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RESULTS
Summary of serious infections
•	 Overall, 1969 pwRMS were included in the analyses (cumulative exposure, 8042.7 patient-years [PYs]), of which 

115 (5.84%) had a total of 130 serious infections over 6 years; most of these serious infections were Grade 1–3 
in severity

•	 Of 115 pwRMS with serious infections:
	– 103 participants had 1 serious infection and 12 had multiple serious infections (9 had two serious infections 

and 3 had three serious infections)
	– 90.4% (104/115) completely recovered, 3.48% (4/115) recovered with sequelae or were recovering,  

0.87% (1/115) had not recovered (at the data cut-off), and 5.22% (6/115) had fatal outcomes
•	 The most commonly reported serious infections were COVID-19/COVID-19 pneumonia (2.49%; 49/1969), urinary 

tract infections (0.91%; 18/1969), lower respiratory tract infections (0.81%; 16/1969) and appendicitis 
(0.76%; 15/1969)

•	 Eight patients discontinued ofatumumab due to serious infections:
	– COVID-19 or COVID-19 pneumonia (n=5, fatal), upper respiratory tract infection (n=1, recovered), 

tubo-ovarian abscess (n=1, recovered) and pneumonia and septic shock (n=1, fatal; the participant had a 
history of kyphosis)

•	 Up to 6 years of ofatumumab treatment, one case of serious opportunistic infection of Pneumocystis jirovecii was 
reported; external adjudication did not confirm the final diagnosis and further noted that the clinical course was 
not suggestive of P. jirovecii pneumonia:
	– The participant had no change in the dosage or interruption of ofatumumab therapy and fully recovered

Annualised rates of serious infections over time
•	 The annualised rate of serious infections (excluding COVID-19) was low and stable throughout 6 years of 

ofatumumab treatment (Figure 1)

Figure 1. Annualised rates of serious infection (excluding COVID-19; safety analysis set)

N 1969 1812 1619 1500 1291 589
Exposure (PYs) 1904.1 1722.8 1550.8 1439.8 824.6 513.4
Number of eventsa 25 17 16 9 6 5
Participants with at 
least one event, n (%) 24 (1.22) 16 (0.88) 15 (0.93) 7 (0.47) 4 (0.31) 4 (0.68)

Year 1 Year 2 Year 3 Year 4 Year 5 Year 6

0.013 
(0.008, 0.021) 0.010

(0.006, 0.017)
0.011

(0.006, 0.018) 0.006 
(0.003, 0.013)

0.007
(0.003, 0.017)

0.010
(0.004, 0.025)

Year since start of ofatumumab

0

0.04

0.08

0.12

0.16

0.2

A
nn

ua
lis

ed
 ra

te
 o

f s
er

io
us

 in
fe

ct
io

ns
(9

5%
 C

I)

aPossiblity of multiple events per participant in a given year. CI, confidence interval; N, number of participants; PY, patient-year.

•	 From 2020 to 2023, the annualised rate of serious COVID-19 cases remained low, with the highest rate observed 
in 2021; this number gradually decreased and reached 0 by 2023 (as of data cut-off; Figure 2)

Figure 2. Annualised rate of serious COVID-19 cases (safety analysis set)

N 1669 1562 1474 1395
Exposure (PYs) 1611.2 1521.8 1435.3 993.5
Number of events 7 30 12 0
Participants with at
least one event, n (%) 7 (0.42) 30 (1.92) 12 (0.81) 0
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CI, confidence interval; N, number of participants; PY, patient-year.

Serious infections and IgG levels
•	 In 97.1% (1911/1969) of participants, IgG levels remained above the LLN at all timepoints up to 6 years of 

ofatumumab treatmenta

2.8%
(55/1969)

of participants had IgG<LLN 
at any time during the studyb

2.4%
(48/1969)

At least one 
IgG<LLN and 

no serious infection

0.2%
(3/1969)

Serious infection 
within 30 days 

of IgG<LLNc

0.2%
(4/1969)

Serious infection 
beyond 30 days 

of IgG<LLNc

aNumber of participants with no occurrence of IgG<LLN at least once at any time during the post baseline visit. bNumber of participants 
with IgG<LLN at least once at any time during the post baseline visit. cAll cases of serious infections within and beyond 30 days of 
IgG<LLN were resolved and recovered. Ig, immunoglobulin; LLN, lower limit of normal.
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CONCLUSIONS
•	 The annualised rates of serious infections remained low and 

did not increase over time through 6 years of ofatumumab 
treatment in pwRMS

•	 The rates of serious COVID-19 cases remained low with 
ofatumumab treatment

•	 Overall, IgG levels remained above the LLN in 97.1% of 
patients at all timepoints during the 6 years of ofatumumab 
treatment 

	– Only isolated cases of serious infections were observed 
when IgG levels were below the LLN

•	 These findings reinforce the established, favourable, long-term 
safety profile of ofatumumab in pwRMS
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INTRODUCTION
•	 Ofatumumab, a fully human anti-CD20 monoclonal 

antibody with a 20 mg subcutaneous monthly dosing 
regimen, is approved for the treatment of relapsing 
multiple sclerosis (RMS) in adults and is the only 
anti-CD20 therapy intended for self-administration1,2

•	 In the phase 3 ASCLEPIOS I/II trials, ofatumumab 
treatment for up to 30 months had a favourable 
safety profile and was generally well tolerated in 
people with RMS (pwRMS)3

•	 Ofatumumab treatment up to 6 years showed a 
favourable safety and tolerability profile, with no new 
safety signals identified in pwRMS4,5

•	 Assessment of the risk of serious infections with 
long-term use of B-cell–depleting therapies such as 
ofatumumab can help clinicians in their  
decision-making process

OBJECTIVE
•	 To evaluate the risk of developing serious infections with ofatumumab treatment over 6 years (cut-off date: 25-Sep-2023) in pwRMS

METHODS
Participant population
•	 Participants who received at least one dose of ofatumumab in ASCLEPIOS I/II, 

APLIOS, APOLITOS (core studies) or the ALITHIOS open-label extension study 
were included in the analysis

Assessments
•	 Serious infections (as assessed by the investigator) were assessed in 

participants receiving ofatumumab
•	 Time at risk was defined as starting from the first dose of ofatumumab up to 

100 days following the last dose of ofatumumab
•	 Time-adjacent serious infections (i.e., concurrent or ≤3 days apart) that were 

part of the same risk category (i.e., upper, lower and unspecified respiratory 
tract infections [excluding COVID-19]; COVID-19; appendicitis; urinary tract 
infections; herpes viral infections and others) were counted as a single infection

•	 Serious infections occurring within and outside a 30-day window 
of immunoglobulin (Ig)G levels below the lower limit of normal 
(LLN: 5.65 g/L) were evaluated; instances where no serious 
infections were found despite IgG<LLN at any point in time during 
the study were also investigated
	– The IgG assessment schedule was previously presented 

elsewhere6

Statistical analyses
•	 The annualised rate of serious infections for each year was 

estimated using a negative binomial regression model, with 
number of infections in each participant in the year as the response 
variable, year as factor and time at risk in the year as offset variable

•	 COVID-19 incidence was evaluated based on calendar years rather 
than years on ofatumumab, as cases of COVID-19 occurred only 
during 2020–2023; Poisson model was used to analyse the outcome 


