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ARTICLE

Lack of reactivation of tuberculosis in patients with psoriasis treated with
secukinumab in a real-world setting of latent tuberculosis infection

Matteo Megnaa , Cataldo Patrunob, Maria Rita Bongiornoc, Alessio Gambardellad, Claudio Guarnerie,
Caterina Fotif, Serena Lembog, Francesco Loconsolef and Gabriella Fabbrocinia

aSection of Dermatology, Department of Clinical Medicine and Surgery, University of Naples Federico II, Naples, Italy; bDepartment of
Health Sciences, University Magna Graecia of Catanzaro, Catanzaro, Italy; cSection of Dermatology, Department of Health Promotion,
Mother and Child Care, Internal Medicine and Medical Specialties “G. D’Alessandro” (PROMISE), University of Palermo, Palermo, Italy;
dDermatology Unit, University of Campania Luigi Vanvitelli, Naples, Italy; eDepartment of Biomedical and Dental Sciences and
Morphofunctional Imaging (BIOMORF), Section of Dermatology, University of Messina, Messina, Italy; fDepartment of Biomedical Sciences
and Human Oncology, Section of Dermatology, University of Bari, Bari, Italy; gDepartment of Medicine, Surgery and Dentistry, "Scuola
Medica Salernitana" University of Salerno, Salerno, Italy

ABSTRACT
Background: Some biologics for psoriasis, especially anti-tumor necrosis factor (TNF)-a therapies, may
re-activate latent tuberculosis (TBC) infection with consequent morbidity and mortality. However,
there is a low reported incidence of conversion to positive TBC status among patients with psoriasis
treated with second-generation biologic therapies, particularly anti-interleukin (IL)-17 therapies such as
secukinumab.
Objectives: To evaluate the safety profile of secukinumab in psoriasis patients with latent
TBC infection.
Methods: Real-life data were collected by retrospective chart review on patients with moderate-to-
severe psoriasis who showed positivity for TBC screening at baseline and underwent secukinumab
treatment for psoriasis at six Italian centers. Patients received secukinumab 300mg at week 0/1/2/3/4,
then every 4weeks.
Results: Fifty-nine patients were enrolled; 30.5% also had psoriatic arthritis and other comorbidities
were common. At baseline, the mean psoriasis duration was 14.5 years. Ten (17%) patients did not
undergo prophylaxis before starting secukinumab. Conversely, isoniazid ± rifampicin or rifampicin
alone prophylaxis was administered in 49/59 (83.1%) patients. After a mean treatment duration of
84weeks, there were no cases of TBC reactivation and no unexpected safety signals.
Conclusions: Secukinumab use over an extended period was safe in psoriasis patients with latent
TBC, even in patients who did not receive chemoprophylaxis.
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Introduction

In recent years, biologic therapies have transformed the treat-
ment of immune-mediated inflammatory diseases, including
rheumatoid arthritis, inflammatory bowel diseases, plaque psor-
iasis and psoriatic arthritis (PsA) (1–4). However, it has been
reported that some biologics for psoriasis, especially anti-tumor
necrosis factor (TNF)-a therapies, may re-activate latent tubercu-
losis (TBC) infection with consequent morbidity and mortality
(5–8). Hence, in the clinical management of psoriasis, screening
for tuberculosis infection is mandatory before starting biologic
therapy (3,9–12).

Active TBC infection is a contraindication for biologic treat-
ment. Therefore, psoriasis patients candidate for such treatment
and with latent TBC infection (a state of persistent immune
response to Mycobacterium tuberculosis antigens, with no evi-
dence of clinically manifest active TB) must undergo prophylac-
tic treatment with isoniazid and/or rifampicin prior to the

initiation of biologic therapy (3,9–13). This is also true for the
newer biologics [anti-interleukin (IL) 17 and 23], despite a low
reported incidence of conversion to positive TBC status among
patients with psoriasis treated with these drugs (14). Of note,
there is increasing evidence to support the safety of anti-IL-17
agents for patients with latent TBC (15–20). Indeed, no cases of
TBC reactivation have been observed in phase III clinical trials of
anti-IL-17 therapies (15,18,21).

