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ABSTRACT

Introduction: Psoriasis is a chronic immune-mediated disease that can be challenging to treat,
especially in patients with severe disease or high body weight. Tildrakizumab is a monoclonal antibody
which inhibits IL-23, approved for moderate-to-severe psoriasis with a standard 100mg dose. A 200mg
dose may provide greater efficacy for patients over 90kg or with high disease burden.

Methods: This multicenter, prospective study evaluated the effectiveness and safety of tildrakizumab
200mg in patients with moderate-to-severe psoriasis, focusing on those with specific challenges: body
weight over 90kg, baseline PASI >20, and difficult-to-treat areas. The study also compared bio-naive
versus bio-experienced and male versus female patients. Adults received tildrakizumab 200mg
subcutaneously at weeks 0 and 4, then every 12weeks.

Results: Clinical improvements were assessed using PASI, DLQI, genital PASI, and NAPSI scores. After
24 weeks, the mean PASI score dropped from 14.6 to 0.4, with PASI 90 and PASI 100 scores exceeding
80% (100.0% and 80.3%, respectively). DLQI scores improved from 14.2 to 1.8, and significant
improvements were seen in genital PASI and NAPSI scores. No significant adverse events occurred.
Conclusions: Tildrakizumab 200 has been shown to be an effective therapeutic option, particularly for
patients with high body weight, significant disease burden, and involvement of sensitive areas with no
new safety signals.

ARTICLE HISTORY
Received 16 September 2024
Accepted 14 October 2024

KEYWORDS

Effectiveness; psoriasis;
tildrakizumab; tildrakizumab
200 mg; anti-IL23

severe psoriasis. It selectively targets the p19 subunit of IL-23, block-
ing its interaction with its receptor and thereby inhibiting the
IL17-TH17 pathway (8). It is approved with a standard dose of
100mg at weeks 0, 4, and subsequently every 12weeks. However,
an increased dose of 200mg may be considered for patients with
specific characteristics, such as a high disease burden or body
weight over 90kg (9). Pharmacokinetic studies reveal reduced drug
exposure with increasing body weight, with a typical 30% reduction
in exposure among adult patients weighing over 90kg compared to
their counterparts (4). Notably, dosage adjustments during therapy

Introduction

Psoriasis is a chronic immune-mediated inflammatory skin disorder
with a global estimated prevalence of 2-3% (1). A variety of treat-
ments are available for patients with psoriasis, including photother-
apy, as well as topical and systemic therapies (2). Variability in drug
response is influenced by factors such as disease severity, comorbid-
ities, genetic profile, and overall clinical condition. Emerging evi-
dence underscores the correlation between disease severity and
excess weight, as well as its impact on the efficacy of various treat-
ments (3-5). Biological therapies have revolutionized the manage-

ment of psoriasis by targeting specific immune pathways like
Interleukin (IL)-23 and IL-17, which play pivotal roles in the inflam-
matory process (6). Recent studies emphasize the importance of
personalized therapy to enhance therapeutic outcomes, reduce side
effects, and optimize treatment efficacy (7). Tildrakizumab is a
monoclonal antibody approved for the treatment of moderate to

afford significant flexibility (10,11). The aim of our study was to eval-
uate the effectiveness of tildrakizumab 200mg in patients with
moderate-to-severe psoriasis with a focus on patients with a body
weight over 90kg and/or presenting PASI > 20 or involvement of
difficult to treat areas, bio-naive versus bio-experienced patients and
male vs female patients.
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Materials and methods
Study design

This is an observational, prospective, multicenter, real-world study,
performed in 12 sites in central and southern ltaly. A total of 89
patients were enrolled between October 2023 and January 2024, with
an observation period lasting 24weeks; additional data will be col-
lected for up to one year. All patients included in our study had a
body weight above 90kg and/or a high disease burden (PASI > 20 or
the involvement of difficult-to-treat areas). Patients’ eligibility for til-
drakizumab treatment was assessed according to the Italian
Adaptation of euroGuiDerm guideline on the systemic treatment of
chronic plaque psoriasis (12). Tildrakizumab was administered in line
with standard clinical practice, adhering to AIFA appropriateness crite-
ria and the product’s summary of characteristics. The dosing regimen
consisted of one subcutaneous injection of 200mg tildrakizumab at
Weeks 0 and 4, followed by subsequent injections every 12weeks. All
patients enrolled have signed the informed consensus. All patients
enrolled have signed the informed written consensus to take part in
the research prior to the commencement of the study. The study has
been conducted accordingly to the Declaration of Helsinki.

