Table S1. Paw withdrawal threshold after lidocaine 2.5 % administration

Time L Control group EMLA Group P Value
after (n=10) (n=10) (n=10)
A-C L L
delivery Mean 95% ClI Mean 95%CI Mean 95%Cl Vs Vs
(minutes) Control ~ EMLA
(4.991- (-2.675- (1.899-
0 15333 ,oa 7666 Geingg) 3333 7en 0.976 0.512
(-7.289- (3.162- (-5.675-
30 9000 Sroggy 8333 13bgqy 4666 g 0761 0.403
(-0.535- (-0.837- (-3.403-
N 60 2.333 5.201) 6.333 2%, 2 2.333 8.070) 0.667 0.667
old plate
(-1.484- (-2.318- (-5.956-
120 L000  “37gqy 5666 jgmny 3000 igeg 0901 0.821
(-1.484- (0.697- (-4.922-
180 1000  “5uesy 5000 g 2666 5ocy 0333 0.546
(-1.100- (-1.201- (-0.484-
240 0333 %y uepy 1666 T apy 2000 Tron 0.000 0.333
(4.242- (1.477- (4.377-
0 4900 oy 4183 Gueg) 7033 gieg) 0.575 0.758
(2.854- (-1.371- (2.389-
30 3600 Gouy 3738 Tggag 2533 G rg 0.953 0.333
(1.239- (2.620- (1.257-
60 4433 627) 5133 L 46) 5.633 10.009) 0.536 0.748
Hot plate (2.219 (0.625 (0.496
120 4966 Ty 2988 ouy 4238 Sgr 0.198 0.782
(2.861- (2.307- (2.049-
180 4600  Cane) 3533 Uogr 2766 Giga 0.027 0.758
(2.498- (2.779- (2.116-
240 3866 o5y 3066 ocg 2833 Lo 0.300 0.967
(2.021- (-0.874- (2.88-
0 6500 g7 10666 5,507y 16166 ,ouu7y 0110 0.391
(3.616- (0.412- (-0.210-
30 4333 Uoggy 12666 5pgo) 17000 5,510 0731 0.000
(1.464- (-7.707- (-2.894-
| 60 6166  |)gag) 14833 37373y 18000 ogg, 0645 0.716
Algesimeter (2.436 (-1.353 (-1.542
120 4.333 6.230) 3.666 o 686) 16.500 3, 42) 0.212 0.750
(2.581- (2.55- (3.808-
180 5166 L7y 8400 pahay 9800 gy 0869 0.367
(-3.782- (1.41- (-7.707-
240 6333 154a9) 9033 jgen) 14833 330 0547 0.027

A-C: A-carrageenan; L: Lidocaine 2.5 %; EMLA: Eutectic Mixture of Local Anesthetics;
Cl: confidence interval



Table S2. Paw withdrawal threshold after lidocaine-cyclodextrin 2.5% administration

Time

L-CD

Control group

EMLA Group

after (n=10) (n=10) (n=10) P Value
A-C LCD  L-CD
delivery  Mean 95%ClI Mean 95%CI Mean 95%Cl Vs Vs
(minutes) Control EMLA
0 12033 (leffg) 7.666 (158(7)3) 3.333 %?g% 0512  0.000
30 13.000 (3%%;2) 8.333 gé%i) 4.666 (128(7)3) 0299  0.657
- 60 7.000 (’214(_)'338%9;’ 6.333 ggggj) 2.333 (é%‘;%:’;' 0.333 0.333
120 7.000 (1283‘?’2) 5.666 (13%251% 3,000 gfggg) 0234 0512
180  6.000 ggggg) 5.000 %)3?327) 2666 (132% 0073 0285
240 4.000 (13833:2) 1.666 (;11_'52305' 2,000 (ﬂgi‘;' 1 0.667
0 4266 (gfglz) 4.133 %;‘gg) 7.033 %‘g’gg) 0946 0763
30 3233 (g_g;g' 3.733 (818333 2533 (225’% 0476  0.237
ot plate 60 2.300 (31_'(‘;_’2:)' 5.133 (f_'gfg)' 5.633 %%%;) 0.365 0.351
120 2.300 (31328127) 2.933 %)26515) 4.233 (g_ gfg)' 0.662 0.358
180  2.266 (21775139) 3533 ffgg) 2766 (Bz_fgs?)' 0577  0.154
240 3.600 gggg)' 3.066 (32;;??) 2833 (325151(?) 0.333 1
0 13.100 ggggg) 10.666 (2(2)2;;‘) 16.166 2(92.3484?7_) 0888 0831
30 8666 (13322) 12.666 éﬂ:‘éé%') 17.000 (32;%8) 0862  0.130
N 60  6.133 (93112388) 14.833 (3;;%) 18.000 (35332) 0.167  0.806
120 12.500 g%% 3.666 (816%56?; 16.500 (31225) 0.121 0.917
180 11566 g;g% 8.400 122.'25% 9.500 ﬁ?gi) 0440 0324
240 10.666 Sgs;)ii) 9.033 1%‘5‘516) 14.833 (3;;%) 0068  0.452