Secukinumab is a fully human monoclonal antibody target-
ing IL-17A. It selectively binds and neutralizes IL-17A as both
homodimer and heterodimer dimeric ligands of IL-17 (22).
Secukinumab has been shown to be highly effective and safe in
clinical trials (19,23–27). Furthermore, there have been reports
of psoriasis patients with latent TBC treated with secukinumab
without reactivation of TBC, despite not receiving TBC prophy-
laxis. These included a case series of 12 patients who underwent
secukinumab without receiving TBC prophylaxis because of
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clinical contraindications or patient refusal (28), and three
patients with comorbidities that made TBC prophylaxis impracti-
cal who were successfully treated with secukinumab following
the failure of conventional disease-modifying antirheumatic
drug (DMARD) therapy (29). None of the 15 patients experi-
enced TBC reactivation. Other studies have shown that latent
TBC infection reported as an adverse event after secukinumab
treatment is very uncommon, further supporting the safe use of
secukinumab in chronic systemic inflammatory conditions
(16,28,30–35). Of particular interest, a recent analysis of the
long-term safety of secukinumab from pooled data of 28 clinical
trials and post-marketing safety surveillance in 12,637 patients
with psoriasis, psoriatic arthritis, and ankylosing spondylitis
treated with secukinumab for up to 5 years found an incidence
of opportunistic infections of less than 0.2 cases per 100
patient-years (35). On the other hand, there are numerous
reports of TBC reactivation during treatment with TNF-a inhibi-
tors and a small number of cases with IL-12/23 inhibitors (16).

Hence, we collected real-life data on psoriasis patients with
latent TBC infection who underwent secukinumab treatment for
psoriasis to evaluate its safety profile in this cohort of patients.

Patients and methods

Study participants

This was a multicenter retrospective study conducted between
2018 and 2021 at the following Italian centers: Department of
Dermatology, University of Naples Federico II, Naples;
Dermatology Unit, University of Campania Luigi Vanvitelli,
Naples; Department of Medicine, Surgery and Dentistry, ‘Scuola
Medica Salernitana’ University of Salerno, Salerno; Department
of Health Sciences, University Magna Graecia of Catanzaro,
Catanzaro; Department of Biomedical Sciences and Human
Oncology, Section of Dermatology, University of Bari, Bari;
Department of Clinical and Experimental Medicine, Section of
Dermatology, University of Messina, Messina; Section of
Dermatology, Department of Health Promotion, Mother and
Child Care, Internal Medicine and Medical Specialties ‘G.
D’Alessandro’ (PROMISE), University of Palermo.

A retrospective chart review was performed at each partici-
pating institution to identify adult patients with moderate-to-
severe psoriasis treated with secukinumab who had clinical sus-
picion of latent TBC infection at baseline. All patients who
showed positivity for TBC screening (QuantiFERON TB test)
underwent thoracic X-ray examination to exclude active TBC
and infectivological or pulmonological consultation to confirm a
diagnosis of latent TBC infection and for the prescribing of
appropriate prophylactic therapy. Secukinumab was adminis-
tered at the standard dose for psoriasis in Italy, 300mg at week
0, 1, 2, 3, and 4, then 300mg every 4weeks.

The study received institutional ethics approval from the
local Ethics Committee or Institutional Review Board at each
participating institution and was conducted following the princi-
ples of the 1975 Declaration of Helsinki and its amendments,
the International Conference of Harmonization Good Clinical
Practice, and all applicable laws and regulations. Patients were
not required to give informed consent to the study because the
analysis used anonymous data obtained after each patient
agreed to be followed up when prescribed secukinumab and
for clinical records to be collected by the institutions.

Data collection

Data were anonymously collected in each center and were
assembled in an electronic database for analysis. For each
patient, demographic, clinical and standard laboratory data
were extracted, including age, gender, psoriasis duration,
comorbidities including PsA, previous treatment for psoriasis,
TBC prophylaxis (if any), TBC prophylaxis duration and type, dur-
ation of secukinumab therapy, and TBC reactivation (if present).