Primary end point

The primary endpoint consisted in assessing the effectiveness of til-
drakizumab 200mg over time evaluating the improvement in psori-
asis severity using the Psoriasis Area and Severity Index (PASI)
scores. The evaluation was carried out at different time points (base-
line, week 4, week 16, week 24) and the percentage of patients
achieving significant reductions in PASI scores from baseline was
assessed (e.g. PASI90 and PASI100).

Secondary end points

Secondary end points consisted in assenting the clinical improvement
for patients suffering from genital, palmoplantar and/or nail psoriasis.
GPASI (Genital PASI) and NAPSI score (Nail Psoriasis Severity Index) as
well as DLQI (Dermatology Life Quality Index) have been also evaluated.

Statistical analysis

The sample has been described in its clinical and demographic charac-
teristics applying descriptive statistics techniques. Qualitative variables
have been described with absolute frequencies and percentage; quan-
titative variables have been summarized with mean and standard devi-
ation. Normality test has been performed applying the Wilcoxon signed
rank test. To evaluate the efficacy of tildrakizumab 200mg, PASI and
DLQI have been considered. Results from PASI score, NAPSI, G-PASI and
DLQI have been, for each time points, described applying the already
mentioned descriptive statistics techniques. To evaluate the efficacy of
tildrakizumab 200mg, changes over times of PASI score, DLQI score,
G-PASI and NAPSI have been investigated. A Friedman test has been
performed on PASI, G-PASI and NAPSI score (given the violation of nor-
mality) with Bonferroni correction for multiple comparisons. To evaluate
the changes over time of DLQI score the Wilcoxon Signed Rank Test
has been performed. Four subgroup analyses were performed compar-
ing the therapeutic response, in terms of PASI and DLQI improvement,
in patients with a body weight over 90 kilograms, in patients present-
ing a high disease burden (PASI score at baseline over 20), bio-naive
patients vs bio-experienced and males vs females; an ANOVA mixed
model for repeated measures has been applied. Tildrakizumab 200mg
safety was evaluated investigating the frequency and the severity of

adverse events. A p-value < 0.05 was considered as significant. Analyses
were performed using R version 4.1.2 (2021-11-01).

Results

A total of 89 patients, 70.8% males and 29.2% females, with mean
age of 50years (SD = 13.7) have been included in the study. The
diagnosis was psoriasis (PsO) for all the 89 patients. Concerning the
affected body areas, 12 patients (13.5%) presented genital psoriasis,
11 patients (12.4%) nail psoriasis and 11 patients (12.4%) palmo-
plantar psoriasis. Two patients (2.2%) presented all of the three
areas as affected. A total of 8 patients (8.9%) presented a combina-
tion of two affected areas. The mean age of disease onset was
34.1years (SD = 13.6) and the mean disease duration was 16.1years
(SD= 11.9). The mean BMI was 30.1 (SD= 5.1) and 84.3% of patients
presented a BMI higher than 25. Concerning therapies, 75.3% of
patients underwent a traditional systemic therapy and 43.8% were
bio-naive. The majority of sampled patients (66.3%) presented
comorbidities. Patients classified as having a high disease burden
(PASI score at baseline 220) were 27 (30.3%). Table 1 describes

Table 1. Clinical and demographic characteristics of the sample (N=89).
Sex (n; %)
M

63 70.8

F 26 29.2
Diagnosis (n; %)

PsO 89 100.0
Details about psoriasis affecting

genital, ungual or palmoplantar

area (n; %)

No difficult-to-treat areas 45 50.6

Genital 12 13.5

Palmoplantar 1" 124

Ungual 1 12.4

Palmoplantar and Ungual 5 5.6

Genital and Ungual 2 22

Palmoplantar and Genital and 2 2.2

Ungual

Palmoplantar and Genital 1 1.1
Age (mean; SD) 50.1 13.7
BMI (mean; SD) 30.1 5.1
Disease onset age (years) (mean; SD) 34.1 13.6
Disease duration (years) (mean; SD) 16.1 11.9
Traditional therapy (n; %)

