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Abstract

Background Primary endpoint measures in clinical trials are typically measures of disease severity, with patient-reported outcome measures
(PROMs) relegated as secondary endpoints. However, validation of some PROMs may be more rigorous than that of disease severity mea-
sures, which could provide support for a primary role for PROMs.

Objectives This study reports on 24 peer reviewed journal articles that used the Dermatology Life Quality Index (DLQI) as primary outcome,
derived from a systematic review of randomized controlled trials (RCTs) utlizing DLQI, covering all diseases and interventions.

Methods The study protocol was prospectively published on the PROSPERQO database, and the study followed PRISMA guidelines. Searches
were made using MEDLINE, The Cochrane Library, Embase, Web of Science, Scopus, CINAHL (EBSCO) and PsycINFO databases and re-
cords were combined into an Endnote database. Records were filtered for duplicates and selected based on study inclusion/exclusion criteria.
Full-text articles were sourced and data were extracted by two reviewers into a bespoke REDCap database, with a third reviewer adjudicating
disagreements. The Jadad scoring method was used to determine risk of bias.

Results Of the 3220 publications retrieved from online searching, 457 articles met the eligibility criteria and included 198 587 patients.
DLQI scores were used as primary outcomes in 24 (5.3%) of these studies comprising 15 different diseases and 3436 patients. Most study
interventions (17 of 24 studies, 68%) were systemic drugs, with biologics (liraglutide, alefacept, secukinumab, ustekinumab, adalimumab)
accounting for 5 of 25 pharmacological interventions (20%). Topical treatments comprised 32% (8 studies), whereas nonpharmacological in-
terventions (n=8) were 24% of the total interventions (N=33). Three studies used nontraditional medicines. Eight studies were multicentred
(33.3%), with trials conducted in at least 14 different countries, and four studies (16.7%) were conducted in multiple countries. The Jadad risk
of bias scale showed that bias was uncertain or low, as 87.5% of studies had Jadad scores of > 3.

Conclusions This study provides evidence for use of the DLQI as a primary outcome in clinical trials. Researchers and clinicians can use this
data to inform decisions about further use of the DLQI as a primary outcome.

Lay summary

Measuring the quality of life (QoL) of people with skin diseases during controlled studies is normally done by groups of researchers and
clinicians. To determine how much a skin disease affects a person’s QolL, information on the patient and the severity of their skin condi-
tion is collected using laboratory measurements, and/or looking at the skin.

Asking patients to self-report the impact of their skin condition using questionnaires they have completed themselves has usu-
ally been of secondary importance, even though these questionnaires can often be much more reliable. However, patient-reported
outcomes are now being used more often as primary measures in controlled studies. Self-report measures can provide informa-
tion on how effective treatment is, which can help government agencies to approve new products and justify claims made by drug
companies.

This study reports on 24 academic studies that used the Dermatology Life Quality Index (DLQI) (a type of self-report measure for
dermatology patients) as a primary tool of measurement in controlled trials for a range of different skin diseases and treatments.

Our study findings are important, as researchers and clinicians can use this data to help make decisions regarding use of the DLQI.
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What is already known about this topic?

¢ |n dermatology, quality-of-life (QoL) measures in clinical trials have mostly been used as secondary outcome measures, despite the
fact that validation of QoL measures can often be more extensive than other disease severity measures.

e Patient-reported outcomes are now being considered as primary measures for phase Il trials to evaluate the intervention effective-
ness, and to support registration of clinical trials, product approvals and labelling claims.

What does this study add?

e This study provides evidence of the use of DLQI as a primary outcome in clinical trials.
e Researchers and clinicians can use this data to inform decisions about further use of the DLQI as a primary outcome.

Until recently, quality-of-life (QoL) measures in dermatology
have mostly been used as secondary outcome measures in
clinical trials, despite the fact that validation of QoL meas-
ures can often be more extensive than other disease sever-
ity measures. However, in some other fields of medicine, in
particular rheumatology,’ gastroenterology' and oncology,?
patient-reported outcomes (PROs) are increasingly being
used as primary outcome measures, reflecting the growing
awareness and acceptance of the key importance of the
patient’s perspective in assessing interventions. There has
been scant evidence of such emphasis in dermatology, even
though PROs are extensively used clinically in dermatology
and embedded in guidelines and registries worldwide.®

The data gathered in a systematic review of the use of
the Dermatology Life Quality Index (DLQI) in randomized
controlled trials (RCTs)* have now been used to identify and
describe the use of the DLQI as a primary outcome in RCTs.
The reason for this study is to encourage the use of PROs in
dermatology and to provide confidence to researchers when
considering the use of such PROs as primary outcomes in
future studies.

PROs are often used in registration of clinical trials to sup-
port product approvals, labelling claims and in support of pri-
mary clinical outcomes. PROs can increase the relevance of
clinical trials®® and improve patient outcomes in real-world
treatment.”® PRO trial data have the potential to inform
shared decision making, support pharmaceutical labelling
claims and influence healthcare policy.® Many studies have
investigated the application of PROs as nonprimary out-
comes in clinical trials.’®"" Earlier guidelines on the reporting
of PROs in clinical trials'>'* have been extended,''¢ and
a recommendation has been published for including PRO
outcomes in grant applications.” PROs may be used as pri-
mary, coprimary or secondary outcomes or as exploratory
endpoints.'819

The first report of an RCT in which QoL measures were
used as a primary outcome was a study on antihypertensive
therapy.?° It demonstrated economic impact and generated
interest from the pharmaceutical industry to include similar
outcome measures in clinical studies to support new drug
approval or QoL claims in promotional materials.?'

