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ABSTRACT

Tuberculosis (TB) has been recognised as an important opportunistic infection that occurs in patients with in-
flammatory rheumatic diseases. The results of global registries show that the risk of reactivation of latent TB or the
development of new TB infection increases in patients treated with tumour necrosis factor inhibitors (TNFis). How-
ever, the results of randomised clinical studies and few data from everyday practice show that targeted synthetic
disease-modifying anti-rheumatic drugs (tsDMARDs) such as apremilast and janus kinase inhibitors (JAKi), have a
lower risk of TB activation compared to TNFis.

In this article, we shall present a male patient in whose case skin psoriasis preceded the development of articular
involvement, and the definite diagnosis of psoriatic arthritis (PsA). He was treated with conventional synthetic disease-
modifying anti-rheumatic drugs (csDMARDs) methotrexate and sulfasalazine, and, following that, with tsDMARDs
apremilast and tofacitinib, with previously obtained negative results of hepatitis markers and QuantiFERON-TB Gold
(QFT) test for latent tuberculosis. Considering the intense pain in the lumbosacral segment of the spine along with the
occurrence of fever and alteration of serological inflammatory laboratory markers, the diagnostic evaluation was per-
formed in order to determine the presence of TB spondylodiscitis L5-S1 with epidural abscess and abscess in the right
psoas muscle. Specific therapy was discontinued, and, following that, surgical abscess drainage, and microdiscectomy
and vertebrosynthesis of the L5-S1 lumbosacral joint were performed. In addition to that, the anti-TB therapy was
induced for a total duration of 12 months.

In conclusion, this is the first case report in literature which discusses the case of tuberculous spondylodiscitis in
patients with PsA treated with tofacitinib. The patient had been treated with apremilast for 3 months a year earlier, but
the connection between the use of the aforementioned drug and the development of extrapulmonary tuberculosis was
not established. Results from national registries need to be collected due to the fact that phase III randomised con-
trolled trials did not register any cases of TB in PsA patients treated with tofacitinib. In the event of symptoms that do
not fit into the clinical features of PsA, the possibility of developing pulmonary or extrapulmonary TB manifestations
should be considered even though the patient is being treated with tsDMARDs.

Key worDps: apremilast, psoriatic arthritis, tofacitinib, tuberculosis
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SAZETAK

Tuberkuloza (TBC) je prepoznata kao vazna oportunisticka infekcija koja se javlja u bolesnika s upalnim reumat-
skim bolestima. Rezultati svjetskih registara pokazuju da se rizik od reaktivacije latentne TBC ili nastanka nove TBC-
infekcije povecava u bolesnika lije¢enih inhibitorima faktora tumorske nekroze (TNFi). Dok rezultati randomiziranih
Kklini¢kih studija i malobrojni podatci iz svakodnevne prakse pokazuju da ciljani sintetski antireumatski lijekovi koji
modificiraju bolest (eng. targeted synthetic disease-modifying anti-rheumatic drugs; tsDMARD), kao §to su apremilast
te inhibitori janus-kinaza (JAK-i), imaju niZi rizik za aktivaciju TBC-a u usporedbi s TNFi.

U ovom ¢lanku prikazati ¢emo bolesnika u kojega je dugi niz godina psorijaza koZe prethodila razvoju zglobnih
tegoba i postavljanju dijagnoze psorijati¢nog artritisa (PsA). Lijecen je konvencionalnim sintetskim antireumatskim
lijekovima koji modificiraju bolest (eng. conventional synthetic disease-modifying anti-rheumatic drugs; csDMARD)
metotreksatom i sulfasalazinom, te potom i tsDMARD-ovima apremilastom i tofacitinibom, uz prethodno utvrdene
negativne nalaze hepatitis markera i kvantiferonskog testa na latentnu tuberkulozu. S obzirom na intenzivnu bolnost
lumbosakralnog segmenta kraljeznice uz febrilitet i alteraciju upalnih laboratorijskih parametara, ucini se dijagnostic-
ka obrada kojom se utvrdi postojanje tuberkuloznog spondilodiscitisa L5-S1, epiduralnog apscesa i apscesa desnog
misica psoasa. Ukine se specifi¢na terapija te se ucini kirurska evakuacija apscesa, mikrodiscektomija i vertebrosinteza
L5-S1 te zapoc¢ne antituberkulotska terapija u ukupnom trajanju od 12 mjeseci.