Outcome

The primary study outcome was the reactivation of latent TBC
infection. The diagnosis of TBC reactivation was determined by
signs or symptoms of TBC (fever, chronic cough, weight loss,
fatigue, night sweats) and thoracic X-ray examination findings.
Response to, or adverse events (other than TBC reactivation)
with, secukinumab were not aims of the study and were not
recorded. Data were analyzed with descriptive statistics.

Results

A total of 59 patients with moderate-to-severe plaque psoriasis
were enrolled. They were 38 males and 21 females, with a mean
age of 55 ± 11.2 years. Patient demographic and clinical charac-
teristics at baseline are summarized in Table 1. The mean psoria-
sis duration was 14.5 ± 10.8 years, and 18 patients (30.5%) were
also affected by PsA with a mean disease duration of
7.4 ± 4.8 years. Comorbidities were prevalent in our sample
(Table 1); almost half of the patients had hypertension, and

Table 1. Baseline demographic and clinical characteristics.

Characteristic N¼ 59

Age, mean ± SD, year 55 ± 11.2
Gender, n (%)
Female 21 (35.6)
Male 38 (64.4)

Psoriasis duration, mean ± SD, year 14.5 ± 10.8
Psoriatic arthritis, n (%) 18 (30.5)
Duration, mean ± SD, year 7.4 ± 4.8

Comorbidities, n (%)
Hypertension 28 (47.5)
Dyslipidemia 22 (37.3)
Diabetes 17 (28.8)
Cardiopathy 15 (25.4)
Othersa 9 (15.3)

Prior conventional systemic treatment for psoriasis, n (%) 59 (100)
Cyclosporine 28 (47.5)
Phototherapy 23 (39.0)
Methotrexate 20 (33.9)
Acitretin 7 (11.9)
Fumarates 3 (5.1)

Prior biologic use 24 (40.7)
Adalimumab 16 (27.1)
Ustekinumab 12 (20.3)
Etanercept 5 (8.5)
Ixekizumab 2 (3.4)
Infliximab 1 (1.7)

Latent TBC infection 59 (100)
Anti-tuberculosis prophylaxis therapy, n (%) 49 (83.1)
Isoniazid 43 (72.9)
Isoniazid plus rifampicin 3 (5.1)
Rifampicin 3 (5.1)

Duration of prophylactic therapy, mean ± SD, weeks 23.1 ± 3.2
aAutoimmune disease (n¼ 2), chronic obstructive pulmonary disease (3), and
chronic gastritis, encephalopathy, renal failure, and peptic ulcer in 1
patient each.
SD: standard deviation; TBC: tuberculosis.
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dyslipidemia, diabetes, and cardiopathy were also relatively
common. The most common previous systemic treatments for
psoriasis are shown in Table 1. Twenty-eight (47.4%) patients
had received cyclosporine, 23 (39%) phototherapy, 20 (33.9%)
methotrexate, 16 (27.11%) adalimumab, and 12 (20.3%) usteki-
numab. Other treatments included acitretin, etanercept, fuma-
rates, ixekizumab, and infliximab.

All 59 patients had latent TBC infection, confirmed by
QuantiFERON TB test positivity and negative thoracic x-ray prior
to starting secukinumab. Prophylactic TBC treatment, mainly
consisting of isoniazid (n¼ 43, 72.9%), followed by isoniazid plus
rifampicin (3, 5.1%), and rifampicin (3, 5.1%), was administered
for a mean of 23.1 ± 3.2weeks in 49 of the 59 (83.1%) patients
(Table 1). Of note, 10 (17%) patients with latent TBC infection
did not undergo any prophylactic treatment for TBC before
starting secukinumab. There were no statistically significant dif-
ferences in baseline demographic and clinical characteristics
between patients who did versus did not receive TBC prophy-
laxis. Among the 49 (72.9%) patients who underwent TBC
prophylaxis, secukinumab was started after a mean of
5.2 ± 4.1weeks (range 0–24weeks) after prophylaxis. In the 10
(17%) patients who refused or had contraindications to prophy-
laxis, secukinumab was started directly without any prophylac-
tic therapy.