PRO primary outcomes are now being considered as
essential for phase Il trials to evaluate the intervention
effectiveness.??-?* The DLQI has become the single most
widely used PRO measure in dermatological studies.
Published in 1994 as the first dermatology-specific QoL

instrument,?® it has been increasingly adopted owing to its
measurement properties, simplicity and ease of use. In this
article, we report on 24 studies that used the DLQI as the
primary outcome in dermatological studies, derived from a
systematic review of 457 RCTs covering all skin diseases
and interventions.* This is the first reported review of PROs
primary outcomes in dermatology.

Materials and methods

Data sources

The methodology of the systematic review from which this
further analysis is derived has been previously published.
This study followed 2020 PRISMA guidelines for reporting
systematic reviews.?6 The study protocol (CRD42021290587)
and detailed search strategy?’ were published on the
PROSPERO Prospective Register of Systematic Reviews.?®
MEDLINE (Ovid), The Cochrane Library, Embase, Web of
Science, Scopus, CINAHL (EBSCO) and PsycINFO online
databases from 1 January 1994 (year of DLQI publication)?®
to 16 November 2021 were searched independently by
two authors (J.R.J., J.V.), and the results were coordinated.
Search terms included '‘DLQI" and ‘dermatology life quality
index'. Database-specific ‘article type/study type’ keywords,
language keywords (English) and age-selection keywords
were also used to search the required types of study to be
included, e.g. Medical Subject Headings terms for RCTs.
Duplicates were excluded.

Search strategy/selection

A set of eligibility criteria were applied for selection of the
included studies (Table 1).

Search results were imported into EndNote20® (Clarivate,
Philadelphia, PA, USA) to keep track of references.?® Two
authors (J.R.J., J.V.) independently compared study titles
and abstracts retrieved by searches against the inclusion
and exclusion criteria and examined full study texts that
potentially met the criteria but whose abstracts lacked suf-
ficient information. Rejected studies were recorded with
reasoning. A third author (F.M.A.) resolved and recorded any
study selection disagreements. A PRISMA flowchart gives
search counts for inclusions and exclusions and reasons for
study exclusions (Figure 1).%6
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Table 1 Eligibility criteria for study selection

Variable Inclusion Exclusion

Patients Adults > 18 years, any sex, ethnicity, settings or countries Persons under the age of 18 years
Any inflammatory and noninflammatory dermatological conditions

Methods Interventional RCTs published as full papers in peer reviewed journals Not in the English language

(including crossover trials and trials with open-label extensions if initial
treatment was continued after study completion)

Published between 1 January 1994 and 17 November 2021 ‘Grey’ literature including dissertations,

Interventions included any drug, therapeutic intervention and alternative conference abstracts, reports, editorials, letters

medicines, e.g. acupuncture, fire needle, Chinese traditional (herbal) medicine, to editors, commentaries, protocols, reviews,

Ayurvedic and educational or lifestyle interventions conference proceedings and dissertations
Outcomes DLQI is primary outcome No DLQI data given

DLQI, Dermatology Life Quality Index; RCT, randomized controlled trial.

Identification of studies via databases and registers for review ]
Records identified from:
g ) Notes: Inclusion criteria
= MEDLINE Ovid (n = 350) Records removed before applied by search
& Embase Ovid (n = 887) screening: engines where applicable,
E CINARL E-BSCO (n__ o) 7 Duplicate records removed .e. RCT, adult, English
3 Web of Science (n = 151) P language, journal
Scopus (n = 680) (n=1842) articles, peer reviewed
— APA PsycINFO (n=2)
Cochrane (n=1099)
TOTAL (n = 3220)
B Articles sought for retrieval Articles not
o (n=1378) retrieved (n = 0)
=
)
@
Articles assessed for eligibility > Reasons for excluding articles:
(n=1378)
N e notRCT (n=288)
— l ° not peer reviewed (n = 370)
— o not adults (n=110)
S Studies included in review e  DLQI not primary or secondary
3 (n = 457) endpoint (n=9)
£ o article not in English (n=18)
- o duplicate (n = 43)
) J o full text not available (n = 5)
ko) y
3:; Studies with DLQI as primary
§ endpoint (n = 24)
<

Figure 1 PRISMA 2020 flow diagram.APA, American Psychological Association; DLQI, Dermatology Life Quality Index; RCT, randomized
controlled trial.
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Studies not including new DLQI data, and previously pub-
lished analyses, were excluded, as were publications with
no DLQI data (even though use of the DLQI was mentioned).

Outcome measures extracted

Information recorded included the study aim, disease stud-
ied, country or countries where the study was conducted,
the total number of participants enrolled in the study,
systemic/topical drugs or other (nonpharmacological) inter-
ventions, and evidence for the DLQI as primary outcome.
If studies did not report primary data but extracted data
from previously published RCTs and performed post hoc
style analysis, data were obtained from the original pub-
lished RCTs, particularly in relation to methodology and study
design. Sometimes these elements and DLQI score data
were supplied in supplementary data files that were also
consulted and extracted. Drug registrations, e.g. National
Institutes of Health, US National Library of Medicine and
ClinicalTrials.gov, were consulted and data were extracted
relating to study protocols, particularly on the location of
studies, if these data were not provided in the articles.

