
Background

Ocrelizumab (OCR) is an anti-CD20 monoclonal antibody 

approved for treatment of relapsing (RMS) and primary 

progressive multiple sclerosis (PPMS). Prolonged treatment with 

anti B-cell therapy is associated with a risk of 

hypogammaglobulinemia and the potential for increased infection 

risk.¹ This is of particular concern in older patients with chronic 

B-cell depletion, in whom immunosenescence may pose an 

additional risk for infection. 

During the phase III trials for OCR, a small proportion of patients  

developed low IgG (1.5% in OPERA I & II and 1.1% in  

ORATORIO) after 2-3 years of OCR treatment, but this was not 

associated with a higher rate of infection2,3. Patients with 

preexisting low IgG were excluded from the trials. 

Results
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Baseline Cycle 3 Cycle 4 Cycle 5 Cycle 6 Cycle 7 Cycle 8 Cycle 9 Cycle 10 Cycle 11 Cycle 12 Cycle 13 Cycle 14 Cycle 15 Cycle 16 Cycle 17

N 473 396 370 333 299 259 223 196 172 154 126 101 78 55 36 15

Median IgG Value (mg/dL) 986 992 986 959 932 940 922 909.5 894.5 894 881.5 866 854 812 781 779

% Change From BL -1.7 -0.8 -3.1 -4.2 -7.1 -9.7 -9.3 -9.2 -10.4 -11.5 -13.1 -14.2 -14.6 -16.5 -19.0
Absolute Change from BL
(mg/dL), Median

-16.5 -7.5 -30 -38 -67 -92 -88 -98 -101 -115 -129 -136 -130 -148.5 -168

Below LLN (600 mg/dL) %(N) 3.4%(16) 4.0%(16) 3.5%(13) 4.8%(16) 5.0%(15) 5.8%(15) 8.5%(19) 8.7%(17) 8.1%(14) 8.4%(13) 11.1%(14) 10.9%(11) 10.3%(8) 14.5%(8) 5.6%(2) 0.0%(0)

Table 1: IgG Values by OCR Cycle

Methods

This study includes 473 patients receiving commercial 

OCR at The Elliot Lewis Center who had baseline IgG 

levels.

Patients were monitored for infections and serious 

adverse events (SAEs). Patients had biannual 

assessments of serum IgG. Cycle 1 includes two 300 

mg doses of OCR and Cycle 2 is the first full 600 mg 

dose. Normal IgG was defined as 600-1640 mg/dL.

We calculated two infection rates for the purpose of 

identifying the risk of infection after the development 

of low IgG. Infection Rate A in patients with normal 

IgG values (and prior to the development of the first 

low IgG value); Infection Rate B in patients following 

any low IgG value (Figure 1).

Over the course of 17 OCR treatment 

cycles:

• Median IgG declined by 19.0% (168 

mg/dL). 

• 3% of patients had low IgG values at 

baseline and an additional 7% 

developed at least one low IgG value 

(Table 1). 

• Infection Rate A was 73.0 cases per 

100PY, with a severe infection rate of 

2.2 cases per 100PY.

• Infection Rate B was 132.7 cases per 

100PY, with a severe infection rate of 

5.1 cases per 100PY.

Summary

• There was a persistent decline in IgG levels throughout the course of treatment in patients completing 

up to 17 cycles of OCR.

• 7% of patients that had normal IgG at baseline developed hypogammaglobulinemia over the course of 

their treatment with OCR.

• Patients had an increased rate of infections after the development of hypogammaglobulinemia.

As part of a prospective study assessing OCR-associated adverse 

events in a real-world population, we evaluated the long-term 

impact of OCR on IgG levels and frequency of infections. This 

dataset reflects results collected through November 1, 2025.

Objectives
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Figure 3: Median Percent Change in IgG Values from Baseline

Cycle

Figure 2: IgG Values by Cycle

Patient Years Total 
Infections

Infection Rate 
(per 100PY)

Total Severe 
Infections

Severe 
Infection Rate 

(per 100PY)
A 1802.6 1316 73.0 40 2.2

B 118.3 157 132.7 6 5.1

Table 2: Totals Used to Calculate Infection Rates A and B

*5-year combined ocrelizumab clinical trial population had an infection rate of 76.2 per 100PY.5
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Figure 1: Infections Used for Infection Rates A and B
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