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Rezumat

Psoriazisul este o boald cronicd, inflamatorie,
multisistemicd a cdrei debut este declansat de factori
genetici si de mediu. Psoriazisul a fost asociat cu o gamd
largd de comorbidititi: sindrom metabolic, artritd
psoriazicd, boli cardiovasculare, tulburdri psihice,
neoplazii, precum si boli inflamatorii intestinale. La
momentul actual, pacientii afectati de psoriazis pot
beneficia de noi optiuni terapeutice sigure si eficiente. Cu
toate acestea, pentru pacientii afectati atdt de psoriazis, cit
si de boli inflamatorii intestinale, se recomandd evitarea
terapiei biologice cu inhibitori de interleukind 17, deoarece
acestia pot declansa o exacerbare a simptomelor
gastrointestinale. Mai mult decit atdt, in literatura de
specialitate a fost raportatd prezenta bolii inflamatorii
intestinale la pacientii cu psoriazis sub terapie biologicd cu
inhibitori de interleukind 17. In aceastd lucrare prezentidm
cazul unui pacient de sex masculin in vdrstd de 33 de ani
cu istoric indelungat de psoriazis sub tratament cu
inhibitori de interleuking 17, tratat anterior cu metotrexat.
Pe durata terapiei imunosupresoare cu metotrexat,
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Summary

Psoriasis is a chronic, inflammatory, multisystemic disease
whose onset is triggered by genetic and environmental
factors. Psoriasis has been associated with a wide range of
comorbid conditions, namely metabolic syndrome, psoriatic
arthritis, cardiovascular disease, psychiatric disorders,
malignancy, as well as inflammatory bowel disease.
Nowadays, patients affected by chronic plaque psoriasis
may benefit from safe and efficient novel therapeutic
options. Nevertheless, for patients affected by both psoriasis
and inflammatory bowel disease, there is a strong
recommendation to avoid biologic therapy with interleukin
17 inhibitors since they may trigger an exacerbation of the
gastrointestinal symptoms. Moreover, inflammatory bowel
disease in psoriasis patients under biologic therapy with
interleukin 17 inhibitors has been reported. In this paper we
present the case of a 33-year-old Male patient with a long-
standing history of chronic plaque psoriasis under
interleukin 17 inhibitors, previously treated with metho-
trexate. Throughout the period under immunosuppressive
therapy with methotrexate, the patient mentioned mild
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pacientul a mentionat prezenta unor simptome gastro-
intestinale usoare, care au persistat si dupd initierea
terapiei biologice. La acel moment, pacientul a corelat aceste
simptome cu obiceiurile alimentare necorespunzatoare. Cu
toate acestea, pacientul a fost indrumat cdtre sectia de
gastroenterologie pentru investigatii suplimentare. Core-
latia dintre nivelurile calprotectinei fecale, rezultatul
colonoscopiei si interpretarea histopatologicd a biopsiilor
din ileonul terminal a permis diagnosticarea unei ileite de
tip Crohn posibil apdrutd in contextul terapiei biologice cu
un inhibitor de interleukind 17. Abordarea terapeuticid a
constat in incetarea terapiei biologice cu secukinumab si
administrarea de corticoterapie sistemicd, obtindndu-se un
control adecvat al bolii inflamatorii intestinale. Mana-
gementul psoriazisului a constat in initierea terapiei
biologice cu risankizumab, un inhibitor de interleuking 23.

Cuvinte cheie: efecte adverse inhibitori IL-17, terapie
biologici psoriazis, reactii adverse secukinumab.
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guastrointestinal symptoms, who persisted after switching to
biologic therapy. The patient correlated these symptoms
with poor dietary habits. Nevertheless, the patient was
referred to the Gastroenterology Department for further
investigations. The correlation between the levels of the
fecal calprotectin, the endoscopic and histopathologic
examination of the biopsies from the terminal ileum led to
the diagnosis of Crohn’s-like ileitis possibly in the context of
biologic therapy with an interleukin 17 inhibitor. The
therapeutic approach consisted in cessation of biologic
therapy with secukinumab and corticosteroid therapy, with
proper control of the inflammatory bowel disease. The
management of chronic plaque psoriasis consisted in
initiating the patient on risankizumab, an interleukin 23
inhibitor.

