Supplementary Materials

F. A. Meznerics, K. D. Kovacs, F. Dembrovszky, P. Fehérvari, L. V. Kemény, D. Csupor, P. Hegyi,
A. Banvolgyi. Platelet-rich plasma in chronic wound management. A systematic review and meta-
analysis of randomized clinical trials.

Table S1: Summary of Findings Table

Table S2: Characteristics of the studies assessing the change of wound size

Figure S1: Forest plot for complete closure, subgrouping based on ulcer etiologies

Figure S2: Forest plot for complete closure, subgrouping based on PRP application method

Figure S3: Forest plot for complete closure, subgrouping based on follow-up time

Figure S4: Forest plot for wound area reduction, subgrouping based on ulcer etiologies

Figure S5: Forest plot for wound area reduction, subgrouping based on PRP application method
Figure S6: Forest plot for wound area reduction, subgrouping based on follow-up time

Figure S7: Risk of bias assessment of the included studies assessing the change of wound size, using
the revised tool for assessing risk of bias in randomized trials (Rob 2)

Figure S8: Risk of bias assessment of the included studies assessing the change of wound size, broken
down to tools, shown in percentage

Figure S9: Risk of bias assessment of the included studies assessing healing time, using the revised
tool for assessing risk of bias in randomized trials (Rob 2)

Figure S10: Risk of bias assessment of the included studies assessing healing time, broken down to
tools, shown in percentage

Figure S11: Risk of bias assessment of the included studies assessing infection rates, using the revised
tool for assessing risk of bias in randomized trials (Rob 2)

Figure S12: Risk of bias assessment of the included studies assessing infection rates, broken down to
tools, shown in percentage

Figure S13: Risk of bias assessment of the included studies assessing pain, using the revised tool for
assessing risk of bias in randomized trials (Rob 2)

Figure S14: Risk of bias assessment of the included studies assessing pain, broken down to tools,
shown in percentage

Figure S15: Risk of bias assessment of the included studies assessing amputation rates, using the
revised tool for assessing risk of bias in randomized trials (Rob 2)

Figure S16: Risk of bias assessment of the included studies assessing amputation rates, broken down
to tools, shown in percentage

Figure S17: Risk of bias assessment of the included studies assessing adverse events, using the revised
tool for assessing risk of bias in randomized trials (Rob 2)

Figure S18: Risk of bias assessment of the included studies assessing adverse events, broken down to
tools, shown in percentage

Figure S19: Funnel plot for complete closure
Figure S20: Funnel plot for the reduction of wound area

Supplementary References



Table S1. Summary of Findings Table.
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CI: confidence interval, RCT: randomized clinical trial, SMD: standardized mean difference, OR: odds ratio




Table S2. Characteristics of the studies assessing the change of wound size.

