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Table S1. Effect of minocycline, duloxetine and ambroxol on tactile allodynia in the oxaliplatin-induced

neuropathic pain model.

Treatment | Dose Protocol Paw withdrawal threshold [g] Paw withdrawal threshold
[mg/kg] * SEM (early phase)
+ SEM (late phase)
Before oxa Predrug Postdrug Predrug Postdrug
Veh - 2.85+0.09 2.73+0.06 2.8+0.05 2.85+0.08 2.77+0.06
Veh + oxa - 2.77+0.04 1.75+0.03 1.8+0.03 1.78+0.04 1.73+0.03
#i4 B
Oxa + 50 2.87+0.02 1.74+0.05 1.99+0.05 1.92+0.06 2.1+0.06
Mino BiHH o HiHH
100 2.8+0.05 1.71+0.03 2.19+0.03 1.89+0.03 2.27+0.02
Single- hididisd ok HiHH o
Veh - dose 2.85+0.09 2.73+0.06 2.8+0.05 2.85+0.08 2.77+0.06
Veh + oxa - 2.77+0.04 1.75+0.03 1.8+0.03 1.78+0.04 1.73+0.03
#i4 #iHH
Oxa + 10 2.99+0.08 1.72+0.04 2.42+0.06 2.4+0.1 2.41+0.08
Dulo #iH# Ak #
30 2.78+0.04 1.61+0.03 3.35+0.03 2.96+0.05 3.36+0.08
#### fa %%
Veh - 2.85+0.09 2.73+0.06 2.8+0.05 2.85+0.08 2.77+0.06
Veh + oxa - 2.77+0.04 1.75+0.03 1.8+0.03 1.78+0.04 1.73+0.03
#i## #iHH
Oxa + 50 2.99+0.07 1.72+0.05 2.06+0.08 2.11+0.06 2.23+0.1
Mino + (Mino) Hink * figigidis
Am +90
(Am)
Veh - 2.85+0.09 2.73+0.06 2.8+0.05 2.85+0.08 2.77+0.06
Veh + oxa - 2.77+0.04 1.75+0.03 1.8+0.03 1.78+0.04 1.73+0.03
#i## #iHH




Oxa + 50 2.73+0.05 1.68+0.04 1.92+0.03 1.82+0.03 1.97+0.02
Mino + (Mino) bididid o HHy *
Dulo +10
(Dulo)
Veh - 2.85+0.09 2.73+0.06 2.8+0.05 2.85+0.08 2.77+0.06
Veh + oxa - 2.77+0.04 1.75+0.03 1.8+0.03 1.78+0.04 1.73+0.03
i385 bif:5:514
Oxa + 50 2.71+0.08 1.7+0.03 1.97+0.04 2.47+0.08 2.5+0.06
Mino igigid *
100 2.71+0.06 1.76+0.04 2.29+0.06 2.69+0.04 2.99+0.03
Repeated- Hit *okk o4k
Veh - dose 2.85+0.09 2.73+0.06 2.8+0.05 2.85+0.08 2.77+0.06
Veh + oxa - 2.77+0.04 1.75+0.03 1.8+0.03 1.78+0.04 1.73+0.03
i385 bif:5:514
Oxa + 10 2.73+0.05 1.75+0.04 2.02+0.06 3.11+0.07 3.29+0.1
Dulo brigigiy #4
30 2.75+0.07 1.75+0.04 2.51+0.1 3.95+0.07 4.21+0.11
i385 o hif:5:414
Veh - 2.85+0.09 2.73+0.06 2.8+0.05 2.85+0.08 2.77+0.06
Veh + oxa - 2.77+0.04 1.75+0.03 1.8+0.03 1.78+0.04 1.73+0.03
i385 hif:5:414
Oxa + 50 2.78+0.04 1.67+0.04 1.99+0.07 2.49+0.06 2.59+0.05
Mino + (Mino) brigigiy * #
Am +90
(Am)
Veh - 2.85+0.09 2.73+0.06 2.8+0.05 2.85+0.08 2.77+0.06
Veh + oxa - 2.77+0.04 1.75+0.03 1.8+0.03 1.78+0.04 1.73+0.03
i385 b:5:5:514
Oxa + 50 2.75+0.07 1.74+0.04 1.99+0.02 2.33+0.05 2.43+0.06
Mino + (Mino) brgigigis e #i4 *
Dulo +10
(Dulo)

Effect of test drugs used as single-dose and repeated-dose protocols on pain threshold in oxaliplatin-treated mice
was measured in the von Frey test. The results are shown as the mean paw withdrawal threshold [g] + SEM for
n =9-10. Statistical analysis: repeated measures ANOVA followed by Tukey’s post-hoc comparison. Significance: #
p <0.05, ### p < 0.001, ###4 p < 0.0001 vs. before oxaliplatin; * p < 0.05, ** p < 0.01, *** p <0.001 vs. pre-drug paw
withdrawal threshold in the individual group. In the table ‘early phase” and ‘late phase’ mean two time points at
which the measurements were taken (day of oxaliplatin administration and day 7 after a single-dose oxaliplatin

administration,

respectively).

ambroxol, Dulo—duloxetine.