Data extraction and synthesis

For data extraction, guidance from the Cochrane Handbook
for Systematic Reviews of Interventions was followed.° A
REDCap database®'-% (a secure web application for build-
ing/managing online surveys and databases) was created
based on the Cochrane Handbook version 6.2%* and the
updated guidance recommendations.*® J.R.J and J.V. inde-
pendently extracted data from the included publications to
parallel REDCap database tables, and an adjudicator (F.M.A.)
resolved any disagreements in data extraction. Missing data
were noted in the data templates, but none were sufficiently
important to contact original authors.

The two reviewers independently assessed the risk of
bias (quality) of included studies using the Jadad scale.3536
Each assessment of bias focused on a specific aspect of
trial design, conduct and reporting of the RCT rather than
at a study or outcome level. The following domains were
included in the bias analysis: bias arising from the random-
ization process; bias owing to blinding; and bias as a result
of not accounting for all patients. Jadad scores >3 indicate
studies of good quality.®”

Primary outcome determination

The term ‘outcome’ usually refers to a measured variable
[e.g. Psoriasis Area and Severity Index (PASI)], whereas an
endpoint refers to the analysed parameter (e.g. change from
baseline at 12 weeks in mean PASI). A ‘primary endpoint’
refers to the main result that is measured at the end of a
clinical trial to determine whether a given treatment has
worked (e.g. the difference in survival between a treatment
group and a control group) and should be predefined in the
registered protocol.

The following criteria were used to determine whether the
DLQI was a primary outcome:

e |f it was stated that the DLQI score was a primary out-
come in the publication
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e |f the RCT had been registered (e.g. ClinicalTrials.gov
with a National Clinical Trial number) and the DLQI was
listed as a primary outcome

e |f no other primary outcome was stated, and the DLQI
was not stated as the secondary outcome, then we
examined:

Sample size calculation and study power: if the outcome
measure used to calculate the sample size and the study
power (i.e. the probability of type 2 error) was the DLQI,
then the DLQI was considered to be the primary outcome

Study objective: if the DLQI was clearly used to fulfil the
study objective (i.e. QoL outcome) or equally so with
another outcome measure, the DLQI was considered a
primary outcome

Priority or order of measures described: if the DLQI was
first, or equally described with another outcome measure,
the DLQI was considered a primary outcome

The conclusion: if the conclusion was based on another
outcome measure, not the DLQI, the DLQI was not a
primary outcome (unless other supporting evidence was
presented).

In an experimental, quasiexperimental or analytic observa-
tional research study, the primary study outcomes arise from
and align directly with the primary study aim or objective.®®
Primary outcomes are the basis for determining whether
the study met its objective or, in the case of interventional
clinical trials, will be the main data evaluated for regulatory
approval (https://toolkit.ncats.nih.gov/glossary/endpoint/).
Furthermore, a primary outcome should generally not be a
measure of something that is not important to the patient.

The US Food and Drug Administration (FDA) have pro-
duced guidelines on the use of primary endpoints and out-
comes, stating ‘The set of primary endpoints consists of
the outcome or outcomes (based on the drug’s expected
effects) that establish the effectiveness, and/or safety fea-
tures, of the drug in order to support regulatory action.’®

Results

Of the 3220 publications retrieved from the online data-
bases, 457 articles met the eligibility criteria and included
198 587 patients. The DLQI scores were primary outcomes
in 24 studies (5.3%) during the period from 2004 to 2021
(Figure 2) and these studies examined 15 different diseases
and included 3436 patients (Figure 1). Seventeen of the 24
studies (70.8%) also used another PRO/QoL instrument as
a primary or secondary outcome.

Most of the 24 included studies were good quality, with
Jadad risk of bias scale showing that bias was uncertain or
low (87.5% of studies had Jadad scores of >3; good quality)
(Figure 3).%7

Most study interventions (17 of 24, 68%) involved sys-
temic drugs; five of 25 pharmacological interventions (20%)
involved biologics (liraglutide, alefacept, secukinumab,
ustekinumab, adalimumab). Eight studies (32%) involved
topical treatments and eight studies (24% of the total
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Figure 2 Distribution of published articles by date.

interventions) were of nonpharmacological interventions.
Three studies used nontraditional medicines. Eight studies
(33%) were multicentred. Twenty-three studies included
both male and female patients, with one study including
female patients only. Only seven studies (29%) mentioned
the ethnicity of the study group.

The total dataset is summarized in Table 2.40-63

Discussion

This systematic review has reported the use of the DLQI as
a primary outcome in RCTs and is the first reported review
of PROs being used as primary outcomes in dermatology.

By 2004 many trials in rheumatology and gastrointestinal
diseases used a PRO as part of defining primary or second-
ary outcomes, with PROs being reported in 64 (30%) of
the 215 product labels reviewed.! A trial in advanced pan-
creatic cancer was conducted with a primary endpoint of
time to deterioration (TTD) based primarily on PROs of pain
intensity and analgesic use.®* The study demonstrated that
a primarily PRO-based endpoint of TTD was both feasible
and relevant for patients with pancreatic cancer.

A systematic meta-research analysis of primary endpoints
in clinical trials of palliative radiotherapy? was conducted for
292 eligible published studies. Only 64.4% (145 of 225) of
these published trials clearly stated their endpoint, but a

‘patient-centred primary endpoint’ (e.g. PRO) was seen in
45.5% (66 of 145) of the studies and a ‘tumour-centred pri-
mary endpoint’ was reported in 17.3% (25 of 145). Registered
ongoing trials used a ‘patient-centred primary endpoint’ in
32.8% (22 of 67) of the studies and a ‘tumour-centred pri-
mary endpoint’ in 26.9% (18 of 67). In trials on bone metas-
tasis, the ‘patient-centred primary endpoint’ (overall 21 of
29 studies, 72.4%) was mainly a PRO (20 of 29, 69%). The
meta-research analysis showed that the rate of PRO pri-
mary endpoints in published palliative radiotherapy trials
compared favourably with other oncology trials.