Yes 67 753

No 22 247
Bio-Naive (n; %)

No 50 56.2

Yes 39 43.8
Comorbidities (n; %)

Yes 59 66.3

No 30 337
Comorbidities ™ (n; %)

Dismetabolic 44

Dislipidemia 42

Cardiometabolics 20

CcvD 8

Cancer 5

COPD 1

Depression 1

other 6
Weight (cutoff = 90kg)

>90 50 56.2

<90 39 43.8
BMI (cutoff = 25)

>25 75 84.3

<25 14 15.7
Baseline PASI| (cutoff = 20)

<20 62 69.7

>20 27 303

PsO: Psoriasis; SD: Standard Deviation; BMI: Body Mass Index; (1)=Number of
times a certain group of pathologies has been mentioned; each patient could
indicate more than one disease.



clinical and demographic details about the sample and Table 2 for
details about administered therapies prior to tildrakizumab.

PASI score

At baseline the mean PASI score was 14.6 (SD = 7.7), with a mini-
mum of 2 and a maximum of 38 points. After 4weeks of treatment,
PASI scores reduced reaching a mean value of 6.0 (SD = 4.7), with a
minimum of 0 and a maximum score of 19 points. After 16weeks of
treatment the mean PASI score was 1.1 (SD = 1.7) and during the last
follow-up (24 weeks) the mean PASI score reached the mean value of
0.4 (SD = 1.0). A Friedman test highlighted that there were differences
in PASI score between the timepoints (p<0.0001). Pairwise compari-
sons were performed with a Bonferroni correction for multiple com-
parisons and only the comparison between week 16 and week 24
PASI score was not statistically significantly different (p=0.106).
Concerning PASI-90 and PASI-100, after 4weeks of treatment 98.7% of
patients achieved PASI-90 and 9.7% achieved PASI-100. By the end of
the follow-up 100.0% of patients achieved PASI-90 and 80.3%
achieved PASI-100 (see Table 3 and Figures 1 and 2).

DLQI score

DLQI score decreased significantly from baseline to week 24.
The median value at baseline was 14.0 and at week 24 was 0.0
(Table 4). The Wilcoxon signed rank test highlighted a significant
difference between the two considered time points, p<0.001.

Table 2. Distribution of traditional systemic therapy and distribution of biologics
therapy administered prior to tildrakizumab.

A: Distribution of traditional systemic therapy (N=67)

n %
Methotrexate 20 299
Cyclosporin 17 254
Methotrexate Cyclosporin 1 16.4
Acitretin 6 9.0
Acitretin Methotrexate 2 3.0
Cyclosporin Steroids 2 3.0
Dimethyl fumarate 2 3.0
Acitretin Apremilast 1 15
Cyclosporin Acitretin 1 1.5
Cyclosporin Steroids Methotrexate 1 1.5
Phototherapy 1 1.5
Methotrexate Steroids 1 15
Methotrexate Steroids Topic 1 1.5

calcipotriol
Steroids 1 1.5
Total 67 100.0
B: Distribution of biologics therapy (N=50)

n %
ADALIMUMAB 18 36.0
ETANERCEPT 7 14.0
TILDRAKIZUMAB 100 5 10.0
BRODALUMAB 3 6.0
ADALIMUMAB - INFLIXIMAB 2 4.0

- USTEKINUMAB

ADALIMUMAB - SECUKINUMAB 2 4.0
RISANKIZUMB - TILDRAKIZUMAB 100 2 4.0
SECUKINUMAB 2 4.0
USTEKINUMAB 2 4.0
ADALIMUMAB - BRODALUMAB 1 2.0
ANTI TNF-a 1 2.0
ETANERCEPT - SECUKINUMAB 1 2.0
ETANERCEPT - TILDRAKIZUMAB 100 1 2.0
IXEKIZUMAB 1 2.0
RISANKIZUMAB 1 2.0
SECUKINUMAB - TILDRAKIZUMAB 100 1 2.0

