Table 1: Study design grouping

Number of Name group Injections
group
Group 1 Non-diabetic main control group Normal saline ICV and
subcutaneously (SC) in the left hind
paw
Group 2 Non-diabetic control insulin group | Normal saline ICV and formalin SC
in the left hind paw
Group 3 Non-diabetic control formalin test | Insulin ICV and normal saline SC in
group the left hind paw
Group 4 Non-diabetic test group Insulin ICV and formalin SC in the
left hind paw
Group 5 Diabetic control insulin group Normal saline ICV and formalin SC
in the left hind paw
Group 6 Diabetic control formalin test group | Insulin ICV and normal saline in the
left hind paw
Group 7 Diabetic test group Insulin ICV and formalin SC in the
left hind paw
Group 8 Diabetic main control group Normal saline ICV and SC in the left

hind paw




Table 2: the concentration of norepinephrine (pg) in different groups (n=8, Mean £ SEM)

Sample Sample 1 Sample 2 Sample 3 Sample 4 Sample 5 Sample 6 Sample 7 Sample 8
Group
Group 1 38.09 +£1.39* | 37.34 +1.04° 41.66+1.51* | 34.24+0.76* | 35.19+0.72% | 35.20+0.88* | 33.89+1.22* | 30.37 +0.842
Group 2 36.21+1.07% | 36.89+1.02% 87.33+3.229 | 65.96+2.23°| 59.07+1.57°| 60.28+1.39°| 59.22 +1.14% | 60.10 + 1.55°
Group 3 37.93+1.19% | 36.66+1.27% 44.84+0.92% | 35.79+1.03% | 35.62+0.96° | 37.40+1.12% | 35.91+0.89% | 32.42 + 0.68%
Group 4 36.44+0.91% | 37.78 £1.06° | 105.24 +2.67°| 90.86+2.10% | 76.56+1.34% | 70.40+1.229 | 61.18 +2.34% | 60.25 + 0.58¢
Group 5 37.74+£1.10* | 36.88+1.19% 75.78 £1.12° | 64.14+1.56° | 57.94+£1.16* | 58.28 £1.36° | 55.75+0.96> | 57.12 +1.58%
Group 6 38.27+1.25% | 38.74+1.16° 42.15+1.28% | 36.77+£0.99* | 37.61+0.95° | 35.92+1.17%| 36.52+0.98% | 34.26 + 1.04°
Group 7 38.40+1.13* | 38.86+1.22% 63.46+1.94° | 53.01+£1.06° | 55.35+1.23" | 55.20+1.32° | 54.53 +1.45" | 5527 +1.43°
Group 8 39.27+1.08% | 36.67 +1.10% 43.81+0.97% | 34.86+1.16% | 36.45+0.97° | 33.95+1.04% | 35.82+1.24% | 33.73 + 1.02%

a.b.c. d Djfferent small alphabetic letters show significant differences between groups

Group 1 (non-diabetic main control group) injected with normal saline ICV and subcutaneously (SC) in the left hind paw; group 2
(non-diabetic control insulin group) injected with normal saline ICV and formalin SC; group 3 (non-diabetic control formalin test
group) injected with insulin ICV and normal saline SC; group 4 (non-diabetic test group) injected with insulin ICV and formalin SC;
group 5 (diabetic control insulin group) injected with normal saline ICV and formalin SC; group 6 (diabetic control formalin test
group) injected with insulin ICV and normal saline SC; group 7 (diabetic test group) injected with insulin ICV and formalin SC; group
8 (diabetic main control group) injected with normal saline ICV and SC. Sample numbers are according to collection of microdialysis
samples every 15 min.[Base sample without medication effect (Samplel), Base sample with medication effect (Sample 2), four samples related
to different times of the formalin test (Samples 3-6) and two samples after completion of formalin test (Samples 7, 8)].




Table 3: the concentration of MHPG (pg) in different groups (n=8, Mean + SEM)