Abbreviations:

Veh—vehicle,

Oxa—oxaliplatin, Mino—minocycline,

Am—




Table S2. Duration of the antiallodynic effect of single-dose minocycline and single-dose duloxetine on the pain

threshold in oxaliplatin-treated mice.

Treatment | Dose | Time Time after drug administration
[mg/kgl | point of
testing
Paw withdrawal threshold [g] Paw withdrawal threshold [g]
* SEM (early phase) + SEM (late phase)
1h 4h 6h 12 h 1h 4h 6h 12h
Oxa + 50 Before 2.87 | 292 2.92 291 - - - -
Mino oxa +0.02 | +0.05 | +0.05 +0.05
Predrug | 174 | 174 | 1.80 |1.78+0.03 | 1.92 | 1.77 | 1.89 1.96
+0.05 | +0.05 | +0.06 HiHH +0.06 | +0.03 | +0.03 +0.04
Hithy | HHHE | HE#E #ig | HE#E | HHHH #h
Postdrug | 1.99 | 1.88 | 2.01 2.07 21 1.88 | 1.99 1.96
£0.05 | +0.05 | +0.07 | +0.06 +0.06 | +0.02 | +0.05 +0.04
*% XX %%
100 | Before 280 | 291 | 295 3.03 - - - -
oxa +0.05 | +0.06 | +0.04 +0.04
Predrug | 171 | 174 | 176 1.75 1.89 | 2.03 | 2.05 1.94
+0.03 | +0.05 | +0.06 +0.03 +0.03 | +0.04 | +0.05 +0.05
Hihy | HHHE | HE#E #hn4 A | HEHE | #AHHE #hnt
Postdrug | 2.19 2.29 2.38 211 227 | 239 2.22 2.25
+0.03 | +0.09 | +0.05 +0.05 £0.02 | +0.1 | +0.07 +0.05
X% XA HHN4 %% XA XA K
Oxa + 10 Before 299 | 275 | 3.36 3.19 - - - -
Dulo oxa +0.08 | +0.07 | £0.02 +0.18
Predrug | 172 | 1.71 | 1.73 1.68 240 | 191 | 1.97 1.84
0.04 | x0.05 | £0.05 +0.02 0.1 | £0.06 | £0.04 +0.06
Hihy | HEHE | HE#E g2 ## #h #int #iu4
Postdrug | 242 | 1.78 | 1.94 1.86 243 | 2.06 | 2.04 2.43
+0.06 | +0.05 | +0.03 +0.07 +0.08 | +0.03 | +0.05 +0.51
%% 3%
30 Before 278 | 278 | 3.21 3.07 - - - -
oxa +0.04 | +0.04 | +0.16 +0.18
Predrug | 161 | 1.73 | 1.73 1.68 296 | 2.06 | 219 1.97
+0.03 | +0.04 | +0.06 +0.04 +0.05 | +0.06 | +0.07 +0.06
Hihy | HEHE | HE#E g2 #h #int #iu4
Postdrug | 3.35 | 1.83 | 2.08 2.03 336 | 225 | 2.34 2.14
+0.03 | +0.04 | +0.07 | +0.06 +0.08 | +0.06 | +0.07 +0.06
f ot

Effect of minocycline and duloxetine on tactile allodynia measured in the von Frey test assessed 1h, 4 h, 6 h and 12
h after administration. The test was carried out on the day of oxaliplatin administration (early phase) and 7 days
after oxaliplatin (late phase). The results are shown as the mean paw withdrawal threshold [g] + SEM for n = 10.
Statistical analysis: repeated measures ANOVA followed by Tukey’s post-hoc comparison. Significance: ## p <0.01,
### p < 0.001, #### p < 0.0001 vs. before oxaliplatin; ** p < 0.01, ** p < 0.001, **** p < 0.0001 vs. pre-drug paw
withdrawal threshold. Abbreviations: Oxa—oxaliplatin, Mino—minocycline, Dulo—duloxetine.