TOTAL 50
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G-PASI score

Concerning the G-PASI (17 patients affected; 19.1%), at baseline
the mean G-PASI score was 6.71 (SD = 3.46), with a minimum of
2 and a maximum of 14 points. After 4weeks of treatment,
G-PASI scores had reduced reaching a mean value of 1.87 (SD =
1.55). After 16 weeks of treatment the mean G-PASI score was
0.18 (SD = 0.5) and these results remained stable until the end
of the study; see Table 5. A Friedman test highlighted that there
were differences in G-PASI score between the timepoints
(p<0.001). Pairwise comparisons highlighted that the compari-
sons between baseline and all the other timepoints were

Table 3. Descriptive statistics for PASI score at each timepoint.

PASI_BL PASI_WEEK_4 PASI_WEEK_16 PASI_WEEK_24
N 89 82 82 71
Mean 14.6 6.0 1.1 04
Std.dev. 7.7 47 1.7 1.0
Median 13.0 49 0 0
Min 2 0 0 0
Max 38 19 10 5
PASI 90 81/82 (98.7%)  82/82 (100.0%)  71/71 (100.0%)
PASI 100 8/82 (9.7%) 42/82 (51.2%) 57/71 (80.3%)

Mean PASI score at each timepoint
16 14,6

14
12

10

L1 0,4

Baseline Week 4 Week 16 Week 24

Figure 1. Mean PASI score for the whole sample at each timepoint.

Proportion of patients achieving PASI 90 and PASI 100 at each timepoint
120

: - 100
100
80
60 - »ﬂx‘1;$/%o,f;
<
: — <
. ;Mv»w,«;—
0 5

Week 4 Week 16 Week 24

s PAS| 90 s PAS| 100

Figure 2. Proportion of patients in the sample achieving PASI 90 and PSI 100 at
each timepoint.

Table 4. Descriptive statistics for DLQI score at each timepoint.

Baseline Week 24
N 88 72
Mean 14.2 1.8
Std.dev. 6.4 2.7
Median 14.0 0
Min 1 0
Max 30 12
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statistically significantly different (baseline vs wk-4: p=0.038;
baseline vs wk-16: p<0.001; baseline vs wk-24: p<0.001) and
moreover wk-4 vs wk-24: p=0.046.

Concerning G-PASI-90 and G-PASI-100, already at week 4
93.3% of patients achieved G-PASI-90 and 20.0% achieved
G-PASI-100. G-PASI-90 achieved 100% of patients in week 16
and maintained the result until the end of the study. G-PASI-100
reached 87.5% in week16 and the decreased to 81.8% in week
24. This is due to the fact that 5 patients who achieved
G-PASI-100 in week 16 were missed at 24weeks follow-up
(Table 5).

NAPSI score

NAPSI has been evaluated at baseline and at each time point of
the follow-up. At baseline the mean NAPSI score was 16.1 (SD =
18.3) and by the end of the study it reached a mean value of 3.0
(SD = 6.7). A Friedman test highlighted that there were differences
in NAPSI score between the timepoints (p<0.001). Pairwise com-
parisons highlighted that only two comparisons between time-
points were not statistically significantly different: baseline vs week
4 (p=0.053) and week 16 vs week 24 (p=0.302). See Table 6 for
details and Figure 3.

Table 5. Descriptive statistics for G-PASI score at each timepoint.
G-PASI_BL G-PASI_WEEK_4  G-PASI_WEEK_16  G-PASI_WEEK_24

N 17 15 16 1

Mean 6.71 1.87 0.188 0.182

Std.dev. 3.46 1.55 0.544 0.405

Median 7 2 0 0

Min 2 0.0 0.0 0.0

Max 14.0 5.0 2.0 1.0

G-PASI 14/15 (93.3%) 16/16 (100.0%) 11/11 (100.0%)
90

G-PASI 3/15 (20%) 14/16 (87.5%) 9/11 (81.8%)
100

Table 6. Descriptive statistics for NAPSI score at each timepoint.