Sample Sample 1 Sample 2 Sample 3 Sample 4 Sample 5 Sample 6 Sample 7 Sample 8
Group
Groupl| 9.14+0.69°| 8.97+0.66° 9.890+051*| 8.74+0.69*| 7.91+0.80°| 6.91+0.73*| 6.51+0.772| 5.77+0.76°
Group2 | 9.12+0.85*| 9.01+0.83% 17.16 £0.61° | 12.69+0.58° | 11.52+0.55° | 10.73+0.60° | 10.06 + 0.64*® | 9.68 + 0.54"
Group3| 9.11+0.82°| 9.17+0.57% 10.12+0.46° | 9.09+0.66° | 8.19+0.60* | 7.22+0.61* | 6.62+0.86%| 5.78+0.93?
Group4 | 9.01+0.83%*| 9.11+0.82° 2047+ 1%| 17.17+0.64° | 15.03+0.78% | 13.49+0.60% | 11.59+0.60% | 10.48 + 0.59°
Group5| 9.25+0.56*| 9.17+0.40° 1412 +£0.79° | 11.95+0.64° | 11.03+0.59°| 10.06+0.50° | 11.59+0.60" | 10.48 +0.59"
Group6 | 9.29+0.45*| 9.35+0.56 10.54 £+ 0.48° 9.40+0.51° | 8.49+0.49®| 759+0.44®| 918+0.52°| 8.88+053"
Group7| 9.41+0.35"| 9.35+0.56 10.54 +£0.48? 9.40+0.51% | 8.49+0.49 | 759+0.44> | 7.01+055® | 6.19+0.57°
Group 8| 9.43+0.58*| 9.23+0.52° 10.10+£0.57° | 9.16+0.58% | 36.45+0.97%* | 7.12+0.59° | 6.93+0.52%| 5.24+0.47?

a.b.¢ d Different small alphabetic letters show significant differences between groups

Group 1 (non-diabetic main control group) injected with normal saline ICV and subcutaneously (SC) in the left hind paw; group 2
(non-diabetic control insulin group) injected with normal saline ICV and formalin SC; group 3 (non-diabetic control formalin test
group) injected with insulin ICV and normal saline SC; group 4 (non-diabetic test group) injected with insulin ICV and formalin SC;
group 5 (diabetic control insulin group) injected with normal saline ICV and formalin SC; group 6 (diabetic control formalin test
group) injected with insulin ICV and normal saline SC; group 7 (diabetic test group) injected with insulin ICV and formalin SC; group
8 (diabetic main control group) injected with normal saline ICV and SC. Sample numbers are according to collection of microdialysis
samples every 15 min. Base sample without medication effect (Samplel), Base sample with medication effect (Sample 2), four
samples related to different times of the formalin test (Samples 3-6) and two samples after completion of formalin test (Samples 7, 8)].




Table 4: the concentration of Dopamine (pg) in different groups (n=8, Mean + SEM)

Sample Sample 1 Sample 2 Sample 3 Sample 4 Sample 5 Sample 6 Sample 7 Sample 8
Group
Groupl| 131+0.13*| 1.30+0.09% 190+0.07¢| 151+0.10*| 160+0.12%| 151+0.12°| 149+0.14*| 147+0.11°
Group2 | 144+0.10°| 1.35+0.10° 543+094°| 429+056°| 3.70+0.48°| 343+0.41°| 353+0.52 | 3.63+0.54
Group3| 1.35+0.12*| 1.33+0.08 201+0.071| 162+0.20*| 1.66+0.17%| 151+0.11%| 154+0.16*| 1.49+0.15%
Group4 | 145+0.16*°| 1.41+0.11° 6.96 +0.62¢ | 577+0.67°| 525+0.65°| 451+074°| 4.15+0.73°| 3.93+0.63°
Group5| 150+0.12%| 1.52+0.12% 4,17 +0.44° 3.46 +£0.36° 3.18+055° | 2.98+0.37% 2.84+0.36° | 2.97+£0.52"
Group6| 1.38+0.10°| 1.39+0.10° 1.99+0.122 1.82+0.15* | 1.70+0.14*| 154+0.09°| 149+0.17*| 147+0.13"
Group7| 152+0.11*| 1.56=+0.01? 2.89+£0.35° 241+0.33% | 2.64+0.29° 258+1.25° | 2.60+0.35° | 2.56=+0.36%
Group8| 1.35+0.08*| 1.32+0.10 205+0.14*| 1.73+0.16° 1.60+0.13*| 1.60+0.13*| 150+0.11*| 151+0.13"

a.b.¢. d Djfferent small alphabetic letters show significant differences between groups

Group 1 (non-diabetic main control group) injected with normal saline ICV and subcutaneously (SC) in the left hind paw; group 2
(non-diabetic control insulin group) injected with normal saline ICV and formalin SC; group 3 (non-diabetic control formalin test
group) injected with insulin ICV and normal saline SC; group 4 (non-diabetic test group) injected with insulin ICV and formalin SC;
group 5 (diabetic control insulin group) injected with normal saline ICV and formalin SC; group 6 (diabetic control formalin test
group) injected with insulin 1CV and normal saline SC; group 7 (diabetic test group) injected with insulin ICV and formalin SC; group
8 (diabetic main control group) injected with normal saline ICV and SC. Sample numbers are according to collection of microdialysis
samples every 15 min .[Base sample without medication effect (Samplel), Base sample with medication effect (Sample 2), four
samples related to different times of the formalin test (Samples 3-6) and two samples after completion of formalin test (Samples 7, 8)].




