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IN THE PIPELINE

An intravenous infusion study looks at rHIgM22 as a potential remyelinating agent.

BY ZAC HAUGHN, SENIOR ASSOCIATE EDITOR

An Infusion of 
Possibilities: rHIgM22

E
xperts maintain that the “next frontier” in MS 
therapeutics is myelin repair (Neurotherapeutics; 
10(1):44-54), and Acorda Therapeutics is chasing the 
goal with its trial examining rHIgM22, a remyelinat-

ing antibody being studied for the potential treatment of 
multiple sclerosis (MS). Acorda is currently conducting a 
Phase I clinical trial to assess the safety and tolerability of a 
single dose of rHIgM22 in people with MS. The study also 
includes several exploratory efficacy measures. Preclinical 
studies have found that it promoted remyelination by 
stimulating oligodendrocytes to repair areas of demyelin-
ation. Preclinical studies with rHIgM22 also resulted in sus-
tained improvements in motor activity.

This is a different approach to treating MS than existing 
approved therapies, which target the underlying immune-
mediated inflammation of the central nervous system, 
according to Andrew R. Blight, PhD, Acorda’s chief scien-
tific officer. Practical Neurology™ spoke with Tony Caggiano, 
Vice President of Research and Development, Acorda 
Therapeutics, to learn more about the research.

With an agent like rHIgM22, what are some 
of the challenges of designing a clinical trial? 
How might it have differed from a more tradi-
tional MS trial?

Like all early clinical trials, our current Phase I trial 
is focused on safety and tolerability. We administered 
rHIgM22 in escalating doses to seven patient cohorts, and 
there were no dose-limiting side effects in those study 
participants. Although this study was small and unlikely to 
show any efficacy signal, we included biomarker, imaging, 
and clinical assessments to begin to explore methods to 
assess remyelination. One of the challenges is there are no 
proven methods to demonstrate remyelination, and fur-
thermore, remyelination alone, as demonstrated through 
MRIs or other imaging technologies, may not meet FDA 

standards for approval. There also needs to be clinical 
meaningfulness associated with a therapy. Looking for 
functional improvement is different from the DMT trials, 
which looked at reduction of relapses—but does mirror 
our Ampyra trials focusing on functional outcomes. Since 
there are no remyelination therapies approved, it’s a bit 
of a new trail we’re blazing. We, and others in the remy-

KEY INCLUSION 
•	 Patients	with	all	forms	of	MS,	and	if	on	immunomodula-

tory	drugs,	on	a	stable	regimen	for	at	least	3	months
•	 Informed	consent
•	 Willing	to	be	an	inpatient	for	2	days
•	 MRI	Possible

KEY EXCLUSION
•	 Various	limitations	related	to	unstable	disease,	certain	

past	medications	and/or	therapies

DEVELOPING “NATURAL HISTORY”  
BIOMARKERS
•	 Myelin	contains	many	unique	lipids	and	proteins.
•	 Myelin	turnover	products	can	be	found	in	serum	from	MS	

patients	and	could	be	used	as	“natural	history”	biomarkers	
to	benchmark	therapeutic	intervention.

•	 Older	data	describing	myelin	lipid	turnover	in	MS	was	
obtained	with	less	sensitive	methods	than	modern	mass	
spectroscopy.

•	 MS	serum	samples	were	obtained	at	various	defined	
times	after	an	acute	relapse	for	lipidomics	profiling.

•	 The	researchers	are	identifying	lipidomics-derived	bio-
markers	for	benchmarking	purposes	to	potentially	apply	
to	clinical	trials	of	remyelinating	therapy.

A CLOSER LOOK AT THE STUDY



elination space, are looking at a range of potential efficacy 
measures.

In our trial, we have 21 participants being followed for 
six months post-treatment (each patient is given a single 
dose of rHIgM22) to evaluate several exploratory efficacy 
measures. While we don’t expect to see much in the way 
of efficacy given the small number of patients in the trial, 
these exploratory measures should help inform future trial 
design.

 
How do you decide on what measures to use, 
and, importantly, not use? Can you give an 
example of a measure your team might have 
considered measuring, but ultimately didn’t?

This is our first human trial of rHIgM22, so safety and tol-
erability are the focus. We were encouraged that there were 
no dose-limiting adverse events in the seven doses that were 
administered. We are looking at a variety of exploratory effi-
cacy measures in the cohort of participants we are following 
for 6 months post-treatment, including standard clinical 
evaluations (EDSS, T25FW), visual measures, biomarkers, 
MRI and MRS (magnetic resonance spectroscopy). At this 
point, it’s too early to tell what efficacy measures might 
meet FDA’s requirements for clinical meaningfulness. That 
said, the area of remyelination is a promising one for people 
with MS, since there is a large amount of preclinical data 
on efficacy and the potential to repair damage from MS. 
Time will tell if that can translate to an effective therapy for 
humans.

 
The final data collection date for primary  
outcome measure is set for november 2014. 
Are you still on target, and when do you 
expect to release your findings?

Acorda expects the study to conclude later this year and 
plans to announce top-line safety data in early 2015. n

“One of the challenges is there are 

no proven methods to demonstrate 

remyelination, and furthermore, 

remyelination alone, as 

demonstrated through MRIs or other 

imaging technologies, may not meet 

FDA standards for approval.”


