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INTRODUCTION

Satralizumab (SAT), an interleukin-6 receptor (IL-6R) inhibitor, was approved
for the treatment of AQP4-IgG+ neuromyelitis optica spectrum disorder
(NMOSD) based on the positive results of the SAkura studies?!?

The rate of adverse events (AEs) and serious AEs, including infections, was
comparable between the placebo and SAT groups in the double-blind period
(DBP) of the pivotal studies?

The majority of patients from the SAkura studies rolled over to SAkuraMoon,
an open-label study to evaluate the long-term safety of SAT

Given that long-term use of ISTs and other IL-6R inhibitors have been
associated with risk of infection,*® continued evaluation of the patterns of
infection in the NMOSD population outside of a controlled setting is warranted

OBJECTIVES

To evaluate the pattern of infection following long-term SAT treatment in the
SAkura studies and to compare the post-marketing (PM) experience to real-
world data (RWD) from a US claims database

METHODS

Analyses were based on: a) SAkura clinical trials: combined data from
SAkuraSky, SAkuraStar and SAkuraMoon, from patients’ first dose in the
DBP or open-label extension period to the clinical cut-off date (CCOD) of

31 Jan 23; b) SAT PM experience data: retrospective analysis of the
Periodic Benefit—risk Evaluation Reports (6-month intervals) between 1 Jun
20 (first approval) to 31 May 23; ¢) US PharMetrics claims RWD:
retrospective analysis of data from patients with NMOSD between 1 Jan 17
to 31 Oct 22

AEs were identified as infections when coded to the MedDRA system organ
class ‘Infections and Infestations’ in the SAkura studies and PM reports. In
the US PharMetrics claims database, infections were defined when =1
International Classification of Diseases, Tenth Revision (ICD-10) code for an
infection was used, and =1 ICD-10 code for an infection listed on the same
administrative claim as an inpatient visit established a serious infection

Data for defined follow-up (FU) periods were used to establish incidence
rates of infection/serious infection per 100 patient-years (IR/100 PY) in the
SAkura studies. Cumulative incidence (%) of infection/serious infection were
calculated for SAT PM data and US claims RWD

RESULTS

Baseline demographics of patients from these analyses are shown in Table 1
Patients in the SAkura studies had a median baseline EDSS score of 3.5

87.1% of patients in the US claims RWD had a Charlson Comorbidity Index
score of 0—1 (EDSS score information not available)

Table 1. Baseline demographics

SAkura studies* SAT PM data US claims RWD

No. of patients 166 2,951 2,872

Mean age (years) 40.8, 45.3" - 45.3
Duration of follow-up 6 years? 3 years 4 years

Baseline treatment

OCs 44.6%° - 20.9%

Azathioprine 34.9%* - 3.1%

MMF 14.5%* - 3.9%

Rituximab - - 9.4%

Satralizumab 100%:3 100% 0.1%

*Combined data from SAkuraSky and SAkuraStar. TMean ages from the SAkuraSky and SAkuraStar studies, respectively. *A small number of patients (<70) have
a 9-year FU duration. SBased on SAkuraSky (SAT + IST, n=83) only. Patients in the placebo arms from both studies received SAT during the open-label periods
until the latest clinical cut-off date. - information is not available or not applicable (e.g., prior rituximab is not allowed in the SAkura studies). FU, follow-up; IST,
immunosuppressive therapy; MMF, mycophenolate mofetil; OCS, oral corticosteroids; PM, post-marketing; RWD, real-world data; SAT, satralizumab.

Data from the SAkura studies

Rates of infection and serious infection declined with each subsequent year of
SAT exposure up to 6 years (Figure 1)

At the CCOD (median exposure: ~5.9 years), the incidence of infection,
serious infection and sepsis was lower vs the DBP (IR/100 PY [95% CI]
infection: 91.7 [85.5, 98.3] vs 113.1 [98.8, 129.0]; serious infection: 2.6 [1.7,
3.9]vs 4.1 [1.8, 8.0]; and sepsis: 0.56 [0.2, 1.3] vs 1.01 [0.1, 3.7])

The incidence of serious infection was higher in patients with a baseline
EDSS score 24.0 vs an EDSS score <4.0 (17.3% vs 5.6%, respectively)

Figure 1: IR/100 PY of infection and serious infection by year of exposure (A)
and incidence of serious infection vs baseline EDSS scores (B)
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Note, 1 case did not report EDSS score at baseline.
EDSS, Expanded Disability Status Scale; Gl, gastrointestinal; IR/100 PY, incidence rate per 100 patient-years; LRTI, lower respiratory tract infection; UTI, urinary
tract infection.
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RESULTS (cont’d)

Data from SAT PM experience

« With up to 3 years of SAT exposure, the cumulative incidence of infection,
serious infection and sepsis was 7.3%, 3.8% and 0.6%, respectively

The incidence of serious infection and sepsis was higher in patients aged >65
years vs patients aged 18-65 years (serious infection: 5.2% [37/710] vs 3.1%
[67/2,139]; sepsis: 1.4% [10/710] vs 0.3% [7/2,139], respectively)

58.8% (10/17) of patients with sepsis had a baseline EDSS score 24 (5 cases
unreported). ISTs were concomitant medications in 76.5% (13/17) of patients
(4 cases unreported). Three sepsis cases were fatal

Data from US claims RWD

« Oral corticosteroids (36.1%) and rituximab (36.6%) were the most commonly
used ISTs and biologic treatments over a 4-year FU period, respectively.
Only 0.7% of patients received SAT at 4-year FU (Figure 2)

« At 4-year FU, the cumulative incidence (%) of infection, serious infection and
sepsis was 67.3%, 8.4% and 4.4%, respectively

Figure 2: Use of ISTs (A) and biologics (B) among patients with NMOSD in
US claims RWD
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AZA, azathioprine; BL, baseline; CP, cyclophosphamide; IST, immunosuppressive therapy; MMF, mycophenolate mofetil; NMOSD, neuromyelitis optica
spectrum disorder; OCS, oral corticosteroids; RWD, real-world data.

Data from the SAT PM experience and US claims RWD

* Inthe SAT PM data, the cumulative incidence of serious infection was
consistently lower than US claims RWD over a 3-year period (3.8% vs 7.9%
at 3-year FU) (Figure 3A-B)

« The most common types of serious infection in both the SAT PM data and US
claims RWD were urinary tract infections, lower respiratory tract infections
and sepsis (Figure 3C-D)

Figure 3: Cumulative incidence of patients with serious infection (A-B) and
types of serious infection (C-D) in SAT PM data and US claims RWD
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*In satralizumab, pneumonia and cystitis are part of the LRTI and UTI baskets, respectively. Gl, gastrointestinal; LRTI, lower respiratory tract infection; PM,
post-marketing; RWD, real-world data; SAT, satralizumab; UTI, urinary tract infection.

LIMITATIONS

» Direct comparisons of infection rates should be interpreted with caution due
to differences in study design and populations

» Low rates of non-serious infection in the SAT PM data is likely due to
under-reporting

CONCLUSIONS

« The US claims RWD indicates that infection is a major comorbidity in
NMOSD, independent of IL-6R inhibitor treatment

« The rate of infection, serious infection and sepsis was consistently lower
in SAT-treated patients compared to the US claims RWD (where >99% of
patients were not receiving SAT)

« EDSS score 24.0, age >65 years and IST use were major covariates of
serious infection and sepsis in SAT-treated patients
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