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Laquinimod (phll)
Pridopidine (phlll)

Disponibile negli Stati Uniti:

=Austedo

(deutetrabenazine)




LEGATO-HD (2

THE LAQUINIMOD HD STUDY

Laquinimod: immunomodulatory treatment for HD
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-* Microglia: (1) homeestatic e Mutant huntingtin
(2) migrating M
(3) neurotaxic ’:' Nkt
(4) phagocytic :h;« Astrocyte
TLR: Toll-like receptor

ROS: reactive axygen species

BDNF = brain derived neurotrophic factor,
NF-kB = nuclear factor kappa-light-chain-enhancer of activated B cells
Ellrichmann G, et al. Clin Dev Immunol. 2013;2013:1-11.
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LEGATO-HD ‘2

THE LAQUINIMOD HD STUDY
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Population and Treatment Outcome Measures

Participants - : ; i

= Symptomatic HD ages 21-55 y Primary Endpoint. A UHDRS-TMS @ week 52

= 36-49 CAG repeats = Secondary Endpoints: = Exploratory Endpoints

= UHDRS-TMS =5 = AHD-CAB * A MRIvolume whole brain,

= UHDRS-TFC =8 = ATFC ventricles & white-matter
#OF = A CIBIC-Plus global score * A UHDRS-FA

Treatment Arms PATIENTS * A% caudate volume MRI * A Q-Motor

——Lagq05mgaqd 100
Screening —|aq1.0mgqd 100
——(Lag 1.5 mgqd 100 discontinued)
— Placebo 100

Patient genetic profiles for clinical response to treatment

PET-study: Microglia Activation

Monocyte gene expression for laquinimod effects on HD pathology
MRS assessment of neuronal integrity and astrocytosis

Peripheral cytokine and proteomic analysis in response to treatment
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Timeline

Double Blind Treatment Period Follow-Up

Screening Baseline Month 12 or ET

2-5 weeks 1 month
Visit 1 Vis.it 2 Visit 3 Visit 4 Visit 5 Visit 6 Visit 7 Visit 8 Vis.it 9
Week 0 Week 4 Week 13 Week 19 Week 26 Week 39 Week 52 Week 5)6R
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Pridopidina: meccanismo d’azione
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Sigma-1 receptor activation
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ER stress suppression
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Neuroprotection

Delay in functional decline




PRIDE-HD study design

A Phase 2 study in HD patients

The Pride-HD Study

EMBRACING CHALLENGES

Double-blind
Screening primary study phase

* Male or female age 221
years, with an onset of

HD after 18 years’ old Pridopidine
’ - = 45 mg bid daily
— HD based on clinical el 67.5 mg bid daily
features and 236 CAG —4 : . :
repeats = 90 mg bld dall).’
— UHDRS-TMS 2 25 g 112.5 mg bid dally
— UHDRS-IS < 90% §
— Body weight 250 kg é
S
* Antipsychotics, g
antidepressant or other ch

psychotropic medications
permitted

< ><

Baseline 26 weeks

> @ <

Double-blind

2nd study phase FOllOW—up

Primary endpoint:

UHDRS-TMS
UHDRS-TMS,
UHDRS-mPPT — UHDRS-mPPT,
UHDRS-TFC > UHDRS-TFC
Other functional, g other exploratory
behavioral, and z functional,

global measures behavioral, and

global measures
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26 weeks 2 weeks

8 | CONFIDENTIAL



Open PRIDE-HD

The present clinical study is planned as an open-label extension of PRIDE-HD study, in order
to collect and assess long term data on the safety, tolerability, and efficacy of Pridopidine in
patients with Huntington's disease (HD).

Primary - Evaluate safety and tolerability of (U
Objective Pridopidine in patients with HD

The Open
Pride Study

- Asses the effects of long-term, open-label
dosing with Pridopidine on motor symptom
severity, overall patient function, physical
performance, and health-related quality of
life in patients with HD

Secondary
Objectives
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La tecnologia a supporto dei prossimi trial clinici

Smart Phone Big Data Analytics Disease platform
interface
° Researcher
Data for
p Analysis
Manage the —_
Disease N N | 7 6 Patient and
using Data (3G €4G) Clinician Clinically
Meaningful
Data

INSIGHT / VALUE

Smart Watch
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Lo sviluppo di pridopidina guidato dai bisogni dei pazienti

— Come emerso da un’intervista ai pazienti e ai caregiver, condotta a Settembre del 2015 dall’FDA, in
preparazione ad un incontro focalizzato sullo sviluppo di nuovi farmaci, un trattamento che possa
ritardare il declino funzionale, potrebbe avere un profondo impatto sulla vita dei pazienti.

— | risultati dello studio PRIDE-HD suggeriscono che il trattamento con pridopidina nei pazienti HD
nella fase iniziale, possa avere un impatto positivo sulla Total Functional Capacity (TFC).

— I HD-Cope si e fatta portavoce con I'’FDA della necessita di iniziare immediatamente studi clinici
con la TFC come endpoint primario.

— Teva sta lavorando con FDA, EMA e Associazioni Pazienti per disegnare e implementare lo studio di
fase Ill.
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UHDRS Total Functional Capacity is the most widely
accepted tool for assessing disease progression in HD

VI. FUNCTIONAL CAPACITY

70.

71.

72.

73.

74.

OCCUPATION — A well established endpoint for trials aiming to slow
9 = unable rate of functional decline

1 = marginal work only

2 = reduced capacity for usual job Ra nge . O 13

3 = normal

FINANCES — Floor and ceiling effects make this more sensitive to

1 = maj ist .
2 — slight aseistance change in early HD, than late HD
3 = normal

DOMESTIC CHORES
0 = unable

1 = impaired

2 = normal

ADL

0 = total care

1 = gross tasks only

2 = minimal impairment
3 = normal

CARE LEVEL

0 = full time skilled nursing
1 = home or chronic care
2 = home
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La nostra priorita e trattare tutti i bisogni dei pazienti

Austedo

Total
Maximal
Chorea
Score

HD patient

Pridopidine
Total
Functional
Capacity

Laquinimod HD

Total Motor
Score
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Grazie!