Reduction of wound area

Healing rate

Comlete closure

Mean (SD) baseline -
Mean (SD) post-treatment Mean reduction of . Wounds completly closed
wound area (cm?) Mean (SD) healing rate
. . . . wound area (cm?) wound area (%) (% of total)
First author, - Sample size Sample size Time of
.. PRP application . . ;
year of publication (intervention) (control) evaluation
Intervention group  Control group Intervention Control Intervention Control Intervention Control Intervention Control
week 2 0.8 (0.2) cm?/week 0.4 (0.2) cm?/week 33.0% 10.0%
week 4 0.9 (0.1) cm*week 0.5 (0.1) cm?/week 47.5% 22.5%
week 6 0.6 (0.9) cm?/week 0.3 (0.2) cm?/week 7.5% 17.5%
Abd El-Mabood, 2018 [1] topical 40 40 N/A N/A week 8 N/A N/A N/A N/A 0.5 (0.1) cm?*week 0.3 (0.1) cm?/week 5.0% 15.0%
week 10 0.2 (0.1) cm?/week 0.4 (0.1) cm?/week 2.5% 10.0%
week 12 0.19 (0.11) cm?*week 0.4 (0.1) cm?/week 2.5% 7.5%
total 7.3 (0.9) cm?/week 5.8 (0.5) cm?/week 97.5% 82.5%
week 2 0.7 (0.15) cm?/week 0.5 (0.1) cm?/week 28.5% 7.1%
week 4 0.9 (0.1) cm%*week 0.4 (0.2) cm?/week 39.2% 17.8%
Ahmed, 2017 [2] topical 28 28 N/A N/A week 8 N/A N/A N/A N/A 0.6 (0.2) cm?*week 0.5 (0.1) cm?/week 14.2% 28.5%
week 12 0.2 (0.1) cm?/week 0.4 (0.1) cm?/week 3.5% 14.2%
total N/A N/A 85.7% 67.8%
week 1 12.0%* 10.0%* N/A N/A
week 2 23.0%* 12.0%* N/A N/A
week 3 28.0%* 15.0%* N/A N/A
week 4 35.0%* 19.0%* N/A N/A
week 5 46.0%* 22.0%* 20.7% 4.2%
week 6 52.0%* 28.0%* 26.4% 2.1%
Amato, 2020 [3] topical 53 47 24.0 (16.0) 22.0 (9.0) week 7 N/A N/A 58.0%* 36.0%* N/A N/A 15.0% 6.3%
week 8 64.0%* 41.0%* 15.0% 6.3%
week 9 72.0%* 49.0%* 13.2% 10.5%
week 10 85.0%* 57.0%* 3.7% 14.8%
week 11 94.0%* 65.0%* 1.8% 13.9%
week 12 100.0%* 71.0%* 0.0% 18.6%
total N/A N/A 100.0% 68.0%
Anitua, 2008 [4] topical 7 7 N/A N/A week 8 N/A N/A 72.9% 21.5% N/A N/A N/A N/A
week 5 39.6% 22.9% N/A N/A
Burgos-Alonso, 2018 [5] topical 7 5 N/A N/A N/A N/A N/A N/A
week 9 82.8% 40.8% 60.0% 20.0%
Cardenosa, 2017 [6] topical 55 47 13.7 (30.0) 16.7 (23.9) week 24 10.0 (30.0) 12.1 (19.2) 67.7% 11.2% N/A N/A N/A N/A
day 8 N/A N/A 1.4% 0.2% N/A N/A
day 15 21.7 224 7.6% 2.4% N/A N/A
Chandanwale, 2020 [7] Injected 40 40 23.0 (19.1) 22.6 (17.4) day 20 N/A N/A 18.6% 8.2% N/A N/A N/A N/A
day 30 17 20 35.2% 16.2% N/A N/A
day 60 11.6 (14.0) 17.6 (15.6) 66.2% 29.9% 17.3 mm?/day 8.9 mm?/day
de Oliveira, 2017 [8] topical 9 12 7.4 (5.5-10.3)" 16.1 (6.2-47.9) week 13 2.7 (1.5-3.7)* 4.9 (2.3-21.3)" 64.0% 70.0% N/A N/A N/A N/A
Driver, 2006 [9] topical 40 32 N/A N/A week 12 N/A N/A N/A N/A 0.05 cm?/day 0.05 cm?/day 32.5% 28.1%
week 12 5.8 (2.1) 8.5 (3.3) 65.0% 52.0% 33.3% 13.3%
Elbarbary, 2020 (group I) [10] topical 30 30 16.5 (8.2) 17.8 (5.4) N/A N/A
week 48 1.2 (0.5) 3.8 (1.5) 92.7% 78.6% 66.7% 46.7%
week 12 2.5 (1.3) 8.5 (3.3) 84.0% 52.0% 46.7% 13.3%
Elbarbary, 2020 (group II) [10] Injected 30 30 15.7 (7.4) 17.8 (5.4) N/A N/A
week 48 1.1 (0.4) 3.8 (1.5) 93.0% 78.6% 80.0% 46.7%
week 6 8.5 (20.5) 10.1 (6.3) 60.0% 0.0%
Elgarhy, 2020 (group I) [11] topical 20 20 33.7 (563.3) 15.0 (8.3) N/A N/A N/A N/A
week 12 3(7.9) 8.4 (6.6) N/A N/A