Key words: IL-17 inhibitors adverse effects, biologic
therapy psoriasis, secukinumab adverse reactions.
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Introducere

Psoriazisul este o boald inflamatorie,
multisistemicd, cu evolutie cronicd, aceasta
afectand la nivel global aproximativ 2-3% din
populatie [1]. Debutul bolii psoriazice este
determinat, in principiu, de o interactiune
particulard intre factorii genetici si de mediu care
predispune la un fenotip al psoriazisului [2].
Fiziopatologia psoriazisului este complexa si
constd in activarea atat a keratinocitelor, cét si a
celulelor dendritice care produc o cantitate
crescutd de citokine proinflamatorii, asa cum
sunt factorul de necroza tumorali alfa (TNF-alfa),
interleukina-1 beta (IL-1B), interleukina-17 (IL-
17), interleukina-22 (IL-22), interleukina-23 (IL-
23) [2]. Aceste citokine activeaza limfocitele T
care migreazd la nivel cutanat spre locul
inflamatiei, unde secretd molecule efectoare care
stimuleazd in continuare keratinocitele, ceea ce
determind o cascada de citokine si chemokine
care continud sd activeze celulele inflamatorii,
consecinta fiind o stare proinflamatoare
permanenta [2-4].

Intelegerea aprofundatd a fiziopatologiei
psoriazisului a condus la progrese remarcabile in
dezvoltarea de noi optiuni terapeutice eficiente si
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Introduction

Psoriasis is an inflammatory, multisystemic
disease with a chronic course which affects
approximately 2-3% of the population globally
[1]. The onset of the psoriatic disease is mainly
determined by the remarkable interplay between
genetic and environmental factors which further
predispose to the psoriasis phenotype [2]. The
pathophisyology of psoriasis is complex and
consists in the activation of both keratinocytes
and dendritic cells which produce an increased
amount of proinflammatory cytokines, namely
tumor necrosis factor alpha (TNF-alpha), inter-
leukin-1 Beta (IL-1B), interleukin-17 (IL-17), inter-
leukin-22 (IL-22), interleukin-23 (IL-23) [2]. These
cytokines activate T cells which migrate toward
the cutaneous site of inflammation where they
secrete effector molecules that further stimulate
keratinocytes which results in a cascade of
cytokines and chemokines that continue to
activate inflammatory cells, the consequence
being a locally permanent proinflammatory state
[2-4].

The comprehensive understanding of the
pathophysiology of psoriasis led to outstanding
advances in the development of efficient and safe




sigure [5]. Cu toate acestea, In multe cazuri, bolile
asociate psoriazisului pot influenta decizia de a
selecta o anumitd clasd terapeuticd in detrimentul
alteia [5]. Pentru pacientii cu psoriazis si boala
inflamatorie intestinald (BII), prima linie de
tratament este reprezentatd de inhibitorii de
TNF-alfa, terapia de a doua linie incluzand
ustekinumab si inhibitori de IL-23, cu reco-
mandarea de a evita inhibitorii de IL-17 [5]. In
ultimii ani s-a constatat cd tratamentul biologic
cu inhibitori de IL-17 poate fi asociat cu aparitia
sau exacerbarea BII [6-8].

Prezentare de caz

Prezentdm cazul unui pacient de sex
masculin in varstd de 33 de ani cu diagnosticul de
psoriazis cronic moderat-sever aflat in tratament
cu secukinumab, care a dezvoltat ileitd de tip
Crohn dupd zece luni de terapie biologica.

Referitor la istoricul pacientului, acesta a fost
diagnosticat cu psoriazis cronic moderat-sever in
august 2014 si a fost tratat cu metotrexat, 15 mg
pe sdptdmand timp de sapte ani, pand in 2021,
cand medicatia nu numai cd a devenit ineficients,
dar a dus si la dezvoltarea unui sindrom citolitic
hepatic. Pe durata terapiei imunosupresoare cu
metotrexat, pacientul a mentionat prezenta unor
simptome gastrointestinale nespecifice, usoare,
reprezentate de un tranzit intestinal accelerat.
Intrucat nu au fost identificate antecedente
personale sau familiale de boald inflamatorie
intestinald, in noiembrie 2021 s-a initiat terapia
biologicd cu un inhibitor de IL-17 si anume
secukinumab.