Baseline Week 4 Week 16 Week 24
N 20 20 19 18
Mean 16.1 10.3 55 3.0
Std.dev. 18.3 10.0 11.6 6.7
Median 10.0 8.0 0 0
Min 2 0 0 0
Max 70 40 46 22
Mean NAPSI score at each time point

18.0 16.1

16.0

14.0

120 10.3

10.0

8.0

5.5

6.0

4.0 3.0

20

0.0

Baseline Week 4 Week 16 Week 24

Figure 3. Mean NAPSI score at each timepoint for patients affected by nail
psoriasis.

Subgroups analyses
PASI

Results highlighted a statistically significant main effect of time
(p<0.0001) for all the considered subgroups with all the pairwise
comparisons significant: the sample, regardless of the subgroups,
has significantly different PASI levels across the timepoints. There
was not a statistically significant difference in mean PASI score
between males and females (p=0.771), between weight <90Kg
or weight 290Kg (p=0.175) and between Bio Naive and Bio
Experienced (p=0.635). However, grouping patients by burden of
disease (Baseline PASI < 20 vs Baseline PASI =20) the high-
lighted result is that both the groups experienced a significant
reduction of PASI score with time (p<0.0001) and, in more details,
PASI score were statistically significantly different in the two groups
at baseline (p<0.0001) and at 4weeks (p<0.0001) but no statisti-
cally significant difference was highlighted at week 16 (p=0.129)
and week 24 (p=0.869); see Table 7 and Figure 4.

DLQI

Results highlighted a statistically significant main effect of time
(p<0.0001) for all the considered subgroups with the two pairwise
comparisons significant: the sample, regardless of the subgroups,
has significantly different DLQI levels across the two timepoints.
Results highlighted that there was not a statistically significant
difference in mean DLQI score between males and females
(p=0.457), between weight <90Kg or weight 290Kg (p=0.132)
and between Bio Naive and Bio Experienced (p=0.217). Grouping
patients by burden of disease (Baseline PASI < 20 vs Baseline
PASI =20) the highlighted result is that both the groups experi-
enced a significant reduction of DLQI score with time (p<0.0001)
and, in more details, the two groups of patients presented a sta-
tistically significantly different DLQI score at baseline (p<0.0001)
and at week 24 (p=0.035) (Table 8).

Adverse events and safety

During the observation period, one mild adverse event related to
the drug, itching at the injection site, and two mild events unre-
lated to the treatment, thoracic herpes zoster and headache, were
recorded.

Discussion

Effective long-term management of chronic plaque psoriasis often
requires ongoing treatment and medication adjustments, which
may involve treatment interruption and re-administration, dosage
modifications, or switching from one biologic to a newer one with
a different mechanism of action (4). Patient weight and disease
severity are important factors that can influence the response of
psoriasis to systemic medications (13-15). Studies have shown that
higher body weight may reduce the efficacy of these drugs, poten-
tially due to altered pharmacokinetics and pharmacodynamics
(16). Additionally, the severity of psoriasis can impact treatment
outcomes, as more severe cases may require higher doses or com-
bination therapies to achieve the same level of efficacy.
Understanding these variables is crucial for optimizing treatment
strategies and improving patient outcomes. In the European Union,
biologics for psoriasis are generally administered in fixed dosages.



Table 7. PASI score subgroup analysis.
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Baseline Week 4 Week 16 Week 24
F N 26 25 24 19
mean 14.8 6.5 0.7 0.2
Std.dev. 8.7 47 1.1 0.6
M N 63 57 58 52
mean 14.6 5.8 13 0.5
Std.dev. 7.3 4.7 1.9 1.1
Baseline Week 4 Week 16 Week 24
Weight < 90Kg N 39 38 37 35
mean 14.8 5.6 0.7 0.2
Std.dev. 7.9 44 13 0.5
Weight > 90Kg N 50 44 45 36
mean 14.4 6.3 14 0.7
Std.dev. 7.7 49 1.9 1.3
Baseline Week 4 Week 16 Week 24
Baseline PASI < 20 N 62 56 56 45
mean 10.4 4.2 0.9 0.5
Std.dev. 44 33 1.2 1
Baseline PASI > 20 N 27 26 26 26
mean 24.2 9.7 1.6 0.4
Std.dev. 4.5 5.1 2.5 1
Baseline Week 4 Week 16 Week 24
Bio experienced N 50 49 47 4
mean 14.1 6.7 1.4 0.5
Std.dev. 7.1 5.1 1.9 1.2
Bio naive N 39 33 35 30
mean 15.2 49 0.7 0.3
Std.dev. 8.5 37 14 0.7
Mean PASI score at each timepoint in PASI_BL<20 and PASI_BL>=20 subgroups
25.000 24.354
\\\}
20.000
15.000 :
11.125 \
10.000
5.000
0.475
6,600 1.023 —
Baseline Week 4 Week 16 Week 24
—=@=PAS|_BL<20 ==@=PAS|_BL>=20 0:403

