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INTRODUCTION OBJECTIVE

In the US, rituximab (RTX) was often prescribed off-label for patients with anti-aquaporin-4 antibody—positive (AQP4-Ab+)
neuromyelitis optica spectrum disorder (NMOSD) due to a lack of approved therapies, but patients may have transitioned to
ravulizumalb, a complement component 5 inhibitor therapy (C5IT) that has since been approved for AQP4-Ab+ NMOSD'
Vaccination against Neisseria meningitidis (Nm) is the primary risk-mitigating strategy for C5ITs, like ravulizumab?3
- Ifurgent C5IT is indicated in a patient not up to date with Nm vaccines, patients should be provided antibiotic prophylaxis
and given Nm vaccines as soon as possible23
Although meningococcal vaccines trigger a T-cell response, prior anti-B-cell therapy may attenuate part of the response to
clinically relevant vaccines*s
CHAMPION-NMOSD (NCT04201262) is a global, open-label, phase 3 study evaluating ravulizumab in patients with AQP4-Ab+
NMOSD, approximately one-third of whom had prior RTX exposure
- CHAMPION-NMOSD enrolled the greatest proportion of patients with prior RTX exposure than all other NMOSD trials
(Table 1)

To report the time from last RTX dose to the first
administered meningococcal vaccine in patients
from the CHAMPION-NMOSD trial who were

previously treated with RTX

Most patients received a meningococcal
Table 1. Proportion of patients with prior RTX exposure in NMOSD trials vaccination <6 months after their last dose of
RTX, with MenACWY and MenB vaccines

AQP4-Ab+ Treatment arm Placebo arm, administered at the same visit
Trial patients, n/N (%) (ITT), /N (% RTX) n/N (% RTX) In patients with initial Nm vaccination after RTX
SakuraSky* (satralizumab # ISTs) 55/83 (66) NA NA NA exposure who eventually received ravulizumab,
SakuraStar” (satralizumab there were no NMOSD attacks or reports of
64/95 (674 8/63 (13 4/32 (13 : . ;
monotherapy) (674 L L e, meningococcal infection
N-MOmentumé™ (inebilizumab) 213/230 (92.6) 13/174 (7.47) 4/56 (71) 17/230 (7.4)
PREVENT™ (eculizumab # ISTs) 143/143 (100) 26/96 (271) 20/47 (42.6) 46/143 (322)
CHAMPION-NMOSD* (ravulizumab # ISTs) 58/58 (100) 21/58 (36.2) NAP 21/58 (36.2) |

“The use of anti-CD20 agents, including RTX, was not permitted during the trial and for 6 months before baseline.
“The placebo group from the PREVENT trial was used as the control group in the CHAMPION-NMOSD trial.
AQP4-Ab+, anti-aquaporin-4 antibody—positive; ITT, intent-to-treat; IST, immunosuppressive therapy; NA, not available; NMOSD, neuromyelitis optica spectrum disorder; RTX, rituximab.

METHODS

' . Most patients (68.4%) received their first meningococcal Table 3. Nm vaccination characteristics
A post hoc analysis was conducted among patients vaccinations either 0-3 months (15.8%) or 3-6 months (52.6%)

previously exposed to RTX in the CHAMPION-NMOSD trial after the last dose of RTX prior to ravulizumab (Figure 2) Prior RTX use
(treatment period up to March 2022) subgroup with

- Per the study protocol, patients receiving RTX treatment ) — - . — Characteristic subseq'ue:l.t Nm
within <3 months were excluded from screening inthe Figure 2. Vaccination time profiles: Last RTX dose to first Nm vaccination vaccination

CHAMPION-NMOSD Study Last RTX dose >6 months 3-6 months 0-3 months

Ravulizumab (n=19)

