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BACKGROUND AND OBJECTIVES

In Huntington disease (HD), immune-mediated CNS inflammation involving microglial and
astrocytic activation, elevated inflammatory cytokines, increased NFxB activity and low levels of
BDNF gene transcription are associated with progressive neuronal dysfunction and striatal
degeneration.!

RESULTS

Patient Disposition and Demographics

LEGATO-HD was fully enrolled with 352 patients
participating at 48 sites in 10 countries
286 patients completed and 65 terminated early

Efficacy: Primary endpoint UHDRS-TMS was not met but secondary endpoint % change in caudate volume loss was met

Fig 3. Primary endpoint UHDRS-Total Motor Score Fig 4. Secondary endpoint % Caudate volume loss and Exploratory MRI endpoints
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Screening Baseline Double-blind Changes from BL to Wk 52 Table 1. Summary of adverse events* UHDRS-Total Motor Score Percent change in caudate volume loss

Efficacy

* Primary EP: Total Motor Score (TMS) (1 mg qd)
» Secondary EP: % in caudate volume loss (1 mg qd)
* Key Exploratory EPs:

* MRI volume measures

Key Inclusion Criteria

* Adult-onset HD, age 21-55
years

* 36-49 CAG repeats

* TMS score > 5 and
TFC 28 at screening

Volume loss in caudate and other brain regions (white matter, grey matter and
whole brain) is hallmark of HD pathology

Caudate volume is a sensitive biomarker in very early HD

Caudate volume loss correlates with disease progression

Scale assesses eye movements, speech, alternating hand movements,
dystonia, chorea, and gait

Based on the mechanisms of action of laquinimod, we expected less decline in
motor or other features compared to placebo, but no improvement of
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Fig 5. Quantitative Motor (Q-Motor) Assessment

Statistical Method

Fallback method with the loop-back feature? was selected to test the primary and secondary
endpoints while preserving the experiment-wise type | error rate of 5%

— Alpha is split between the endpoints of interest:

— There were no treatment effects seen in rater-
dependent outcomes for functional capacity
(UHDRS-TFC, UHDRS-FA, mPPT), clinical global
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CONCLUSIONS

— In this placebo-controlled study of patients with early HD, laguinimod treatment showed no evidence of improved rater-dependent clinical outcomes, whereas
laguinimod treatment demonstrated a statistically significant reduction in volume loss in caudate for the 1 mg dose, and nominally significant reduction in volume loss in
caudate for the 0.5 mg dose and in whole brain and white matter for both doses.

— Q-Motor measures suggest a nominal effect of laquinimod on motor coordination congruent with less decline in motor signs based on progression signals known from
studies such as TRACK-HD # and PRIDE-HD.>

— Jointly, the treatment effects on MRI brain volume and Q-Motor measures suggest a central effect of laquinimod in LEGATO-HD of unknown clinical significance.
— The lack of clinical effect could be due to possible confounders such as the relatively short treatment period of 52 weeks and rater biases in clinical scales.

— Analysis of MRS regarding neuronal integrity and astrocytosis and PET regarding neuroinflammation could further elucidate the nature of changes observed in the
brain.
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