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ABSTRACT
Purpose:  Tildrakizumab is a selective inhibitor of IL-23 approved for the treatment of moderate-to-
severe plaque psoriasis in two dosages. We conducted a 16-week multicenter retrospective study to 
compare the effectiveness and safety of tildrakizumab 200 mg versus tildrakizumab 100 mg in patients 
with a high disease burden or high body weight.
Materials and methods:  Our retrospective study included 134 patients treated with tildrakizumab 
200 mg and 364 patients treated with tildrakizumab 100 mg from 28 Italian Dermatology Units affected 
by moderate-to-severe plaque psoriasis. The patients had a body weight above 90 kg or a high disease 
burden (Psoriasis Area and Severity Index [PASI] ≥ 16 or the involvement of difficult-to-treat areas). We 
evaluated the effectiveness of tildrakizumab at the week-16 visit in terms of PASI90, PASI100 and 
absolute PASI ≤ 2.
Results:  After 16 weeks of treatment with tildrakizumab 200 mg, PASI90 was reached by 57.5% of 
patients and PASI100 by 39.6% of patients. At the same time point, 34.3% and 24.2% of patients 
treated with tildrakizumab 100 mg achieved PASI90 and PASI100, respectively.
Conclusions:  Our data suggest that tildrakizumab 200 mg has better effectiveness than tildrakizumab 
100 mg in patients with a body weight ≥ 90 kg and a high disease burden.
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Introduction

Psoriasis is a chronic, immune-mediated skin disease that occurs in 
2–3% of the general population worldwide (1).

The development of biological drugs has completely changed 
the treatment of this disease. Among the most recent therapies,  
an important role is played by monoclonal antibodies that act 
against pivotal pro-inflammatory cytokines in the pathogenesis of 
psoriasis, including Interleukin (IL)-23 and IL-17. In particular, IL-23 
inhibitors include risankizumab, guselkumab and tildrakizumab  
(2,3).

Tildrakizumab is a humanized IgG1k monoclonal antibody 
that selectively binds to the p19 subunit of IL-23 and inhibits its 
interaction with its receptor. It has been approved for the treat-
ment of moderate-to-severe plaque psoriasis after being evalu-
ated in two phase-III randomized clinical trials (4). Tildrakizumab 
can be administered in two dosages, 100 mg and 200 mg, at 
weeks 0, 4, and then every 12 weeks (5). Analyzing the results of 
the phase-III clinical trials reSURFACE 1 and reSURFACE 2, tildraki-
zumab 200 mg showed slightly higher efficacy than tildrakizumab 
100 mg, but the difference was not statistically significant (4). 
However, according to a pooled analysis of the reSURFACE stud-
ies, tildrakizumab 200 mg demonstrated a higher efficacy com-
pared with tildrakizumab 100 mg in patients with body weight > 
120 kg (6).

We conducted a 16-week multicenter retrospective study to 
compare the effectiveness and safety of tildrakizumab 200 mg ver-
sus tildrakizumab 100 mg in patients with moderate-to-severe 
plaque psoriasis with a high disease burden or high body weight.

Materials and methods

We enrolled 134 patients from 28 Italian Dermatology Units, all 
affected by moderate-to-severe plaque psoriasis and treated with 
tildrakizumab 200 mg from September 2023 to February 2024. All 
patients had a body weight above 90 kg or a high disease burden, 
including those with a Psoriasis Area and Severity Index (PASI) ≥ 
16 or the involvement of difficult-to-treat areas (scalp, palms/soles, 
nails, and genitalia) (7). This group was compared with 364 patients 
from the same Dermatology Units, with comparable characteristics 
at baseline (high disease burden or body weight ≥ 90 kg) that 
were treated with tildrakizumab 100 mg before tildrakizumab 
200 mg became reimbursed in Italy. Patients’ eligibility for tildraki-
zumab treatment was assessed according to the Italian Adaptation 
of EuroGuiDerm guideline on the systemic treatment of chronic 
plaque psoriasis (8). All patients were followed for at least 16 weeks 

and received tildrakizumab 100 or 200 mg according to the 
Summary of Product Characteristics (5).

