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LTS -BEEL2BE] 2 [HBLTWS
BE] CEETLH, COFEFRILL), NREEE
RoOB 2D, L &L DBEHEHSHIZG-CSF
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SUMMARY

We have undertaken a Phase I and IIa clinical trial
that evaluates the safety of neuroprotective therapy
using granulocyte-colony stimulating factor (G-CSF)
for patients with rapidly aggravating compression
myelopathy. At the first stage of this trial, we
confirmed the safety of administering G-CSF at 5
ng/kg/day. In the present study, the second stage
of this trial, we investigated the administration of
G-CSF at 10 ug/kg/day. The trial was performed in
twelve patients in whom the Japanese Orthopaedic
Association score for cervical myelopathy decreased
two points or more during a recent one month
period. After obtaining informed consent from the
patients, G-CSF (10 ug/kg/day) was intravenously
administered for five consecutive days. We evaluated
the presence of adverse events related to G-CSF
therapy. We also evaluated motor and sensory
functions of the patients. In all twelve patients,
neurological improvement of both motor and sensory
functions was obtained. though the degree of the
improvement differed among the patients. The mean
American Spinal Injury Association score before
G-CSF administration was 91.0£6.5 points for motor
function, 91.6 =174 for soft touch and 86.5%159 for
pin prick. One month after completing administration.
the mean score improved to 980+ 3.2 points for motor
function, 99.1 =15.3 for soft touch and 99.8+11.0 for
pin prick. On the day following the start of G-CSF
therapy, the mean white blood cell count increased to
more than 227 x 10°/uL, compared with 6.1+ 1.6x 10"/

Bk

uL before administration. It stabilized between 22.7
and 47.3% 10°/ul. during administration, and returned
to preadministration levels by the third day after
the final administration. No adverse event occurred
during or after the administration.
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SUMMARY

We have undertaken phase I and Ila clinical
trials that evaluate the safety of neuroprotective
therapy using granulocyte-colony stimulating factor
(G-CSF) for patients with rapidly aggravating
compression myelopathy. During these trials, we
found that neuropathic pain caused by ossified spinal
ligaments was reduced after G-CSF administration
in two cases. In Case 1 (32-year-old man), ossified
posterior longitudinal ligaments compressed the
spinal cord at T7-T10 levels, and he complained of
intercostal neuralgia and spastic gait. G-CSF at 10
ug/ kg/day was administered for five consecutive
days, and his intercostal neuralgia was reduced
one day after the initial G-CSF administration. One
month after the administration, he underwent a
surgery for T4-T12 posterior decompression with
spinal fusion. At six months after the administration,
he showed an excellent recovery from myelopathy
and no recurrence of intercostal neuralgia. In Case 2
(68-year-old man), bilateral thigh pain and spastic gait
developed due to ossified yellow ligaments at T11-T12.
He was treated with G-CSF administration at 10 zg/ kg
/day for five consecutive days, and his bilateral thigh

® - i

pain reduced one day after the initial administration.
One month after the administration, he underwent
a T10-T12 laminectomy. From three months after
the administration, his thigh pain began to attenuate.
However, at six months after the administration, his
pain was still improved compared with that before
administration. The findings in these present two
cases indicate that G-CSF has a therapeutic effect
for neuralgic pain in patients with compression
myelopathy.
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SUMMARY

Acute cervical central spinal cord injury is
characterized by greater motor impairment of upper
extremities compared with the lower extremities. The
lesion exists at the central portion of the spinal cord;
in the gray matter and the inner region of the white
matter. Recent advances in molecular biology have
enabled us to clarify the tissue reactions following
injury from the acute phase through the chronic
phase. Prognosis of paralysis can considerably be
predicted by MR image diagnosis immediately after
injury. High-dose methylprednisolone has been used
for pharmacotherapy. However, recent reports have
doubt on its therapeutic effect and side-effects related
to the therapy have been emphasized. A clinical trial
of granulocyte colony-stimulating factor has initiated
the development of a new medication therapy. In
patients who have no compression of the spinal cord,
conservative therapy is principally selected. When
patients have spinal cord compression accompanied
by canal stenosis and their paralysis is severe or
progressing, decompression surgery is indicated.
However, there have been few high-quality studies
that compare operative treatment with conservative
therapy, and indications for surgery remain
controversial. A multicenter prospective randomized
clinical trial has begun to analyze further the effect of
decompression surgery.
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in rats
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