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Introduction & Objectives: Tildrakizumab, a monoclonal antibody targeting the interleukin-23 p19 subunit, is
approved for the treatment of adults with moderate-to-severe plaque psoriasis. Final long-term safety,
immunogenicity, and efficacy results are reported for tildrakizumab 100 mg (TIL100) and 200 mg (TIL200) from
the completed reSURFACE 1 (NCT01722331) and reSURFACE 2 (NCT01729754) long-term extension studies
(EXTs).

Materials & Methods: reSURFACE 1 and reSURFACE 2 were double-blinded, randomized, controlled Phase 3 trials
in adults with moderate-to-severe chronic plaque psoriasis. Patients completing the base studies (64/52 weeks)
with =50% improvement from baseline (BL) in Psoriasis Area and Severity Index (PASI) could enter the optional
EXTs receiving the same TIL dose for up to an additional 192 weeks (Extension 1 [EXT 1]); patients completing EXT
1 could continue receiving TIL in EXT 2 (108 weeks) and then EXT 3 (48 weeks) until it became commercially
available in local markets. Safety was assessed from frequencies of adverse events (AEs). Immunogenicity
endpoints included frequency of antidrug antibodies (ADAs) and correlation of ADA with efficacy and safety.
Efficacy endpoints in the EXTs included proportions of patients with =75%, =90%, and 100% improvement in PASI
(PASI 75/90/100 response) among those with each response at the end of the base studies, and proportion of
patients with Physician Global Assessment score of clear or minimal with a =2-grade reduction from base study
BL (PGA 0/1) over time. Data are shown as observed.

Results: Among 506/730 patients entering the reSURFACE 1/reSURFACE 2 EXTs, 74.9%/77.0% completed EXT 1,



31.6%/7.1% completed EXT 2, and 15.4%/4.2% completed EXT 3 (Table 1); median treatment duration was
204/192 weeks.

Overall frequencies of treatment-related AEs (TRAEs), TRAEs leading to discontinuation, and serious TRAEs in the
reSURFACE 1/reSURFACE 2 EXTs were 18.6%/26.0%, 2.2%/1.0%, and 3.8%/1.9% and similar between TIL100 and
TIL200; malignancies, severe infections, and major adverse cardiovascular events were reported in 5.7%/3.0%,
5.5%/3.6%, and 2.8%/2.2% of patients (Table 2). Frequencies of AEs did not increase with long-term TIL100 or
TIL200 treatment. Among 503/725 ADA-evaluable patients in the reSURFACE 1/reSURFACE 2 EXTs, 93.6%/80.8%
had conclusive results: 79.9%/67.7% were ADA-negative, 9.1%/7.7% were treatment-emergent ADA-positive
(neutralizing antibody [nAB] positive, 4.6%/1.8%), and 4.6%/5.4% were non-treatment-emergent ADA-positive
(nAB positive, 1.2%/0.6%). There was no clear correlation between nAB frequency and efficacy or overall AE
frequency among ADA-positive patients.

Of patients with PASI 75/90/100 responses at the end of the base studies who entered the EXTs,
94.1%/88.8%/68.6% receiving TIL100 and 92.1%/87.6%/78.6% receiving TIL200 had similar response at EXT study
start in reSURFACE 1 and 96.5%/93.1%/84.0% and 93.7%/88.1%/79.8% in reSURFACE 2; 64.7% and 59.4% of
patients in reSURFACE 1 and 74.1% and 70.8% in reSURFACE 2 had PGA 0/1 responses at EXT start. In both
studies, the majority of patients in both dose arms maintained PASI 75/90/100 and PGA 0/1 responses throughout
the EXTs for up to 368 weeks (Figure 1; Figure 2).

Conclusion: No new safety signals emerged after up to 368 weeks of tildrakizumab treatment in patients with
plaque psoriasis. Efficacy of tildrakizumab was maintained for up to 368 weeks in the majority of patients at each
time point.
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Table 2 Summary of AEs in the reSURFACE 1/reSURFACE 2 extension studies
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Figure 1. Percentages of PASI 75/80/100 respanders at base study completion wha maintained the response
owertime during the (&) reSURFACE 1 and (B) reBURFACE 2 extension studles
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Figure 2 Percentages of patients with PGA 0/ ever time in the (A) reSURFACE 1 and (B) reSURFACE 2
extension studies
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