The effectiveness of tildrakizumab was evaluated at the week-16 
visit in terms of PASI 90 (reduction of at least 90% of PASI com-
pared with baseline), PASI 100 (complete skin clearance) and abso-
lute PASI ≤ 2. Moreover, we compared the effectiveness of 
tildrakizumab 200 and 100 mg in different patient subgroups. In 
particular, we compared those with body weight ≥ 90 kg, those 
with PASI at baseline ≥ 16 and patients with the involvement of at 
least one difficult-to-treat area. We also recorded the occurrence of 
any adverse event (AE) at week 16. Categorical variables were 
reported using absolute numbers and percentages, while continu-
ous data were presented as mean and standard deviation (SD). To 
assess the statistical differences between tildrakizumab 100 and 
200 mg, we used the Chi-squared test and Student’s t-test, as 
appropriate. A p-value of 0.05 or less was considered statistically 
significant.

Results

Among the 134 patients treated with tildrakizumab 200 mg, the 
mean age was 52.90 (SD 13.38), while 88 of them (65.7%) were 
males. These characteristics were similarly distributed among those 
treated with tildrakizumab 100 mg (364 patients), with a mean age 
of 54.38 (15.19) and 242 (66.5%) males. The mean PASI was com-
parable between the two groups, as it was 14.15 (8.60) in the til-
drakizumab 200 mg group versus 14.43 (5.83) in the tildrakizumab 
100 mg group. Patients treated with tildrakizumab 200 mg had a 
higher body weight (91.09 kg [18.87]) compared with those receiv-
ing tildrakizumab 100 mg (79.95 kg [17.09]) and were more likely 
to have the involvement of difficult-to-treat areas (73.9% versus 
51.7%). Additional characteristics of both groups at baseline are 
available in Table 1.

After 16 weeks of treatment (Figure 1), PASI 90 was reached by 
57.5% of patients treated with tildrakizumab 200 mg compared 
with 34.3% of those receiving tildrakizumab 100 mg (p < 0.001). 
Complete skin clearance was observed in 39.6% of patients treated 
with tildrakizumab 200 mg, compared with 24.2% of those in the 
tildrakizumab 100 mg group (p = 0.001). Regarding absolute PASI, 
better performances were observed in the tildrakizumab 200 mg 
group (67.2% vs 53.3%, p = 0.006).

Ninety-nine patients (49.5%) treated with tildrakizumab 200 mg 
had the involvement of difficult-to-treat areas, as compared with 
188 (27.5%) in the tildrakizumab 100 mg group. At week 16, those 
receiving tildrakizumab 200 mg performed better in terms of PASI 

Table 1.  Demographic characteristics at baseline of patients treated with tildraki-
zumab 100 and 200 mg.

Tildrakizumab 
200 mg

Tildrakizumab 
100 mg p-value

Mean (SD)
 A ge, years 52.90 (13.38) 54.38 (15.19) 0.319
  Body weight, kg 91.09 (18.87) 79.95 (17.09) < 0.001
  BMI, kg/m2 30.43 (5.87) 26.95 (5.37) < 0.001
N (%)
 M ale 88 (65.7) 242 (66.5) 0.865
  PsA 13 (9.7) 49 (13.5) 0.26
  Bio-Naïve 48 (35.8) 131 (36) 0.623
 A t least one 

difficult-to-treat 
areas

99 (73.9) 188 (51.7) < 0.001

PASI: Psoriasis Area and Severity Index; BMI: Body Mass Index; PsA: Psoriatic 
Arthritis.

Figure 1.  Percentage of patients who achieve PASI 90, PASI 100 and PASI ≤ 2 
after 16 weeks of treatment with tildrakizumab 100 and 200 mg.
*p < 0.05; **p < 0.01; ***p < 0.001.
PASI: Psoriasis Area and Severity Index.
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90, PASI 100, and PASI ≤ 2 (57.8% vs. 23.2%, 28.9% vs. 12.2%, 60% 
vs. 34.2%, respectively), with a p-value < 0.05 for all endpoints 
(Figure 2).