Zaklju¢no, ovo je prvi prikaz u literaturi tuberkuloznog spondilodiscitisa u bolesnika sa PsA lije¢enog tofacitini-
bom. Pacijent je godinu dana ranije bio lijecen apremilastom tri mjeseca, ali ga ne mozemo povezati s razvojem ekstra-
pulmonalne tuberkuloze. Potrebno je prikupiti rezultate iz nacionalnih registara s obzirom na to da randomizirane
kontrolirane studije faze III nisu registrirale niti jedan slu¢aj TBC-a u pacijenata s PsA lije¢enih tofacitinibom. Kod
pojave simptoma koji se ne uklapaju u klini¢ku sliku PsA, treba razmisljati o moguénosti razvoja pulmonalne ili ekstra-

pulmonalne manifestacije tuberkuloze iako se bolesnik lije¢i tsDMARD-om.

KLjUCNE RIJECI: apremilast, psorijati¢ni artritis, tofacitinib, tuberkuloza

INTRODUCTION

Patients with autoimmune rheumatic diseases have
an increased risk of developing tuberculosis (TB) as an
opportunistic infection. Results from global registries
show that the risk of reactivation of TB or the develop-
ment of de novo TB is higher in patients treated with
tumour necrosis factor inhibitors (TNFis) (1). It is also
a well-known fact that in rheumatoid arthritis (RA),
long-term use of glucocorticoids and methotrexate
represent a slightly increased risk of TB infection (2),
while TNFis increase this risk by 4-8 times (3). Over
the last few years, new therapeutic options have been
introduced for the treatment of inflammatory rheu-
matic diseases, both for RA and psoriatic arthritis
(PsA). The treatment of PsA includes targeted synthet-
ic disease-modifying anti-rheumatic drugs (tsD-
MARD:s), such as apremilast and Janus-kinase inhibi-
tors (JAKi). The results of randomised clinical trials
and data from clinical practice show that these drugs
have a lower risk of TB activation in patients with PsA
compared to TNFis (1). In the following text, we shall
present the case of a patient with PsA who developed
TB, spondylodiscitis and psoas muscle abscess during
treatment with tsDMARDs.

CASE REPORT

A male patient, born in 1952, has been suffering
from psoriasis for many years with involvement of the
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UVOD

Bolesnici s autoimunim reumatskim bolestima ima-
ju poviSeni rizik za razvoj tuberkuloze (TBC) kao
oportunisticke infekcije. Podatci iz svjetskih registara
pokazuju da je rizik za reaktivaciju TBC-a ili nastanak
TBC-a de novo visi u bolesnika koji su lijeceni inhibito-
rima faktora tumorske nekroze (engl. skr. TNFi) (1).
Takoder se zna da kod reumatoidnog artritisa (RA)
trajno uzimanje glukokortikoida i metotreksata pred-
stavljaju blago povecan rizik za nastanak TBC infekcije
(2) dok TNFi povisuju taj rizik za 4-8 puta (3). Tije-
kom zadnjih nekoliko godina uvedene su nove terapij-
ske opcije za lijecenje upalnih reumatskih bolesti, kako
za RA tako i za psorijati¢ni artritis (PsA). U lijecenje
PsA ukljuceni su ciljani sintetski antireumatski lijekovi
koji modificiraju bolest (eng. targeted synthetic disease-
modifying anti-rheumatic drugs; tsDMARD-ovi) kao
$to su apremilast i inhibitori janus-kinaza (engl. skr.
JAK-i). Rezultati randomiziranih klinickih studija i
podatci iz klinicke prakse pokazuju da navedeni lijeko-
vi imaju nizi rizik za aktivaciju TBC-a u bolesnika s
PsA u usporedbi s TNFi (1). U daljnjem tekstu prikazat
¢emo bolesnika s PsA koji je razvio TBC spondilodis-
citis i apsces misi¢a psoasa tijekom lijecenja tsD-
MARD-ovima.