week 6 32 (5.4) 10.1 (6.3) 50.0% 0.0%
Elgarhy, 2020 (group II) [11] Injected 20 20 21.8 (20.2) 15.0 (8.3) N/A N/A N/A N/A
week 12 1.1(2.3) 8.4 (6.6) N/A N/A
) longitudinal: 43.2% | longitudinal: 4.1%
Elsaid, 2020 [12] topical 12 12 N/A N/A week 20 N/A N/A N/A N/A 25.0% 0.0%
horizontal: 42.3% horizontal: 8.2%
Game, 2018 [13] topical 134 134 229 (2.1) 2.53 (2.3) week 20 N/A N/A N/A N/A N/A N/A 34.0% 22.0%
Glukhov, 2017 [14] topical 18 19 17.2 (2.8) 10.3 (5.8) week 8 N/A N/A N/A N/A N/A N/A 22.0% 16.0%
week 1 0.0% 0.0%
week 4 0.0% 0.0%
week 6 0.0% 0.0%
Goda, 2018 1 [15] topical 25 25 7.3 (1.6) 7.08 (1.3) N/A N/A N/A N/A 0.7 cm?/week 0.5 cm?/week
week 8 12.0% 0.0%
week 10 44.0% 4.0%
week 12 84.0% 52.0%
week 2 53.4% 23.5% N/A N/A N/A N/A
week 3 80.2% 47.2% N/A N/A 30.0% 0.0%
Goda, 2018 2 (group I) [16] topical 10 11 <10cm? <10cm? N/A N/A
week 4 100.0% 62.2% N/A N/A 100.0% 9.0%
week 6 100.0% 100.0% N/A N/A N/A N/A
week 2 31.1% 14.4% N/A N/A
week 3 49.4% 29.1% 0.0% 0.0%
week 4 64.3% 43.3% 0.0% 0.0%
Goda, 2018 2 (group II) [16] topical 8 7 >10cm? >10cm? N/A N/A N/A N/A
week 6 96.3% 71.6% 50.0% 14.3%
week 7 100.0% 86.8% 100.0% 42.6%
week 8 100.0% 97.3% N/A N/A
Gude, 2019 [17] topical 66 66 4.1 5.6 week 12 N/A N/A N/A N/A N/A N/A 48.2% 30.2%
week 12 0.9 (2.2) 3.9 (6.9) 94.8% 80.8% 85.0% 42.5%
Helmy, 2021 [18] Injected 40 40 16.7 (11.1) 20.4 (18.5) week 24 0.8 (2.0) 2.2 (3.8) 95.3% 89.4% N/A N/A 85.0% 62.5%
week 48 0.8 (2.1) 3.5 (6.5) 95.4% 82.6% 85.0% 47.5%
2 8.65 (0.93) 9.00 (1.21) N/A N/A
) o 4 6.85 (1.42) 8.30 (1.75) N/A N/A
Hongying, 2020 [19] injected 20 20 9.55 (0.61) 9.05 (1.19) N/A N/A N/A N/A
6 3.85 (1.89) 7.45 (2.04) N/A N/A
8 1.20 (1.51) 6.65 (2.64) 100.0% 35.0%
Kakagia, 2007 [20] topical 17 17 28.4 (13.6) 25.8 (15.2) week 8 N/A N/A N/A N/A N/A N/A 11.8% 11.8%
Karimi, 2016 [21] topical 25 25 7.0 (9.8) 132 (9.4) week 3 2.7 (5.9) 11.9 (13.7) N/A N/A N/A N/A 36.0% 40.0%
Kulkarni, 2019 [22] topical 25 25 13.29 (1.3) 13.4 (1.3) week 3 7.5 (1.0) 11.5 (1.1) 43.4% 14.0% N/A N/A N/A N/A
Li, 2015 [23] topical 59 59 4.1 (1.4-11.4) 2.9 (1.0-10.5)+ week 12 N/A N/A N/A N/A N/A N/A 84.8% 69.0%
Milek, 2019 [24] topical 50 50 3.7 (1.0) 3.7 (1.1) week 4 0.8 (0.4) 1.7 (0.5) N/A N/A N/A N/A 56.0% N/A
week 1 7.0 (9.8) 13.2 (9.53)
Mohammad, 2017 [25] topical 25 25 12.8 (14.9) 14.2 (8.52) week 2 5.1 (8.5) 123 (11.0) N/A N/A N/A N/A N/A N/A
week 3 2.7 (5.9) 11.9 (13.7)
Moneib, 2018 [26] topical 20 20 8.0 (16.9) 29 week 6 3.1(5.9) 2.8 (1.5) 67.6% 13.7% N/A N/A 35.0% 0.0%
Obolenskiy, 2014 [27] topical 44 44 90.2 (14.1) 79.6 (12.3) week 13 N/A N/A N/A N/A N/A N/A 85.0% 12.0%
Obolenskiy, 2017 [28] topical 50 50 19.2 (3.0) 21.7 (2.5) N/A N/A N/A N/A N/A 0.2 cm?/week N/A 92.0% 60.0%
Pu, 2019 [29] topical 21 30 6.3 (5.3) 52(5.9) week 24 3.3(4.2) 2.6 (8.7) 9.5% 23.3% N/A N/A N/A N/A
) topical 30 30 week 12 52.1% 21.3%
Qin, 2019 [30] - N/A N/A N/A N/A N/A N/A N/A N/A
Injected 30 30 week 12 93.2% 21.3%
Rainys, 2019 [31] topical 35 34 12.9 (16.6) 104 (11.3) week 8 6.2 (6.9) 6.9 (8.8) 52.4% 33.4% N/A N/A 25.7% 17.6%




