Ocrevus® 300 mg/10 ml
ocrelizumab
Concentrate for solution for infusion
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Ocrevus is indicated for the treatment of adult patients with relapsing or primary
progressive forms of multiple sclerosis.
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2.3  Recommended Dosage and Dose Administration

Table 1
PPMS

Recommended Dose, Infusion Rate, and Infusion Duration for RMS and

Amount and

Infusion Rate and Duration?

Volume!
Infusion 1 300 mg e Start at 30 mL per hour
Initial Dose in 250 mL e Increase by 30 mL per hour every
30 minutes
(two infusions) Infusion 2 300 mg e Maximum: 180 mL per hour
(2 weeks later) in 250 mL e Duration: 2.5 hours or longer
every6 e Start at 40 mL per hour
months”
: e Increase by 40 mL per hour every
Option 1 ‘ 600 mg 30 minutes
Infusion of in 500 mL e Maximum: 200 mL per hour
@R};ﬁgﬁiﬂy e Duration: 3.5 hours or longer
.5 hours
Subsequent duration’
Deses
(onc infusion) OR
Subsequent Ot
ption 2
M. (If no prior e Start at 100 mL per hour for the
(one lnfus610r1l serious first 15 minutes
every P
months)? m. h e Increase to 200 mL per hour for the
% next 15 minutes
OCREVUS . 600 mg e Increase to 250 mL per hour for the
infusion)* in 500 mL next 30 minutes

Infusion of
approximately
2 hours
duration®

e Increase to 300 mL per hour for the
remaining 60 minutes

Duration: 2 hours or longer

! Solutions of Ocrevus for intravenous infusion are prepared by dilution of the drug product into an
infusion bag containing 0.9% Sodium Chloride Injection, to a final drug concentration of approximately

1.2 mg/mL.

? Administer the first Subsequent Dose 6 months after Infusion 1 of the Initial Dose.
3 Infusion time may take longer if the infusion is interrupted or slowed [ see Dosage and Administration

(2.5)].

4 I see Adverse Reactions (6.1) and Clinical Sudies (14.3)].
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6.1 Clinical Trials Experience

Adverse Reactions in Patients who Received 2-hour Infusions

Study 4 was designed to characterize the safety profile of OCREVUS infusions administered
over 2 hours in patients with Relapsing-Remitting Multiple Sclerosis who did not experience a
serious infusion reaction with any previous OCREVUS infusion. In this study, the incidence,
intensity, and types of symptoms of infusion reactions were consistent with those of infusions
administered over 3.5 hours [see Clinical Sudies (14.3)].

6.3  Postmarketing Experience

[...]

Skin: Pyoderma gangrenosum
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12.3 Pharmacokinetics

Pharmacokinetics (PK) of Ocrevus in MS clinical studies fit a two compartment model with
time-dependent clearance. The overall exposure at the steady-state (AUC over the 24 week
dosing intervals) of Ocrevus was 3,510 mcg/mL per day. In clinical studies in MS patients,
maintenance doses of ocrelizumab were either 600 mg every 6 months (RMS patients) or two
300 mg infusions separated by 14 days every 6 months (PPMS patients). The mean maximum
concentration was 212 mecg/mL in patients with RMS (600 mg infusion over 3.5 hours) and 141
mcg/mL in patients with PPMS (two 300 mg infusions over 2.5 hours administered within two
weeks). The mean maximum peak concentrations (Cuma) 0f ocrelizumab in patients with
relapsing-remitting multiple sclerosis (RRMS) observed after the 3.5-hour infusion and 2-hour
infusion were 202 + 42 (mean + SD) and 200 + 46 mcg/mL, respectively, compared to the
previously reported Cmax of 212 mcg/mL. The pharmacokinetics of ocrelizumab was essentially
linear and dose proportional between 400 mg and 2000 mg.
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14.3 Safety Study of 2-Hour Infusions

The safety of the 2-hour OCREVUS infusion was evaluated in Study 4 (NCT03085810), a
prospective, multicenter, randomized, double-blind, controlled, parallel arm substudy in
patients with Relapsing-Remitting Multiple Sclerosis who were naive to other non-steroid
therapies for MS and did not experience a serious infusion reaction with any previous
OCREVUS infusion. The first dose of OCREVUS was administered as two 300 mg infusions
(600 mg total) separated by 14 days. After enrollment in the substudy, patients were
randomized in a 1:1 ratio to receive infusions over approximately 3.5-hours or 2-hours, after
appropriate _premedication [see Dosage and Administration (2.2)]. every 24 weeks. The
randomization was stratified by region and the dose at which patients were first randomized.

The primary endpoint of the substudy was the proportion of patients with infusion reactions
occurring during or within 24 hours following the first randomized infusion of OCREVUS. The
primary analysis was performed when 580 patients were randomized, at which time 469/579
(81%) of the treated patients had received only a single randomized infusion of OCREVUS.
The proportions of patients with infusion reactions occurring during or within 24 hours
following the first randomized infusion in this substudy were similar between the 2-hour and




3.5-hour infusion groups (24.4% versus 23.3%. respectively). Overall, in all randomized doses,
27.1% of the patients in the 2-hour infusion group and 25.0% of the patients in the 3.5-hour
infusion group reported mild or moderate infusion reactions; two infusion reactions were severe
in intensity, with one severe infusion reaction (0.3%) reported in one patient in each group in
this substudy [ see Warnings and Precautions (5.1)]. There were no life-threatening, fatal, or
serious infusion reactions in this substudy.