PRIKAZ BOLESNIKA

Muskarac, roden 1952. godine, dugi niz godina bo-
luje od psorijaze uz zahvacenost vlasista, koze eksten-
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scalp, skin of the extensor surfaces of the knees and
nails. The patient was treated with local therapy as rec-
ommended by a dermatologist. In 2017, the patient
was diagnosed with PsA on the basis of the clinical
findings of asymmetric polyarthritis of the small joints
in the hands and feet, along with dactylitis of the sec-
ond toe of the right foot, without any signs of enthesi-
tis. The inflammatory markers are mildly raised, anae-
mia of chronic disease with uric diathesis is observed.
In addition to that, the disease activity score, measured
by the Disease Activity Score 28 (ESR) (DAS28/ESR),
was 4.31 and measured by the Bath Ankylosing Spon-
dylitis Disease Activity Index (BASDAI) it was evalu-
ated as 3.8, which indicates moderate disease activity.
In addition to non-steroidal anti-inflammatory drugs
(NSAIDs), conventional synthetic disease-modifying
anti-rheumatic drug (csDMARDs), methotrexate, was
also included in the therapy, at a dose of up to 20 mg
once a week. Furthermore, due to the exacerbation of
joint symptoms with the occurrence of inflammatory
back pain and the raised inflammatory laboratory
markers (ESR 61, C-reactive protein (CRP) 12 mg/L),
in November 2018 sulfasalazine was introduced in a
daily dose of 2 grams. Smaller areas of bone marrow
oedema in the ventral and caudal part of the vertebral
body of T12 and L1 vertebrae were detected through
MRI, while no signs of sacroiliitis were observed on
the sacroiliac joints. Therapy with csDMARDs was dif-
ficult for the patient to tolerate due to pronounced gas-
trointestinal complications. In May 2019, exacerbation
of the joint disease had occurred, DAS28(CRP) was
4.88, and a diagnostic evaluation was performed be-
fore the application of a biological drug or tsDMARDs.
The results of markers for hepatitis B and C were nega-
tive, as well as the results of the QuantiFERON-TB
Gold (QFT) test for latent tuberculosis. Since the pa-
tient was not inclined to intravenous and subcutane-
ous administration of the biological drug, treatment
with orally administered tsDMARD apremilast was
initiated in August 2019. At the evaluation after three
months of treatment, the clinical features continued to
show pronounced signs of asymmetric polyarthritis of
the small joints in the hands and feet, with enthesitis of
the right Achilles tendon, while the DAS28(ESR) score
was 3.91. In December 2019, apremilast was replaced,
due to the ineffectiveness of the drug, by another tsD-
MARD, tofacitinib. After its application, remission of
the disease activity occurred at the evaluation after
three months of treatment (March 2020), with a
DAS28(SE) score of 2.62. In August 2020, the patient
had a fever up to 38 °C with a negative result of the
PCR Polymerase Chain Reaction) test for SARS-CoV-2
(severe acute respiratory syndrome coronavirus 2),
raised inflammatory laboratory markers (ERS 61