PROs have had an increasing role in oncology care.f566 A
recent 2022 study of collection and reporting of PRO data
in interventional cancer trials conducted at a single centre
found that 10 of 26 studies had PROs rather than clinical
primary outcomes.%” These data reflect the importance of
the patient perspective in cancer care.

In a review of PROs as endpoints in clinical trials of kidney
transplantation interventions,® a PRO was the primary out-
come for assessment of disease-specific symptoms exclu-
sively in 4 of 13 approvals (31%), and a secondary outcome
in 8 of 13 approvals (62%) with a PRO claim.6?

For a PRO to be used as a primary outcome in clinical
studies, it is important for it to show sufficient responsive-
ness, such that small treatment effects can be observed
(as symptoms often improve before QoL does). Two of the
24 included studies reported effect sizes. Farahani et al.*®
reported medium effect sizes using the DLQI in favour of
Sambucus ebulus vs. hydrocortisone treatment for interac-
tion of drug groups and time using the generalized estima-
tion equation. The mean DLQI score in the S. ebulus group
significantly changed from 6.72 (SD 5.72) to 3.16 (SD 3.97)
after 4 weeks of medication. The DLQI score in the hydro-
cortisone group significantly changed from 5.11 (SD 4.88)
to 3.37 (SD 4.56) with a significantly better improvement
in the S. ebulus group (P=0.029, n2=0.061). Yang et al.®?
calculated the optimum number of participants for each arm
based on an effect size of 0.57 (changes in DLQI scores
from baseline to day 56) with an error of 0.0125 (corrected
for four comparisons) and  errorof 0.8 ina 1: 1 treatment-
control design.

In a recent systematic review,’® we reported data on 12
studies specifically conducted with statistical analysis using
anchors performed to assess the responsiveness to change
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Figure 3 Distribution of Jadad scores and risk of bias.
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of the DLQI. Cohen's d effect sizes were reported between
0.3 and 0.82 [effects were considered small (0.2), medium
(0.5), large (0.8) or very large (1.3)]. Effect sizes were also
determined using Pearson’s/Spearman’s correlations and
with other measures ranged from —0.35 to 0.75 [with cor-
relation of +0.2 (small), +0.5 (medium) and+0.8 (large)].”’
Significant responsiveness using Anova and Wilcoxon
two-sample (paired) analysis was also demonstrated.

Shikiar et al.’? further demonstrated that the DLQI was
more responsive to changes in endpoints than 36-Item
Short Form Health Survey or EuroQol-5D in the assessment
of patients with psoriasis. In addition, there is well-accepted
banding to aid in determining changes in DLQI scores’® and
the clinical meaning/interpretation (minimal clinically impor-
tant difference) of the DLQI has been well validated and
established in the literature,’*’® and these are widely used.

There has been an increasing trend recently towards the
use of the DLQI as a primary outcome for a wide variety of
dermatological diseases. This has paralleled the promotion
by the FDA of PROs for drug registration, and their increas-
ing use by clinicians — from bench to practice.”® Most of the
studies were of good quality, with the Jadad risk of bias
scale showing that bias was uncertain or low, and 87.5% of
studies had total Jadad scores of >3. A limitation of this sys-
tematic review is that only English language articles were
reviewed. Additionally, although we were able to clearly
identify studies using objective criteria where the DLQI
was the primary outcome, there was no mention by authors
of the rationale of selecting a PRO as the primary endpoint,
or the effect on the focus of the RCT. Previous studies have
reported significantly less missing data collected from PROs
vs. clinical outcomes because of the patient focus of the
measures.®’ As the DLQI was developed for use with adults
and only validated for this age group, this study excluded
publications that included children as study participants.
Because of the differing requirements of studying adults and
children, the Children’s DLQI instrument’’ has been sepa-
rately developed and validated and is a completely different
instrument with different construction. Thus, combining of
scores of the DLQI and Children’s DLQI is not feasible. For
studies aiming to include both adults and children, it would
not be appropriate to use QoL measures as the primary out-
come owing to the need for different QoL instruments for
different ages and the inability to combine scores for adults
and children. From the standpoint of good practice advice,
we recommend that data on ethnicity should be recorded in
all future trials involving patients.

The systematic review on which this study was based
identified use of the DLQI in 454 RCTs encompassing 69
diseases and 42 countries.* The DLQI is incorporated into
guidelines or registries in at least 45 countries.? It has a long
history of use by clinicians and researchers as a tool to under-
stand the burden of skin diseases on patients and to assess
the effectiveness of interventions, and a large body of valida-
tion studies,’® positioning the DLQI as an appropriate primary
outcome measure in dermatological clinical trials. It also has
broad accessibility (the DLQI has been translated into> 137
languages)’® and is simple and easy to use.?®

This study provides evidence of the use of DLQI as a pri-
mary outcome in clinical trials. Researchers and clinicians
can use this data to inform decisions about further use of
the DLQI as a primary outcome.
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Prescribing information and Adverse Event statement can be found on the next page
This promotional material has been created and funded by Novartis Pharmaceuticals UK Ltd. for UK healthcare professionals only.

