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Hepatocyte growth factor (HGF) is a pleiotropic growth factor originally
discovered in Japan. It exerts various physiological activities through the Met
receptor and plays an organotrophic role in regeneration and repair of various
tissues and organs. HGF also functions as a neurotrophic factor as follows: 1)
blocking the cell death and demyelination of neurons by suppressing the Caspase—
mediated cell death pathway, 2) promoting Akt activation that leads to cell
survival, 3) promoting axonal outgrowth and enhancing regeneration of neural
networks, 4) for glial cells, modulating the expression levels of glial specific
glutamate transporter attenuating glutamate toxicity, and 5) inducing
angiogenesis necessary for the protection and repair of neurons. Therapeutic
effects of HGF for acute spinal cord injury (SCI) were demonstrated in rat and
marmoset SCI models by Professors Okano and Nakamura’ s group at Keio
University. Intrathecal administration of recombinant human HGF dramatically
improved functional recovery, preventing secondary degeneration occurred in the
acute phase. Based on these preclinical studies, we started Phase I/II in 2014
for patients with SCI acute phase. This Phase I/II was a multicenter, double-
blind and placebo—controlled study to confirm safety as well as efficacy of
recombinant human HGF, KP-100IT. SCI subjects with modified Frankel grade
A/B1/B2 were enrolled. KP-100IT or placebo was administered intrathecally at 72
hours after injury, repeated once a week for 5 times, followed-up for 24 weeks.
The primary endpoint of efficacy was set as the change in ASIA motor score at 24
weeks after injury from baseline. With the support of AMED, we accelerated and
completed the enrollment of 45 SCI patients in the Phase I/II in December 2017
The last subject has completed the follow-up period after dosing in the Phase
I/IT in May 2018. Then, after unblinding and statistical analysis, a clinical
study report was issued in December 2018. As a result of this Phase I/II, the
safety and the therapeutic efficacy of KP-100IT administration was successfully
evaluated. Based on the results of this study, an application for the orphan

drug designation was filed in May 2019.