Table S3. Effect of minocycline, duloxetine and ambroxol on cold hyperalgesia in the oxaliplatin-

induced neuropathic pain model.

Treatment | Dose Protocol Latency to pain reaction [s] Latency to pain reaction [s]
[mg/kg] (= SEM) (+ SEM)
(early phase) (late phase)
Before | Predrug Postdrug Predrug Postdrug
oxa
Veh - 57.6+1.27 | 59.8+0.16 58.5+0.86 57.6+1.26 58.0+0.63
Veh + oxa - 48.9+3.72 | 14.2+5.48 10.1+3.31 18.2+5.60 10.2+£3.23
#i# #i#
Oxa + 50 59.4+0.53 | 6.7+1.47 10.1£1.53 12.3+£3.54 8.7£1.79
Mino #it# #i#
100 57.1+1.65 | 14.0+5.63 21.4+6.79 10.1+2.69 12.7+5.58
Single-dose B4 B
Veh - 57.6+1.27 | 59.8+0.16 58.5+0.86 57.6+1.26 58.0+0.63
Veh + oxa - 48.9+3.72 | 14.2+5.48 10.1£3.31 18.245.60 10.2+£3.23
#iH #i#
Oxa + 10 52.4+2.93 | 10.2+3.06 17.4+4.35 21.6+5.37 15.0+2.48
Dulo #it #i#
30 57.0+2.50 | 11.4+2.29 35.7+7.06 23.1+6.56 20.2+7.34
#iH * #i#
Veh - 57.6+1.27 | 59.8+0.16 58.5+0.86 57.6+1.26 58.0+0.63
Veh + oxa - 48.9+3.72 | 14.2+5.48 10.1£3.31 18.245.60 10.2+£3.23
#iH #i#
Oxa + 50 59.1+0.85 | 8.4+1.70 7.9+1.62 11.46+2.05 8.25+2.39
Mino + (Mino) #i ididid
Am +90
(Am)
Veh - 57.6+1.27 | 59.8+0.16 58.5+0.86 57.6+1.26 58.0+0.63
Veh + oxa - 48.9£3.72 | 14.2+5.48 10.1+3.31 18.2+5.60 10.2+3.23
#i# #i#
Oxa + 50 57.0+2.1 | 11.6+4.82 6.00+1.18 9.4+2.31 7.7+1.79
Mino + (Mino) Hs ididid
Dulo +10
(Dulo)
Veh - 57.6+1.27 | 59.8+0.16 58.5+0.86 57.6+1.26 58.0+0.63
Veh + oxa - 48.9£3.72 | 14.2+5.48 10.1+3.31 18.2+5.60 10.2+3.23
#i# #i#
Oxa + 50 54.7+2.49 | 10.5+1.37 10.6+2.28 15.48+5.23 7.3+1.81
Mino #it #ih
100 56.1+2.48 | 9.8+2.48 18.1+5.41 41.2+7.71 27.145.55
Repeated- Hi# Hit#
Veh - dose 57.6+1.27 | 59.8+0.16 58.5+0.86 57.6+1.26 58.0+0.63
Veh + oxa - 48.9+3.72 | 14.245.48 10.1+3.31 18.2+5.60 10.2+3.23
#iH #i#
Oxa + 10 53.3+2.78 | 8.1+1.34 11.3+2.63 20.6+4.84 23.9+5.33
Dulo #it #ih
30 56.9+2.16 | 13.4+6.10 35.1+7.72 34.7+6.54 35.2+6.73
#iH * #i#




Veh - 57.6+1.27 | 59.8+0.16 58.5+0.86 57.6+1.26 58.0+0.63
Veh + oxa - 48.9+3.72 | 14.2+5.48 10.1+3.31 18.245.60 10.243.23
BH# 22
Oxa + 50 55.0+2.58 | 13.845.59 13.4+5.42 18.2+7.14 13.545.64
Mino + (Mino) 334 ##
Am +90
(Am)
Veh - 57.6+1.27 | 59.8+0.16 58.5+0.86 57.6+1.26 58.0+0.63
Veh + oxa - 48.9+3.72 | 14.2+5.48 10.1+3.31 18.2+5.60 10.2+3.23
BH# 22
Oxa + 50 50.8+3.30 | 7.5+1.58 22.3+6.03 32.6+8.91 22.6+5.48
Mino + (Mino) g
Dulo +10
(Dulo)