98

zornih strana koljena te noktiju. Lijecen je lokalnom
terapijom po preporuci dermatologa. Godine 2017.
postavljena je dijagnoza PsA temeljem klinickog nala-
za asimetri¢nog poliartritisa malih zglobova $aka i
stopala, uz daktilitis II. prsta desnog stopala, a bez
znakova entezitisa. Upalni parametri su blago povise-
ni, registrira se anemija kroni¢ne bolesti uz uri¢nu di-
jatezu, a indeks aktivnosti bolesti mjeren indeksom
Disease activity score 28 (SE) (DAS28/SE) bila je 4,31 te
indeksom The Bath Ankylosing Spondilytis Disease Ac-
tivity Index (BASDAI) bila je 3,8, $to pokazuje umjere-
no aktivnu bolest. U terapiju je tada uz nesteroidni an-
tireumatski lijek (skr. NSAR) ukljucen i konvencional-
ni sintetski antireumatski lijek koji modificira bolest
(engl. conventional synthetic disease-modifying anti-
rheumatic drugs; skr. csDMARD) metotreksat u dozi
do 20 mg 1 x tjedno, a zbog pogorsanja zglobnih simp-
toma uz pojavu upalne krizobolje te povisenja labora-
torijskih upalnih parametara (SE 61, C-reaktivni pro-
tein (CRP) 12 mg/L) od studenog 2018. dodaje se sul-
fasalazin u dnevnoj dozi od 2 grama. Na snimkama
magnetske rezonancije utvrdene su manje zone kosta-
nog edema ventrokaudalnog dijela trupa Th12 i L1
kraljeska, dok je prikaz sakroilijakalnih zglobova bio
bez znakova sakroileitisa. Terapiju csDMARD-ovima
bolesnik je tesko podnosio zbog izrazenih gastri¢nih
tegoba. U svibnju 2019. nastupilo je pogorsanje zglob-
ne bolesti, DAS28(CRP) je bio 4,88 te je u¢injena dija-
gnosticka obrada prije primjene bioloskog lijeka ili
ciljane sintetske molekule. Nalazi markera na hepatitis
B i Cbili su negativni, kao i nalaz kvantiferonskog testa
na latentnu tuberkulozu. Budu¢i da bolesnik nije bio
sklon intravenskoj i supkutanoj aplikaciji bioloskog
lijeka, u kolovozu 2019. zapocne se lije¢enje peroral-
nim tsDMARD-om apremilastom. Na evaluaciji na-
kon tri mjeseca lijecenja i dalje je bila izrazena klinicka
slika asimetri¢nog poliartritisa malih zglobova $aka i
stopala, uz entezitis desne Ahilove tetive, dok je vri-
jednost DAS28(SE) bila 3,91. U prosincu 2019. apre-
milast je zbog neucinkovitosti lijeka zamijenjen dru-
gim tsDMARD-om, tofacitinibom. Po njegovoj pri-
mjeni nastupila je remisija aktivnosti bolesti na eva-
luaciji nakon tri mjeseca (ozujak 2020.), uz vrijednost
DAS28(SE) 2,62. U kolovozu 2020. bolesnik je postao
febrilan do 38°C uz negativan nalaz PCR (eng. Polyme-
rase Chain Reaction) testa na SARS-CoV-2 (engl. seve-
re acute respiratory syndrome coronavirus 2), povisenih
vrijednosti upalnih laboratorijskih parametara (SE 61
mm/h, CRP 72 mg/L), uz jaku krizobolju i bolnost u
podrudju zdjelice mjerenu vizualnom skalom boli (skr.
VAS) 10/10. Iz klinickog statusa isti¢e se hod uz pomo¢
dviju podlakatnih $taka, bolni i ogranic¢eni pokretni
lumbosakralnog segmenta kraljeznice, a bez radikular-
ne simptomatologije, te palpatorna bolnost sakroilija-
kalnih zglobova, bez aktivne upale u perifernim zglo-
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FIGURE 1. MRI of coronal cross-section of the lumbosacral L5-S1 spine in STIR (short TI inversion recovery)
and T1 images which show inflammatory changes. Arrowhead: bone oedema - high signal in STIR and low signal
in T1; long arrows: epidural abscess — low signal in T1, high signal in STIR.