Ramos-Torrecillas, 2015

(eroup D 152] topical PRP (1 dose) 34 25 N/A N/A week 5 N/A N/A 48.3% 10.3% N/A N/A 9.0% 0.0%
f;:f;’;;’g;mas’ 2015 tOPiSZLZSP @ 25 25 N/A N/A week 5 N/A N/A 54.8% 10.3% N/A N/A 32.0% 0.0%
f;:f;’;;’g;uas’ 2015 topica PRPI+HA 40 25 N/A N/A week 5 N/A N/A 80.4% 10.3% N/A N/A 37.5% 0.0%
Saad Setta, 2011 [33] topical 12 12 103 (5-21) 8.5 (4-20) week 20 N/A N/A N/A N/A N/A N/A 100.0% 75.0%
week 2 3.8 (3.5) 49 (33) 39.0% 12.5%
week 4 2.5 (2.6) 3.7 (2.6) 59.6% 33.6%
Saha, 2020 [34] Injected 56 52 5.9 (4.6) 5.6 (3.7) week 6 1.7 (1.8) 2.6 (1.9) 73.3% 54.1% N/A N/A 0.0% 0.0%
week 8 1.0 (1.1) 1.2 (1.0) 82.6% 79.3%
week 10 0.6 (0.7) 1.2 (1.0) 91.1% 79.8%
Semeni, 2018 [35] topical 30 30 N/A N/A week 24 N/A N/A 35.0% 90.0% N/A N/A N/A N/A
Senet, 2003 [36] topical 8 7 13.8 (7.9) 109 (8.4) week 12 N/A N/A 26.2% 15.2% 0.0033 (0.0061) cm/day | 0.0021 (0.0058) cm/day 12.5% 14.3%
Singh, 2018 [37] Injected 29 29 N/A N/A week 4 N/A N/A N/A N/A N/A N/A 100.0% 92.0%
Singh, 2021 [38] Injected 26 26 37.0 36.4 week 6 N/A N/A N/A N/A N/A N/A 0.0% 0.0%
week 8 34.9% 0.0%
Sokolov, 2017 [39] topical 83 83 N/A N/A week 12 N/A N/A N/A N/A N/A N/A 28.9% 8.5%
total 63.9% 8.5%
Somani, 2017 [40] topical 9 6 8.1 (5.4) 49 (47) week 4 1.7 (3.2) 3.3 (4.4) 85.5% 42.7% N/A N/A 0.0% 0.0%
Tsachiridi, 2019 [41] topical 15 12 0.2 (0.1) 0.5 (0.5) week 5 0.1 (0.01) 1.5 (1.3) N/A N/A N/A N/A 0.0% 0.0%
Tsai, 2019 [42] topical+injected 14 14 N/A N/A week 4 N/A N/A >75% 50-75% N/A N/A N/A N/A
Ucar, 2020 [43] topical 30 30 47(18) 4.8(1.3) week 8 2.8 (2.4) 5.0 (1.3) N/A N/A N/A N/A N/A N/A
Yang, 2017 [44] topical 38 38 N/A N/A week 4 N/A N/A 84.6% 77.1% N/A N/A 87.5% 75.0%
Yuvasri, 2020 [45] topical 10 10 49 (3.1) 8.3 (6.7) week 4 0.6 (1.0) 5.0 (1.3) 86.0% 72.0% N/A N/A 40.0% 0.0%