Figure 4. Mean PASI score at each timepoint in PASI_BL < 20 and PASI_BL = 20 subgroups.

However, certain biologics allow for different dosages based on
patient weight and response. For instance, ustekinumab offers two
distinct fixed dosages depending on the patient’s body weight.
Bimekizumab's treatment frequency can be increased to enhance
response in patients weighing =120kg who do not achieve com-
plete skin clearance by week 16 (16,17). Additionally, secukinumab
can be administered every two weeks to provide additional bene-
fits for patients weighing =90kg (18). In this context, it can be
stated that dosing flexibility is a peculiarity of tildrakizumab as it
is the only biologic for the treatment of moderate to severe plaque
psoriasis that leaves the physician the choice of the optimal

dosage for each patient. Indeed, as reported in the tildrakizumab's
Summary of Product Characteristic (SmPC), the recommended
dose is 100mg by subcutaneous injection at weeks 0, and 4 and
every 12weeks thereafter but at the physician’s discretion, in
patients with high disease burden or in patients above 90kg of
body weight a dose of 200mg may provide greater efficacy. The
effectiveness and safety of tildrakizumab in treating plaque psori-
asis were established through two phase lll, double-blind, random-
ized studies: reSURFACE 1 and reSURFACE 2 (11,19). These studies
enrolled adult patients with moderate-to-severe plaque psoriasis
and participants were assigned to receive either tildrakizumab
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Table 8. DLQI score subgroup analysis.

Baseline Week 24
F N 26 19
mean 14.8 1.6
Std.dev. 6.1 2.5
M N 62 53
mean 14.0 1.9
Std.dev. 6.5 2.8

Baseline Week 24
Weight < 90Kg N 39.0 35.0
mean 15.7 1.8
Std.dev. 6.8 24
Weight > 90Kg N 49.0 37.0
mean 131 1.7
Std.dev. 5.8 3.1

Baseline Week 24
Baseline PASI < 20 N 61 46
mean 12.5 23
Std.dev. 5.8 3.1
Baseline PASI > 20 N 27.0 26.0
mean 18.1 0.9
Std.dev. 6.1 1.7

Baseline Week 24
Bio experienced N 49.0 41.0
mean 134 1.5
Std.dev. 6.3 2.1
Bio naive N 39.0 31.0
mean 15.2 2.2
Std.dev. 6.5 33

200mg, tildrakizumab 100mg, or placebo in reSURFACE1, includ-
ing an additional group receiving etanercept 50mg in reSURFACE?2.
Both studies demonstrated that tildrakizumab 200mg and 100 mg
were significantly more effective than placebo and Etanercept,
with good tolerance observed for both doses and long-term con-
trol of psoriasis maintained for up to five years. Tildrakizumab,
administered at both dosages, also demonstrated improved effi-
cacy during therapy and good response following drug interrup-
tion with subsequent re-adminitration (20). Further pooled
post-hoc analysis from both reSURFACE studies showed that body
weight had minimal impact on PASI and DLQI changes at week 28.
Patients weighing more than 90kg responded similarly to both
doses of tildrakizumab, with no significant differences at weeks 28,
52, or 244. However, stratifying patients based on weight, a trend
indicated that those over 90kg had a slightly better response to
tildrakizumab 200mg compared to 100mg and this data became
statistically significant in patients weighing 120kg or more, sug-
gesting a clinical advantage for this subgroup (19). The treatment
remained effective and had a favorable safety profile even in
patients with metabolic syndrome (11). Notably, stratifying patients
based on baseline PASI, it was observed that patients with PASI >
20 responded better to tildrakizumab 200 mg (59.4%) compared to
tildrakizumab 100mg (48.6%), at week 28, suggesting greater effi-
cacy of the higher dose in patients with a high disease burden (4).
Although there is ample evidence regarding the efficacy of til-
drakizumab 100mg in clinical practice, real-world data on the effi-
cacy of tildrakizumab 200mg are limited (21-24). Becher et al.
conducted a real-life study assessing the efficacy and tolerability
of the drug at both doses in 122 patients. They found a 75% effec-
tiveness rate overall, with patients weighing >120kg responding
better to the higher dosage, consistent with findings from reSUR-
FACE 1 and 2 (9). Gargiulio et al. conducted a 16-week multicenter
retrospective study to compare the efficacy and safety of tildraki-
zumab 200mg versus tildrakizumab 100mg in 498 patients suffer-
ing from moderate-to-severe plaque psoriasis with significant
disease burden or high body weight. Tildrakizumab 200mg
demonstrated superior efficacy compared to 100mg in patients