SLikA 1. Koronalni presjek na magnetskoj rezonanciji (MR) lumbosakralnog L5-S1 segmenta kraljeznice u STIR
(engl. short TI inversion recovery) i T1 slikama u smislu upalnih promjena. Glava strelice: edem kosti — visok signal
u STIR, nizak signal u T1. Duge strelice: epiduralni apsces (u T1 je nizak signal, u STIR je visok).

mm/h, CRP 72 mg/L), and severe back pain and pelvic
pain measured by the visual analogue scale (VAS) with
his pain intensity score evaluated as 10/10. The pa-
tient’s clinical status indicates that the patient is walk-
ing with the help of two forearm crutches, with painful
and limited movement of the lumbosacral segment of
the spine, without any symptoms of radiculopathy, and
the presence of tenderness on palpation in the sacroil-
iac joints, with no signs of active inflammation in the
peripheral joints, with DAS28(CRP) score of 3.9, while
the score of disease activity index (BASDAI) of spinal
affection was 6.6. Following that, the drug tofacitinib
was discontinued from therapy. In diagnostic evalua-
tion, the radiograph of the thorax organs, thoracic and
lumbar segment of the spine, sacroiliac joints and pel-
vis with hips did not show any significant deviation.
On the bone scan (Tc-99), intense remodelling was ob-
served in the area of the lumbosacral transitional ver-
tebrae with a well-vascularised process in the early
phase of the imaging, indicating a possible inflamma-
tory component, but the finding was of unknown aeti-
ology. On the magnetic resonance cross-sections,
spondylodiscitis at the L5-S1 level, epidural abscess
and abscess of the right psoas muscle were confirmed
(Figure 1, Figure 2). A positive result of the QuantiF-
ERON-TB Gold (QFT) test for tuberculosis was also
obtained. In October 2020, drainage of the epidural
abscess as well as microdiscectomy, transpedicular fix-
ation and intercorporeal vertebrosynthesis of the L5-
S1 lumbosacral joint were performed. Microbiological
analysis of the sample taken intraoperatively revealed a
positive finding for Mycobacterium tuberculosis. Fur-
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bovima uz DAS28(CRP) 3,9, dok je vrijednost indeksa
aktivnosti bolesti afekcije kraljesnice BASDAI bila 6,6.
Tada je iz terapije iskljucen lijek tofacitinib. U dijagno-
stickoj obradi radiogram grudnih organa, torako-lum-
balnog segmenta kraljeznice, sakroilijakalnih zglobova
i zdjelice s kukovima nije pokazao znacajnije odstupa-
nje. Na scintigramu skeleta (Tc-99) uocena je intenziv-
na pregradnja u podruéju lumbosakralnog prijelaza
kraljeznice uz dobro vaskulariziran proces u ranoj fazi
snimanja, moguc¢e upalne komponente, no nalaz je bio
otvorene etiologije. Na presjecima magnetske rezonan-
cije verificiran je spondilodiscitis u razini L5-S1, epi-
duralni apsces i apsces desnog misic¢a psoasa (slika 1,
slika 2). Utvrden je i pozitivan nalaz kvantiferonskog
testa na tuberkulozu. U listopadu 2020. operativno je
ucinjena evakuacija epiduralnog apscesa te mikrodis-
cektomija, transpedikularna fiksacija i interkorporalna
vertebrosinteza L5-S1. Mikrobioloskom analizom in-
traoperativno uzetog materijala utvrden je pozitivan
nalaz na mikobakterijum tuberkuloze. Daljnjom obra-
dom nije dokazano postojanje plu¢ne tuberkuloze te je
postavljena dijagnoza ekstrapulmonalne tuberkuloze s
razvojem tuberkuloznog spondilodiscitisa s apscesom
desnog misic¢a psoasa. Zapoceto je lijeCenje antituber-
kulotskom terapijom (rifampicin, etambutol, pirazina-
mid, izonijazid) u trajanju od dva mjeseca, a potom
izonijazid i rifampicin u trajanju do ukupno 12 mjese-
ci. Provedeno je i preporuceno lijecenje hiperbaricnom
oksigenoterapijom (50 terapija). U rujnu 2021. bole-
snik je dobroga opceg stanja, afebrilan, pokretan po-
mocu $tapa na duze relacije ili bez ortopedskog poma-
gala na krace relacije, minimalnog opsega kretnji lum-
bosakralnog segmenta kraljeznice te bolnih vise zglo-
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ther processing did not prove the occurrence of pul-
monary tuberculosis, and extrapulmonary tuberculo-
sis with the development of tuberculous spondylodis-
citis with the abscess of the right psoas muscle was di-
agnosed. Treatment with antituberculosis therapy
(rifampicin, ethambutol, pyrazinamide, isoniazid) was
initiated and it lasted for two months, followed by the
treatment with the use of isoniazid and rifampicin for
a total duration of 12 months. Hyperbaric oxygen ther-
apy (50 treatments) was also recommended and car-
ried out. In September 2021, the patient was in a good
general condition, afebrile, using a cane for long dis-
tances or walking without an orthopaedic aid for short
distances, with a minimal range of motion of the lum-
bosacral segment of the spine, with painful multiple
joints (both hips, both knees) and painful and swollen
second metacarpophalangeal joints of both hands, and
with improved inflammatory laboratory parameters
(ESR 62 mm/h, CRP 11 mg/L), with a DAS28(CRP)
score of 4.07, and with a BASDALI score of 1.6. The pa-
tient was referred for a control computed tomography
(CT) of the lumbosacral segment of the spine (on 8
June 2021), which showed an extensive bone destruc-
tion of the vertebral body of the L5 vertebra and the
superior surface of the S1 vertebra as part of the pro-
gression of changes from the previously known spon-
dylodiscitis, while the previously noted soft tissue
substrate of the L5/S1 level in the ventral part of the
spinal canal and in the prevertebral space is in regres-
sion. By performing the follow-up of the patient’s clin-
ical status and laboratory markers, we have decided
against reintroducing csDMARDs or tsDMARDs for
the time being.

