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Puc. 1. [in3aiiH skcnepuMeHTa
Fig. 1. Experiment design
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Tabnuua 2. CreneHb 3aXMBNEHMS PAHEBOM MOBEPXHOCTM HA MOPAXEHHOM KOHEYHOCTM Y KpbiC NOCAe MOAENUPOBAHUA
OTMOPOXEHMS M NOKaNbHOrO BBEAEHWS npenapaTta nnasmuabl pCMV-VEGF165 (3kcnepumeHTanbHas rpynna) uau nnauebo
(koHTpONbHag rpynna)

Table 2. Reduction in the wound area on the injured limb in rats after frostbite modelling and local administration of the pCMV-
VEGF165 plasmid product (test group) or placebo (control group)

CreneHb 3a)XUBNEHUS paHbl
KonunuecTBo YXUBOTHbIX OTHOCUTENBbHO 2 cyT, %
CyTku HabnoaeHus B KQXXA0i rpynne Reduction in the wound area
Observation day Number of animals compared with that on day 2, %
per group KoHTponbHas rpynna JKcnepuMeHTanbHaga rpynna
Control group Test group
18 -3,54+21,08 4,96%15,97
7 18 28,95+18,55 47,36 [25,55; 55,45]"
10 18 42,01£17,41 58,70+15,35*
14 12 58,81+15,26 67,19+16,91
21 12 85,00+15,23 90,08+11,99
28 6 95,57+2,74 96,38 [79,52; 99,31]

Tabnuua coctaBneHa aBTopamu no cobcTBeHHbIM AaHHbIM / The table is prepared by the authors using their own data

lpumeyarue. [laHHble NpeacTaBneHbl B BUAE CPEAHEro 3HaYeHUs U CTaHJAPTHOrO OTKNOHeHus (MESD) B cnyyae HOpManbHOrO pacnpeneneHus
WU MedMaHbl U MeXKBapTUIbHOro MHTepBana (Me [Q1; Q3]) npu HeHOpManbHOM pacnpeneneHum.

* YpoBeHb 3Haunmoctn p<0,05 npu cpaBHeHUM C pesynbTaTamu rpynnbl KOHTPOnS, t-kputepuin CTblofeHTa ANs He3aBUCUMBbIX BbIGOPOK Mpu
HOpMasnbHOM pacnpeaeneHnn faHHbixX, U-kputepuii MaHHa-YUTHU npu pacnpeseneHuu, OTIMYHOM OT HOPMAsbHOTO.

Note. The data are presented as the mean and standard deviation (M£SD) values for normal distributions and as the median and interquartile
range (Me [Q1; Q3]) values for abnormal distributions.

* p<0.05 compared with the control group (using Student’s t-test for independent samples with normal data distribution and the Mann-
Whitney U-test for samples with a non-normal distribution).

Tabnuua 3. Macca Tena KpbiC NpyY MOAENMPOBAHUM OTMOPOXKEHUSI KOHEYHOCTM B 3KCMEPUMEHTANbHOW (N0KaNbHOEe BBeAeHue
npenapata nnasmuabl pCMV-VEGF165) n koHTponbHo (nnauebo) rpynnax

Table 3. Body mass of rats in the test group (local administration of the pCMV-VEGF165 plasmid product) and the control group
(placebo) during limb frostbite modelling

KonunuyecTBo YXUBOTHbIX Macca Tena XMBOTHbIX,
CyTku HabnoaeHus B KQ)XA0/ rpynne Animal body mass, g
Observation day Number of animals
per group KoHTponbHas rpynna JKcnepuMeHTasbHadA rpynna
Control group Test group
Ao ormopoxerma 18 273,55¢1845 277891457
Baseline

10 6 251,83%£21,37* 262,00+23,18"
21 6 281,00£24,55 27783%22,13
60 6 294,50+21,10* 302,50 [289,00; 304,501

Tabnuua coctaBneHa aBTopamu nNo cobcTBeHHbIM aaHHbIM / The table is prepared by the authors using their own data

lMpumeyarue. [aHHble NpencTaBaeHbl B BUAE CPEOHErO 3HAYEHUS U CTAaHAAPTHOTO OTKNOHEHUs (M*SD) B cnyyae HOPManbHOrO pacrnpeaeneHus
WU MeAnaHbl U MeXKBapTUIbHOrO MHTepeana (Me [Q1; Q3]) npu HeHOpManbHOM pacnpefeneHum.

