
5/12/21, 10:54 AMA phase 1b/2a, open-label, multiple ascending dose trial of domagrozumab in FKRP limb-girdle muscular dystrophy - PubMed

Page 1 of 2https://pubmed.ncbi.nlm.nih.gov/33961310/

FOLLOW NCBI

COVID-19 Information

Public health information (CDC) |  Research information (NIH) |  SARS-CoV-2 data (NCBI) |  Prevention and

treatment information (HHS) |  Español

 

. 2021 May 7. doi: 10.1002/mus.27259. Online ahead of print.

A phase 1b/2a, open-label, multiple ascending dose
trial of domagrozumab in FKRP limb-girdle muscular
dystrophy

Doris G Leung , Alex E Bocchieri , Shivani Ahlawat , Michael A Jacobs , 
Vishwa S Parekh , Vladimir Braverman , Katherine Summerton , Jennifer Mansour , 
Nikia Stinson , Genila Bibat , Carl Morris , Shannon Marraffino , Kathryn R Wagner

Affiliations
PMID: 33961310  DOI: 10.1002/mus.27259

This article is protected by copyright. All rights reserved.

FULL TEXT LINKS

Muscle Nerve

 1  2  3  4  4  5

 3  5  3  1  6

 1  1  7  8  1  2  9

Abstract

Introduction: We report the results of a phase 1b/2a, open-label, multiple ascending dose trial of
domagrozumab, a myostatin inhibitor, in patients with FKRP-associated limb-girdle muscular
dystrophy.

Methods: Nineteen patients were enrolled and assigned to one of three dosing arms (5 mg/kg,
20mg/kg, or 40mg/kg every 4 weeks). Following 32 weeks of treatment, participants receiving the
lowest dose were switched to the highest dose (40mg/kg) for an additional 32 weeks. An extension
study was also conducted. The primary endpoints were safety and tolerability. Secondary
endpoints included muscle strength, timed function testing, pulmonary function, lean body mass,
pharmacokinetics, and pharmacodynamics. As an exploratory outcome, muscle fat fractions were
derived from whole-body magnetic resonance images.

Results: Serum concentrations of domagrozumab increased in a dose-dependent manner and
modest levels of myostatin inhibition were observed in both serum and muscle tissue. The most
frequently occurring adverse events were injuries secondary to falls. There were no significant
between-group differences in the strength, functional, or imaging outcomes studied.

Discussion: We conclude that although domagrozumab was safe in patients in LGMD2I, there was
no clear evidence supporting its efficacy in improving muscle strength or function. This article is
protected by copyright. All rights reserved.

Keywords: FKRP; clinical trial; domagrozumab; limb-girdle muscular dystrophy; myostatin
inhibition; whole-body MRI.

