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Clinical reseach in LGMD2A:
where are we?

® Despite improvement of the diagnostics and pathomechanism

of LGMD2A, no curative therapies are currently available

® Current medical care consists of symptomatic treatment of the

disease and its complications

» Prevent development of joint contractures

» Supportive interventions to maintain mobility and
iIndependency

» Respiratory care

® Aim: prolong survival and improve quality of life.
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Clinical reseach in LGMD2A:
where are we?

Evaluation of Limb-Girdle Muscular Dystrophy

This study has been completed. ClinicalTrials.gov Identifier:

NCTO00893334

First received: May 4, 2009
Last updated: March 6, 2014
Last verified: March 2014
History of Changes

Sponsor:
Cooperative International Neuromuscular Research Group

Collaborator:
Carolinas Medical Center lead study site

Information provided by (Responsible Party):

Cooperative International Neuromuscular Research Group

Full Text View Tabular View No Study Results Posted Disclaimer  [E] How to Read a

B Purpose

The purpose of this study is to understand the biochemistry of different types of Limb-Girdle Muscular Dystroph
International Neuromuscular Research Group (CINRG). It involves a one day clinical evaluation at a participatin
by a physician, pulmonary function testing, a complete cardiac evaluation with electrocardiogram (ECG or EKG
participant will be asked to fill out a couple of questionnaires asking questions about quality of life and activity lif

Clinical Trial of Coenzyme Q10 and Lisinopril in Muscular Dystrophies

This study is ongoing, but not recruiting participants. ClinicalTrials.gov Identifier:

NCTO01126697

First received: May 18, 2010
Last updated: Cctober 10, 2014
Last verified: October 2014
History of Changes

Sponsor:
Cooperative International Neuromuscular Research Group

Collaborator:
Department of Defense

Information provided by (Responsible Party):
Cooperative International Neuromuscular Research Group

Full Text View Tabular View No Study Results Posted Disclaimer [l How to Read

B Purpose

The study will include 120 participants aged 8 and up with Duchenne, Becker, or autosomal recessive limb-g
CoQ10 alone, Arm 2 Lisinopril alone, Arm 3 CoQ10 and Lisinopril or Arm 4 No study medication. Randomiza
standard Doppler echocardiography. The study will last 24 months with visits at Months 0.5,1.5, 6, 12, 18 an
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Clinical reseach in LGMD2A:
where are we?
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LGMD 2A: Natural History

Mean age of onset: 8-15 years (range 2-40 years)
CK: 5-80X

Progression: moderate

Loss of ambulation: 11-28 years from onset
Contractures: common

Respiratory impairment: uncommon

Cardiomyopathy: rare
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LGMD 2A: Natural History

® Inter- and intra familiar variability
® Childhood versus adult onset

® Rate of progression
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LGMDZ2A: Natural History

® Clinical study design

» Duration of the study
» Monitoring

® Qutcome measures

» Clinically meaningful
» Sensitive to change

® Therapeutic effect

» Against natural course of the disease
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Outcome measures

®* A measure of the quality of medical care (including
pharmacological and non-pharmacological interventions)
» Feasible

» Reliable
» Reproducible
» Sensitive

® Measure of functional abilities according to the severity or
the stage of the diseases



LGMD2A: Outcome measures

Manual muscle testing (MRC)

North Star Ambulatory Assessment
Time functional tests

»  Time to rise form the floor

»  Time to run/walk 10 meters

»  Time to climb 4 steps

Time up and go

6Minute walking test (6MWT)
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Patient reqgistry

Database to collect information about people affected

by a particular condition
Genetic and Medical information

LGMD is a rare condition - without a patient registry

finding enough patients for a trial can take a long time

Keep patients informed about research, clinical trials

and outcomes
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Care standards

® Homogeneous population for clinical trial

¢ Studies in DMD with investigational drugs have underlined
the impact of care standards in clinical trial
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Patient registry