A-C: A-carrageenan; L-CD: lidocaine-cyclodextrin 2.5%; EMLA: Eutectic Mixture of Local Anesthetics;

Cl: confidence interval



Table S3. Paw withdrawal threshold after lidocaine — chitosan 4 % administration

Time

L-CS

Control group

EMLA Group

P Value
after (n=10) (n=10) (n=10)
A-C L-CS L-CS
delivery  Mean 95% ClI Mean 95%CI Mean 95%Cl Vs Vs
(minutes) Control  EMLA
(-1.889- (-2.675- (1.899-
0 12666 57505 7666 1g'0g) 3333 767) 0.403 0.109
(3.293- (3.162- (-5.675-
30 13333 53575 8333 [3hgy 4666 ogng  0.754 0.396
(-1.837- (-0.837- (-3.403-
N 60 3333 Tgrony 633 3hoy 238 Ygoo) 0.821 0.821
old plate
(-1.484- (-2.318- (-5.956-
120 1000 igay 5666 sy 3000 igse 0901 0.821
(-3.572- (0.697- (-4.922-
180 3000 oo 5000 gony 2866 ooy 021 0.091
(-1.461- (-1.201- (-0.484-
240 2333 gio7) 1666 Tyop 20000 T he. 0.454 0.121
(3.034- (1.477- (4.377-
0 3833 oz 4138 G7g9) 7038 Gigg) 0.537 0.355
(3.169- (-1.371- (2.389-
30 3600 To3g) 373 Tggag 2538 Lre) 0.713 0.000
(3.316- (2.620- (1.257-
. 60 3833 [ngy 5188 Tius 5633 j0hog) 019 0.530
ot plate
(3.099- (0.625- (0.496-
120 4133 ey 2938 Gouy 4238 S g0 0.890 0.130
(1.219- (2.307- (2.049-
180 4200 Loy 3833 [lUogy 2766 Guen 0.398 0.333
(0.942- (2.779- (2.116-
240 4333 Lo,y 3066 Goce 2833 Loy 0.428 0.905
(-10.261- (-0.874- (2.88-
0 13833 37 g0 10666 35007 16166 g7y 0118 0.163
(-1.357- (0.412- (-0.210-
30 14500 557357 12666 o gp0 17000 34505 0399 0.870
(-7.465- (-7.707- (-2.894-
| 60 17000 15y 14833 37379 18000 Soaq,y 0936 0.297
Algesimeter (-11.069 (-1.353 (-1.542
120 10166 5 j5g 3666 gy 16500 gy 0611 0.351
(5.757- (2.55- (3.808-
180 7000 gy 8400 oy 9500 juigpy 0690 0.546
(3.436- (1.41- (-7.707-
240 5333 Tha0) 9033 jpes) 14833 5775 0837 0.318

A-C: A-carrageenan; L-CS: lidocaine — chitosan 4 %; EMLA: Eutectic Mixture of Local Anesthetics; CI:

confidence interval



Table S4. Paw withdrawal threshold after lidocaine - chitosan hydrochloride administration

