
comparison to other systemic treatment
combinations [27]. In matters regarding organ
toxicity, methotrexate and acitretin present a
hepatotoxic potential, although in the case of
acitretin it is less common and does not require a
hepatic biopsy [27]. In the case of carcinogenesis
and photocarcinogenesis, there is little data to
suggest an increased risk of lymphoproliferative
malignancies in patients undergoing biologic
treatment [28]. In medical literature there have
been reports of cases in which patients under
biologic treatment with etanercept have
developed spindle-cell carcinoma. On the other
hand, acitretin reduces cutaneous malignancy
rates associated with PUVA therapy, as well as
those cases of recurrent cutaneous malignancies
in immunosuppressed patients that have
undergone renal transplantation [29]. Therefore,
the possibility of reducing the risk of skin cancer
present in biologic agent therapy by adding
retinoids to the treatment course is an interesting
solution [27-29].

In matters regarding teratogenic effects, these
are the main side-effects of retinoid treatment.
The duration of the teratogenic potential of
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imunosupresiei secundare transplantului renal
[29]. Prin urmare, posibilitatea reducerii riscului
de dezvoltare a malignitatilor cutanate in cadrul
tratamentului biologic prin asocierea de retinoizi
reprezintd o solutie interesantda ca optiune
terapeuticé [27-29].

In ceea ce priveste efectele teratogene, acestea
sunt principalele efecte adverse ale retinoizilor.
Durata potentialului teratogenic al acitretinului
creste In cazul consumului de etanol, aceste
aspecte limitdnd utilizarea acestei clase In cazul
femeilor cu potential fertil. Putem sugera cd o
combinatie terapeuticd intre agenti biologici si
acitretin reprezintd o optiune interesantd, atat
datorita toxicitatilor divergente, cat si datorita
mecanismelor de actiune [27].

O altd optiune terapeutica de luat in consi-
derare, in special in cazul celui de-al doilea
pacient prezentat, este terapia cu acitretin in doza
scazutd (25 mg/zi). Acest regim terapeutic este
mai bine tolerat si, in urma analizelor de
laborator, se constatd aparitia de mai putine
efecte secundare adverse.

Un studiu realizat de Pearce et al [30] a evaluat
posibilitatea de a diminua reactiile adverse si de
a mentine o remisiune clinicd utilizdnd un regim
de tratament cu acitretin in doza scdzuta. Desi
s-a observat cd un regim de 50mg/zi este mai
eficient decat cel de 25mg/zi in decurs de 8
sdptamani de tratament, ulterior s-a observat ca
este necesar un tratament prelungit pentru a
evalua si a realiza un efect terapeutic complet in
cazul retinoizilor, in special la doze scadzute.
Rezultatele analizelor din cadrul studiului au
ardtat cd regimul de 25mg/zi s-a dovedit la fel de
eficient sau In unele cazuri chiar mai eficient
decat cel de 50mg/zi in decursul a 24 de
sdaptamani. Dozele scdzute de acitretin s-au
dovedit a fi mai bine tolerate, cu un risc scazut de
sistare a tratamentului si cu o eficacitate sporita
in decursul unui tratament de lunga durata, fiind
astfel o optiune validd mai ales in ceea ce priveste
incidenta scdzutd a reactiilor adverse, care in
cazul acitretinului sunt dependente de doza.

Concluzii

Pacientii nostrii au prezentat reactii adverse
intalnite in conduita terapeuticd cu retinoizi
comun si frecvent pentru cresterea colesterolului
si lipidelor plasmatice, rar si neasteptat pentru
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acitretin increases in the case of ethanol
consumption. A combination between biologic
agents and acitretin seems to be a viable and
valid option due to their divergent toxicities and
their different mechanism of action [27].

Another therapeutic option worth taking into
consideration, especially in the case of our second
patient, is low-dose acitretin therapy (25 mg/
day). This therapeutic regimen is better tolerated
and, as suggested by blood test analysis, has
fewer side-effects.

A study conducted by Pearce et al [30] has
assessed the possibility of lowering occurrence of
side-effects and maintaining a steady clinical
remission by utilizing a low-dose acitretin
regimen. In the case of retinoids, although it has
been observed that a dose of 50mg/day is more
efficient than 25mg/day over a span of 8 weeks
of treatment, eventually it has been noted that a
prolonged course of treatment is necessary in
order to assess and obtain a complete therapeutic
effect, especially when using a low-dose regimen.
The study results have shown that over 24 weeks
a 25mg/day dose is just as efficient, if not more
so, than a 50mg/day dose. Low acitretin doses
have been better tolerated, with a low risk of
treatment discontinuation, and with an overall
greater efficacy during a prolonged treatment
course. Therefore, it is a valid treatment option,
especially if we take into consideration the lower
rates of side-effect occurrence, which in the case
of acitretin is dose-dependent.

Conclusions

Our patients presented side-effects both
common, in the case elevated cholesterol and
serum lipids, and rare and unexpected, in the
case of onycholysis, during systemic retinoid
treatment. The particular point of interest in the
first case is the relatively rapid onset of
onycholysis during therapy using a low dose of
acitretin and the remission of this symptom after
retinoid treatment discontinuation. In the case of
our second patient, despite the high dose of
acitretin and the associated medical history, the
increase in cholesterol and serum lipids was not
significant, and did not require the lowering of
acitretin dose, only the association of hypo-
lipidemic treatment. In this context, retinoids can
be a useful therapy as long as there is a
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onicoliza. Particularitatea primului pacient este
aparitia onicolizei relativ rapid in cursul
tratamentului si la o dozd micad de acitretin cu
remiterea afectdrii unghiale la oprirea trata-
mentului cu retinoizi. Pentru al doilea pacient, in
pofida dozei crescute de retinoid si a patologiei
asociate, cresterea colesterolului si lipidelor serice
nu a fost foarte importantd, nu a necesitat
diminuarea dozei de retinoizi ci doar asocierea de
medicatie hipocolesterolemiantd si hipolipe-
mianta. In acest context retinoizii pot fi o terapie
utild cu conditia monitorizdrii permanente a
functiilor biologice ale pacientilor. Este reco-
mandabild folosirea de doze mici (25-30 mg/zi)
pe durate lungi, putandu-se obtine rezultate

permanent monitoring of the patient’s biological
functions. The use of low dose therapy (25-30
mg/day) for prolonged regimens is advisable,
this particular strategy yielding favourable
results with minimal side-effects.
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