Effect of test drugs used as single-dose and repeated-dose protocols on pain threshold in oxaliplatin-treated mice
was measured in the cold plate test. The results are shown as the mean latency to pain reaction [s] + SEM for
n = 9-10. Statistical analysis: repeated measures ANOVA followed by Tukey’s post-hoc comparison. Significance:
## p <0.01, ### p <0.001, #### p <0.0001 vs. before oxaliplatin; * p <0.05 vs. pre-drug paw withdrawal threshold in
the individual group. In the table ‘early phase” and ‘late phase’ mean two time points at which the measurements
were taken (day of oxaliplatin administration and day 7 after a single-dose oxaliplatin administration, respectively).
Abbreviations: Veh—vehicle, Oxa —oxaliplatin, Mino—minocycline, Am —ambroxol, Dulo—duloxetine.




Table S4. Duration of the antihyperalgesic effect of single-dose minocycline and duloxetine, each used alone, on

the pain threshold in oxaliplatin-treated mice.

Treatment | Dose Time Time after drug administration
[mg/kg] | point of
testing
Latency to pain reaction [s] Latency to pain reaction [s]
+ SEM + SEM
(early phase) (late phase)
1h 4h 6h 12 h 1h 4h 6h 12h
Oxa + 50 Before 594 | 574 | 552 55.0 - - - -
Mino oxa #0.53 | £2.02 | +2.37 | +2.82
Predrug | 6.7 9.5 14.3 13.6 12.3 8.5 15.4 15.8
+1.47 | £2.76 | 555 | =424 | +3.54 | +1.92 | +5.54 +5.25
#is | HA#E | HA#H #i#k #iny | HiAE | HA#E #int
Postdrug | 10.1 | 104 | 18.2 18.3 8.7 12.3 5.7 13.6
£#1.53 | £2.15 | +6.06 | +3.08 | +1.79 | +3.92 | +0.62 +5.36
100 Before 571 | 542 | 489 54.1 - - - -
oxa +1.65 | £2.67 | +2.74 +2.46
Predrug | 14.0 | 16.1 9.7 16.9 10.1 | 182 | 128 8.6
#5.63 | 623 | £1.85 | 7.03 | +2.69 | +3.85 | ¥2.51 +1.54
BERE | BERE | HEHH #iH BiERE | BERE | BERE #i#H
Postdrug | 214 | 155 | 25.0 6.4 12.7 8.5 6.8 10.6
6.79 | +4.38 | £5.99 | +1.72 | +558 | +3.37 | £2.85 +3.39
*
Oxa + 10 Before 524 | 578 | 554 57.3 - - - -
Dulo oxa 293 | £2.23 | £2.41 £1.8
Predrug | 102 | 181 | 15.8 9.7 21.6 9.4 7.7 14.5
+3.06 | £5.71 | £3.63 | +3.75 | +5.37 | +2.08 | £1.39 +2.21
BERE | BERE | HEHH #i# BERE | RERE | BERE #i##
Postdrug | 174 | 143 | 187 17.0 15.0 7.2 12.5 8.1
+4.35 | £3.70 | £5.71 | +3.89 | +2.48 | +1.83 | +3.30 +3.3
30 Before 57.0 | 571 | 543 53.6 - - - -
oxa 250 | £2.27 | +3.06 | +3.29
Predrug | 11.4 | 17.0 | 163 11.2 23.1 9.1 7.6 12.3
+2.29 | 522 | +5.0 236 | £6.56 | +1.91 | +2.79 +3.39
BEE | HEEE | HERE #i# BiRE | BERE | BERE #i##
Postdrug | 35.7 | 20.4 | 11.1 16.3 20.2 9.3 9.7 7.8
+7.06 | £7.02 | #3.17 | +5.83 | +7.34 | £1.75 | +2.36 +2.55
%A

Effect of minocycline and duloxetine on cold hyperalgesia measured in the cold plate test assessed 1 h, 4 h, 6 h and
12 h after administration. The test was carried out on the day of oxaliplatin administration (early phase) and 7 days
after oxaliplatin (late phase). The results are shown as the mean latency to pain reaction [s]+ SEM for n = 10.
Statistical analysis: repeated measures ANOVA followed by Tukey’s post-hoc comparison. Significance:
### p <0.001, ###4 p < 0.0001 vs. before oxaliplatin; * p < 0.05, *** p < 0.001 vs. pre-drug latency to pain reaction.
Abbreviations: Oxa—oxaliplatin, Mino—minocycline, Dulo—duloxetine.