Time L-CSh Control group EMLA Group P Value
after (n=10) (n=10) (n=10)
A-C L-CSh  L-CSh
delivery Mean 95%ClI Mean 95%CI Mean 95%Cl Vs Vs
(minutes) Control ~ EMLA
(1.427- (-2.675- (1.899-
0 8000 17y 7666 1gh0e) 3333 767 0.700 0.788
(1.596- (3.162- (-5.675-
30 7333 370y 8333 13bgq 4666 g 0821 0.821
(-8.829- (-0.837- (-3.403-
- 60 7333 3a0s 6333 13s0s 2338 g7 0.305 0.305
old plate
(-5.072- (-2.318- (-5.956-
120 6.666 1540 5666 13emy 3000 gss 0235 0.043
(-10.222- (0.697- (-4.922-
180 4333 ‘jgggg) 5000 gy 2666 oo 0.109 0.103
(-2.461- (-1.201- (-0.484-
240 1333 Tgiy7) 1666 Tyieny 2000 Cen 0.879 0.788
(0.804- (1.477- (4.377-
0 5066 g3pg 4133 G7gg) 7033 ggg) 0.277 0.460
(2.961- (-1.371- (2.389-
30 4700 sy 3738 Tgoag 2533 g 0.622 0.091
(-4.308- (2.620- (1.257-
60 8133 o57p 5138 Tiss 5633 johgg) 0570 0.146
Hot plate (0.299 (0.625 (0.496
120 4900 Ggop 2983 G,y 4238 Doy 0.235 0.745
(3.462- (2.307- (2.049-
180 4466 g0 3533 Uloey 2766 Gieg 0.177 0.909
(1.134- (2.779- (2.116-
240 5033 Gga 3066 Gy 2833 iy 0.523 0.810
(-13.341- (-0.874- (2.88-
0 11166 “ooa7ay 10666 o007y 16166 ngyupy  0.663 0.944
(1.792- (0.412- (-0.210-
30 8166 1,540 12666 5ygp) 17000 5100 0542 0.189
(-4.603- (-7.707- (-2.894-
| 60 13833 35570) 14833 577375 18000 pogq,  0.365 0.996
Algesimeter (-4.360 (-1.353 (-1.542
120 15833 o'oyy 3666 gy 16500 g0y 0.805 0.233
(-1.21- (2.55- (3.808-
180 11833 5 o0py 8400 7y 9500 jigpy  0.661 0.104
(0.675- (1.41- (-7.707-
240 15000 pgo5p 9033 jieln 14833 goaoy 0764 0.245

A-C: A-carrageenan; L-CSh: lidocaine - chitosan hydrochloride; EMLA: Eutectic Mixture of Local Anesthetics;
ClI: confidence interval



Table S5. Paw withdrawal threshold after lidocaine-chitosan-liposomes administration

Time L-CS-LP Control group EMLA Group P Value
after (n=10) (n=10) (n=10)
A-C L-CS-LP  L-CS-LP
delivery  Mean 95%CI  Mean 95%Cl Mean 95%Cl Vs Vs
(minutes) Control EMLA
0 14.000 (féfgf)’ 7.666 ggggg’) 3.333 (41_';3379)' 0.179 0.333
30 8.666 %%2) 8.333 gégi) 4.666 gg’ggg’) 0.300 0.058
- 60  6.000 (1(2)2;22) 6.333 (1328’1) 2333 (:6‘;%?)" 0788 0788
120 2333 (611‘;67% 5.666 (1?2’2512) 3.000 gfggg) 0780 0942
180 2333 (611‘;67% 5.000 (8'5327)' 2666 (13%;) 0879  0.667
240 1.666 (30..120302)- 1.666 (;11.523%' 2,000 (f:;i‘;' 0000 0333
0 5766 (7377?48) 4133 %‘fgg)‘ 7.033 (; ggg)' 0272 0.454
30 5.233 (1'%_'2%’)' 3.733 (818%75 2.533 (22_5782)' 0.988 0.275
. 60 4366 fgggg) 5.133 (72@5(%' 5.633 %%gg) 0698 0018
120 4633 (715132% 2,933 (gfff)' 4.233 %‘%‘ 0910  0.109
180 4233 (522(?15) 3533 %‘fgg)' 2766 (éfgg)' 0235 0967
240 5566 (59153?) 3.066 (53?573?) 2833 (55151(% 0116  0.551
0 6000 (572275’) 10.666 (2233?) 16.166 2(92_557') 0402  0.121
30 5500 %)7281) 12.666 égg;%) 17.000 ggﬁg) 0244  0.488
Nesimeter 60 4.600 (9053;386‘; 14.833 (3;37)%) 18.000 géggj) 0.693 0.054
120 8500 ﬁ%‘é) 3.666 (816%56?)’ 16.500 (3:?25) 0121 0917
180 7.166 g%%% 8.400 fjffi) 9.500 5281%81) 0.569 0.667
240 7.166 g%%% 9.033 1%1_'6‘:516) 14.833 g;;% 0.863 0.618

