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Actemra® 20 mg/ml 1.V.
V. 2"n/a"n 20 nanoupx
tocilizumab
Concentrate for solution for infusion
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Actemra (tocilizumab) is indicated for reducing signs and symptoms in adult patients with
moderately to severely active rheumatoid arthritis who had an inadequate response to
one or more DMARDs (Disease Modifying Anti-Rheumatic Drugs) or TNF antagonists or
in whom DMARDs cannot be used. Actemra can be used alone or in combination with
methotrexate or other DMARDSs.

Actemra has been shown to reduce the rate of progression of joint damage as measured
by X-ray and to improve physical function when given in combination with methotrexate.

Actemra is indicated for the treatment of active systemic juvenile idiopathic arthritis in
patients 2 years of age and older.

Actemra in combination with methotrexate (MTX) is indicated for the treatment of juvenile
idiopathic polyarthritis (rheumatoid factor positive or negative and extended oligoarthritis)
in patients 2 years of age and older, who have responded inadequately to previous
therapy with MTX.

Actemra can be given as monotherapy in case of intolerance to MTX or where continued
treatment with MTX is inappropriate.

Actemra in combination with methotrexate (MTX) in indicated for the treatment of severe,
active and progressive rheumatoid arthritis (RA) in adults not previously treated with MTX.
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:Nan yTna pTiy 4.8 Undesirable effects goa

[...]

pJIA Patients
The safety profile of teeilizumab intravenous Actemra in pJIA has been studied in 188 patients

from 2 to 17 years of age. The total patient exposure was 184.4 patient years.

[--.]
Lipid parameters

Dunng routlne Iaboratory monltonng in the—tee#nz—emab—a#e*pe&%e—pepulaﬂen—elevaﬂen—m

%N—menepaﬂeni—(@—t‘»%)—lntravenous Actemra studv WA19977 3 4% and 10. 4% of patlents
experienced a post-baseline elevation of their LDL-cholesterol value to = 130 mg/dL and total
cholesterol value to = 200 mg/dL at any time during the study treatment, respectively.

[...]

sJIA Patients

The safety profile of teeilizamab intravenous Actemra in sJIA has been studied in 112 patients
from 2 to 17 years of age. In the 12 week double-blind, controlled phase, 75 patients received
treatment with tocilizumab (8 mg/kg or 12 mg/kg based upon body weight). After 12 weeks or
at the time of switching to tocilizumab, due to disease worsening, patients were treated in the
oengoeing open label extension phase.

[...]

Infections

In the 12 week controlled phase, the rate of all infections in the teeilizumab intravenous
Actemra group was 344.7 per 100 patient years and 287.0 per 100 patient years in the
placebo group. In the engeing open label extension phase (Part 1), the overall rate of
infections remained similar at 306.6 per 100 patient years.

In the 12 week controlled phase, the rate of serious infections in the teeHizumab intravenous
Actemra group was 11.5 per 100 patient years. At one year in the engeing open label
extension phase the overall rate of serious infections remained stable at 11.3 per 100 patient
years. Reported serious infections were similar to those seen in RA patients with the addition
of varicella and otitis media.

[...]

Lipid parameters
Dunng routine Iaboratory monltonng in the 12 Week controlled phase

tee#&umab—g%eup—and—m—@%—ef—the—plaeebe—g#eem (studv WA18221) 13 4% and 33 3% of

patients experienced a post-baseline elevation of their LDL-cholesterol value to = 130 mg/dL
and total cholesterol value to = 200 mg/dL at any time during study treatment, respectively.

In the engeing open label extension phase, the-pattern (study WA18221), 13.2% and
incidence 27.7% of elevations patients experienced a post-baseline elevation of their LDL-
cholesterol value to = 130 mg/dL and total cholesterol value to = 200 mg/dL at any time during

study treatment, respectively .
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:Nan yTnn PTIY 5.2 Pharmacokinetic properties qiwoa

sJIA Patients :

The pharmacokinetics of tocilizumab were determined using a population pharmacokinetic
analysis on a database composed of #5140 sJIA patients treated with 8 mg/kg 1V _every 2
weeks (patients with a body weight = 30 kg ) er 12 mg/kg 1V _every 2 weeks (patients with a

body welght < 30 kg) gwen—eve.cy—Z—weeks#he—preeheted—mean—@%D)—Auem—G -and

(162 mg SC everv Week %Z—Lweek (patlent

mspeetwely#heaeeum&laﬁe#%eier—@
welthnq P 30 kq) 162 mq SC everv 10 davs or everv 2 W%%—%%#h&t@%#%%b—@

between%he%@—bedy—we@#mgmup& Weeks (patlents Welthnq below 30 kq).

Table 10. Predicted mean + SD PK parameters at steady-state after 1V dosing in sJIA

RoActemra PK Parameter 8 ma/kg Q2W 2 30 kg 12 mag/kg Q2W below 30 kg
Crnax (MQ/mL) 256 + 60.8 274+ 63.8

Cougn (MQ/ML) 69.7+29.1 68.4 + 30.0

Crnean (Ma/mL 119+ 36.0 123+ 36.0
Accumulation Cpax 1.42 1.37
Accumulation Cyough 3.20 3.41
Accumulation Cpean 0r AUCH 2.01 1.95

*1 = 2 weeks for IV regimens

After 1V dosing, approximately 90% of the steady-state was reached by week 8 for both the
12 mag/kg (BW < 30 kg) and 8 mg/kg Q2W (BW = 30 kq) regimens.

In sJIA patients, the central volume of distribution was 35-+ltkg 1.87 L and the peripheral
volume of distribution was 60-mikg 2.14 L resulting in a volume of distribution at a steady
state of 95-mitkg 4.01 L. The linear clearance estimated as a parameter in the population
pharmacokinetic analysis, was 8-242-mithrlkg 5.7 mL/h.

The half life of tocilizumab in sJIA patients is up to 23 16 days for the two body weight
categories (8 mg/kg for body weight = 30 kg or 12 mg/kg for body weight < 30 kg) at week 12.

pJIA Patients :

The pharmacokinetics of tocilizumab in pJIA patients was characterized by a population
pharmacokinetic analysis which included 237 patients who were treated with 8 mg/kg 1V _every
4 weeks (patients weighing = 30 kg ), 10 mg/kg IV every 4 weeks (patients weighing below 30
kg), 162 mg SC every 2 weeks (patients weighing = 30 kq), or 162 mg SC every 3 weeks
(patients weighing below 30 kq).
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Table 11. Predicted mean + SD PK parameters at steady-state after 1V dosing in pJIA

RoActemra PK Parameter

8 ma/kg Q4W 2 30 kg

10 mg/kg Q4W below 30 kg

Crnax (MQ/mL) 183 +42.3 168 + 24.8
Cirougn (G/mML) 6.55+7.93 1.47 +2.44
Crnean (Ha/mL 422+ 134 31.6+ 7.84
Accumulation Cpax 1.04 1.01
Accumulation Cyough 2.22 1.43
Accumulation Cpean 0r AUCH 1.16 1.05

*1 = 4 weeks for IV regimens

After 1V dosing, approximately 90% of the steady-state was reached by week 12 for the

10 mag/kg (BW < 30 kq), and by week 16 for the 8 mg/kg (BW = 30 kg) dose.

:xan yTna PTY 6.3 Shelf life guyoa

The expiry date of the product is indicated on the packaging materials.
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