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Figure S1: Experimental design. Schematic timeline of the experimental procedures.

Abbreviations: CCI, chronic constriction injury; IHC, immunohistochemistry analysis; L.t.,

intrathecal; WB, Western blot analysis.
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Figure S2: Representative uncropped images of Western Blots in Figure 1C: VEGF and

B-actin.
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Figure S3: Effects of fumagillin intrathecal administration on the pain behaviors evoked by
chronic constriction injury (CCI) in rats. Fumagillin per se had no analgesic effect in naive
and sham-operated rats for a 0.01-1 pg dose range. (A) Dose-response analysis of the effects
of fumagillin single injection on CCI-induced thermal hyperalgesia to the radiant heat of the
ipsilateral hind paw at postoperative day (POD) 14. (B) Dose-response analysis of the effects
of fumagillin single injection on the tail-flick latency using the hot water immersion test in
control and CCI rats at POD 14. The x-axis shows the time within 3 hours after drug injection,
and the y-axis shows %MPE (maximal possible effect) calculated as a mean from three rats
per dose. The area under the analgesic effect-time curve is the %MPE-time curve for
intrathecal administration of 0.01, 0.1, and 1 pg of fumagillin. Intrathecal injection of
fumagillin at a dose of 0.1 pg/day for 14 consecutive days does not affect the paw withdrawal
latency in response to radiant heat (C) and the paw withdrawal threshold after stimulation
with von Frey filaments (D) for the contralateral hind paw. All values were expressed as

means =+ standard error of means (SEMs) (n = 3 per group and each time point).
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Figure S4: Effects of intrathecal administration of anti-vascular endothelial growth factor-A
(anti-VEGF-A) monoclonal antibodies (0.3 pg/day) for 14 consecutive days on chronic
constriction injury (CCI)-induced nociceptive behaviors. Anti-VEGF-A antibody has no
neurotoxic effect on motor function, and all rats were free from motor disabilities with the i.t.
administration of anti-VEGF-A antibody at a dose of 0.3 pg/day for 14 consecutive days.
Narrow beam walking time and changes in hind paw weight distribution were measured in
control rats intrathecally injected with artificial cerebrospinal fluid (aCSF) (control, n = 1), in
CCI rats after intrathecal injection of aCSF (CCI or CCI + vehicle, n = 3), or anti-VEGF-A
antibodies (CCI+ Anti-VEGF-A, n = 4). (A) The representative beam walking time of CCI +
Anti-VEGF-A rats compares to CCI rats and control rat from POD 0-14. Anti-VEGF-A
reduces the CCl-prolonged time to cross the beam. (B) The representative weight-bearing
distribution of CCI + Anti-VEGF-A rats compares to CCI + Vehicle and control rats from
POD 0-14. Anti-VEGF-A reduces the CCl-increased hind paw weight distribution. All values

were expressed as means + standard error of means (SEMs).



