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RESUMEN

Introducciéon: La psoriasis es una enfermedad
cutanea inflamatoria crénica inmunomediada que
afecta a casi el 1-2% de la poblacion mundial. El tra-
tamiento biologico de la psoriasis moderada a grave
ha cambiado el paradigma de manejo de la enfer-
medad, permitiendo un mejor control de la misma.

Métodos: Se llevo a cabo un estudio observacio-
nal retrospectivo que incluyd a pacientes con psoria-
sis moderada a grave que fueron tratados durante
al menos 36 semanas con guselkumab. La eficacia
se evalu6 mediante la estimacion de pacientes que
alcanzaron las respuestas PASI 75, PASI 90 y PASI
100 en las semanas 16, 24 y 36. Se utiliz6 la prueba
T de Student para muestras pareadas para determi-
nar la significacion estadistica entre PASI al inicio y
respuesta PASI en las semanas 16, 24y 36.

Resultados: Se incluyeron 22 pacientes, 14 muje-
res (63, 6%), con una edad media de 48, 7 £ 15, 5
afios. El tratamiento con guselkumab redujo el PASI
medio de 10, 3 £ 6 al inicio del estudioa 2,4 = 2 (p =
0,003),1,3+1,8(p=0,001)y0,3 0,6 (p=0,001)

alas 16, 24 y 36 semanas, respectivamente.

Discusion: El primer farmaco en unirse al arsenal
terapéutico anti-IL23 fue guselkumab. La eficacia
obtenida fue superior a la observada en estudios fase
IIT para PASI 90 y 100 a la semana 36. Existen al-
gunos estudios que han evaluado la eficacia a corto
plazo de guselkumab en la practica clinica real; sin
embargo, este farmaco se ha comercializado recien-
temente, limitando la posibilidad de evaluacién du-
rante periodos de tiempo mas prolongados.

Conclusion: Guselkumab presenta buenos resul-
tados en el manejo de la psoriasis en adultos. La
practica clinica real a medio y largo plazo sera fun-
damental, con un mayor tamaino muestral y periodo
de seguimiento.

Palabras claves: Biologico; Dermatologia; Efica-
cia; Guselkumab; Soriasis.

SUMMARY

Introduction: Psoriasis is a chronic immune-
mediated inflammatory skin disease that affects
nearly 1-2% of the population worldwide. Biologic
treatment of moderate-to-severe psoriasis has chan-
ged the disease management paradigm, allowing for
better disease control.

Methods: A retrospective observational study in-
cluding patients with moderate-to-severe psoriasis
who were treated for at least 36 weeks with guselku-
mab. Efficacy was evaluated by estimating the pro-
portion of patients achieving PASI 75, PASI 90 and
PASI 100 responses at weeks 16, 24 and 36. The Stu-
dent t-test for paired samples was used to determine
the significant difference in outcome of patients bet-
ween PASI at baseline and PASI response at weeks
16, 24 and 36.

Reslts: 22 patients were included, 14 women
(63.6%), with mean age of 48.7+15.5. Guselkumab
treatment decreased mean PASI from 10.3£6 at ba-
seline to 2.412 (p=0.003), 1.3£1.8 (p=0.001) and
0.32£0.6 (p=0.001) at 16, 24 and 36 wecks, respec-
tively.

Discussion: The first anti-IL23 drug family to join
the therapeutic arsenal is guselkumab. The efficacy
obtained is higher than that observed in phase IIT
studies for PASI 90 and 100 at week 36. There are
some studies that have evaluated the short-term
effectiveness of guselkumab in real clinical practice;
however, this drug has only recently been marketed,
limiting the possibility of as yet longer treatment pe-
riods.

Conclusion: Guselkumab shows great results in
the management of psoriasis in adults. Medium- and
long-term real clinical practice will be essential, with
a larger sample size and longer follow-up period.

Key words: Biologic; Dermatology; Effectiveness;
Guselkumab; Psoriasis.
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soriasis 13 a chronic immune-mediated inflamma-
Ptory skin disease that affects nearly 1-2% of the

population worldwide'. Approximately 20% of
patients have a moderate-to-severe form of the disease®”.
It is associated with serious comorbidity, including in-
creased risk for depression, psoriatic arthritis, metabolic
disease, major adverse cardiac events (MACLEs), diminis-
hed quality of life, and overall increased mortality".

Over the past two decades, biologic treatment of mode-
rate-to-severe psoriasis has changed the disease mana-
gement paradigm, allowing for better disease control’.
Tumor necrosis factor alpha (I'NF-a) inhibitors (adali-
mumab, etanercept, infliximab, and certolizumab pegol),
IL-17 pathway inhibitors (ixekizamab, brodalumab, and
secukinumab), IL 12/23 inhibitors (ustekinumab), and
IL-23 inhibitors (guselkumab, tildrakizumab, risankizu-
mab and mirikizumab) are availa-
ble for the treatment of moderate-
to-severe psoriasis. Guselkumab is a
tully human immunoglobulin G1 A
(IgG1A) monoclonal antibody that
binds to the p19 subunit of 11.-23°.