Identification of subjects suitable for clinical trials

Patient registries allow people to who may be eligible

for certain trials to be contacted quickly and easily

Geographically locate subjects with specific

characteristic (site selection)

Doctors and researcher can also access
the medical data to learn more about the

condition



LGMD 2A: Patient registry

LGMD2A

Patient Registry

Home == Click to Reqister

Resources

Coalition to Cure Calpain-J
(C3)

Muscular Dystrophy
Association

OMIM Description of

LGMD2A

NIH GeneReviews -
Calpainopathy

Front Page

LGMD2A Patient FAQ

Welcome to the LGMDZ2A global patient registry. The purpose of this site is to compile a registry of people who have
been diagnosed with limb-girdle muscular dystrophy (LGMD) type 2A, or calpain-3 deficiency (calpainopathy).

Click to Register

Patient Registration

Thank you for registering.

By registering in the LGMD2A/calpainopathy screening database you will be providing us with certain individually-identifiable
healthcare information. We will hold your individually identifiable information in the strictest of confidence, and will only use or disclose it
to others with your specific consent.

By providing your individually identifiable health care information in the following Patient Registration, you authorize the use of such
data in our aggregate patient registry, which is used to document the prevalence of this condition and may be used for research
purposes to identify possible diagnostic or treatment options. We may contact you to discuss your registration, and you always have the
rightto either decline to discuss it further or to withdraw this authorization, in which case we will remove your individually identifiable
information from the registry. Your registration will be stored in a secure electronic database.

To make sure that the data in the reqgistry is correct and up to date, it is essential that we update it regularly. To do this, we may send you
follow-up forms periodically asking you to tell us about any changes in your medical condition or other details that might occur, for
example change of contact information or loss of ambulation.

Please confirm that you have read the above privacy statement and understand that your information may be used in aggregate
for research purposes, but that no personally identifiable information will be disclosed without your consent:

Required *

lagree + 55

I am filling out this form on
behalf of. *

Myself ' Afamily member



The Iltallan Registry

599 LGMD patients

Heterozygous
mutation in




Data collection

ANAMNESTIC DATA RESPIRATORY FUNCTION
Familiarity Spirometry

Onset Nocturnal saturimetry
CK values NIV

Muscular involvement
(distribution)
Tendon retraction

Scoliosis FUNCTIONAL EVALUATIONS
MUSCLE BIOPSY MRC
Morphology Walton
IHC analysis MEFM
WB analysis 6MWT
MOLECULAR ANALYSIS MAGNETIC RESONANCE
Muscular MRI
CARDIAC FUNCTION Brain MRI
ECG
Holter ECG

Echocardiogram

DATABASE containing retrospective and prospective data


https://www.google.it/url?q=http://www.drviscardo.it/omeopatia.htm&sa=U&ei=tGpOU4GjJ_OIyQPl9oDwDg&ved=0CE4Q9QEwEA&sig2=2OuasSQFJ5aBiA5WyFXgoQ&usg=AFQjCNF1VIbuMt-isqK6QsdxxvV-mJD8GA
https://www.google.it/url?q=http://www.drviscardo.it/omeopatia.htm&sa=U&ei=tGpOU4GjJ_OIyQPl9oDwDg&ved=0CE4Q9QEwEA&sig2=2OuasSQFJ5aBiA5WyFXgoQ&usg=AFQjCNF1VIbuMt-isqK6QsdxxvV-mJD8GA

Biomarkers

Objective measures (blood not subject to placebo effect)

Possibly an acute read out (changes in blood seen before
clinical changes)

Should support and extend clinical outcomes

Should help build ‘compelling case’ for regulators:
accelerated approval

Could allow clinical trials in populations where there
are no strong clinical outcomes (young boys and older,
non-ambulant subjects)
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LGMD2A: Trial Readiness

Diagnosis

Disease

Natural history

Pre-clinical

Care standards

Outcome measure

Registry

Biomarkers

Pathogenesis Therapies

Pre-clinical models Clinical
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LGMDZ2A: Therapy delivery

Patient
registries

Care

standards Clinical trials
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