S-Tabl changes of PWT and AS in rats (Mean+SD)

Values Sham BCP Normal Fvalue DF P P1 P2
PWT

0d 33.5+3.4 34.0+4.0 33.0+3.3 0.1355 23 0.8741 0.9518 0.8243
1d 30.843.0 29.3+2.2 33.5£3.4 3.807 23 0.0388 0.5386 0.0238
3d 27.5+£3.7 28.5+£3.7 28.5+4.7 0.1421 23 0.8683 0.8581 >0.9999
6d 31.0£2.6 14.843.6 31.5+2.4 74.24 23 <0.0001 <0.0001 <0.0001
9d 293422 9.6£24 29.3+22 170 23 <0.0001 <0.0001 <0.0001
12d 293+£22 6.3+1.6 29.0£3.3 1994 23 <0.0001 <0.0001 <0.0001
AS

0d 0.0£0.0  0.0£0.0 0.0£0.0 \ \ \ \ \

1d 0.140.3  0.3+0.4 0.0+0.0 1.105 23 0.3496 0.6817 0.2566
3d 0.3+0.4 0.6=0.7 0.0£0.0 3.093 23 0.0665 0.2583 0.0406
6d 0.0+0.0 1.4+0.5 0.0+£0.0 56.47 23 <0.0001 <0.0001 <0.0001
9d 0.0£0.0 2.3+0.7 0.0£0.0 81 23 <0.0001 <0.0001 <0.0001
12d 0.0£0.0 3.4+0.7 0.0£0.0 164.6 23 <0.0001 <0.0001 <0.0001

Note: Multiple comparisons using Bonferroni post hoc analysis. P was used to indicate the
difference between the three groups; P1 was used to indicate the difference between Group BCP
and Group sham; P2 was used to indicate the difference between Group BCP and Group normal.

S-Tab2 changes of PWT and AS after intrathecal injection of 20 nM DZNep(Mean+SD)

BCP+DZ

Values Sham Nep20aM BCP Fvalue DF P Pl P2
PWT

0d 33.043.2 323432 34.0£4.0 0.4443 23 0.6472 0.8896 0.552
1d 33.5+3.3 33.5+3.4 29.3+2.2 4.608 23 0.0219  >0.9999 0.029
3d 28.5+44.3 28.5+4.7 28.5+3.7 1 23 0.3847 >0.9999 >0.9999
6d 31.5+42.4 18.343.7 16.8+3.4 44.11 23 <0.0001 <0.0001 0.5989
9d 29.3+£2.2 129428 9.5+24 1264 23 <0.0001 <0.0001 0.0351
12d 29.0+£3.3 10.1£2.0 6.3t1.6 1773 23 <0.0001 <0.0001 0.0129
AS

0d 0.0£0.0 0.0£0.0 0.0£0.0 \ \ \ \ \

1d 0.0£0.0 0.3+04 0304 1.167 23 0.3308  0.3306  >0.9999
3d 0.0£0.0 0.4+£0.5 0.6+0.7 2.891 23 0.0778 0.2793 0.5415
6d 0.0+£0.0 1.3+0.7 1.5+£0.5 19.73 23 <0.0001 0.0002 0.5278
9d 0.0£0.0 1.6+0.7 2.4+0.7 3195 23 <0.0001 <0.0001 0.0407
12d 0.0£0.0 2.1£0.6 3.4+0.7 7246 23 <0.0001 <0.0001 0.0005

Note: Multiple comparisons using Bonferroni post hoc analysis. P was used to indicate the
difference between the three groups; P1 was used to indicate the difference between Group
BCP+DZNep and Group sham; P2 was used to indicate the difference between Group BCP+DZNep
and Group BCP.

S-Tab3 change of PWT after intrathecal injection of 5 nM DZNep (Mean+SD)

BCP+DZ

Values Sham Nep 50M BCP Fvalue DF P P1 P2
PWT

0od 33.0+3.2 33.5+2.8 34.0+4.0 0.1556 23 0.8569 0.9449 0.9449
1d 33.543.3 33.543.4 29.3+2.2 4.608 23 0.0219 >0.9999 0.029
3d 28.5+4.3 28.5+4.7 28.5+3.7 1 23 0.3847 >0.9999 >0.9999
6d 31.5£82.4 13.6£3.1 16.8+3.4 70.44 23 <0.0001 <0.0001 0.116
9d 29.3+£2.2 8.5+1.7 9.5+£24 214 23 <0.0001 <0.0001 0.5881
12d 29.0+£3.3 7.5+1.3 6.3x1.6 226.2 23 <0.0001 <0.0001 0.4886

Note: Multiple comparisons using Bonferroni post hoc analysis. P was used to indicate the
difference between the three groups; P1 was used to indicate the difference between Group
BCP+DZNep and Group sham; P2 was used to indicate the difference between Group BCP+DZNep
and Group BCP.
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S-Figure 1 Autonomous activity scores of the BCP rats on Day 3 after inoculation. Intrathecal injection
DZNep 40 nM markedly increased autonomous activity scores in BCP rats. The score of autonomic
activity was measured by YLS-1A multifunctional rat autonomic activity recorder (Anhui Huaibei Zhenghua
biological Instrument, China). Data are presented as the mean = SEM for 8 rats, compared with the
BCP+NS group, ** P <0.01. Abbreviation: NS- normal saline, BCP- bone cancer pain.
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