A-C: A-carrageenan; L-CS-LP: lidocaine-chitosan-liposomes; EMLA: Eutectic Mixture of Local Anesthetics;
ClI: confidence interval

Table S6. Statistical indicators for the researched substances




Cold Plate Hot Plate
(1;'] ?r]f’) 0 30 60 120 180 240 0 30 60 120 180 240

Lidocaine - Chitosan Hydrochloride

Min 6.0 6.0 1.0 3.0 0.0 00 35 42 43 31 41 3.8

Max 11.0 100 140 120 110 3.0 6.9 55 138 6.8 4.9 6.8

SD 264 230 650 472 58 152 171 070 500 185 040 156
Control

Min 3.00 6.00 300 20 400 100 290 240 450 230 320 3.00

Max 11.0 100 800 80 7.00 3.00 480 6.10 6.30 4.00 410 320

SD 416 208 283 321 173 115 106 205 101 092 049 0.11
EMLA™

Min  3.00 0.00 100 000 0.00 100 6.10 250 360 280 260 250

Max 400 8.00 500 700 6.00 300 820 260 6.70 580 310 3.00

SD 057 416 230 360 305 1.00 106 005 176 150 028 0.28
Lidocaine - Cyclodextrin 2.5%

Min 120 3.00 000 300 3.00 0.00 350 220 200 180 210 3.00

Max 121 200 140 110 11.0 800 5.00 410 260 260 250 4.20

SD 005 888 7.00 400 435 4.00 075 09 030 043 020 0.60
Lidocaine - Chitosan 4%

Min  6.00 9.00 100 0.00 000 100 360 350 360 380 300 3.10

Max 17.0 17.0 500 2.00 500 400 420 380 400 460 540 5.80

SD 585 4.04 208 100 264 152 032 017 020 041 120 136
Lidocaine - Chitosan - Liposomes

Min 130 6.00 3.00 100 1.00 100 490 260 430 320 370 4.00

Max 150 120 8.00 4.00 400 200 650 760 450 570 480 6.60

SD 1.00 305 264 152 152 057 080 251 011 128 055 1.37
Lidocaine — Liposomes 1.7%

Min  6.00 200 300 0.00 000 000 520 280 370 370 340 3.30

Max 13.0 100 4.00 6.00 200 100 6.30 440 470 6.80 650 6.50

SD 3.60 416 057 321 115 057 060 089 051 155 159 161
Lidocaine

Min 120 3.00 100 000 0.00 0.00 470 330 350 380 380 3.30

Max 20.0 16.0 3.00 200 200 1.00 520 390 590 6.00 510 4.40

SD 416 655 115 100 100 057 026 030 128 110 0.70 0.55



Table S7. Statistical indicators for the researched

substances

Algesimeter

Time (min.) O 30 60 120 180 240
Lidocaine - Chitosan Hydrochloride

Min 45 60 75 95 65 105

Max 225 11.0 220 25.0 17.0 215

SD 9.86 256 7.42 812 525 5.76
Control

Min 750 7.00 45 25 6.0 550

Max 16.0 16.0 215 6.0 10.7 11.0

SD 464 493 0.07 202 235 3.06
EMLA™

Min 115 130 850 9.0 7.50 4.50

Max 22.0 25.0 245 235 120 215

SD 534 6.92 841 7.26 229 9.07
Lidocaine - Cyclodextrin 2.5%

Min 580 450 5.00 105 11.0 850

Max 210 115 740 155 124 140

SD 761 3.68 120 264 0.73 292
Lidocaine - Chitosan 4%

Min 750 750 6.00 450 6.50 4.50

Max 25.0 20.0 25.0 20.0 7.50 6.00

SD 9.69 6.38 9.84 854 0.50 0.76
Lidocaine - Chitosan - Liposomes

Min 450 4.00 230 7.00 5.00 5.50

Max 750 750 6.00 9.50 6.50 9.50

SD 150 1.80 2.00 132 0.76 2.08
Lidocaine — Liposomes 1.7%

Min 6.00 5.00 550 4.00 850 5.50

Max 105 14.0 125 105 125 135

SD 2.36 493 354 332 217 4.16
Lidocaine

Min 5.00 4.00 4.00 3.50 4.00 3.50

Max 850 450 750 5.00 6.00 11.0

SD 1.80 0.28 189 0.76 1.04 4.07