DISCUSSION

The results of global registries show that the risk of
reactivation of latent TB or the development of new TB
infection increases in patients treated with TNFis, es-
pecially if these patients reside in countries in which
TB is an endemic disease (1,4). In recent years, new
drugs were introduced in the treatment of inflamma-
tory rheumatic diseases, tsDMARDs, such as apremi-
last and JAKi. The results of randomised clinical trials
and few data from clinical practice show that these
drugs have a lower risk of TB activation compared to
TNFis (1.4). Randomised clinical trials that included
the follow-up of patients with PsA that were treated
with apremilast during one year of follow-up (5,6) and
later in a four-year extension of the studies, did not de-
tect the occurrence of a TB infection, and the authors
concluded that the long-term risk for opportunistic in-
fection is similar to a one-year period of using apremi-
last and that it is comparable to a placebo treatment
(6,7). In national registries there is no data regarding
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FIGURE 2. Sagittal T1 fat saturated post contrast
cross-sectional MR images of the lumbosacral segment
of the spine demonstrate extensive enhancement of L5 and S1
vertebral endplates, enhancement of paravertebral soft tissues
and epidural abscess in keeping with spondylodiscitis of the
L5/S1 segment. Arrowhead: bone oedema/osteitis — high
signal in T1FSGd; long arrow: epidural abscess — low signal
in T1, low signal in the centre (necrotic content) and post
contrast peripheral enhancement.