- Patients on ravulizumab who received meningococcal o [
vaccmatlons (MenACVYY or MenB) after their last RTX dose 18 4 7.50 [ —— Time from last RTX dose to first meningococcal
were included (n:19, Flgure 1) 17 4 . 6.94 | I vaccination, median (IQR), months 51(32,6.2)
Clinical laboratory parameters, vaccine administration, and 12 . >6 months (31.6%) 6'1‘22_
time to first meningococcal vaccination and ravulizumab ) 602 Vaccination 0-3 months since last RTX dose, 3 (158)
dose post-RTX are summarized 13 579 D— n (%) '
12 4 5.69 I mm——
o 1 5.23 Pe—— Vaccination 3-6 months since last RTX dose, 10 (52.6)
Figure 1. CONSORT diagram £ 18 y 5-‘2 Se— n (%) '
- - o . |
5 8l 3-6 months (52.6%) o
. . o Vaccination =6 months since last RTX dose,
All patients analyzed in 7 1 3.85 Nm— n (%) 6 (31.6)
CHAMPION-NMOSD trial 61 3.26 me—
N=105 54 3.16 P
Patients without prior 4 4 3.03 Fo— Meningococcal va}ccinations administered prior to 19 (100)
RTX exposure 3 d 2.99 Ne— first dose of ravulizumab, n (%)
n=64 2 1 0-3 months (15.8%) 2.6 B—
T4 273 E— At least 1tetravalent (MenACWY) vaccination dose, 19 (100)
2 18 15 ) 9 6 3 i L]
Patient dt Months before first dose of any meningococcal vaccine (Nm vaccination)
a 'er_' - exp.ose <) At least 1 serogroup B (MenB) vaccination dose,
RTX prior to first dose Vaceination time profiles are shown from longest to shortest. n (%) 18 (94.7)
of historical placebo ID, identification; Nm, Neisseria meningitidis, RTX, rituximab.
CHAMPION-NMOSD patients n=20 5 . . ..
s . . oth vaccine types administered at same visit, 16 (84.2
exposed to RTX prior to - Most patients (84.2%) received both MenACWY and MenB n (%) (84.2)
ravu:f;]mab vaccinations at the same visit; 4 patients (21.1%) received
Patients vaccinated multiple doses of either vaccine (Figure 3) At least 2 MenACWY or MenB vaccination doses,
prior to last RTX dose n (%) 4(210)
n=22
CHAMPION-NMOSD patients
vaccinated after RTX Figure 3. Nm vaccination profiles by vaccination type
discontinuation . . . . . . . .
n=19 RTX 4 MenBvaccine ¢ MenACWY vaccine ¢ Both vaccines X Study screening . All patlents received >1 memngococcal vaccine =2 weeks
1 = prior to ravulizumab initiation (Tab|e 3)
2One patient received 4 vaccinations prior to RTX, with the last being a tetravalent vaccination 1.5 years (day -930) before 18 < e X . . el . .
the last RTX dose (day -384); another patient received both tetravalent and MenB vaccinations 22 days (day —245) before 17 | n patlents W|th N |t|a| Nm Vaccl hatIOﬂ aﬁ:er RTX eXx pOSU re
the last RTX dose (days 237 and -223); day O=ravulizumab initiation. b ) . .
CONSORT, Consolidated Standards of Reporting Trials; NMOSD, neuromyelitis optica spectrum disorder; RTX, rituximalb. 16 T WhO eve ntua”y rece|Ved raVUhZUmab, there were No N MOSD
15 I — attacks or reports of meningococcal infection
11‘3* T —— Two vaccinated patients in CHAMPION-NMOSD
4 | E— . . .
D developed meningococcal infections
= I = . . .
o 7 ——] - One patient who received RTX 13 months prior to
£ 10 T ravulizumalb was vaccinated 1.5 years before RTX. This
. . . . o . c
Pat|eonts Wzrf prlrlnanly V(\)/h'teé?32@’ North American 2 27 T —— patient received a booster during the trial and experienced
(68.4%), and female (34.7%; Table 2) g o] ’ a meningococcal infection (serogroup B) without sequelae
Of the 14 patients who had laboratory results after their last Z' — and continued in the study?
. . . . E | E—
RTX dose b.Ut prior toothe following menmgococcgl vaccina- 54 E— ) - One patient without RTX exposure experienced a
tion, 13 patients (92.9%) had lymphocyte counts within 4 — R meningococcal infection (serogroup W-135) without
imits: ifi 3. [ — . .
nmoerarz,alrgglnilas"cﬁzesctﬁldc lymphocyte cell types were not 5] . . sequelae and withdrew from the study after recovering®
\ 14 e Two vaccinated patients in CHAMPION-NMOSD, 1 of whom
9% 80 70 60 50 40 30 20 10 Ravuliumab had been treated with RTX, experienced a physician-repor-
Table 2. Baseline demographics and clinical characteristics initiation ted relapse within 4 weeks of meningococcal vaccination;

Weeks before first dose of ravulizumab (ravulizumab initiation) both fail 1
(®) were screen raliures

Prior RTX u?e ID, identification; Nm, Neisseria meningitidis; RTX, rituximab.
subgroup with
Characteristic subseguent Nm
vaccination
Ravulizumab (n=19) .
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