Supplementary Table 1. The mean * SD of PWMT (g) in the sham and tumor mice.

Day after

. 0 4 7 10 14 21 28
operation

Sham 1.55+028 058+020 120+£021 1.63+031 145+038 1.58+038 1.53+043

Tumor 1.63+031 052+£025 095+026 0.58+020 042+0.14 034+£0.11 0.31+£0.12

Supplementary Table 2. The mean * SD of NSF (times/2 min) in the sham and tumor mice.

Day after

- 0 4 7 10 14 21 28
operation

Sham 0.25+£0.09 3.58+0.27 1.63+029 0.63+£020 0.28+0.18 0.25+0.14 0.25+0.26

Tumor 033+£0.15 3.10+£026 3.78+036 590+059 920+£057 0.73+0.72 13.08+0.48

Supplementary Table 3. The mean * SD of PWMT (g) in mice after 4-PBA-treatment.

Time after

injection (hour) baseline(0) 1 2 3 4 5 7

10

Tumor + vehicle 0.31+0.12  0.34+0.11 033+0.16 031+0.12 0.40+0.12 034+0.16 039+0.17 037+0.14

Sham + vehicle 1.80+039 1.78+0.31 1.70 £0.32 1.85+028 1.70+0.32 1.78 £0.31 1.65+040 1.85+0.28

Tumor + 4-PBA

0.34+0.11 0.47+0.16 0.75+0.21 0.90 +0.28 0.75+0.21 0.53+0.10 048+0.10 0.31+0.12

(i.p. lmg)
Tumor + 4-PBA

0.31+0.12 1.00 +£0.30 1.20+0.21 1.28 +0.35 1.25+0.21 1.10+0.28 0.80 +0.21 0.45+0.15

(i.t. 40ug)
ng? gothA 034+0.16 1.15+021 1.63+031 165040 160+045 145+038 1.05+026 0.63 =025
T“E??rlgg:g?‘“ 0314012 042+018 042+0.14 045+015 048+010 037+014 034+016 031017

Supplementary Table 4. The mean * SD of NSF (times/2 min) in mice after 4-PBA-treatment.

Time after

injection (hour) baseline(0) 1 2 3 4 5 7

10

Tumor + vehicle 7.63+1.36 8.13+1.36 7.62+1.01 8.63+0.92 8.13+0.84 7.50+1.20 838141 7.75+1.28

Sham + vehicle 0.50 +0.54 0.13+0.35 0.38+0.52 0.25+046 0.38+0.52 0.38+0.51 0.50+0.54 0.25+046

Tumor + 4-PBA

8.13+1.13 7.63 +1.41 5.75+0.71 5.00+0.76 5.13+0.84 7.13+£1.13 8.00+1.31 8.13+0.84

(i.p. 1mg)
T‘“(‘i“’t“ Zot;))BA 800+131 538+1.06 438+092 350+£093 4.63+092 575+1.04 688+100 8.00=131
T‘“g‘;" ;ot;BA 800120 600107 325+104 088+064 238+092 425+104 650+141 850093

Tumor + 4-PBA

7.88+1.36 8.25+1.04 813+1.00 7.88%+1.46 7.75+1.17 825+1.17 8.13+£1.13 8.13+1.13

(it. 120pg)




Supplementary Table 5. The mean * SD of PWMT (g) in mice after GSK2606414-treatment.

Time after

injection (hour) baseline(0) 1 2 3 4 5 7 10
Tumor + vehicle 042+0.14 040£0.12 031+£0.12 0374014 034+0.11 034+016 034£011 031+0.12
Sham + vehicle ~ 1704032  1.78+031 180£039 170+£032 173£040 1854028 1.70£032 1.73+0.40
TlgntmsngSK 034+0.11 042£0.14 045+£0.09 058+020 048010 040+012 034+011 031£0.12
TE??"foEﬁgs,)K 0344011 080£021 090+0.19 0954026 075+028 0.70£026 055+021 034+0.11
Tgﬁ°§&ﬁ§K 0374008 090+019 1254021 138031 1.10£0.19 0954026 070+026 042+0.12
Supplementary Table 6. The mean * SD of NSF (times/2 min) in mice after GSK2606414-treatment.
inj:cii‘ifna(ﬂ;lfm) baseline(0) 1 2 3 4 5 7 10
Tumor + vehicle ~ 7.87+1.13  8.13+£125 7.62+130 8.00+£1.07 7.63+119 775+123 813+1.13 7.88+1.13
Sham + vehicle ~ 038+0.52 025+046 038+052 050£0.54 0.63+0.52 050+£054 038+£052 0.63+0.52
T‘l(‘:‘t°rsg;§K 813+1.13 7.88+0.64 650+£076 625+0.71 6.63+074 737+092 8.00£076 8.38+1.06
TEI“:“’IIOB(:;)K 8374106 725+1.04 6.13+£084 475+071 500£0.54 5624092 725+104 825+1.04
T‘(li‘_’t‘_";(;)S;K 800£093 675+£104 487+1.13 325+1.04 438+1.06 588+099 7.13+084 838+1.06