SD-standard deviation, PRP-platelet-rich plasma

*median (interquartile range)




First author, Intervention Control
year of publication

Events Total Events Total Odds Ratio OR 85% CI v\fe\qm
Diabetic
Karimi, 2016 9 25 10 25 = 0.84 [0.27; 265)] 6.3%
Kakagia, 2007 2 17 2 17 o 1.00 [0.12; 8.08] 3.2%
Driver, 2006 13 40 9 32 4 123 [0.45; 3.40] 7.0%
Game, 2018 46 134 29 134 I 1.83 [1.08; 3.14] 9.5%
Gude, 2019 32 66 20 66 s 2.15 [1.05; 439 8.6%
Yang, 2017 33 38 28 38 T 233 [0.70; 7.82] 6.0%
Li, 2015 50 59 41 59 . 2.51 [1.02; 6.186) 76%
Ahmed, 2017 24 28 18 28 T 2.81 [0.75; 10.49] 5.6%
Goda, 20181 21 25 13 25 — 4.85 [1.29, 18.25] 5.5%
8ingh, 2018 29 29 27 29 6.12 [0.29; 129.58] 1.7%
Abd El-Mabood, 2018 39 40 33 40 827 [0.87; 70.73] 3.0%
Elsaid, 2020 3 12 0 12 9.21 [0.42; 200.59] 1.7%
Saad Setta, 2011 12 12 9 12 9.21 [0.42; 200.59] 1.7%
Amato, 2020 53 53 32 47 f———— 48.12 [3.01; 769.81] 21%
Random efiects model 366 578 272 564 < 2.26 [1.50; 3.41] 69.6%
Heterogeneity: 12 = 12% [0%: 51%] , I =0.09, p = 0.318
Venous
Senet, 2003 1 8 1 7 0.86 [0.04; 16.85] 1.8%
Glukhov, 2017 4 18 3 19 — 166 [0.32; 863) 4.3%
Burgos-Alonso, 2018 4 7 1 5 6.00 [0.42; 85.98] 2.2%
Helmy, 2021 34 40 18 40 = 6.26 [2.15; 18.20] 6.7%
Elbarbary, 2020 (group 2) 28 30 18 30 = 933 [1.87; 4668  4.5%
Yuvasri, 2020 4 10 0 10 14.54  [0.67, 316.69] 1.7%
Goda, 2018 2 8 8 3 7 20.81 [0.94; 462.88] 1.7%
Moneib, 2018 7 20 0 20 2278  [1.20; 432.58] 1.9%
Elgarhy, 2020 (group 2) 10 20 0 20 4—s—— 4100 [2.18; 770.08] 19%
Elbarbary, 2020 (group 1) 30 30 18 30 4 4122 [2.30; 737.89] 19%
Elgarhy, 2020 (group 1) 12 20 o 20 s 6020 [3.20:1137.79]  1.9%
Random efiects model 142 21 63 208 - 8.02 [3.63; 17.71] 30.4%
Heterogeneity: /* = 10% [0%; 50%], 1> = 0.16, p = 0.345
Random effects model 508 789 335 772 < 3.66 [2.31; 5.82] 100.0%
Prediction interval — [0.84; 15.91]
Heterogeneity: 12 = 38% [0%; 62%)] , 1° = 0.45, p = 0.029