SLIKA 2. Sagitalni postkontrastni presjeci na MR lumbosakralne
kraljeznice prikazuju Siru zonu patoloskog povisenja signala
u podrucju subdiskalne kosti trupova kraljezaka L5 i S1,
povisenje signala okolnog mekog tkiva i epiduralni apsces
u sklopu spondilodiscitisa segmenta L5/S1. Glava strelice:
upalno promijenjena kost — visok signal u T1FSGd.
Duga strelica: epiduralni apsces — u T1 je nizak signal,
postkontrastno se rubno boji, a centar je niskog signala
(nekroti¢ni sadrzaj).

bova (oba kuka, oba koljena) i bolnih i otecenih II.
metakarpofalangealnih zglobova obje $ake, poboljsa-
nih upalnih laboratorijskih parametara (SE 62 mm/h,
CRP 11 mg/L), DAS28(CRP) 4,07; BASDAI 1,6. Upu-
¢en je na kontrolnu kompjuteriziranu tomografiju
(CT) lumbosakralnog segmenta kraljeznice (8. 6.
2021.), koja je pokazala opsezniju kostanu destrukciju
korpusa kraljeska L5 i gornje pokrovne plohe kraljeska
S1 u sklopu progresije promjena od prethodno pozna-
tog spondilodiscitisa, dok je prethodno notirani me-
kotkivni supstrat razine L5/S1 u ventralnom dijelu spi-
nalnog kanala te prevertebralno u regresiji. Pracenjem
bolesnikova klinickog statusa i laboratorijskih parame-
tara za sada se nismo odluc¢ili na ponovno ukljucivanje
csDMARD-ova ni tsDMARD-ova.

Reumatizam 2021;68(2):96-102
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Prikaz bolesnika

the detection and recording of latent or active TB in
patients during treatment with apremilast (1,6,8). In
addition to that, two observational studies that includ-
ed 202 patients with PsA and their follow-up during 6
months of apremilast administration did not detect or
record the occurrence of a TB infection (8,9). Further-
more, tofacitinib is one of the drugs in the JAKi group.
Numerous studies have been conducted on its effec-
tiveness and safety in patients with RA, and it was con-
cluded that the risk of developing TB during treatment
is the same as with treatment with TNFis. It is also im-
portant to note that in half of the patients who devel-
oped TB, it was a case of extrapulmonary manifesta-
tion (10). However, phase III randomised controlled
trials on the efficacy and safety of tofacitinib in patients
with PsA did not record a single case of TB (11,12).
There is currently no data available from extension
studies and from national registers.

In this case report which describes the case of a pa-
tient with predominantly peripheral manifestations of
PsA with the activation of axial symptoms, the possi-
bility of progression of the underlying inflammatory
rheumatic disease, i.e., the development of spondylitis
and/or sacroiliitis as part of PsA, should be taken into
account. Given the patient’s age, which in this case is
over 65, the differential diagnosis should consider the
development of osteodegenerative changes, i.e., the oc-
currence of mechanical low back pain in patients with
established inflammatory rheumatic disease, and the
possibility of oncological disease should also be ruled
out in accordance with the patient’s age. Due to the
presence of general symptoms, i.e., fever and raised in-
flammatory laboratory markers that are relatively
higher than normal values found in the case of reacti-
vation of PsA disease activity, further processing is car-
ried out with the aim of detecting a possible infection.
Regardless of the previous negative result of the Quan-
tiFERON-TB Gold (QFT) obtained during the intro-
duction of tsDMARD in therapy, there was enough
reasons to suspect the de novo TB infection, and this
suspicion was later confirmed by further processing.

Therefore, it is important to note that, in the event of
symptoms that do not fit into the clinical features of
PsA, the possibility of developing pulmonary or extra-
pulmonary TB manifestations should be considered
even though the patient is being treated with tsD-
MARDs, in order to apply the appropriate treatment as
soon as possible.

CONCLUSION

In this case report, based on the clinical features and
diagnostic evaluation, we did not find the connection
between the use of apremilast and the development of
extrapulmonary TB, so the aforementioned drug could