At baseline, a body weight of 90 kg or more was recorded in 71 
patients receiving tildrakizumab 200 mg versus 107 treated with 
tildrakizumab 100 mg. Those in the 200 mg group achieved better 
PASI 90 and PASI 100 responses (59.2% vs. 32.7%, 43.7% vs. 23.4%, 
respectively), with a p-value < 0.01 for both endpoints (Figure 2). 
Regarding patients with severe psoriasis (PASI ≥ 16), PASI 90 was 
achieved by 56% of those treated with 200 mg versus 32.2% 

receiving tildrakizumab 100 mg (p = 0.003), while PASI ≤ 2 was 
recorded in 58% versus 39.7%, respectively (p = 0.025) (Figure 2).

No severe AEs or AEs leading to discontinuation were observed 
during the 16-week follow-up for both groups.

Discussion

Tildrakizumab was evaluated in the phase-3 clinical trials reSUR-
FACE1 and reSURFACE2 across two different dosages (100 and 
200 mg), showing comparable efficacy and safety between them. 
However, post-hoc analyses have demonstrated a superior efficacy 
of tildrakizumab 200 mg in selected subpopulations. According to 
a recent study from Dapavo et  al. (9), tildrakizumab 200 mg could 
be the ideal dosage for patients with a high burden of disease 
(including those with involvement of difficult-to-treat areas, previ-
ous exposure to biologics and high baseline PASI) and high 
body weight.

In our study, at week 16, tildrakizumab 200 showed higher 
rates of clinical responses compared with the reSURFACE trials, in 
which PASI 90 was achieved by 35% and PASI 100 by 14% of all 
patients at week 12 (4). Despite our study being focused on 
patients with high disease burden, we observed higher effective-
ness of tildrakizumab 200 mg compared with clinical trials. Pooled 
analyses from the reSURFACE studies showed better responses in 
terms of PASI < 3 in patients with body weight ≥ 90 kg treated 
with tildrakizumab 200 mg compared with tildrakizumab 100 mg 
after 28 weeks (5). Despite a shorter follow-up period in our study, 
we observed similar effectiveness in patients with a body weight 
of 90 kg or more receiving tildrakizumab 200 mg, as PASI ≤ 2 was 
reached by 66.2% while PASI < 3 was achieved by 66.3% in the 
pooled analyses (6).

Tildrakizumab has shown effectiveness in multiple real-world 
studies, but the role of the 200 mg dosage has yet to be fully 
explored (10–12). Becher et  al. included 33 patients over 90 kg of 
weight treated with tildrakizumab 200 mg in a real-world study 
observing higher clinical effectiveness (13).

Regarding the safety of tildrakizumab, no significant findings 
have emerged in real-world clinical practice to date for both dos-
ages (4, 10).

Our study has a few limitations due to its retrospective design. 
First, patients from the two treatment groups were enrolled during 
different time frames because of the later approval of tildraki-
zumab 200 mg in Italy. Second, due to the multicentric nature of 
the study, patients were evaluated by different clinicians, resulting 
in heterogeneous clinical assessments. Finally, the follow-up period 
is limited, and it does not allow us to properly evaluate the safety 
profile of tildrakizumab 200 mg. However, to date, our study is the 
first real-world experience on using this dosage of tildrakizumab in 
different patients’ phenotypes.

In conclusion, in our experience, tildrakizumab 200 mg showed 
better effectiveness than tildrakizumab 100 mg in patients with a 
body weight ≥ 90 kg and a high disease burden. In particular, til-
drakizumab 200 mg performed better after 16 weeks in those with 
severe plaque psoriasis and involvement of difficult-to-treat areas. 
Longer and larger studies are needed to investigate further the 
role of tildrakizumab 200 mg in different subpopulations of patients 
with plaque psoriasis.

Acknowledgments

This work was partially supported by ‘Ricerca Corrente’ funding from Italian 
Ministry of Health to IRCCS Humanitas Research Hospital.

Figure 2.  Percentage of patients achieving PASI 90, PASI 100, and PASI ≤ 2 
according to difficult-to-treat areas, body weight ≥ 90 kg, and PASI ≥ 16.
PASI: Psoriasis Area and Severity Index; ns: not significant; *p < 0.05; **p < 0.01; ***p < 0.001.
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