WO 2012/125809 PCT/US2012/029201

1/9
Study Schema

Screening
Day-28 to Day-1

'

Randomization
Day 1
(120 Subjects)

Group 2 Group 3

Group1 (40 Subjects) (40 Subjects)
(40 Subjects) Fast titration to full Slow titration to full
No titration dose over dose over

5 weeks 6 weeks

Y Y

Treatment Period
Week1—(Day1) to Week8

Weekly Avonex IM injection in the clinic

Prophylactic acetaminophen 650mg PO:
within 1hr pre—injection and at 4 to 6hr, 8 to 10,
and 12 to 15hr post-injection

Assessments of FLS:
within 1hr pre—injection as well as at 4 to 6 hr
and 12 to 15hr post injection
immedicately after acetaminophen administration at each time point

'

Follow—Up Week10
or
Early Discontinuation: within 2 weeks after the last Avonex injection.
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Primary Outcome Variable: Change in total FLS score from pre—injection

Mean change in flu—like symptom scores from pre—injection

to 4 to 6 hours after injection over 8 weeks

»*—k—dk—k No titration
©—0O--0—06 Fast titration
B—-3—+-—Hd Slow titration
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p—value
Slow titratration vs. No titration: <0.001
Fast titration vs. No titration: <0.001
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Change in FLS at 4-6 hours by Weeks:
Fast vs No Titration
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Change in FLS at 4-6 Hours by Weeks

No No
Titration Titration
Number of subjects dosed 78 (100) 78 (100)
Week 1 - 2
n 18 18
Mean 0.74 0.15
SD 1.127 0.303
Median 0.50 0.00
Min, Max 0.0, 70 0.0, 1.5
p-value (a) <0.001
Week 5 - 4
n 18 18
Mean 0.49 0.18
SD 1.013 0.386
Median 0.00 0.00
Min, Max 0.0, 7.0 0.0, 2.0
p-value (a) 0.012

NOTE 1: Numbers in parentheses are percentages.

2: Missing values were imputed using last observation carried forward (LOCF).

(a) p-value from ANQVA.
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