Consistent safety profile with over *;‘”Cosentyx@

8 years of real-world evidence’ secukinumab
across licensed indications!3

1 000 00 patients treated globally, and
7 ] counting across indications*

‘ @ D ' 4 Click here to visit
our HCP portal

150+ 8+ years of real-world and learn more
clinical trials evidence, worldwide |nd|oat|onsl*3
across indications® across indications'=

Real-world evidence shows a consistent safety profile
with long-term use of Cosentyx over 6 years®’

No trend toward increased AE rates over time (pooled PsA, AS, PsO):*¢ No trend towards
increased rates of
AEs of select 1year 2 years 3 years 4 years 5 years 6years  Cumulative malignancy, MACE

interest rate
(EAIR per 100 PY)

or IBD over time®

a?gis;sns @ [1:3 @ m The most frequently
1 1
Cases n=149 n=475 n=649 n=1,841 n=2,285 n=2,226 n=8,719 repor_ted adverse
reactions are upper
Malignant or (0.3] (0.3] (0.3] respiratory tract
?fri%ii'i ied .- -' .' m infections (17.1%)
s n=15 n=50 n=225 n=422 n=520 n=573 n=1,896 (most frequently
nasopharynagitis,
MACE 0.1 m rhinitis).'? Refer
c L
e n=15 n=39 n=151 n=238 n=264 n=287 n=1,031 ?O the pr?scrlblng
information for
a summary of
Total IBD m d Y t
o 7 7 T T T ! adverse events.
n=12 n=46 n=185 n=340 n=312 n=261 n=1,291
Exposure (PY) 7450 28,549 93,744 137,325 182,024 212,636 680,470

Adapted from Novartis Data on File. 2021.5

Refer to the Cosentyx Summary of Product Characteristics for full details, dosing and administration, including special populations.

Cosentyx is indicated for the treatment of moderate to severe Ps0 in adults, children and adolescents from the age of 6 years who are candidates for systemic therapy; active PsA in adult patients
(alone or in combination with methotrexate) when the response to previous disease-modifying anti-rheumatic drug therapy has been inadequate; active AS in adults who have responded inadequately
to conventional therapy; active nr-axSpA with objective signs of inflammation as indicated by elevated C-reactive protein and/or magnetic resonance imaging evidence in adults who have responded
inadequately to non-steroidal anti-inflammatory drugs; active moderate to severe HS (acne inversa) in adults with an inadequate response to conventional systemic HS therapy; active ERA in patients
6 years and older (alone or in combination with methotrexate) whose disease has responded inadequately to, or who cannot tolerate, conventional therapy; active JPsA in patients 6 years and older
(alone or in combination with methotrexate) whose disease has responded inadequately to, or who cannot tolerate, conventional therapy.'?

Prescribing information, adverse event reporting and full indication can be found on the next page.

*Successive time periods of PSUR shown with cumulative rate: 26 Dec 2014 to 25 Dec 2015; 26 Dec 2015 to 25 Dec 2016; 26 Dec 2016 to 25 Dec 2017; 26 Dec 2017 to 25 Dec 2018: 26 Dec 2018 to

25 Dec 2018; 26 Dec 20189 to 25 Dec 2020.°

Abbreviations: AE, adverse event; AS, ankylosing spondylitis; EIAR, exposure-adjusted incidence rate; ERA, enthesitis-related arthritis; HCP, healthcare professional; HS, hidradentitis suppurativa; IBD,
inflammatory bowel disease; JPsA, juvenile psoriatic arthritis; MACE, major adverse cardiac event; nr-axSpA, non-radiographic axial spondyloarthritis; PsA, psoriatic arthritis; PsO, plaque psoriasis; PY,
patient year.

References: 1. Cosentyx® (secukinumab) GB Summary of Product Characteristics; 2. Cosentyx® (secukinumab) NI Summary of Product Characteristics;

3. European Medicines Agency. European public assessment report. Available at: https://www.ema.europa.eu/en/documents/overview/cosentyx-epar-

medicine-overview_en.pdf [Accessed August 2024]; 4. Novartis Data on File. Secukinumab - Sec008. 2023; 5. ClinicalTrials.gov. Search results for

‘secukinumab’, completed, terminated and active, not recruiting trials. Available at: https://clinicaltrials.gov/search?term=Secukinumab,&aggFilters

=status:com [Accessed August 2024]; 6. Novartis data on file. Cosentyx Periodic Safety Update Report (PSUR); 26 December 2019 - 25 December 2020. d

22 February 2021; 7. Deodhar A, et al. Arthritis Res Ther 2019;21(1):111. N OVA RT I S

Adverse events should be reported. Reporting forms and information can be found at www.mhra.gov.uk/yellowcard
Adverse events should also be reported to Novartis online through the pharmacovigilance intake (PVI) tool at
www.novartis.com/report or alternatively email medinfo.uk@novartis.com or call 01276 698370. UK | August 2024 | FA-11239622
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Cosentyx® (secukinumab) Northern Ireland

Prescribing Information.
Please refer to the Summary of Product

Characteristics (SmPC) before prescribing.