Table 5: the concentration of DOPAC (pg) in different groups (n=8, Mean + SEM)

Sample Sample 1 Sample 2 Sample 3 Sample 4 Sample 5 Sample 6 Sample 7 Sample 8
Group
Groupl| 0.98+0.04%| 0.95+0.03% 1.10+£0.05°| 0.97+0.05*| 0.91+0.04*°| 0.86+0.04°| 0.90+0.05*| 0.79+0.042
Group2 | 0.95+0.03%| 0.93+0.04% 3.06+0.24°| 217+028°| 168+0.18"| 1.62+0.18%| 1.48+0.17°| 1.43+0.18«
Group 3| 0.96+0.05°| 0.99+0.05% 1.13+0.06° | 3.13+0.05°| 0.99+0.06%| 0.91+0.05"| 0.85+0.05°| 0.81+0.06
Group4 | 0.94+0.05*| 0.97+0.05 4.02+0.40%| 577+0.34°| 2.60+0.39° 2.02+0.32¢| 1.79+0.30° 1.64+ 0.34¢
Group5| 0.99+0.05%| 0.96+0.05% 2.25+0.23° 1.81+£0.27°| 1.44+0.23*| 1.37+0.20* 1.26+0.17¢ | 1.29+0.18
Group6| 1.01+0.04°| 1.03+0.04° 1.20+ 0.05° 1.07+0.05° | 0.95+0.05% | 0.90+0.05® | 0.86+0.06°| 0.91+0.04®
Group7| 0.98+0.05"| 0.99=+0.06 1.54 +£0.22° 1.23+0.10°| 1.21+0.18*| 1.11+0.12°| 1.14+0.11* | 1.03+0.05%¢
Group 8 1+0.04* | 0.97 +0.04° 1.15+0.04* | 0.99 +0.032 0.93+0.04*| 0.94+0.04*| 0.88+0.04°| 0.81+0.04°

a.b.¢. d Djfferent small alphabetic letters show significant differences between groups

Group 1 (non-diabetic main control group) injected with normal saline ICV and subcutaneously (SC) in the left hind paw; group 2
(non-diabetic control insulin group) injected with normal saline ICV and formalin SC; group 3 (non-diabetic control formalin test
group) injected with insulin ICV and normal saline SC; group 4 (non-diabetic test group) injected with insulin ICV and formalin SC;
group 5 (diabetic control insulin group) injected with normal saline ICV and formalin SC; group 6 (diabetic control formalin test
group) injected with insulin ICV and normal saline SC; group 7 (diabetic test group) injected with insulin ICV and formalin SC; group
8 (diabetic main control group) injected with normal saline ICV and SC. Sample numbers are according to collection of microdialysis
samples every 15 min. Base sample without medication effect (Samplel), Base sample with medication effect (Sample 2), four
samples related to different times of the formalin test (Samples 3-6) and two samples after completion of formalin test (Samples 7, 8)].




Table 6: the concentration of Serotonin (pg) in different groups (n=8, Mean + SEM)

Sample Sample 1 Sample 2 Sample 3 Sample 4 Sample 5 Sample 6 Sample 7 Sample 8
Group
Groupl| 218+0.27%| 2.27+0.38% 296+0.36°| 2.66+0.76°| 252+0.19*| 242+0.10*°| 2.02+0.10°| 2.10+0.29?
Group2 | 2.25+0.54%| 3.18+0.79° 7.88+056°| 5.12+0.36°| 4.01+045®| 3.60+0.68%| 3.46+0.26" | 3.08 + 0.44%°
Group3| 2.31+0.23*| 2.54+0.51° 298+0.23% | 233+0.26°| 277+0.70® | 270+063*| 2060272 2.20+0.41®
Group4 | 222+0.23*| 3.11+0.54° 10.01+0.87¢| 1.44+0.66¢ 6+042°| 519+061°| 412+041°| 3.84+051°
Group5| 243+050%| 2.52+0.482 5.59 +0.46" 445+043° | 4.22+0.85° 3.48+0.79% | 3.01+0.61*° | 3.02 +0.34%c°
Group6 | 253+0.38°| 2.64+0.57° 3.12+053 | 260049 | 2.99+042® | 272+024*| 2.37+0.45%| 2.34+0.15®
Group7| 255+0.56°| 2.83+0.51° 3.99 +0.49° 3+£0.34%| 2.96+0.26®| 2.84+026%| 2.81+0.33"| 3.26+0.35"
Group 8| 2.82+0.32°| 2.38+0.27° 3.05+0.36% | 2.99+0.50°| 264+0.32®| 290+055*| 250+0.32% | 2.59+0.30%