Reumatizam 2021;68(2):96-102

RASPRAVA

Rezultati svjetskih registara pokazuju da se rizik od
reaktivacije latentne TBC ili nastanka nove TBC infek-
cije povecava u bolesnika lije¢enih TNFi-ma, pogotovo
ako zive u zemljama u kojima je TBC endemska bolest
(1,4). Zadnjih godina u lije¢enje upalnih reumatskih
bolesti ukljuceni su novi lijekovi, tsDMARD kao §to su
apremilast te JAK-i. Rezultati randomiziranih klini¢-
kih studija i malobrojnih podataka iz svakodnevne
prakse pokazuju da navedeni lijekovi imaju nizi rizik
za aktivaciju TBC-a u usporedbi s TNFi-ma (1,4). Ran-
domizirane klinicke studije koje su pratile bolesnike s
PsA na apremilastu tijekom jedne godine pracenja
(5,6) te kasnije u ¢etverogodi$njem produzetku studija
nisu registrirale TBC infekciju, te su autori zakljucili da
je dugoro¢ni rizik za oportunisticku infekciju slican
jednogodi$njem uzimanju apremilasta te je usporediv
s placebom (6,7). Nema podataka glede evidentiranja
latentne ili aktivne TBC iz nacionalnih registara u bo-
lesnika tijekom lijecenja apremilastom (1,6,8). Tako-
der, dvije opservacijske studije koje su ukljucile 202
bolesnika s PsA i pratile ih tijekom 6 mjeseci primjene
apremilasta nisu registrirale TBC infekciju (8,9). Na-
dalje, tofacitinib je jedan od lijekova skupine JAK-i te
su provedene brojne studije o njegovoj uc¢inkovitosti i
sigurnosti u bolesnika s RA, sa zakljuckom da je rizik
od razvoja TBC-a tijekom lijecenja jednak kao i kod
lijecenja TNFi, a vazno je napomenuti da je u polovice
bolesnika koji su razvili TBC ona bila ekstrapulmonal-
na manifestacija (10). No, randomizirane kontrolirane
studije faze III o ucinkovitosti i sigurnosti tofacitiniba
u bolesnika s PsA nisu registrirale niti jedan slucaj
TBC-a (11,12). Trenutno nema dostupnih podataka iz
produzetaka studija i iz nacionalnih registara.

U ovom prikazu bolesnika dominantno periferne
manifestacije PsA, kod koje dolazi do aktivacije aksijal-
ne simptomatologije, treba uzeti u obzir u prvom redu
mogucnost progresije osnovne upalne reumatske bo-
lesti, odnosno razvoj spondilitisa i/ili sakroileitisa u
sklopu PsA. S obzirom na dob bolesnika, koja je u
ovom slucaju veca od 65 godina, diferencijalno-dija-
gnosticki valja razmisljati o razvoju osteodegenerativ-
nih promjena, odnosno pojave mehanicke krizobolje u
bolesnika s etabliranom upalnom reumatskom bolesti,
a sukladno dobi valja otkloniti i mogu¢nost nastanka
onkoloske bolesti. S obzirom na prisutnost op¢ih simp-
toma, odnosno visokog febriliteta i poviSenja upalnih
laboratorijskih parametara koji su razmjerno visih vri-
jednosti od uobicajenih nego kod reaktivacije aktivno-
sti bolesti PsA, provede se daljnja obrada s ciljem otkri-
vanja mogucega infektivnog zbivanja. Bez obzira na
prethodno negativan nalaz kvantiferonskog testa kod
ukljucivanja tsDMARD-a postavljena je sumnja na de
novo TBC infekciju koja se obradom i potvrdi.

Stoga je vazno napomenuti da kod pojave simptoma
koji se ne uklapaju u klini¢cku sliku PsA treba razmi-
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have been a safer treatment option if its effectiveness
had been confirmed, which was not the case with our
patient. In patients treated with tsDMARDs, when
symptoms do not fit the clinical features of PsA, the
possibility of developing pulmonary or extrapulmo-
nary tuberculosis should be considered in order to ap-
ply the appropriate treatment as soon as possible. This
should be done even though phase III randomised
controlled trials did not record a single case of TB, and
there are no results from national registers which
would confirm this occurrence. Finally, the question
arises as to when and which drug to choose for patients
after treatment with antituberculosis drugs, and in case
of increased activity of the PsA disease.
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