Overall, the mean duration of secukinumab treatment for the
59 patients was 84 ± 62.4weeks. There were no cases of TBC
reactivation during secukinumab treatment, and no unexpected
safety signals were identified during the secukinumab treatment
period of up to 84weeks. No clinical, safety related to TBC, or
other noteworthy differences were reported between patients
who underwent TBC prophylaxis and those who did not under-
take TBC prophylaxis.

Discussion

Active TBC infection is an absolute contraindication for biologic
therapy, and TBC screening is mandatory prior to initiation of
biologic therapy for immune-mediated inflammatory diseases
such as psoriasis. Prophylactic treatment is needed if latent TBC
is detected, with regular monitoring for symptoms indicative of
active TBC infection during treatment with biologics (1–3,10,15).
Anti-TBC prophylaxis therapies, which may need to be contin-
ued for 3–4, and up to 9months, are associated with a signifi-
cant risk of adverse events such as hepatic side effects and
elevation of transaminases (10,36–38). In addition to issues of
patient compliance associated with long-term prophylactic ther-
apy, the concomitant presence of comorbidities (e.g. hepatitis)
may be a contraindication for TBC prophylaxis. Hence, it is help-
ful to understand if some biologics are safe in terms of TBC
reactivation with or without TBC prophylaxis in real-life. The
potential to avoid chemoprophylaxis before starting biologic
therapy would constitute an advantage over other biologic
agents approved for the treatment of moderate-to-severe psor-
iasis that are known to increase the risk of reactivation of
TBC infection.

In our study, there were no cases of active TBC or TBC reacti-
vation among 59 psoriasis patients with latent TBC treated with
secukinumab for a mean time of 84weeks of therapy. Of note,
the sample also included 10 (17%) patients who did not
undergo TBC prophylaxis prior to secukinumab treatment.
Hence, our real-life data further supports data from phase III
clinical trials, which showed no cases of TBC reactivation with

secukinumab (15,18,21). Secukinumab is not likely to induce TB
reactivation probably because, unlike TNF-a, IL-17 is not
involved in the pathogenesis of M. tuberculosis infection reacti-
vation. Indeed, it appears that, as the target of IL-17A antibody
treatments, such as secukinumab, is downstream of the immune
pathway, reactivation of latent TBC or other opportunistic infec-
tions is minimized (16,28,31). These data are also all supported
by an in vitro study of Kammuller et al. (33), who examined the
effect of the anti-TNF-a monoclonal antibody, adalimumab, and
secukinumab on dormant M. tuberculosis H37Rv in a novel
human three-dimensional microgranuloma model. In particular,
they showed that secukinumab was comparable to control
treatment, indicating a lack of effect on M. tuberculosis dor-
mancy. In contrast, adalimumab showed increased staining for
Auramine-O, decreased Nile red staining and decreased rifampi-
cin resistance, indicative of mycobacterial reactivation (33).

Our study has some potential limitations, including the retro-
spective design and the lack of a comparison group of patients
with latent TBC who were not treated with secukinumab or
other biologics. Therefore, conclusions about the precise effect
of secukinumab on the incidence of TBC reactivation cannot be
inferred from this analysis. We also acknowledge the relatively
small sample size related to the limited number of psoriasis
patients with latent TBC. However, a strength of our study is
that it included a patient population that may be excluded from
or underrepresented in clinical trials, analyzing data from a
cross-section of patients with a range of comorbidities represen-
tative of patients seen in real-world clinical practice and previ-
ously treated with a range of systemic treatments for psoriasis.

Conclusions

Our study supports other analyses indicating that secukinumab
may be used safely over an extended duration (up to 84weeks)
in psoriatic patients with latent TBC, even in patients who do
not receive prior chemoprophylaxis, and adds to the data sup-
porting its use in patients with chronic inflammatory-mediated
diseases. We recommend using IL-17A-targeted biologics as
first-line therapy in psoriasis patients with latent TBC infection.
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