with a body weight = 90kg and substantial disease burden.
Specifically, tildrakizumab 200mg exhibited better performance after
16weeks in individuals with severe plaque psoriasis affecting
challenging-to-treat areas (25). In our real-world study, at week 16,
PASI 90 and PASI 100 were achieved by 100.0% and 51.2% of
patients. PASI 100 reached 80.3% at week 24 with a mean PASI value
of 0.4. DLQI score decreased significantly from baseline to week 24.
The median value at baseline was 14.0 and at week 24 was 0.0.
GPASI 90 and GPASI 100 were already achieved by, respectively,
100.0% and 87.5% of patients by the 16th week with a mean score
of 0.18 which remained stable until the end of the study. NAPSI also
showed excellent nail component response, starting from a mean
value of 16.1 at baseline to reach 3.0 after 24 weeks. Weight did not
appear to influence therapy response when patients were stratified
into >90kg and <90kg groups. Similarly, sex did not influence the
response to therapy. Patients with a high disease burden (Baseline
PASI > 20) presented a statistically significant higher PASI score, com-
pared to Baseline PASI < 20 patients, at the beginning of the treat-
ment; this difference was not statistically significant in week 16 and
week 24. Moreover tildrakizumab 200mg produced a reduction in
mean PASI from baseline to week 4 of 60% in both subgroups, indi-
cating its effectiveness also in high burden patients. Therefore,
despite patients with a high disease burden requireing more time to
achieve an optimal response, tildrakizumab 200mg has proven effec-
tive in this group of patients, confirming findings from reSURFACE |
and IIl. Comparing response curves of biologically naive and experi-
enced patients, these are overlapping as early as the fourth week of
therapy. Therefore, efficacy of tildrakizumab 200mg is not influenced
by prior biological therapies. In our study, tildrakizumab demon-
strated a favorable safety profile, with no significant adverse effects
reported up to week 24 among all patients receiving the treatment,
consistent with findings from phase Il studies. Unfortunately, it was
not possible to perform subgroup analyses for patients presenting
psoriasis in difficult-to-treat areas due to the small amount of such a
patients. However, even patients with up to 3 difficult-to-treat areas
affected, at the end of follow-up achieved results comparable to
those of patients with no difficult-to-treat areas affected.

Conclusions

In conclusion, our study represents the first prospective real-world
analysis about the effectiveness of tildrakizumab 200mg in patients
with moderate-to-severe psoriasis. Consistent with findings from
the phase Ill studies reSURFACE 1 and 2, our work confirms til-
drakizumab 200mg as an effective therapeutic option, particularly
for patients with high body weight, significant disease burden,
and involvement of sensitive areas. It has demonstrated safety
despite the multiple comorbidities of the patients examined and
has maintained efficacy in subjects previously treated with other
biologic therapies. Moreover, the possibility to adjust the dosage
and potentially maintain tildrakizumab’s effect upon treatment dis-
continuation and re-administration suggests the potential for per-
sonalized therapy. Further studies are needed to differentiate
between patients who have received only one biologic drug and
those who have failed multiple biologic therapies. Additionally,
more real-world studies are necessary to assess the long-term
safety and effectiveness of tildrakizumab 200 mg.
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