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Abstract [ £ &

Traumatic spinal cord injury (SCI) is associated with a lifetime of disability stemming from loss of motor, sensory, and
autonomic functions; these losses, along with increased comorbid sequelae, negatively impact health outcomes and quality
of life. Early decompression surgery post-SCl can enhance patient outcomes, but does not directly facilitate neural repair
and regeneration. Currently, there are no U.S. Food and Drug Administration—approved pharmacological therapies to
augment motor function and functional recovery in individuals with traumatic SCI. After an SCI, the enzyme, Rho, is activated
by growth-inhibitory factors and regulates events that culminate in collapse of the neuronal growth cone, failure of axonal
regeneration, and, ultimately, failure of motor and functional recovery. Inhibition of Rho activation is a potential treatment for
injuries such as traumatic SCI. VX-210, an investigational agent, inhibits Rho. When administered extradurally after
decompression (corpectomy or laminectomy) and stabilization surgery in a phase 1/2a study, VX-210 was well tolerated.
Here, we describe the design of the SPRING trial, a multicenter, phase 2b/3, randomized, double-blind, placebo-controlled
clinical trial to evaluate the efficacy and safety of VX-210 (NCT02669849). A subset of patients with acute traumatic cervical
SCl is currently being enrolled in the United States and Canada. Medical, neurological, and functional changes are evaluated
at 6 weeks and at 3, 6, and 12 months after VX-210 administration. Efficacy will be assessed by the primary outcome
measure, change in upper extremity motor score at 6 months post-treatment, and by secondary outcomes that include
auestion-based and task-based evaluations of functional recovery

A Tools << Share

Lo @ A ]

Figures References Related Details

Journal oOf
Neurotrauma

VOLUME 35, ISSUE 9
MAY 2018

Information
® Michael G. Fehlings et al.

To cite this article:

Fehlings Michael G., Kim Kee D., Aarabi Bizhan, Rizzo Marco, Bond
Lisa M., McKerracher Lisa, Vaccaro Alexander R., and Okonkwo
David O..

Journal of Neurotrauma. May 2018. ahead of print
http://dei.org/10.1089/neu.2017.5434

©

Published in Volume: 35 Issue 9: May 1, 2018
Online Ahead of Print: March 1, 2018

Online Ahead of Editing: January 9, 2018

T—
spinal cord injury i SPRING trial § VX-210

Publication History

Diithlichad Anlina 1 Aav ON10



I)
Journal of Neurotrauma, Vol. 35, No. 9 | Original Articles @ L) ¢ A o

Rho Inhibitor VX-210 in Acute Traumatic Subaxial

Cervical Spinal Cord Injury: Design of the SPinal N rara

Cord Injury Rho INhibition InvestiGation (SPRING)
Clinical Trial

Fehlings Michael G. =, Kim Kee D., Aarabi Bizhan, Rizzo Marco, Bond Lisa M., McKerracher Lisa, Vaccaro Alexander R., and

VOLUME 353, ISSUE 9
MAY 2018

Okonkwo David O

Published Online: 1 May 2018 | https://doi.org/10.1089/neu.2017.5434 Information
® Michael G. Fehlings et al.

‘= sections ¥ View Article & Tools <. Share

H] View PDF

Facebook

Abstract Bizhan, Rizzo Marco, Bond

itroduc ) View PDF Plus % Add to favorites Twitter ander R., and Okonkwo
ntroduction

! ! ! ) ¥ Download Citations Linked In htrauma. May 2018. ahead of print
Methods ) is associated with a i ; Googlés Sfiare 1089/neu.2017.5434

es, along with increase O Track Citations
Reddit

jery post-SCI can enhan (® Back To Publication 1 olume: 35 Issue 9: May 1, 2018

Acknowledgments e are no U.S. Food and i Email ;:;rtl:ngMajngﬂzyO; 82018
N a 5

Conclusions

ictional recovery in indi Cl. ATter an Sul, tne enzyme, Kho,
regulates events that culminate in collapse of the neuronal growth cone, failure of axonal

Author Disclosure Statement

regeneration, and, ultimately, failure of motor and functional recovery. Inhibition of Rho activation is a potential treatment for Keywords

injuries such as traumatic SCI. VX-210, an investigational agent, inhibits Rho. When administered extradurally after

decompression (corpectomy or laminectomy) and stabilization surgery in a phase 1/2a study, VX-210 was well tolerated.

