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Supplementary Table 1. Change in pain tolerance, temporal summation of pain (pain facilitation),
conditioned pain modulation (pain inhibition), and functional capacity at 12 Weeks from Baseline
for 30% pain responders versus non-pain responders in the LDN Treated Group.

Change from baseline to after 12 weeks Difference P-
of treatment between groups value
95% CI 95% CI
30% pain Non-pain
responders responders
N=20 N=25

Exploratory Outcomes:
Pressure pain tolerance left leg (kPa) -2.2(-5.6t01.2) -4.0 (-7.0t0 -0.9) 1.8 (-2.8 10 6.3) 0.44
Pressure pain tolerance right leg (kPa) 1.3(-1.5t04.0) -3.6(-6.1to-1.1) 4.9 (1.1t0 8.6) 0.012
Temporal summation of pain (VAS cm) 0.16 (-0.6 t0 0.9) -0.09 (-0.8t0 0.6) 0.2 (-0.8t01.3) 0.63
Conditioned pain modulation (kPa) 0.9 (-0.8 10 2.6) 1.6 (0.1t0 3.0) -0.7(-16t029) 055
30 sec chair stand test (count) 2.6 (1.8103.3) 0.3(-0.410 1.0) 23(1.2t03.3) 0.001
Shoulder raise time (sec) 19.0(-3.3t041.4) -26.7 (-45.8t0-7.7) 45.8(155t076.0) 0.004

Values are presented as least squares means (95% confidence interval) per group, and the difference between groups

Supplementary Table 2. Change in pain tolerance, temporal summation of pain (pain facilitation),
conditioned pain modulation (pain inhibition), and functional capacity at 12 Weeks from Baseline
for 30% pain responders versus non-pain responders in the Placebo Treated Group.

Change from baseline to after 12 weeks Difference P-
of treatment between groups
(95% CI) (9% cr  Vvalue
30% pain Non-pain
responders responders
N=13 N=34

Exploratory Outcomes:
Pressure pain tolerance left leg (kPa) 0.4(-3.9t04.7) -0.9(-3.5t01.8) 1.3 (-3.8106.3) 0.61
Pressure pain tolerance right leg (kPa) -0.6 (-4.2 10 3.0) -1.4 (-3.7t00.8) 0.8(-3.5t05.1) 0.70
Temporal summation of pain (VAS cm) 0.7 (-0.410 1.8) -0.3(-1.0t00.3) 1.0 (-0.3t0 2.3) 0.12
Conditioned pain modulation (kPa) -0.2 (-2.7 t0 2.3) -1.0 (-2.6 to 0.5) 0.8(-2.1103.8) 0.57
30 sec chair stand test (count) 1.7 (0.8t0 2.6) 0.9(0.3t01.4) 0.8(-0.3t01.9) 0.14
Shoulder raise time (sec) 0.6 (-18.3t019.5) -12.1(-239t0-0.4) 12.7(-99t035.3) 0.26

Values are presented as least squares means (95% confidence interval) per group, and the difference between groups.
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Randomisation:
Sequence 8a  Method used to generate the random allocation sequence Page 5
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Implementation 10  Who generated the random allocation sequence, who enrolled participants, and who assigned patrticipants to Page 5
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by original assigned groups
Outcomes and 17a For each primary and secondary outcome, results for each group, and the estimated effect size and its N/A
estimation precision (such as 95% confidence interval) Secondary
analysis
17b  For binary outcomes, presentation of both absolute and relative effect sizes is recommended N/A
Ancillary analyses 18 Results of any other analyses performed, including subgroup analyses and adjusted analyses, distinguishing N/A
pre-specified from exploratory
Harms 19  Allimportant harms or unintended effects in each group (for specific guidance see CONSORT for harms) N/A Reported
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report
Discussion
Limitations 20 Trial limitations, addressing sources of potential bias, imprecision, and, if relevant, multiplicity of analyses Page 9
Generalisability 21  Generalisability (external validity, applicability) of the trial findings Page 9
Interpretation 22  Interpretation consistent with results, balancing benefits and harms, and considering other relevant evidence Page 8-9
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