Design of a Phase 3 Study of Lenabasum for the Treatment of Dermatomyositis
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Abstract

Methods

Primary Outcome

Eligibility Criteria

Objectives: To provide Phase 3 efficacy and safety data on lenabasum for the treatment
of DM.
Methods: Lenabasum is a rationally-designed, non-immunosuppressive, preferential
cannabinoid receptor type 2 agonist that activates resolution of innate immune
responses. Lenabasum had acceptable safety and tolerability and improved efficacy
outcomes in the double-blinded, randomized, placebo-controlled Phase 2 trial in
dermatomyositis (DM) subjects with refractory, skin-predominant involvement. Phase 3
trial design was based on Phase 2 data, input from a steering committee of experts in DM
clinical trials, and recommendations made by FDA at an End-of-Phase 2 meeting. Input
from EMA and PMDA is pending.
Results: A global, double-blind, randomized, interventional design was chosen to provide
an unbiased assessment of the efficacy, safety and tolerability of lenabasum 20 mg bid
and 5 mg bid compared to placebo in the treatment of DM. A 52-week treatment duration
was selected to provide safety and efficacy data adequate to support chronic treatment of
DM patients. Eligibility criteria include DM patients with active disease, allowing for a
range of muscle, skin, and other disease manifestations. Subjects must be on stable
doses of current DM treatments with any background immunosuppressive medications
allowed except prednisone ≥ 20 mg per day or equivalent. This inclusivity allows testing
of efficacy and safety of lenabasum in the setting of current treatment practice and
reduces risk of disease flare early in the study. The primary efficacy outcome is change
from Baseline in 2016 ACR/EULAR Total Improvement Score (TIS). This composite
outcome has six domains that broadly capture improvement in disease activity, is
relevant to the range of manifestations in DM, and is applicable to the assessment of
efficacy in the target patient population. Secondary efficacy outcomes were chosen to
reflect how the subject functions (Short Form – 36 physical functioning domain), assess
major organ involvement (MMT-8, CDASI activity score, and a new Investigator Global
Assessment scale of skin activity designed specifically for this study), and measure lung
function (FVC). Change in oral corticosteroid dose also will be captured.
Conclusions: To our knowledge, this is the first Phase 3 study in DM with a new
molecular entity and primarily sponsored by industry. As such, agreement with experts
and regulatory authorities on design represents a step forward in the development
pathway of new treatments for DM.
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• Bohan and Peter Criteria1,2
• 2017 EULAR / ACR Classification Criteria3

•
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PMDA

Developing Phase 3 Trial Design for JBT101-DM-002.
Based on the safety and efficacy results fromP2 study JBT101DM-001, a decision was test efficacy and safety of lenabasum
for the treatment of DM. There is currently no regulatory
precedence for Phase 3 studies for new chemical entities for the
treatment of DM. To support the design of this pivotal Phase 3
study, advice was obtained from experts in DM and regulatory
authorities.
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Physician statement of active disease and ≥ 1 of
• MDGA ≥ 3 cm and MMT-8 score ≤ 142 points
• Sum of MDGA, PtGA and EMGA VAS scores ≥ 10 cm
• MDGA ≥ 3 cm and CDASI activity score > 14

• Disease pathogenesis in DM includes chronic inflammation in skin, muscle, and other involved organs

• Double-blind, randomized, placebo-controlled
trial, N = 150

• Lenabasum treatment was safe, well tolerated, and when compared to placebo, was associated with improvement in
Cutaneous Dermatomyositis Activity and Severity (CDASI) activity score and other physician- and patient-reported
outcomes in a first-in-DM Phase 2 study (see below).
• In the same study, lenabasum treatment, when compared to placebo, was associated with a reduction in CD4+ T cells
and multiple inflammatory mediators in skin

• Multicenter, ~75 sites

JBT101-DM-001: First-in-DM Phase 2 Study

Study Design

Subject Eligibility
 Bohan and Peter or Sontheimer Criteria

Part A - DBPC
12 weeks study drug
+ 4 weeks follow-up
N = 22

 Moderate to severely active, refractory
skin-predominant DM
 CDASI Activity Score ≥ 14
 Failed or intolerant of
hydroxychloroquine

Off Treatment*
Mean 31 weeks off
study drug
*Subjects remained on
background
immunosuppressive
drugs

Part B – OLE
Ongoing
20 mg Lenabasum BID
N = 20

 Minimal active muscle
improvement
 Adults ≥ 18 and ≤ 70 years of age

Primary Outcome
DBPC

Off

CDASI Activity Score
OLE

• CDASI activity scores improved
(decreased) during the OLE, with mean
(SE) change from Baseline in CDASI
activity score = -21.8 (2.26) points at 68
weeks
• An improvement of -4 to -5 points is
considered a minimal important
difference in CDASI activity score.

•

Developed by consensus of myositis experts
representing 4 international professional
organizations of experts (ACR, EULAR, the
International Myositis Assessment and
Clinical Studies Group, and the Paediatric
Rheumatology International Trials
Organisation)5

• Reduction in corticosteroid dose and doses of
other immunosuppressive medications
allowed for safety or under pre-specified
conditions of improvement from baseline.

TIS
∆ EMGA

∆ MMT-8
∆ HAQDI

• Investigator Global Assessment of Skin
Activity

•

MMT-8

• Forced Vital Capacity

•

CDASI Activity Score

• Change in oral corticosteroid dose

Summary
• Inclusive subject eligibility criteria includes classic and amyopathic DM patients and allows
background immunosuppressive drugs
• 2016 ACR/EULAR Total Improvement Score is primary efficacy outcome

• 12 month treatment duration to support
chronic dosing

• Open-label extension planned

∆ PtGA

• First Phase 3 study in DM testing a new chemical entity

• Randomization 2:1:2 to lenabasum 20 mg
BID, lenabasum 5 mg BID, or placebo BID

• 11 study visits including a safety follow-up visit
4 weeks after treatment

∆ Muscle
Enzymes

• SF-36 Physical Functioning Domain

Planned European Sites

• Dosing informed by previous studies
Skin Involvement in DM

Weighted composite outcome (range 0-100
points) that incorporates change from
baseline in six core items

Secondary Efficacy Outcomes: Designed to show improvement in: patient function;
improvement in major organ involvement (muscle, skin and lung); and ability to reduce
oral corticosteroids

Study Design

• Lenabasum, an investigational drug, is a preferential cannabinoid receptor type 2 (CB2) agonist that activates resolution
of inflammation in animal models and in a human model of inflammation

∆ MDGA

Secondary Outcomes

• ILD or PAH requiring constant O2 therapy
• Organ transplant
• Requirement for tube or parenteral feeding

• Current therapies for DM may be ineffective and include immunosuppressive drugs with medically significant toxicities

Chosen based on regulatory advice as an
appropriate outcome to evaluate
improvement in overall disease

•

• Prednisone ≤ 20 mg / day, stable doses ≥ 4 weeks
• Other immunosuppressive treatments, stable ≥ 8 weeks

Background

Core Items in Total
Improvement Score

Primary Efficacy Outcome: Total
Improvement Score5 (TIS) at 52 weeks

• To our knowledge, when complete, will be largest Phase 3 study of an investigational drug
done in DM
Study Status and Patient
Referrals
• Actively enrolling
• To refer potential subjects
contact
DMphysicians@corbuspharma.
com

 Stable doses of concomitant medicines
for DM allowed, including
immunosuppressive medications
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