La evaluarea de 12 sdaptdmani, sub trata-
mentul cu secukinumab, s-a constatat o imbu-
natatire semnificativa atat a indicelui de calitate a
vietii — DLQI (14 inainte de terapia biologicd,
comparativ cu 0 la evaluarea de 12 sdptdmani),
cat si a indicelui de severitate a psoriazisului -
PASI (29,6 inainte de terapia biologicd, com-
parativ cu 0 la evaluarea de 12 sdptdmani),
sugerand astfel un control optim al bolii. Cu toate
acestea, la evaluarea de sase luni din octombrie
2022, pacientul a mentionat persistenta simpto-
melor gastrointestinale nespecifice si a tranzitului
intestinal accelerat, pe care insd le-a corelat cu
obiceiurile alimentare necorespunzitoare. In
vederea efectudrii unor investigatii suplimentare,
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novel therapeutic options. [5]. However, in many
instances, the comorbid conditions associated
with psoriasis may impact the decision of
selecting one therapeutic class over another [5].
For patients affected by both psoriasis and
inflammatory bowel disease (IBD), first line
therapy is represented by TNF-alpha inhibitors,
with a second line therapy involving uste-
kinumab and IL-23 inhibitors, a strong
recommendation being to avoid IL-17 inhibitors
[5]. In the last years it has been found that IL-17
inhibitors may be associated with the onset or
exacerbation of IBD [6-8].

Case presentation

We present the case of a 33-year-old male
patient with the diagnosis of moderate-severe
psoriasis undergoing biologic therapy with
secukinumab who developed Crohn’s-like ileitis
after ten months of treatment.

The patient had a personal history of
moderate-severe psoriasis which has been
diagnosed in August 2014 and has been treated
with methotrexate, 15 mg per week for seven
years, until 2021, when the medication not only
became ineffective, but also led to liver enzymes
elevation. Throughout the period wunder
immuno-suppressive therapy with methotrexate,
the patient reported unspecified, mild, gastro-
intestinal symptoms consisting in an accelerated
intestinal transit. No personal or family history of
inflammatory bowel disease was established,
therefore, in November 2021, the patient was
initiated on biologic therapy with an IL-17
inhibitor, namely secukinumab. A significant
improvement in both Dermatology Life Quality
Index (14 before biologic therapy compared with
0 at the 12-week evaluation) and Psoariasis Area
Severity Index (29.6 before biologic therapy
compared with 0 at the 12-week evaluation) was
noticed at the 12-week evaluation, therefore
suggesting an optimal control of psoriasis.
Nevertheless, at the the six-month evaluation
from October 2022, the patient mentioned that he
still presented those mild gastrointestinal
symptoms, but he correlated them with poor
dietary habits. A collaborative approach between
the Dermatology and Gastroenterology De-
partments was conducted for further investi-
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s-a decis o abordare multidisciplinard intre
sectiile de dermatologie si gastroenterologie. S-a
testat calprotectina fecald care, initial, a avut
valori usor crescute. Au fost efectuate investigatii
microbiologice din proba de scaun pentru a
exclude posibile infectii intestinale. Intrucat s-a
observat o crestere semnificativa a nivelurilor de
calprotectind la evaluarea ulterioard, asa cum se
observd in figura 1, s-a decis efectuarea unei

gations. Fecal calprotectin was tested and,
initially, it had slightly increased values.
Microbiological investigations on stool sample
were made and infections were ruled out. At the
following evaluation, because a significant
increase in the calprotectin levels was found, as
seen in figure 1, a colonoscopy with endoscopic
biopsies was performed. The endoscopic
examination revealed multiple ulcerations
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Figura 1. Nivelurile calprotectinei fecale in dinamicd in perioada ianuarie 2022-februarie 2023.
Figure 1. Dynamic of calprotectin levels between January 2022 and February 2023.
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colonoscopii cu prelevarea de biopsii din ileonul
terminal. Examenul endoscopic a evidentiat
ulceratii multiple insotite de un eritem pronuntat
si edem al mucoasei in ileonul terminal (figura 2,
figura 3). Examenul histopatologic al biopsiilor
prelevate endoscopic din ileonul terminal a
relevat modificari inflamatorii acute, sugerand
un debut recent si o evolutie auto-rezolutiva a
bolii (figura 4, figura 5).