In 2017, the USA’s Food and Drug o
Administration (FDA) and the Eu-
ropean Medicines Agency (EMA)
approved guselkumab for treatment
of adult patients with moderate-
to-severe plaque psoriasis who are
candidates for either systemic the-
rapy or phototherapy®, based on
the phase III clinical trials VOYA-
GE 1, VOYAGE 2, NAVIGATE and ECLIPSE.

To date, there are only limited post-marketing data avai-
lable on its effectiveness and tolerance, for that reason,
the efficacy of guselkumab in patients with moderate—se-
vere chronic plaque psoriasis is now being evaluated.

METHODS AND MATERIALS
Patients and Study Design

A retrospective observational study including patients
with moderate-to-severe psoriasis treated with guselku-
mab for at least 36 weeks in outpatient consultation at
the Pharmacy Department of the Juan Ramoén Jiménez

Capsule summary

o Biologic treatment of modera-
te-to-severe psoriasis has changed the
disease management paradigm.

This original article shows gu-
selkumab as a drug to consider in the
management of psoriasis in adults.

o We aim to help the reader to
know effectiveness of guselkumab in
real clinical practice.

University Hospital, in Huelva (Spain). Patients were
candidates to receive guselkumab because of contrain-
dications, intolerance or if they had had an inadequate
response to conventional systemic treatments (i.e., metho-
trexate, cyclosporine, or acitretin), or phototherapy (ul-
traviolet B, psoralen plus ultraviolet A) and failure or
intolerance of TNF-a inhibitors. Patients who had not
received at least 4 doses of guselkumab were excluded.
Patients’ data regarding the demographic characteris-
tics (age, sex), comorbidities, previous systemic and/or
biological therapies were extracted from the University
Hospital’s digital database.

Outcome Measures

The Psoriasis Area Severity Index (PASI) was used to as-
sess the severity of plaque psoriasis;
its values were recorded at baseline
and at weeks 12, 16, 24, 28 and 36

of treatment.

Moderate-to-severe psoriasis was
defined as PASI >10 or involve-
ment of sensitive areas such as the
face, scalp, hands, or genital areas.

Efficacy was evaluated by estima-
ting the proportion of patients
achieving PASI 75 (at least a 75
percent reduction in the PASI sco-
re), PASI 90 (at least a 90 percent
reduction in the PASI score) and
PASI 100 (complete clerarance) responses at weeks 16,

24 and 36.

Statistical Analysis

Descriptive statistics were gathered for each variable,
means and standard deviations were used for the descrip-
tion of numerical variables, and absolute and relative fre-
quencies were used for categorical variables. The Student
t-test for paired samples was used to determine the signi-
ficant difference in outcome of patients between PASI at
baseline and PASI response at weeks 16, 24 and 36. For
the measurement of significant difference in outcome, a
confidence interval of 95% was deemed acceptable. Data
were analyzed using IBM® SPSS Statistics® v 19.0.



REsuLTs
Patient Demographic and Clinical Characteristics

This analysis included 22 patients, 14 of whom were
women (63.6%), with a mean age of 48.7£15.5 years.
The demographic and clinical features of the study po-
pulation are summarized in Table 1. All patients had
chronic plaque psoriasis. Hypertension, dyslipidemia and
depression were the most frequent comorbidities obser-
ved (39.1%, 50% and 50%, respectively). Most patients
had previously undergone systemic therapy (90%), with
methotrexate and cyclosporine being the most prescri-
bed drugs. Most patients had previously been treated
with a biologic drug (90%, n=20); nine patients received
one biologic, six patients received two biologics and five
patients received three or more biologics. Adalimumab,
ustekinumab and certolizumab were the most frequent
biologic therapies prescribed (45.5%, 40.9% and 40.9%,
respectively).

PASI Response

Mean PASI at baseline was 10.31£6.Nineteen patients
received guselkumab in a standard dosing regimen (In-
duction phase: 100 mg subcutaneously at weeks 0 and
4, and a maintenance dose every 8 weeks thereafter)
and three patients received guselkumab at week 0 and
a maintenance dose every 8 weeks thereafter, without
induction phase. Guselkumab treatment decreased
mean PASI from 10.316 at baseline to 2.4£2 (p=0.003),
1.3£1.8 (p=0.001) and 0.3+0.6 (p=0.001) at 16, 24 and
36 weeks, respectively. Figure 1 shows the evolution of
the PASI score. At 16 weeks, PASI 75, 90 and 100 respon-
se was achieved in 50%, 31.8% and 22.7% of patients,
respectively, at 24 weeks, PASI 75, 90 and 100 response
was achieved in 86.4%, 54.5% and 40.9%, respectively,
whereas at 36 weeks, PASI 75, 90 and 100 response was
achieved in 100%, 77.3% and 72.7% of patients, respec-
tively. Figure 2 shows the evolution of the percentage of
patients achieving the PASI 75, 90 and 100 responses.