Supplementary Fig 1. Expression of ER-stress-related proteins in sham mice on postoperative days. (A) The level of ER-stress related proteins in
sham mice. (B) (C) (D) (E) (F) Quantification of ER-stress-related proteins in the spinal cord in sham group mice. One-way ANOVA with Bonferroni post-hoc
test, #P < 0.05, ##P < 0.01, ###P < 0.001 compared with day 0; n = 6 per group. Data are expressed as mean + SD.
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Supplementary Fig 2. Colocalization of p-PERK/p-elf2a with GFAP and Iba1 in the dorsal horn of
BCP mice. (A) Double immunostaining with p-PERK (green) and the astrocyte marker GFAP (red); (B)
Double immunostaining with p-elf2a (green) and the astrocyte marker GFAP (red); (C) Double immuno-
staining with p-PERK (green) and the microglia marker Iba1 (red); (D) Double immunostaining with
p-elf2a (green) and the microglia marker Iba1 (red); Scale bar: 100 pm.
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Supplementary Fig 3. Elevated ER stress in the primary cortical neuron stimulated with TNF-a and LPS. (A) (B) The
level of ER-stress-related proteins in the spinal cord in primary cortical neurons stimulated with TNF-a (100nM) and LPS
(100nM). (C) (D) Quantification of ER-stress-related proteins in different groups. One-way ANOVA with Bonferroni post-hoc
test, #P < 0.05, ##P < 0.01, ###P < 0.001 compared with the expression of BIP at 0 h; *P < 0.05, **P < 0.01, ***P < 0.001
compared with the expression of p-PERK at 0 h; P < 0.05, P < 0.01, P < 0.001 compared with the expression of p-elf2a
at0 h; &P < 0.05, &&P < 0.01, &&&P < 0.001 compared with the expression of p-IRE1a at 0 h; n = 6 per group. Data are
expressed as mean = SD. (E) (F) Electron microscopic analysis of primary neurons treated with TNF-a (100nM) and LPS
(100nM) respectively. After treatment, both ER cisternae were swollen compared with normally narrow ER cisternae in vehicle
treated primary neurons.
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Supplementary Fig 4. Inhibition of ER stress by 4-PBA and inhibition of PERK-elf2a by GSK2606414 in BCP mice. (A)
The level of ER-stress-related proteins in the spinal cord in BCP mice treated with 4-PBA. (B) (C) (D) (E) (F) Quantification of
ER-stress-related proteins in different groups. One-way ANOVA with Bonferroni post-hoc test, #P < 0.05, ##P < 0.01, ##P

< 0.001 compared with tumor + vehicle group mice; n = 6 per group. (G) The level of ER-stress-related proteins in the spinal
cord in BCP mice treated with GSK2606414. (H) (1) (J) (K) (L) Quantification of ER-stress related proteins in different groups.
One-way ANOVA with Bonferroni post-hoc test, #P < 0.05, ##P < 0.01, ##P < 0.001 compared with tumor + vehicle group
mice; n = 6 per group. Data are expressed as mean + SD.
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Supplementary Fig 5. Activation of microglia in the spinal cord after treatment with 4-PBA and
GSK2606414 in tumor group mice. (A) (C) Fluorescent photomicrographs of the microglia marker
Iba1 in the spinal cord 3 h after 4-PBA and GSK2606414 injection respectively in tumor group mice
Scale bar: 100 pm. (B) (D) Quantification of the Iba1-positive area. One-way ANOVA with Bonferroni
post-hoc test, #P < 0.05, #P < 0.01, ##P < 0.001 compar-ed with tumor + vehicle mice; n = 6 per
group. Data are expressed as mean £ SD.
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