Indications: Treatment of: moderate to severe plague psoriasis in
adults, children and adolescents from the age of 6 years who are
candidates for systemic therapy; active psoriatic arthritis in adults
(alone or in combination with methotrexate) who have responded
inadequately to disease-modifying anti-rheumatic drug therapy; active
ankylosing spondylitis in adults who have responded inadequately to
conventional therapy; active non-radiographic axial spondyloarthritis
(nr-axSpA) with objective signs of inflammation as indicated by elevated
C-reactive protein (CRP) and/or magnetic resonance imaging (MRI)
evidence in adults who have responded inadequately to non-steroidal
anti-inflammatory drugs; active enthesitis-related arthritis and juvenile
psoriatic arthritis in patients 6 years and older (alone or in combination
with methotrexate) whose disease has responded inadequately to, or
who cannot tolerate, conventional therapy; active moderate to severe
hidradenitis suppurativa (acne inversa) in adults with an inadequate
response to conventional systemic HS therapy. Presentations:
Cosentyx 150 mg solution for injection in pre-filled pen; Cosentyx
300 mg solution for injection in pre-filled pen. Dosage &
Administration: Administered by subcutaneous injection at weeks 0,
1, 2, 3 and 4, followed by monthly maintenance dosing. Consider
discontinuation if no response after 16 weeks of treatment. Each
150 mg dose is given as one injection of 150 mg. Each 300 mg dose is
given as two injections of 150 mg or one injection of 300 mg. If possible
avoid areas of the skin showing psoriasis. Plaque Psoriasis: Adult
recommended dose is 300 mg monthly. Based on clinical response, a
maintenance dose of 300 mg every 2 weeks may provide additional
benefit for patients with a body weight of 90 kg or higher. Adolescents
and children from the age of 6 years: if weight > 50 kg, recommended
dose is 150 mg (may be increased to 300 mg as some patients may
derive additional benefit from the higher dose). If weight < 50 kg,
recommended dose is 75 mg. However, 150mg solution for injection in
pre-filled pen is not indicated for administration of this dose and no
suitable alternative formulation is available. Psoriatic Arthritis: For
patients with concomitant moderate to severe plaque psoriasis see
adult plague psoriasis recommendation. For patients who are anti-TNFa
inadequate responders, the recommended dose is 300 mg, 150 mg in
other patients. Can be increased to 300 mg based on clinical response.
Ankylosing Spondylitis: Recommended dose 150 mg. Can be increased
to 300 mg based on clinical response. nr-axSpA: Recommended dose
150 mg. Enthesitis-related arthritis and juvenile psoriatic arthritis: From
the age of 6 years, if weight > 50 kg, recommended dose is 150 mg. If
weight < 50 kg, recommended dose is 75 mg. However, 150mg

Cosentyx°® (secukinumab) Great Britain Prescribing
Information.

Please refer to the Summary of Product

Characteristics (SmPC) before prescribing.

Indications: Treatment of: moderate to severe plague psoriasis in
adults, children and adolescents from the age of 6 years who are
candidates for systemic therapy; active psoriatic arthritis in adults
(alone or in combination with methotrexate) who have responded
inadequately to disease-modifying anti-rheumatic drug therapy; active
ankylosing spondylitis in adults who have responded inadequately to
conventional therapy; active non-radiographic axial spondyloarthritis
(nr-axSpA) with objective signs of inflammation as indicated by elevated
C-reactive protein (CRP) and/or magnetic resonance imaging (MRI)
evidence in adults who have responded inadequately to non-steroidal
anti-inflammatory drugs; active enthesitis-related arthritis and juvenile
psoriatic arthritis in patients 6 years and older (alone or in combination
with methotrexate) whose disease has responded inadequately to, or
who cannot tolerate, conventional therapy; active moderate to severe
hidradenitis suppurativa (acne inversa) in adults with an inadequate
response to conventional systemic HS therapy. Presentations:
Cosentyx 75 mg solution for injection in pre-filled syringe; Cosentyx
150 mg solution for injection in pre-filled syringe; Cosentyx 150 mg
solution for injection in pre-filled pen; Cosentyx 300 mg solution for
injection in pre-filled pen. Dosage & Administration: Administered by
subcutaneous injection at weeks 0, 1, 2, 3 and 4, followed by monthly
maintenance dosing. Consider discontinuation if no response after
16 weeks of treatment. Each 75 mg dose is given as one injection of
75 mg. Each 150 mg dose is given as one injection of 150 mg. Each
300 mg dose is given as two injections of 150 mg or one injection of
300 mg. If possible avoid areas of the skin showing psoriasis. Plague
Psoriasis: Adult recommended dose is 300 mg. Based on clinical
response, a maintenance dose of 300 mg every 2 weeks may provide
additional benefit for patients with a body weight of 90 kg or higher.
Adolescents and children from the age of 6 years: if weight > 50 kg,
recommended dose is 150 mg (may be increased to 300 mg as some
patients may derive additional benefit from the higher dose). If weight
< 50 kg, recommended dose is 75 mg. Psoriatic Arthritis: For patients
with concomitant moderate to severe plaque psoriasis see adult plaque
psoriasis recommendation. For patients who are anti-TNFa inadequate
responders, the recommended dose is 300 mg, 150 mg in other
patients. Can be increased to 300 mg based on clinical response.
Ankylosing Sponaylitis: Recommended dose 150 mg. Can be increased
0 300 mg based on clinical response. nr-axSpA: Recommended dose
150 mg._Enthesitis-related arthritis and juvenile psoriatic arthritis: From
the age of 6 years, if weight > 50 kg, recommended dose is 150 mg. If
weight < 50 kg, recommended dose is 75 mg._Hidradenitis suppurativa:

solution for injection in pre-filled pen is not indicated for administration
of this dose and no suitable alternative formulation is available.
Hidradenitis_suppurativa: Recommended dose is 300 mg monthly.
Based on clinical response, the maintenance dose can be increased to
300 mg every 2 weeks. Contraindications: Hypersensitivity to the
active substance or excipients. Clinically important, active infection.
Warnings & Precautions: /nfections: Potential to increase risk of
infections; serious infections have been observed. Caution in patients
with chronic infection or history of recurrent infection. Advise patients to
seek medical advice if signs/symptoms of infection occur. Monitor
patients with serious infection closely and do not administer Cosentyx
until the infection resolves. Non-serious mucocutaneous candida
infections were more frequently reported for secukinumab than placebo
in the psoriasis clinical studies. Should not be given to patients with
active tuberculosis (TB). Consider anti-tuberculosis therapy before
starting Cosentyx in patients with latent TB. Inflammatory bowel disease
(including Crohn’s disease and ulcerative colitis): New cases or
exacerbations of inflammatory bowel disease have been reported with
secukinumab. Secukinumab, is not recommended in patients with
inflammatory bowel disease. If a patient develops signs and symptoms
of inflammatory bowel disease or experiences an exacerbation of pre-
existing inflammatory bowel disease, secukinumab should be
discontinued and appropriate medical management should be initiated.
Hypersensitivity reactions: Rare cases of anaphylactic reactions have
been observed. If an anaphylactic or serious allergic reactions occur,
discontinue immediately and initiate appropriate therapy. Vaccinations:
Do not give live vaccines concurrently with Cosentyx; inactivated or
non-live vaccinations may be given. Paediatric patients should receive
all age appropriate immunisations before treatment with Cosentyx.
Latex-Sensitive Individuals: The removable needle cap of the 150mg
pre-filled pen contains a derivative of natural rubber latex. Concomitant
immunosuppressive_therapy: Combination with immunosuppressants,
including biologics, or phototherapy has not been evaluated in psoriasis
studies. Cosentyx was given concomitantly with methotrexate,
sulfasalazine and/or corticosteroids in arthritis studies. Caution when
considering  concomitant use of other immunosuppressants.
Interactions: Live vaccines should not be given concurrently with
secukinumab. No interaction between Cosentyx and midazolam
(CYP3A4 substrate) seen in adult psoriasis study. No interaction
between Cosentyx and methotrexate and/or corticosteroids seen in
arthritis studies. Fertility, pregnancy and lactation: Women of
childbearing potential: Use an effective method of contraception during
and for at least 20 weeks after treatment. Pregnancy: Preferably avoid
use of Cosentyx in pregnancy. Breast feeding: It is not known if
secukinumab is excreted in human breast milk. A clinical decision
should be made on continuation of breast feeding during Cosentyx
treatment (and up to 20 weeks after discontinuation) based on benefit

Recommended dose is 300 mg monthly. Based on clinical response,
the maintenance dose can be increased to 300 mg every 2 weeks.
Contraindications: Hypersensitivity to the active substance or
excipients. Clinically important, active infection. Warnings &
Precautions: /nfections: Potential to increase risk of infections; serious
infections have been observed. Caution in patients with chronic
infection or history of recurrent infection. Advise patients to seek
medical advice if signs/symptoms of infection occur. Monitor patients
with serious infection closely and do not administer Cosentyx until the
infection resolves. Non-serious mucocutaneous candida infections
were more frequently reported for secukinumab in the psoriasis clinical
studies. Should not be given to patients with active tuberculosis (TB).
Consider anti-tuberculosis therapy before starting Cosentyx in patients
with latent TB. Inflammatory bowe! disease (including Crohn’s disease
and ulcerative colitis): New cases or exacerbations of inflammatory
bowel disease have been reported with secukinumab. Secukinumab, is
not recommended in patients with inflammatory bowel disease. If a
patient develops signs and symptoms of inflammatory bowel disease or
experiences an exacerbation of pre-existing inflammatory bowel
disease, secukinumab should be discontinued and appropriate medical
management should be initiated. Hypersensitivity reactions: Rare cases
of anaphylactic reactions have been observed. If an anaphylactic or
serious allergic reactions occur, discontinue immediately and initiate
appropriate therapy. Vaccinations: Do not give live vaccines concurrently
with Cosentyx; inactivated or non-live vaccinations may be given.
Paediatric patients should receive all age appropriate immunisations
before treatment with Cosentyx. Latex-Sensitive Individuals: The
removable needle cap of the 75mg and 150 mg pre-filled syringe and
150mg pre-filled pen contains a derivative of natural rubber latex.
Concomitant _immunosuppressive _therapy: ~ Combination ~ with
immunosuppressants, including biologics, or phototherapy has not
been evaluated in psoriasis studies. Cosentyx was given concomitantly
with methotrexate, sulfasalazine and/or corticosteroids in arthritis
studies. Caution when considering concomitant use of other
immunosuppressants. Interactions: Live vaccines should not be given
concurrently with secukinumab. No interaction between Cosentyx and
midazolam (CYP3A4 substrate) seen in adult psoriasis study. No
interaction between Cosentyx and methotrexate and/or corticosteroids
seen in arthritis studies. Fertility, pregnancy and lactation: Women of
childbearing potential: Use an effective method of contraception during
and for at least 20 weeks after treatment. Pregnancy: Preferably avoid
use of Cosentyx in pregnancy. Breast feeding: It is not known if
secukinumab is excreted in human breast milk. A clinical decision
should be made on continuation of breast feeding during Cosentyx
treatment (and up to 20 weeks after discontinuation) based on benefit
of breast feeding to the child and benefit of Cosentyx therapy to the
woman. Fertility: Effect on human fertility not evaluated. Adverse

