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Systemic Sclerosis: The Unmet Neec



Systemic sclerosis Is a rare, debilitating andireatening autoimmune

disease characterized by inflammation & fibrosis
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Systemic sclerosis has among the highest mortality of systemic autoimm

diseases, driven primarily by its deleterious effects on major organs
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Physicians are most concerned with lung involvement in SSc

Rheumatologists rank pulmonary disorders h | ¢ famili th. and find i tant
as the most strongly associated and highly ...they are also most familiar with, and find most important,
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SSc Associations, Specific Symptoms Not strongly associated, but associated and L . _ .
% associate strongly with SSc (T28) associated with not highly highly :’amlllarlty with and Importance of SSc Clinical Endpoints
SSc concerning concerning % physicians
Pulmonary disorders 8%
Emotional burden 7% 10| 83%
Familiar,
Gastro-esophageal dysfunction 10% 8 82% important
Physical discomfort 14% 129 74%
o G o Familiar, not
Disfiguration 18% 13% 69% 36% 35% 37% 36% 31% important
Pain 29% 6% 65% 3% 4% 8% 7%
25% N
Skin discoloration 14% 21% Not familiar
Musculoskeletal involvement 28%  19% 53% Forced Vital Health Assessment Modified Rodnan Patient Global Physician Global Combined
Capacity (FVC) Questionnaire Skin Score (mRSS) Assessmentof Assessment of Response Index
Cardiac manifestations 39% 9% 52% Disability Index Disease Activity Disease Activity Score for
(HAQ-DI) (PtGA) (MDGA) Systemic
Renal impairment 43% 5 51% | Sclerosis (CRISS)
Cognitive impairment 76%
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5 X




Rationale for Lenabasum In
Systemic Sclerosis



Lenabasum is a CB2 agonist designed to provide an alternative to

Immunosuppressive treatments for chronic inflammatory and fibrotic disea

A Oral agonist of cannabinoid receptor type 2
(CB2), a GPCR that regulates inflammation and
fibrosis

A Designed as a disease-modifying alternative
to immunosuppressive treatments for
chronic inflammatory and fibrotic diseases

A Has effects on immune cells and fibroblasts,
both of which express CB2 when activated

AReduces inflammatory cells and cytokines in

tissue
AReduces myofibroblasts and pro-fibrotic growth Y IN SILICO BINDING
factors in tissue | OF LENABASUM

(PURPLE) TO CB2




Animal model data provide link between CB2 and systemic sclerosis

Excessive lung fibrosis develops in mice without CB2

Mice without CB2 (CB2-/- knock-out mice)
develop excessive lung and skin fibrosis and
SSc-specific autoantibodies (anti-DNA
topoisomerase 1 antibodies) when their immune
system is activated with hypochlorite ( HOCI)2.

Lung fibrosis is shown.

Servettaz et al. Am J Pathol 2010;177:187-96

Excessive lung fibrosis

in absence of CB2 I




Lenabasum reduced fibrosis in an animal model of SSc lung disease

Lung fibrosis induced with bleomycin

A Lung fibrosis is induced with bleomycin
(bleomycin versus control)

A Lenabasum, whether started prophylactically
before bleomycin or therapeutically 1 week
after bleomycin, reduced lung inflammation and
fibrosis

A Lung histology is shown for Day 14 post-
bleomycin, when lenabasum was starting
therapeutically at Day 8
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Lenabasum inhibited lung fibrosis




Phase 2 Biomarkers
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Phase 2 | Lenabasum improved inflammation and fibrosis in skin
biopsies from SSc patients in a Phase 2 study

More improvement or
stability of histological
findings of inflammation
and fibrosis in paired skin
biopsies after 12 weeks

treatment with lenabasum
versus placebo

Inflammation Fibrosis
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Change from Baseline, % of Skin Biopsies

Placebo Lenabasum Placebo Lenabasum

Analyses are of paired skin biopsies at baseline and Week 12,N = 23 lenabasum and N = 13 placebo.



Phase 2 | Lenabasum reduced expression of gene pathways
Involved in fibrosis in skin biopsies from SSc patients

Extracellular Matrix Organization Pathway

Greater reduction in gene
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Analyses are of paired skin biopsies at baseline and Week 12,N = 23 lenabasum and N = 13 placebo.



Phase 2 | Lenabasum improved efficacy results in a 16-week Phase

2 study in SSc

Change in FVC, % predicted

Change inmRSS

Greater numerical

reduction in modified

Rodnan skin score (MRSS),

a measure of skin fibrosis,

and forced vital capacity

(FVC) percent predicted, a

measure of lung function,

after 12 weeks treatment Lenabasum  Placebo Lenabasum  Placebo
with lenabasum versus

placebo

Placebo, N 15 15 14 14 13 Placebo, N 15 15 14 14 13
Lenabasum, N 27 25 23 22 24 Lenabasum, N 27 25 23 22 24

Phase 2 Efficacy



