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Switching to brodalumab after failure of IL-17A inhibitors in
psoriatic patients: A real-life multicentre study

Dear Editor,

Intra-class switching among interleukin-17 (IL-17) inhibi-
tors is common in psoriatic patients experiencing biologi-
cal drugs loss of efficacy (LoE). Unlike secukinumab and
ixekizumab, which target IL-17A, brodalumab inhibits the
IL-17 receptor subunit A (IL-17RA), blocking multiple IL-17
isoforms; thereby, it potentially offers a therapeutic alterna-
tive in patients with moderate-to-severe psoriasis unrespon-
sive to IL-17A inhibitors (IL-17Ais). However, the real-world
data in this field are limited. We therefore conducted this
retrospective, multicenter Italian study about the effective-
ness and safety of brodalumab in patients who failed other
IL-17Ais."”

The analysis included 208 adult patients treated across
28 dermatology centers in Italy between April 2019 and May
2024. All had previously received at least one IL-17Ai and
were switched to brodalumab due to LoE or adverse events
(AEs). Treatment effectiveness was assessed using PASI and
DLQI scores at Weeks 12, 24 and 52, with annual follow-up
based on the last observation carried forward. Additional
outcomes included drug retention rates, adverse events and
a multivariate logistic regression analysis to identify pre-
dictors of treatment failure. Baseline characteristics are re-
ported in Table 1.

Treatment outcomes showed strong effectiveness for
brodalumab. At Week 12, 81.7% of patients achieved PASI75,
and by Week 24, this increased to 92.1%. PASI90 and PASI100
response rates also increased over time, reaching 79.4% and
60.6% at Week 24 and 85.0% and 69.2% at Week 52, respec-
tively (Figure 1).

Quality of life also improved significantly, with the mean
DLQI decreasing from 16.1+7.4 at baseline to 2.9+4.5 at
Week 24 and remaining consistently low over time.

At the conclusion of the study, data on treatment sta-
tus were available for 197 patients: 133 were still receiving
brodalumab, while 64 discontinued therapy. The cause of
discontinuation was reported in 56 cases, represented by pri-
mary inefficacy (13 patients, 23.2%), LoE (34 patients, 60.7%)
and AEs (9 patients, 16.1%).

The study also assessed whether prior exposure to secuk-
inumab or ixekizumab influenced response to brodalumab.
Response rates at Week 24 were similar regardless of which
IL-17A1 had been used before. Similarly, bivariate analyses

TABLE 1 Baseline characteristics.
Number Percentage
Total 208
Males 134 64.4%
Females 74 35.6%
Age (mean value) 46.1+13.8 -
BMI (mean value) 27.6+4.9 -
Obesity Class I (BMI 30-34.9) 36 17.7%
Obesity Class IT (BMI 35-39.9) 9 4.4%
Obesity Class IIT (BMI >40) 3 1.5%
PASI (mean value) 13.0+6.8 -
DLQI (mean value) 16.1+7.4 -
Family history of psoriasis 75 45.2%
Comorbidities 125 60.1%
Metabolic disease 84 40.4%
Cardiovascular disease 71 34.1%
Chronic infections 22 10.6%
Malignancies 19 9.1%
Depression (pre-brodalumab) 16 7.7%
Psoriatic arthritis 63 30.3%
Obesity 53 23.6%
Previous therapies for psoriasis
(no IL17A1i)
Methotrexate 76 36.5%
Cyclosporine 78 37.5%
Acitretin 15 7.2%
UVB-nB 23 11.1%
Apremilast 7 3.4%
DMF 1 0.5%
Anti-TNF 39 18.8%
Anti-IL23 6 2.9%
Anti-IL12/23 18 7.7%
Former IL-17Ai
Secukinumab 154 74%
Ixekizumab 74 35.8%
Secukinumab + Ixekizumab 18 8.6%
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Abbreviations: BMI, body mass index; DLQI, Dermatology Life Quality Index;
DMEF, dimethyl fumarate; IL-17Ai, interelukine-17A inhibitor; PASI, Psoriasis Area
and Severity Index; UVB-nb, ultraviolet narrow band phototherapy.
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FIGURE 1 PASIresponse over time (last observation carried
forward). PASI, Psoriasis Area and Severity Index; PASI75/90/100:
75%/90%/100% improvement in PASI score.

showed that the duration of previous IL-17Ai therapy (a pe-
riod of 1year was established, considering the median) did
not significantly impact PASI90 achievement (p=0.6732 for
secukinumab, p =0.7259 for ixekizumab).

However, multivariate analysis identified prior secuki-
numab exposure [OR:1.054; 95% CI:1.016-1.094; p=0.0052]
and longer psoriasis duration before brodalumab initiation
[OR:3.917; 95% CI: 1.007-15.240; p=0.0489] as indepen-
dent predictors of treatment failure. Interestingly, a higher
body mass index (BMI) was associated with a reduced risk
of brodalumab failure [OR:0.926; 95% CI: 0.867-0.990;
p=0.0236], suggesting that its efficacy may be less affected
by BMI than other IL-17Ais, as previously reported.®’
Nevertheless, these findings should be interpreted cautiously
due to the relatively small sample size and wide confidence
intervals for some variables.

Safety data confirmed that brodalumab was well toler-
ated. AEs leading to treatment discontinuation included
new-onset arthritis (n=5), the emergence of eczematous
reactions and other atopic conditions (n=3) and a case of
colon cancer. Although depression had been a concern with
brodalumab, we did not register any interruption due to psy-
chiatric issues.

Overall, this is the largest real-world study to date evalu-
ating brodalumab in patients unresponsive to IL-17Ais. The
observed effectiveness notably exceeds the results reported
by Conti et al.,”> who found PASI75, PASI90 and PASI100 re-
sponse rates of 80%, 68% and 38%, respectively, at Week 24
in a similar Italian cohort (n=>50) switched to ixekizumab
after secukinumab failure.

These findings support the hypothesis that targeting IL-
17RA may result in a broader inhibition of the IL-17 pathway,
positioning brodalumab as an effective and safe intra-class
switching option for patients with moderate-to-severe psori-
asis who fail other IL-17is.
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