of breast feeding to the child and benefit of Cosentyx therapy to the
woman. Fertility: Effect on human fertility not evaluated. Adverse
Reactions: Very Common (>1/10): Upper respiratory tract infection.
Common (>1/100 to <1/10): Oral herpes, headache, rhinorrhoea,
diarrhoea, nausea, fatigue. Uncommon (>1/1,000 to <1/100): Oral
candidiasis, lower respiratory tract infections, neutropenia, inflammatory
bowel disease. Rare (>1/10,000 to <1/1,000): anaphylactic reactions,
exfoliative dermatitis (psoriasis patients), hypersensitivity vasculitis. Not
known: Mucosal and cutaneous candidiasis (including oesophageal
candidiasis). Infections: Most infections were non-serious and mild to
moderate upper respiratory tract infections, e.g. nasopharyngitis, and
did not necessitate treatment discontinuation. There was an increase in
mucosal and cutaneous (including oesophageal) candidiasis, but cases
were mild or moderate in severity, non-serious, responsive to standard
treatment and did not necessitate treatment discontinuation. Serious
infections occurred in a small proportion of patients (0.015 serious
infections reported per patient year of follow up). Neutropenia:
Neutropenia was more frequent with secukinumab than placebo, but
most cases were mild, transient and reversible. Rare cases of
neutropenia CTCAE Grade 4 were reported. Hypersensitivity reactions:
Urticaria and rare cases of anaphylactic reactions were seen.
Immunogenicity. Less than 1% of patients treated with Cosentyx
developed antibodies to secukinumab up to 52 weeks of treatment.
Other Adverse Effects: The list of adverse events is not exhaustive,
please consult the SmPC for a detailed listing of all adverse events
before prescribing. Legal Category: POM. MA Number & List Price:
EU/1/14/980/005 - 150mg pre-filed pen x2 £1,218.78;
EU/1/14/980/010 — 300 mg pre-filled pen x 1 £1218.78. Pl Last
Revised: May 2023. Full prescribing information, (SmPC) is available
from: Novartis Pharmaceuticals UK Limited, 2nd Floor, The WestWorks
Building, White City Place, 195 Wood Lane, London, W12 7FQ.
Telephone: (01276) 692255.

UK | 284832 | May 2023

Adverse Event Reporting:

Adverse events should be reported. Reporting

forms and information can be found at
www.mhra.gov.uk/yellowcard. Adverse events should also
be reported to Novartis via uk.patientsafety@novartis.com
or online through the pharmacovigilance intake (PVI) tool at
www.novartis.com/report

If you have a question about the product, please contact
Medical Information on 01276 698370 or by email at
medinfo.uk@novartis.com

Reactions: Very Common (=1/10): Upper respiratory tract infection.
Common (>1/100 to <1/10): Oral herpes, headache, rhinorrhoea,
diarrhoea, nausea, fatigue. Uncommon (>1/1,000 to <1/100): Oral
candidiasis, lower respiratory tract infections, neutropenia, inflammatory
bowel disease. Rare (>1/10,000 to <1/1,000): anaphylactic reactions,
exfoliative dermatitis (psoriasis patients), hypersensitivity vasculitis. Not
known: Mucosal and cutaneous candidiasis (including oesophageal
candidiasis). Infections: Most infections were non-serious and mild to
moderate upper respiratory tract infections, e.g. nasopharyngitis, and
did not necessitate treatment discontinuation. There was an increase in
mucosal and cutaneous (including oesophageal) candidiasis, but cases
were mild or moderate in severity, non-serious, responsive to standard
freatment and did not necessitate treatment discontinuation. Serious
infections occurred in a small proportion of patients (0.015 serious
infections reported per patient year of follow up). Neutropenia:
Neutropenia was more frequent with secukinumab than placebo, but
most cases were mild, transient and reversible. Rare cases of
neutropenia CTCAE Grade 4 were reported. Hypersensitivity reactions.
Urticaria and rare cases of anaphylactic reactions were seen.
Immunogenicity. Less than 1% of patients treated with Cosentyx
developed antibodies to secukinumab up to 52 weeks of treatment.
Other Adverse Effects: The list of adverse events is not exhaustive,
please consult the SmPC for a detailed listing of all adverse events
before prescribing. Legal Category: POM. MA Number & List Price:
PLGB 00101/1205 — 75 mg pre-filled syringe x 1 - £304.70; PLGB
00101/1029 - 150 mg pre-filled pen x2 £1,218.78; PLGB 00101/1030
- 150 mg pre-filled syringe x2 £1,218.78; PLGB 00101/1198 —
300 mg pre-filled pen x 1 £1218.78. Pl Last Revised: June 2023. Full
prescribing information, (SmPC) is available from: Novartis
Pharmaceuticals UK Limited, 2nd Floor, The WestWorks Building, White
City Place, 195 Wood Lane, London, W12 7FQ. Telephone:
(01276) 692255.

UK 1290802 | June 2023

Adverse Event Reporting:

Adverse events should be reported. Reporting
forms and information can be found at
www.mhra.gov.uk/yellowcard. Adverse events should also
be reported to Novartis via uk.patientsafety@novartis.com
or online through the pharmacovigilance intake (PVI) tool at
www.novartis.com/report.

If you have a question about the product, please contact
Medical Information on 01276 698370 or by email at
medinfo.uk@novartis.com
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