Test for overall effect: f24=5.79 (p <0.001) 0.001 01 1 10 1000
Test for subgroup differences: xﬁ =9.88,df=1 (p =0.002)

OR-o0dds ratio; CI-confidence interval

Figure S1. Forest plot for complete closure, subgrouping based on ulcer

etiologies.
First author, Intervention Control
year of publication

Events  Total Evems  Total Odds Ratio OR 95% CI Weight

Topical |
Karimi, 2016 9 25 10 25 — 0.84 [027; 265] 4.6%
Senet, 2003 1 8 1 7 —;— 0.86 [0.04; 16.85] 1.6%
Kakagia, 2007 2 17 2 17 — 1.00 [0.12; 8.08] 27%
Driver, 2006 13 40 ] 32 - 123 [045; 3.40] 4.9%
Rainys, 2019 9 35 6 34 S 182 [0.51, 5.17] 4.5%
Glukhov, 2017 4 18 3 19 e 1.66 [032; 863] 3.4%
Game, 2018 46 134 29 134 = 1.83 [1.06; 3.14] 6.0%
Gude, 2019 32 66 20 66 Ly 215 [1.05; 4.39] 5.7%
Yang, 2017 33 38 28 38 T 233 [0.70; 7.82] 4.4%
Li, 2015 50 59 41 59 = 251 [1.02; 6.16] 5.2%
Ahmed, 2017 23 28 15 28 —— 3.96 [1.17; 13.37] 4.4%
Burgos-Alonso, 2018 4 7 1 5 T 6.00 [0.42; 85.98] 1.9%
Abd El-Mabood, 2018 37 40 26 40 —— 6.64 [1.73; 2547] 4.1%
Ramos-Torrecillas, 2015 (group 1) 3 34 0 25 —_ 692 [0.28; 173.98] 1.4%
Obolensky, 2017 46 50 30 50 —_ 787 [2.38; 24.85] 4.5%
Goda, 2018 1 3 25 0 25 7.83 [0.39; 162.07] 1.6%
Elsaid, 2020 3 12 0 12 9.21 [0.42; 200.59] 1.6%
Saad Setta, 2011 12 12 9 12 9.21 [0.42; 200.59] 1.6%
Amato, 2020 40 53 11 47 - 10.07 [4.01; 2528] 5.2%
Yuvasri, 2020 4 10 0 10 14.54 [0.67; 316,69 16%
Goda, 2018 2 8 8 3 7 20.81 [0.94; 462.86] 1.5%
Moneib, 2018 7 20 0 20 22.78  [1.20; 432.58] 1.7%
Ramos-Torrecillas, 2015 (group 2) 8 25 0 25 —r—*—— 2477 [1.34; 457.61] 1.7%
Ramos-Torrecillas, 2015 (group 3) 15 40 0 25 ——=—— 4023 [1.57;1033.29] 1.4%
Elbarbary, 2020 (group 1) 30 30 18 30 ——=—— 4122 [2.30; 737.99] 1.7%
Obolensky, 2014 38 44 5 44 = 43.72 [12.64; 151.17] 4.3%
Elgarhy, 2020 (group 1) 12 20 0 20 +—s%—— 6020 [320;1137.79] 1.7%
Sokolov, 2017 29 83 0 83 ——==—— 90.39 [541;151042] 1.8%
Random effects model 521 981 268 939 < 4.74 [2.87; 7.83] 86.8%
Heterogeneity: 12 = B0% [39%; 73%) , ° =0.80, p < 0.001
Injected
singh, 2018 20 29 27 29 — 612 [029; 12956]  1.6%
Helmy, 2021 34 40 19 40 —- 6.26 [215; 18.20] 4.8%
Elbarbary, 2020 (group 2) 28 30 18 30 —J= 933 [1.87; 4668] 35%
Elgarhy, 2020 (group 2) 10 20 0 20 ——%—— 4100 [2.18; 770.08] 1.7%
Hongying, 2020 20 20 720 +—=—— 7380 [3.89;140156] 1.7%
Random effects model 121 139 7 139 - 9.42 [3.32; 26.76] 13.2%
Heterogeneity: 1% = 0% [ 0%; 79%], 1% =0, p = 0.480
Random effects model 642 1120 338 1078 < 5.32 [3.37; 8.40] 100.0%
Prediction interval — [0.86; 33.07]
Heterogeneity: 12 = 58% [38%; 72%], 1° =0.75, p < 0.001
Test for overall effect: f35 = 7.47 (p < 0,001) 0.001 01 1 10 1000

Test for subgroup differences: xf =2.34,df=1 (p=0.126)

OR-o0dds ratio; CI-confidence interval

Figure S2. Forest plot for complete closure, subgrouping based on PRP
application method.