* YpoBeHb 3HauMMocTn p<0,05 npu cpaBHEHUM C pe3ynbTaTtaMu A0 MOAENMPOBAHMS NaTONOMUM B rpynne KOHTpons, t-kputepuii CrbloneHTa Ans
NapHbIX (3aBUCMMbIX) BbIOOPOK.

** p<0,05 npu cpaBHEHUM C pe3ynbTaTaMu 4O MOAENMPOBaHMS NATONOMMKM B IKCNEPUMEHTaNbHOM rpynne, t-kputepuii CTbloAEHTa AN NapHbIX
(3aBMUCMMBbIX) BbIGOPOK NpU HOPMaNbHOM pacrnpefeneHun SaHHbIX, KpUTepuit YUnKokcoHa npu pacnpeneneHim, 0TIMYHOM OT HOPMabHOTO.
Note. The data are presented as the mean and standard deviation (M*SD) values for normal distributions and as the median and interquartile
range (Me [Q1; Q3]) values for abnormal distributions.

* p<0.05 compared with the control group at baseline (using Student’s t-test for paired (dependent) samples).

** p<0.05 compared with the test group at baseline (using Student’s t-test for paired (dependent) samples with normal data distribution and
the Wilcoxon test for samples with abnormal data distribution).
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Tabnuua 4. buoxuMmnyeckne nokasaTenu KpOBU Npu Mo4enmMpoBaHUM OTMOPOXEHUA KOHEYHOCTU Y KPbIC (KOI'IIALIECTBO XUBOTHbIX

B KQXA0M rpynne n=6)

Table 4. Blood biochemistry parameters in rats during limb frostbite modelling (number of animals per group n=6)

Tpynna >xuBoTHbIX / Group
MapamerT
Pafametel: M"E':::a" KoHTponbHas JKcnepuMeHTanbHas KoHTponbHas JKcnepuMeHTanbHas
Control Test Control Test

CyTKM 3KCNepuUMeHTa
Shudy days 10 10 10 21 21
RIS T LI 5,480,53 6,2840,62* 6,51 [6,23; 6,73]" 7,16£0,27* 6,88 [5,54; 7,04]"
Urea, mmol/L
Kpeatuhuw, MkMORB/n | 5 1544 5 57,506,29* 56,83+5,04* 54,67+8,40 51,67+3,56
Creatinine, mmol/L
BLTCES e A 6,87+1,47 6,84+1,35 6,1641,32 7,33£0,93 8,10+1,60
Glucose, mmol/L
jfTT’ Ea/n 62,00£11,10 47,83+8,40" 30,50 [29,50; 54,25]*" 53,00£10,97 53,00£13,07

" units/L
ACT, Ea/n 187,00£37,41 164,83453 18 117,33+19,79* 140,50474,08 128,67415,45*
AST, units/L
Obuit Gerok, r/n 69,18+3,99 62,30+0,88 68,60 [63,60; 70,00 | 65,50 [63,50; 66,60] 69,03+4,78
Total protein, g/L
BUAMPYOUH, MKMONb/N | 3.1 39 4,25%0,29 4,3840,39 4,20%0,37 4,30 [3,70; 4,35]
Bilirubin, mmol/L
g’,f’ Ea/n 76000829548 | 786,83t50812 201,50 [167,00; 415,25]"|  799,83+606,77 358,33£174,80"

L units/L
NI T 4,79+0,30 4,690,23 4,790,23 5,26%0,58 4,590,41"
Potassium, mmol/L

Tabnuua coctaBneHa aBTopamu no cobcTBeHHbIM aaHHbIM / The table is prepared by the authors using their own data

lMpumeyaHue. [aHHble NpeacTaBAeHbl B BULE CPELHEr0 3HAYEHWS U CTaHAAPTHOTO OTKNOHeHWs (MESD) B cnyyae HOpManbHOro pacnpeneneHus
UM MedmaHbl M MeXKBapTUAbHOro MHTepeana (Me [Q1; Q3]) npu HeHopMmanbHOM pacnpenenenumn; AJIT - anaHMHoBas TpaHcaMuHaza; ACT -
acnaparnMHoBas TpaHcamuHasa; KOK - kpeaTuHdocdokmHasa.

* YpoBeHb 3HauMMocTn p<0,05 npu cpaBHeHUM C pe3ynbTaTaMu rpynnbl UHTAKTHbIX XUBOTHbIX, t-KpuTepuit CTblofeHTa AN He3aBUCUMBIX
BbIGOPOK NP HOPMaNbHOM pacrpeneneHun faHHbiX, U-kputepuit MaHHa-YWUTHU Npu pacnpeaeneHuu, OTAUYHOM OT HOPMasbHOTO.

