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Background SB12 is a humanized monoclonal antibody biosimilar to reference eculizumab (ECU) which received marketing
authorization in Europe in May 2023 after a comprehensive biosimilarity demonstration including non-clinical and clinical
assessments. The pivotal SB12 Phase III study demonstrated equivalent clinical ef�cacy by evaluating lactate dehydrogenase
(LDH) and comparable safety, pharmacokinetics, pharmacodynamics, and immunogenicity between SB12 and ECU in patients
with paroxysmal nocturnal hemoglobinuria (PNH) (Jun Ho Jang et al., eJHaem 2022).
Objective To analyze the ef�cacy of SB12 in Asian and non-Asian patients with PNH from the pivotal phase III study.
Methods A total of 50 adult patients with a con�rmed diagnosis of PNH and ≥ 1.5 upper limit of normal range (ULN) of
LDH without previous exposure to a complement inhibitor (naïve) were randomized. All patients provided written informed
consents and were randomized (1:1) to treatment sequence I (TS1: SB12 to ECU, n=25) or II (TS2: ECU to SB12, n=25), to
receive 600 mg of SB12 or ECU intravenously every week for �rst 4 weeks (initial phase) and 900 mg for the �fth week, followed
by 900 mg every 2 weeks thereafter (maintenance phase). Patients were switched to ECU or SB12 at Week 26, and switched
treatment was provided until Week 50. The primary endpoints included LDH level at Week 26 and time-adjusted area of under
the effect curve (AUEC) of LDH from Week 14 to Week 26 and Week 40 to Week 52. Equivalence was declared for LDH level
at Week 26 if the two-sided 95% con�dence interval (CI) of the mean difference in between SB12 and ECU lied within the pre-
de�ned equivalence margin of [−1.2 × ULN, 1.2 × ULN] = [−337.2, 337.2], where ULN = 281 U/L. In addition, equivalence
was declared for time-adjusted AUEC of LDH if the two-sided 90% CI of the ratio of geometric means between SB12 and
ECU lied within the pre-de�ned equivalence margin of [0.77, 1.29]. Secondary endpoints included the LDH pro�le over time.
Overall, post-hoc analysis in Asian and Non-Asian (based on race) patients who received either ECU or SB12 during the study
period was conducted for the aforementioned ef�cacy endpoints.
Results Asian patients were 27 (54.0%) of total 50. Overall, 15 (60%) Asian patients and 10 (40%) Non-Asian patients were
randomized to TS1 and 12 (48%) Asian patients and 13 (52%) Non-Asian patients were randomized to TS2. Baseline demo-
graphic and disease characteristic were comparable between the two treatment sequences, with no signi�cant differences
between the treatment sequences by race between Asian and Non-Asian patients. The 95% CI of mean difference in LDH
level at Week 26 between SB12 and ECU in Asian (SB12 − ECU: -12.02, 95% CI [−126.87, 102.83]) and Non-Asian patients
(SB12 − ECU: 76.12, 95% CI [−56.75, 208.99]) lied within the pre-de�ned equivalence margins (Table). The 90% CI of ratio of
time-adjusted AUEC of LDH between SB12 and ECU in Asian patients (SB12/ECU: 1.01, 90% CI [0.92, 1.10]) lied within the
pre-de�ned equivalence margin and was also comparable in Non-Asian patients (SB12/ECU: 1.15, 90% CI [0.90, 1.46]). The
overall LDH pro�le during the study period was also comparable between Asian and Non-Asian patients. No patient devel-
oped anti-drug antibodies during the study period and no patient discontinued due to lack of ef�cacy. While the limited
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sample size suggests for caution, the comparable ef�cacy results by Asian and Non-Asian subgroups are also comparable
to previously published results in the overall population (Jun Ho Jang et al., eJHaem 2022), with no signi�cant differences
identi�ed.
Conclusion SB12 showed comparable ef�cacy to ECU in complement-inhibitor naïve PNH patients in both Asian and Non-
Asian subgroups. No patient developed anti-drug antibodies nor discontinued due to lack of ef�cacy during the study period.
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