First author, Intervention Control
year of publication

Events Total Events  Total Odds Ratio OR 95% ClI Weight
Short follow-up |
Karimi, 2016 9 25 10 25 - 0.84 [0.27; 2869] 4.6%
Kakagia, 2007 2 17 2 17 1.00 [0.12; 8.06] 2.7%
Rainys, 2019 9 35 6 34 1 1.62 [0.51; 5.17] 4.5%
Glukhov, 2017 4 18 3 19 — 1.66 [0.32; 883] 3.4%
Yang, 2017 33 38 28 38 T 233 [0.70; 7.82] 4.4%
Ahmed, 2017 23 28 15 28 —a— 3.96 [1.17; 13.37] 4.4%
Burgos-Alonso, 2018 4 7 1 5 T+ 6.00 [0.42; 85.98] 1.9%
Singh, 2018 29 29 27 29 T 6.12 [0.29; 129.56] 1.6%
Abd El-Mabeod, 2018 37 40 26 40 e 664 [1.73; 2547] 4.1%
Ramos-Torrecillas, 2015 (group 1) 3 34 0 25 692 [028; 173.98)  14%
Goda, 2018 1 3 25 0 25 793 [039; 162.07) 16%
Amato, 2020 40 53 1" 47 T 10.07 [4.01; 25.28] 5.2%
Yuvasri, 2020 4 10 0 10 14.54  [0.87; 316.69] 1.6%
Goda, 2018 2 8 8 3 7 2081 [0.94; 462.86] 1.5%
Moneib, 2018 7 20 0 20 2278 [1.20; 432.58] 1.7%
Ramos-Torrecillas, 2015 (group 2) 8 25 0 25 —f——— 2477 [1.34; 45761] 1.7%
Ramos-Torrecillas, 2015 (group 3) 15 40 0 25 ——s——— 4023 [157,103320] 14%
Elgarhy, 2020 (group 2) 10 20 0 20 ——=—— 4100 [218; 77008 1.7%
Elgarhy, 2020 (group 1) 12 20 0o 20 4= 6029 [3.20;1137.79)  1.7%
Hongying, 2020 20 20 7 20 +—=—— 7380 [3.89:1401.56]  1.7%
Sokolov, 2017 29 83 0 83 ——+=—— 90.39 [5.41;151042] 1.8%
Random effects model 310 585 139 562 <> 6.03 [3.21; 11.33] 54.5%

Heterogeneity: 1% = 47% [13%: 68%] , 1° = 0.74, p = 0.009

Medium follow-up

Senet, 2003 1 8 1 7 — % 0.86 [0.04; 16.85] 1.6%
Driver, 2006 13 40 9 32 N 1.23 [0.45; 3.40] 4.9%
Game, 2018 46 134 29 134 = 183 [1.06; 3.14] 6.0%
Gude, 2019 32 66 20 66 = 215 [1.05; 439] 5.7%
Li, 2015 50 59 41 58 == 251 [1.02; 6.16] 5.2%
Elsaid, 2020 3 12 0 12 9.21 [0.42; 200.59] 1.6%
Saad Setta, 2011 12 12 9 12 9.21 [0.42; 200.59] 1.6%
Obolensky, 2014 38 44 5 44 — 4372 [12.64; 151.17] 4.3%
Random effects model 194 375 M4 386 | 3.38 [1.16; 9.89] 30.9%