Subgroup of patients were identified, stratifying patients
with PAST score > or <10 at baseline. Regarding the PASI
90 response, patients with PASI score > 10 at baseline
achieved before response compared to those with PASI
score < 10 at baseline; however the PASI 100 response
seems to have been achieved earlier by patients with PASI
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Tabla 1
Baseline clinical characteristics of psoriasis patients

Patients (n=22)

Age (years), average = SD 48,7 +15.5

Gender, % (n)
Female 63.6 (14)
Male 36,4 (8)

Comorbidities, % (n)
Depression 50 (11)
Diabetes 31.8 (7)
Dyslipidemia 50 (11)
Hypertension 59.1 (13)

Psoriatic arthritis 45.5 (10)

PASI score, average + SD 10.3+6
Previous bDMARD treatments, % (n)
0 9(2)
1 40.9(9)
2 27.3(6)
>3 22.7(5)

Previous treatments, % (n)
NUVB 45.5 (10)
ACT 68.2 (15)
MTX 50 (11)
CyA 36.4(8)
IFX 40.9(9)
ETN 22.7(5)
ADA 45.5 (10)
UST 40.9(9)
SEC 31.8(7)
IXE 36.4(8)

PASI, psoriasis area and severity index; bDMARD, biologic
disease modifying anti-rheumatic drugs; NUVB, narrowband
UVB; ACT, acitreting MTX, methotrexate; CyA, cyclosporin
A; IFX, infliximab; ETN, etanercept; ADA, adalimumab; CER,
certolizumab; USTT, ustekinumab; SEC, secukinumab; IXE, ix-
ekizumab
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PASI score

p=0.001

p=0.001

Baseline 12 Weeks 16 Weeks 24 Weeks 28 Weeks 36 Weeks

Figure 1
Evolution of the PASI score.

score < 10 at baseline (Figure 3). No significant differen-
ces were found between group of patients with PASI sco-
re > or <10 at baseline.

DiscuUssION

The first anti-IL23 drug family to join the therapeutic
arsenal is guselkumab. The discovery of the 11.-23 axis,
widely considered the most critical pathogenic pathway
in the development of psoriasis, and the development of
drugs targeting this pathway, have shifted the paradigm
of the management of this condition®"*.

In this retrospective study, data were analyzed from 22
patients with moderate-to-severe psoriasis treated with
guselkumab who had either not responded, or had con-
traindications or were intolerant, to conventional syste-
mic treatments (1.e., methotrexate, cyclosporine, or acitre-
tin), phototherapy (ultraviolet B, psoralen plus ultraviolet
A), or who had not response (failure or intolerance) to
TNF-a inhibitors.

The efficacy obtained is comparable to that observed in
phase III studies regarding PASI 75 at week 24 (91.2% in
VOYAGE 1 and 89.1% in VOYAGE 2)10, 11. In addi-
tion, it is higher than that observed for PASI 90 and 100
at week 36 (76.3% VOYAGE 1 and 47.4% VOYAGE 1,
respectively) 10. However, PASI 90 and 100 response va-
lues obtained from this study, at weeks 16 and 24, are
lower than that observed for VOYAGE 1 and VOYAGE
2 trials'®!!. It should be noted that, in VOYAGE 1 PASI
100, the response remained relatively unchanged from

100%
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Patients (%)
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Figure 2

Evolution of the number of patients achieving PASI 75, 90 and

100 responses.
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Patients with PASI score < 10 at baseline compared to those with
PASI score >10.



week 24 to week 48 (44.4% to 47.4%), nevertheless, in
this study, the PAST 100 response increases threefold from
week 24 to week 36.

There are some studies that have evaluated the short-
term effectiveness of guselkumab in real clinical practi-
ce'*!*. Consistent results reported with clinical trials are
even slightly higher. Galluzo M et al' retrospectively
examined a database of 52 patients with moderate-to-
severe psoriasis treated with guselkumab and followed up
for 1 year, and they found that the proportion of patients
achieving complete remission at early as well as later time
points was superior in their study compared to clinical
trials. In the study performed by Fougerousse AC et al.”®
with 63 patients with moderate-to-severe psoriasis trea-
ted with guselkumab over a period of 16 weeks, PASI
90 response at week 16 was lower than that observed for
VOYAGE | and VOYAGE 2; according to these authors,
the differences in characteristics between patients in pha-
se IIT studies and their patient population could explain
these results: lower disease severity. These results are
comparable to ours, considering that the 54.5% (n=12)
patients had a PASI score <10 at treatment initiation
with guselkumab, and the percentage of patients pre-
viously exposed to biologics was larger. Another real-life
study performed in Spain by Rodriguez Fernandez-Freire
L et al. presents results that are comparable to ours (100%
of patients achieved a PASI 75 response, about 77% pa-
tients achieved PASI 90 response, and about 72% achie-
ved PASI 100 at 36 weeks). Real-life experience using gu-
selkumab and findings reported confirm the early, rapid
and sustained effectiveness of guselkumab'.

An important limitation of this study could be the small
number of patients and the brief follow-up period. Howe-
ver, this drug has only recently been marketed, limiting
the possibility of performing longer treatment periods®.

CONCLUSION

Guselkumab shows great results in the management of
moderate-to-severe psoriasis in adults, confirming its efhi-
cacy in this disease. Medium- and long-term real clinical
practice will be essential, with larger sample sizes and
longer follow-up periods.
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