# p<0,05 npu cpaBHeHWUM C pe3ynbTaTamu rpynnbl KOHTpons Ha 10 cyT akcnepumeHTa, t-kputepuit CTbloAeHTa ANs He3aBUCHUMbIX BbIGOPOK Npwu
HOpPManbHOM pacrnpeneneHun faHHbiX, U-kputepuit MaHHa-YWUTHM Npu pacnpeaeneHuu, OTAUYHOM OT HOPManbHOTO.

A p<0,05 npu cpaBHEHUM C pe3ynbTaTaMu rpynmnbl KOHTPONS Ha 21 cyT aKcnepuMeHTa, t-kputepuit CTbloaeHTa A1 He3aBUCKUMbIX BbIGOPOK Npu
HOpPManbHOM pacrpeneneHun faHHbiX, U-kputepuit MaHHa-YWUTHU Npu pacnpeaeneHuu, OTAUYHOM OT HOPMasbHOTO.

Note. The data are presented as the mean and standard deviation (M£SD) values for normal distributions and as the median and interquartile
range (Me [Q1; Q3]) values for abnormal distributions. ALT, alanine aminotransferase; AST, aspartate aminotransferase; CPK, creatine
phosphokinase.

* p<0.05 compared with the group of intact animals (using Student’s t-test for independent samples with normal data distribution and the
Mann-Whitney U-test for samples with a non-normal distribution).

# p<0.05 compared with the control group on day 10 (using Student’s t-test for independent samples with normal data distribution and the
Mann-Whitney U-test for samples with a non-normal distribution).

A p<0.05 compared with the control group on day 21 (using Student’s t-test for independent samples with normal data distribution and the
Mann-Whitney U-test for samples with a non-normal distribution).
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Tabnuua 5. Macca WMHTaKTHbIX M NOABEPrHYTHIX KPUOBO3AEWCTBUIO Nan KPbIC B 3KCMEPUMEHTANbHON (N0KanbHOE BBEAEHWE
npenapata nnasmuabl pCMV-VEGF165) n koHTponbHoM (nnauebo) rpynnax (KONMYeCcTBO XMBOTHbLIX B KX A0M rpynne n=6)

Table 5. Mass of intact paws and paws exposed to cold in the test group (local administration of the pCMV-VEGF165 plasmid
product) and the control group (placebo) (number of rats per group n=6)

- . | OTHOCUTENbHbIN NoKasaTenb
Pa3Huua 3HaYeHui Maccbl 30,0pOBOM T g
[pynna xueoTHbiX |Macca npaso#i nanel, r| Macca nesoi nanbl, r 1 NOBPEXAEHHOIA nan, r nospe eHHbIX nan, %
Group Right paw mass, g Left paw mass, g Difference in the healthy and injured Relative ZD;.K: - ’h eoalthy
R VL and injured paw mass values, %
10 cyt/ Day 10
KoHTponbHas 1,67%0,10 2,12¢0,15 0,45+0,15 27,19%9,67
Control group
?KC”eP”MeHTa“bHa“ 1,85%0,21 2,31%0,29 0,39 [0,36; 0,57] 21,63 [19,29; 30,51]
est group
21 cyt/ Day 21
KoHTposnbHas 1,66%0,10 1,910,18 0,17 [0,15; 0,36] 10,07 [8,97; 21,73]
Control group
JKcnepuMeHTanbHas 1,75%0,09 2,09%0,22 0,35%0,18 19,79%10,47
Test group
60 cyt/ Day 60
KoHTponbHas 1,66+0,08 1,85+0,13 0,18+0,07 10,83+3,93
Control group
JKcnepuMeHTanbHas 1,7240,07 1,89+0,12 0,170,11 10,06%6,64
Test group

Tabnuua coctaBneHa aBTopamu no cob6cTBeHHbIM aaHHbIM / The table is prepared by the authors using their own data

lMpumeyarue. [laHHble NpeacTaBneHbl B BUAE CPEAHEr0 3HAYEHWUS U CTAaHOAPTHOrO OTK/IOHeHUs (M*SD) B ciyyae HOpManbHOro pacnpeaeneHus
UK MesuaHbl U MeXKBapTUIbHOTO nHTepeana (Me [Q1; Q3]) npu HeHOpManbHOM pacnpeaeneHun.
Note. The data are presented as the mean and standard deviation (M*SD) values for normal distributions and as the median and interquartile
range (Me [Q1; Q3]) values for abnormal distributions.
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