Natalizumab (Tysabr
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Indication / Dosing

reduce relapses in individuals with MS by 68% vs.

placebo
ik Increases remissions and maintain symptom free status
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Adverse Effects
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Table 4. Clinical and MRET Endpoints in Study MS1 (Monotherapy Study) at 2 Years

TYSABRI Placebo
n=627 n=315

Clinical Endpoints
Percenfage with sustamed increase in disability 17% 20%

Relative Risk Reduction 42% (95% CI 23%, 57%)

Annualized relapse rate 022 0.67
Relative reduction (percentage) 67%

Percentage of patients remaining relapse-free 67% 41%

MRI Endpoints
New or newly enlarging T2-hypernntense lesions
Median
Percentage of patients with*:
0 lesions
1 lesion
2 lesions
3 or more lesions
Gd-enhancing lesions
Median 0.0 0.0
Percentage of patients with:
0 lesions 7% T2%
1 lesion 2% 12%
2 or more lesions 1% 16%

All apalyses were imfeni-to-weat. For each endpomt, p<=0.001. Determination of p-values: Increass in disability by Cox
proportional hazards model sdjusted for baseling EDVSS and age; relapse rate by Poisson repression adjusang for baseline relapse
rate, EDS5, presence of (Grd-enhancing lesions, age; percentage relapse-free by logisdc regression adjusting for baselime relapss
rate; and lesion mumber by ordinal legistic repression adjusang for baseline lesion mumber.

- Annnalized relspse rate is calenlated as the nomber of relapses for each subject divided by the munber of years followed in the
__ smdy for that subject. The value reporied is the mean actoss all subjects.

*Walnes do not ol 100% due o roonding.
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Table 5. Clinical and MREI Endpoints in Study MS2 (Add-On Study) at 2 Years

TYSABRI Placebo
plus AVONEX plus AVONEX
n=5890 n=582

Clinical Endpoinrts

Percentage with sustamned increase in disability
Relative Risk Reduction

23% 20%
24% (05% CI 4%, 39%)

Anmualized relapse rate
Relative reduction (percentage)

Percentage of patients remaining relapse-free

0.33 0.75
56%

% 32%

MERI Endpoints

New or newly enlarging T2-hyperintense lesions
Median
Percentage of patients with*:
0 lesions
1 lesion
2 lesions
3 or more lesions

Gd-enhancing lesions
Median
Percentage of patients with*:
0 lesions
1 lesion
2 or more lesions

0.0 0.0

06% T5%
2% 12%
1% 14%

Al analyses were infeni-to-taat. For disability acoommlation p=0.024, for all other endpoints, p=0.001. Determination of p-
values: Increase in disability by Cox proporionzl hazards modsl adjusted for baseline ETNAS; relapse rate by Poisson regression
adjusting for baseline relapse rate, EDGS, presence of Gd-enhancing lesions, age; percentags relapse-free by logistic regrassion
adjusting for baseline relapse rate; and lesion mumber by ordinal logistic regression adjusting for baselms lesion oombsar.

Anmmalized relapse rate is calonlated as the nomber of relapses for each subject divided by the munber of years followed in the
sudy for that subject. The value reported is the mesn acrass sl subjects.

*Waloes do not toml 100% due o roonding.
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Figure 1. Time to Increase in Disability Sustained for 12 Weeks in Study MS1
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Table 6. Induction of Clinical Response and Remission in Study CD2
TYSABRI Placebo Treatment Difference
n=259 n=250 (95% CT)

Clinical Response at:
Week 8 56% 40% 16% (8%. 26%)
Week 12 60% 44% 16% (7%. 25%)
Both Weeks 8 & 12% 48% 32% 16% (7%. 24%)
Clinical Remission at:
Week 8 32% 21% 11% (3%. 19%)
Week 12 37% 25% 12% (4%. 21%)
Both Weeks 8 & 12% 26% 16% 10% (3%. 18%)

r—
p =0.0035

Response is defined as a =70-pomt reduction in CDAT score from baseline.

Femission is defined as CDAT <150.

Table 7. Maintenance of Clinical Response and Remission in Study CD3
TYSABRI Placebo Treatment Difference
(95% CI)

n=164 n=167
Clinical Response through:
Month 9* 61% 20% 32% (21%. 43%)
Month 15 54% 20% 34% (23%. 44%)

n=128’ n=118"

Clinical Remission through:
Month 9* 45% 26% 19% (6%. 31%)
Month 15 40% 15% 25% (13%, 36%)
*p=0.005
tNumber of patients included for analysis of “through™ Month © and Month 15 includes only those in remission upon

entry into Study CD3.
Response is defined as CDAIT <220 and a =70-point reduction in CDAI score compared to Baseline from Study CD1. <

Remission is defined as CDAT =150.