Avand iIn vedere istoricul pacientului de
psoriazis sub terapie biologicd si a coroborarii
rezultatelor examindarilor de laborator, endo-
scopice si histopatologice, s-a stabilit diagnosticul
de ileitd de tip Crohn in contextul terapiei

0141072022
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Fiqura 2. Mucoasi ileald cu ulceratie liniard si eritem
perilezional.
Figure 2. Ileal mucosa with linear ulceration and
surrounding erythema.
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accompanied by a pronounced erythema and
edema of the mucosa in the terminal ileum
(figure 2, figure 3). Multiple biopsies were taken
from the terminal ileum. The histopathologic
examination showed acute inflammatory
changes, suggesting a recent onset and a self-
resolving course of the disease (figure 4, figure 5).

From the correlation between the patient’s
personal history of psoriasis under biologic
therapy and the results from the laboratory,
endoscopic and histopathologic examinations,
the established diagnosis was Crohn’s like ileitis
in the context of biologic therapy with an IL-17
inhibitor. The therapeutic approach consisted in

Figura 4. Mucoasd ileald HE 100x. Modificiri
inflamatorii acute si detritus necrotic.
Figure 4. Ileal mucosa. HE 100x. Acute inflammatory
changes and necrotic debris.

Figura 3. Mucoasd ileald: Ulceratie aftoidd, eritem si
edem al mucoasei.
Figure 3. Ileal mucosa: Aphthous ulceration and acute
edematous changes of the mucosa.

Figura 5. Mucoasi ileald — detaliu HE 400x. Detritus
necrotic, fibrind si infiltrate inflamator compus, majoritar,
din polimorfonucleare neutrofile.

Figure 5. Ileal mucosa — detail. HE 400x. Necrotic
debris, fibrin and inflammatory infiltrate consisting mainly
in neutrophils.
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biologice cu un inhibitor de IL-17. Abordarea
terapeuticd a constat in corticoterapie generald cu
budesonid pe o perioadd de trei luni. Astfel s-a
obtinut remisiunea clinicd si un control adecvat al
BII.

Intrucat simptomele gastrointestinale ar fi
putut fi declansate de utilizarea terapiei biologice
cu secukinumab pentru tratamentul psoria-
zisului, schimbarea strategiei terapeutice a
implicat un proces decizional multidisciplinar
intre medicul dermatolog si gastroenterolog. Prin
urmare, s-a initiat tratamentul cu risankizumab,
un inhibitor de IL-23 dovedit a fi eficient in
mentinerea remisiunii clinice a BII, fiind,
totodatd, o optiune terapeuticd adecvatd pentru
psoriazis. Pacientul a continuat monitorizarea
clinicd in cadrul sectiilor de dermatologie si
gastroenterologie.

Discutii

Bolile inflamatorii intestinale si psoriazisul
sunt boli inflamatorii cu o evolutie cronica
marcatd de recdderi si perioade de inactivitate
clinicd [9]. Studii epidemiologice au stabilit ca
existd, Intr-adevdr, o puternicd asociere bi-
directionald intre psoriazis si BII [9, 10]. Am
constatat cad si alte cazuri similare au fost
raportate, in wultimii ani, In literatura de
specialitate [11-19]. Prin raportarea acestui caz se
urmdreste cresterea gradului de constientizare
asupra importantei monitorizarii cu atentie a
pacientilor cu psoriazis sub terapie biologica
pentru aparitia oricdror simptome suplimentare,
precum si asupra necesitdtii unei abordari
multidisciplinare.
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