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DISCUSSION

* The Natalizumab, phase 3b, prospective, randomized, Open-label study comparing extended interval dosing Versus Approved dose (NOVA) study will provide the first randomized, controlled efficacy data
for patients treated with extended interval dosing (EID) of natalizumab.

* In conjunction with prior safety data, the results from this study will provide information on the potential of EID as a future progressive multifocal leukoencephalopathy (PML) risk mitigation strategy.
* These study results will also help define a benefit/risk profile for natalizumab EID.

Figure 1. NOVA study endpoints and assessments
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* NOVA will be a prospective, randomized, interventional,

controlled, rater-blinded, multinational study (clinicaltrials.gov Figure 2. Rationale for study dosing intervals
no. NCTO3689972).
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* Approximately 480 patients will be enrolled in NOVA.
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IV every 6 weeks [40-47 days]).
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* The primary endpoint is the number of nhew/newly enlarging
T2 lesions at 48 weeks. NOVA study

— Key secondary endpoints include time to relapse, relapse rate, dose range
the number of new magnetic resonance imagine (MRI) lesions,
and the incidence of serious adverse events. Exploratory
endpoints include Timed 25-Foot Walk (T25FW), 9-Hole Peg
Test (9HPT), and Symbol Digit Modality Test (SDMT) scores and
confirmed disability worsening or improvement.

- Data on natalizumab serum concentration, alpha-4 integrin
] ' P ] g Light-grey- and light-green-shaded areas indicate ranges of SID and EID dosing intervals for the NOVA study. SID 1° and EID 1°,SID 2° and EID 2°, and SID 3° and EID 3° refer to the
saturation, Iymphocyte counts, and body Welght will be definitions of SID and EID in the primary, secondary, and tertiary analyses, respectively, on PML risk in the TOUCH analysis.®
collected to explore relationships between pharmacokinetics ADI=average dosing interval.

(PK)/pharmacodynamics (PD) and efficacy.
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- In open-label trials, rater-blinded MRI endpoints remain fully
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of demyelination and provide high-sensitivity detection of
disease activity.®
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* Several retrospective studies have indicated that natalizumab
efficacy is maintained with EID dosing schedules >4 weeks.”? 25-36 0.2 (0.0-0.4) 0.8 (0.1-1.5) 2.6 (1.4-3.9) 3.6 (1.4-7.4)
In addition, partial reversal of natalizumab’s pharmacodynamic 37-48 0.4 (0.0-1.0) 2.0 (0.2-3.8) 6.8 (4.4-9.1) 8.3 (4.3-14.5)
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* This study will provide the first randomized, controlled efficacy 61-72 0.6 (0.0-1.5) 3.0 (0.2-5.8) 10.0 (5.6-14.4) 5.5 (1.1-16.0)8

data for patients treated with natalizumab EID and will yield a

more comprehenswe underStandmg of both the effectiveness Conditional probability of developing PML using the life-table method in each year of treatment with multiple imputation to account for missing data in a pooled cohort (n=21,696)*? of natalizumab-
and the safety of natalizumab EID. treated patients from 4 large, observational, open-label studies: STRATIFY-2,25 STRATA, 6 TOP,* and TYGRIS.Y” The orange box highlights the risk of PML during the first year of treatment.
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