Here, we describe the design of the SPRING trial, a multicenter, phase 2b/3, randomized, double-blind, placebo-controlled

clinical trial to evaluate the efficacy and safety of VX-210 (NCT02669849). A subset of patients with acute traumatic cervical

SCl is currently being enrolled in the United States and Canada. Medical, neurological, and functional changes are evaluated
at 6 weeks and at 3, 6, and 12 months after VX-210 administration. Efficacy will be assessed by the primary outcome
measure, change in upper extremity motor score at 6 months post-treatment, and by secondary outcomes that include Publication History

auestion-based and task-based evaluations of functional recoverv. y Dithlichad anlina 1 Mav 20182



7
Journal of Neurotrauma, Vol. 35, No. 9 | Original Articles @ ¢ A
A Rho activation after acute SCI

Rho Inhibitor VX-210 in Acute Traumatic Subaxial ”
Cervical Spinal Cord Injury: Design of the SPinal e g—
Cord Injury Rho INhibition InvestiGation (SPRING) ..
Clinical Trial

Fehlings Michael G. Kim Kee D., Aarabi Bizhan, Rizzo Marco, Bond Lisa M., McKerracher Lisa, Vaccaro Alexander R., and

Okonkwo David O.

Published Online: 1 May 2018 | https://doi.org/10.1089/neu.2017.5434 B Rho inhibition with VX-210

Spinal cord injury
i= sections ¥ View Article /& Tools < Share Inflammation
i [ ove | csvor | o

S Epheins

Abstract

Traumatic spinal cord injury (SCI) is associated with a lifetime of disability stemming from loss of motor, sensory, and
autonomic functions; these losses, along with increased comorbid sequelae, negatively impact health outcomes and quality
of life. Early decompression surgery post-SCI can enhance patient outcomes, but does not directly facilitate neural repair
and regeneration. Currently, there are no U.S. Food and Drug Administration—approved pharmacological therapies to
augment motor function and functional recovery in individuals with traumatic SCI. After an SCI, the enzyme, Rho, is activated
by growth-inhibitory factors and regulates events that culminate in collapse of the neuronal growth cone, failure of axonal
regeneration, and, ultimately, failure of motor and functional recovery. Inhibition of Rho activation is a potential treatment for

injuries such as traumatic SCI. VX-210, an investigational agent, inhibits Rho. When administered extradurally after FIG. 1. SCl-mediated Rho (A) activation and (B)
decompression (corpectomy or laminectomy) and stabilization surgery in a phase 1/2a study, VX-210 was well tolerated. inhibition by VX-210. CSPG, chondroitin sulfate
Here, we describe the design of the SPRING trial, a multicenter, phase 2b/3, randomized, double-blind, placebo-controlled proteoglycan; MAG, myelin-associated glycoprotein;

clinical trial to evaluate the efficacy and safety of VX-210 (NCT02669849). A subset of patients with acute traumatic cervical
SCl is currently being enrolled in the United States and Canada. Medical, neurological, and functional changes are evaluated
at 6 weeks and at 3, 6, and 12 months after VX-210 administration. Efficacy will be assessed by the primary outcome
measure, change in upper extremity motor score at 6 months post-treatment, and by secondary outcomes that include
auestion-based and task-based evaluations of functional recovery. A Administration of VX-210

Details

Nogo-A, neurite outgrowth inhibitory protein A; OMgp,
oligodendrocyte-myelin glycoprotein; RGM, repulsive
guidance molecule; TNF, tumor necrosis factor.
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Abstract

Traumatic spinal cord injury (SCI) is associated with a lifetime of disability stemming from loss of motor, sensory, and
autonomic functions; these losses, along with increased comorbid sequelae, negatively impact health outcomes and quality
of life. Early decompression surgery post-SCI can enhance patient outcomes, but does not directly facilitate neural repair
and regeneration. Currently, there are no U.S. Food and Drug Administration—approved pharmacological therapies to
augment motor function and functional recovery in individuals with traumatic SCI. After an SCI, the enzyme, Rho, is activated
by growth-inhibitory factors and regulates events that culminate in collapse of the neuronal growth cone, failure of axonal
regeneration, and, ultimately, failure of motor and functional recovery. Inhibition of Rho activation is a potential treatment for
injuries such as traumatic SCI. VX-210, an investigational agent, inhibits Rho. When administered extradurally after
decompression (corpectomy or laminectomy) and stabilization surgery in a phase 1/2a study, VX-210 was well tolerated.
Here, we describe the design of the SPRING trial, a multicenter, phase 2b/3, randomized, double-blind, placebo-controlled
clinical trial to evaluate the efficacy and safety of VX-210 (NCT02669849). A subset of patients with acute traumatic cervical
SCl is currently being enrolled in the United States and Canada. Medical, neurological, and functional changes are evaluated
at 6 weeks and at 3, 6, and 12 months after VX-210 administration. Efficacy will be assessed by the primary outcome
measure, change in upper extremity motor score at 6 months post-treatment, and by secondary outcomes that include
auestion-based and task-based evaluations of functional recoveryv
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