https://twitter.com/ncbi
https://www.facebook.com/ncbi.nlm
https://www.youtube.com/user/NCBINLM
https://www.linkedin.com/company/ncbinlm
https://github.com/ncbi
https://ncbiinsights.ncbi.nlm.nih.gov/
https://www.coronavirus.gov/
https://covid19.nih.gov/
https://www.ncbi.nlm.nih.gov/sars-cov-2/
https://combatcovid.hhs.gov/
https://salud.nih.gov/covid-19/
https://pubmed.ncbi.nlm.nih.gov/?term=Leung+DG&cauthor_id=33961310
https://pubmed.ncbi.nlm.nih.gov/?term=Bocchieri+AE&cauthor_id=33961310
https://pubmed.ncbi.nlm.nih.gov/?term=Ahlawat+S&cauthor_id=33961310
https://pubmed.ncbi.nlm.nih.gov/?term=Jacobs+MA&cauthor_id=33961310
https://pubmed.ncbi.nlm.nih.gov/?term=Parekh+VS&cauthor_id=33961310
https://pubmed.ncbi.nlm.nih.gov/?term=Braverman+V&cauthor_id=33961310
https://pubmed.ncbi.nlm.nih.gov/?term=Summerton+K&cauthor_id=33961310
https://pubmed.ncbi.nlm.nih.gov/?term=Mansour+J&cauthor_id=33961310
https://pubmed.ncbi.nlm.nih.gov/?term=Stinson+N&cauthor_id=33961310
https://pubmed.ncbi.nlm.nih.gov/?term=Bibat+G&cauthor_id=33961310
https://pubmed.ncbi.nlm.nih.gov/?term=Morris+C&cauthor_id=33961310
https://pubmed.ncbi.nlm.nih.gov/?term=Marraffino+S&cauthor_id=33961310
https://pubmed.ncbi.nlm.nih.gov/?term=Wagner+KR&cauthor_id=33961310
https://doi.org/10.1002/mus.27259
https://doi.org/10.1002/mus.27259
https://pubmed.ncbi.nlm.nih.gov/33961310/#affiliation-1
https://pubmed.ncbi.nlm.nih.gov/33961310/#affiliation-2
https://pubmed.ncbi.nlm.nih.gov/33961310/#affiliation-3
https://pubmed.ncbi.nlm.nih.gov/33961310/#affiliation-4
https://pubmed.ncbi.nlm.nih.gov/33961310/#affiliation-4
https://pubmed.ncbi.nlm.nih.gov/33961310/#affiliation-5
https://pubmed.ncbi.nlm.nih.gov/33961310/#affiliation-3
https://pubmed.ncbi.nlm.nih.gov/33961310/#affiliation-5
https://pubmed.ncbi.nlm.nih.gov/33961310/#affiliation-3
https://pubmed.ncbi.nlm.nih.gov/33961310/#affiliation-1
https://pubmed.ncbi.nlm.nih.gov/33961310/#affiliation-6
https://pubmed.ncbi.nlm.nih.gov/33961310/#affiliation-1
https://pubmed.ncbi.nlm.nih.gov/33961310/#affiliation-1
https://pubmed.ncbi.nlm.nih.gov/33961310/#affiliation-7
https://pubmed.ncbi.nlm.nih.gov/33961310/#affiliation-8
https://pubmed.ncbi.nlm.nih.gov/33961310/#affiliation-1
https://pubmed.ncbi.nlm.nih.gov/33961310/#affiliation-2
https://pubmed.ncbi.nlm.nih.gov/33961310/#affiliation-9


5/12/21, 10:54 AMA phase 1b/2a, open-label, multiple ascending dose trial of domagrozumab in FKRP limb-girdle muscular dystrophy - PubMed

Page 2 of 2https://pubmed.ncbi.nlm.nih.gov/33961310/

Related information

MedGen

LinkOut - more resources

Full Text Sources

Wiley

Follow NLM

  

National Library of
Medicine
8600 Rockville Pike
Bethesda, MD 20894

Copyright
FOIA
Privacy

Help
Accessibility
Careers

NLM NIH HHS USA.gov

https://www.ncbi.nlm.nih.gov/medgen/?linkname=pubmed_medgen&from_uid=33961310
https://doi.org/10.1002/mus.27259
https://www.facebook.com/nationallibraryofmedicine
https://twitter.com/NLM_NIH
https://www.youtube.com/user/NLMNIH
https://www.nlm.nih.gov/socialmedia/index.html
https://www.google.com/maps/place/8600+Rockville+Pike,+Bethesda,+MD+20894/@38.9959508,-77.101021,17z/data=!3m1!4b1!4m5!3m4!1s0x89b7c95e25765ddb:0x19156f88b27635b8!8m2!3d38.9959508!4d-77.0988323
https://www.nlm.nih.gov/copyright.html
https://www.nih.gov/institutes-nih/nih-office-director/office-communications-public-liaison/freedom-information-act-office
https://www.nlm.nih.gov/privacy.html
https://support.nlm.nih.gov/
https://www.nlm.nih.gov/accessibility.html
https://www.nlm.nih.gov/careers/careers.html
https://www.nlm.nih.gov/
https://www.nih.gov/
https://www.hhs.gov/
https://www.usa.gov/