a.b.¢. d Djfferent small alphabetic letters show significant differences between groups

Group 1 (non-diabetic main control group) injected with normal saline ICV and subcutaneously (SC) in the left hind paw; group 2
(non-diabetic control insulin group) injected with normal saline ICV and formalin SC; group 3 (non-diabetic control formalin test
group) injected with insulin ICV and normal saline SC; group 4 (non-diabetic test group) injected with insulin ICV and formalin SC;
group 5 (diabetic control insulin group) injected with normal saline ICV and formalin SC; group 6 (diabetic control formalin test
group) injected with insulin ICV and normal saline SC; group 7 (diabetic test group) injected with insulin ICV and formalin SC; group
8 (diabetic main control group) injected with normal saline ICV and SC. Sample numbers are according to collection of microdialysis
samples every 15 min. Base sample without medication effect (Samplel), Base sample with medication effect (Sample 2), four
samples related to different times of the formalin test (Samples 3-6) and two samples after completion of formalin test (Samples 7, 8)].




Table 7: the concentration of HIAA (pg) in different groups (n=8, Mean = SEM)

Sample Sample 1 Sample 2 Sample 3 Sample 4 Sample 5 Sample 6 Sample 7 Sample 8
Group
Groupl| 0.72+0.09°| 0.75+0.13% 0.98+0.122| 0.88+0.25°| 0.84+0.06*| 0.80+0.03*| 0.67+0.03*| 0.69+0.10°
Group2| 0.75+0.18*| 1.06=+0.26° 3.09+045° | 216+055°| 1.93+0.43° 1.24+0.28° | 1.12+0.23* | 0.98=+0.17%®
Group3| 0.77+0.08°| 0.84+0.17° 0.99+0.08| 0.78+0.09°| 0.89+0.21*| 0.81+0.20°| 0.68+0.09°| 0.70+0.142
Group4 | 0.73+0.08%| 1.03+0.18° 4.019+0509| 322+044°| 3.08+058 | 217+050°| 151+030°| 1.36+0.24°
Group5| 0.81+0.17%| 0.84+0.16% 2.14 £ 0.28° 1.98+0.49° | 1.44+0.43® 1.05 +£0.24° 0.98 +0.20° 0.91+0.132
Group6| 0.84+0.13*| 0.88+0.19 1.04+0.18 | 0.86+0.16®| 0.99+0.14%| 0.90+0.08%| 0.79+0.15°| 0.78+0.05°
Group7| 0.85+0.19*| 0.94+0.17° 1.29+0.18* | 0.87+0.15® | 1.06+0.14* | 0.94+0.09? 0.93+0.11* | 0.91+0.16?
Group8| 0.89+0.12*| 0.79+0.09% 1.01+0.12° 0.91+0.178 0.93+0.11*| 0.86+0.21*°| 0.86+0.10*| 0.79+0.12?

a.b.c. d Djfferent small alphabetic letters show significant differences between groups

Group 1 (non-diabetic main control group) injected with normal saline ICV and subcutaneously (SC) in the left hind paw; group 2
(non-diabetic control insulin group) injected with normal saline ICV and formalin SC; group 3 (non-diabetic control formalin test
group) injected with insulin ICV and normal saline SC; group 4 (non-diabetic test group) injected with insulin ICV and formalin SC;
group 5 (diabetic control insulin group) injected with normal saline ICV and formalin SC; group 6 (diabetic control formalin test
group) injected with insulin ICV and normal saline SC; group 7 (diabetic test group) injected with insulin ICV and formalin SC; group
8 (diabetic main control group) injected with normal saline ICV and SC. Sample numbers are according to collection of microdialysis
samples every 15 min. Base sample without medication effect (Samplel), Base sample with medication effect (Sample 2), four
samples related to different times of the formalin test (Samples 3-6) and two samples after completion of formalin test (Samples 7, 8)].