Heterogeneity: 1% = 73% [44%: 87%] , 1°=1.05, p < 0.001

Long follow-up

Helmy, 2021 34 40 19 40 = 6.26 [2.15; 18.20] 4.8%
Elbarbary, 2020 (group 2) 28 30 18 30 I 933  [1.87; 4688]  3.5%
Elbarbary, 2020 (group 1) 30 30 18 30 L 4122 [2.30; 737.99] 1.7%
Random effects model 92 100 55 100 ?— 8.24 [1.66; 40.87] 10.0%
Hetarogenetty: 1 = 0% [ 0%; 80%] , 1° =0, p = 0.479 |

|
N/A ‘
Obolensky, 2017 46 50 30 50 —— 767 [2.38; 24865] 4.5%
Random effects model 642 1120 338 1078 l 532 [3.37; 8.40] 100.0%
Prediction interval [0.86; 33.07]
Heterogeneity: 12 = 58% [38%: 72%], 1° = 0.75, p < 0.001
Test for overall effect: £5, = 7.47 (p <0.001) 0.001 01 1 10 1000

Test for subgroup differences: x§ =2.50,df=3 (p=0476)

OR-o0dds ratio; CI-confidence interval

Figure S3. Forest plot for complete closure, subgrouping based on follow-

up time.
First author, Intervention Control
year of publication

n Mean SD n Mean SD SMD SMD 95% ClI Weight

Diabetic
Kulkarni, 2018 25 750 100 25 1150 110 —— -3.75 [469;-2.80] 4.5%
Karimi, 2016 25 270 590 25 11.90 1370 - -0.86 [-1.44,-028] 10.5%
Mohammad, 2017 25 270 580 25 11.90 1370 - -0.86 [-1.44,-0.28] 8.3%
Pu, 2019 21 330 420 30 260 &70 — 0.10 [-0.46; 0.65] 9.2%
Random effects model 96 105 = -0.68 [-1.31;-0.06] 31.3%

Heterogeneity: 1#=93.64% [86.91%; 96.81%] , 1?=25185, p <0001

Venous

Yuvasri, 2020 10 060 100 10 500 130 _— =363 [-5.16;-2.11] 21%
Elbarbary, 2020 (group2) 30 1.0 040 30 380 150 —=— 243 [310;-175] 71%
Elbarbary, 2020 (group1) 30 120 050 30 380 150 —— -230 [-296,-163] 7.3%
Milek, 2019 50 080 040 50 170 0.50 - -1.97 [245/-149] 102%
Elgarhy, 2020 (group2) 20 1.10 230 20 840 660 e -145 [-215,-074]  4.0%
Elgarhy, 2020 (group 1) 20 300 780 20 B840 660 4 073 [137,-008] 25%
Helmy, 2021 40 080 210 40 350 650 | -055 [-1.00;-0.11] 148%
Somani, 2017 9 170 320 6 330 440 -0.41 [-1.45; 0.64] 3.0%
Cardenosa, 2016 55 1000 3000 47 1210 19.20 — -0.08 [047; 0.31] 166%
Random effects model 264 253 — -1.26 [-2.28;-0.24] 68.7%

Heterogeneity: {2 = 30.76% [84.72%; 34 41%] , 1% = 1.0008. p <0.001

Random effects model 360 358 - -1.21 [1.74;-0.68] 100.0%
Prediction interval — [4.00; 1.21]
Heterogeneity: 12 = 91.13% [86.67%; 84.10%] , 1% = 1.2820, p < 0.001 ! T ! !
Test for overall effect; z = -4.19 (p < 0,001) 8 -4 2 0 2
Test for subgroup differences: X% = 0.02, df = 1 (p = 0.891) Favours Favours

intervention control

SD-standard deviation; SMD-standardized mean difference; CI-confidence interval

Figure S4. Forest plot for wound area reduction, subgrouping based on
ulcer etiologies.



First author, Intervention Control
year of publication

n Mean sD n Mean SD SMD SMD 95% ClI Weight

Topical

Kulkami, 2019 25 750 100 25 M50 110 — -3.75 [4.69;-2.80] 26%
Yuvasri, 2020 10 060 100 10 500 130 —_— -3.63 [-5.16;-2.11] 11%
Elbarbary, 2020 (group 1) 30 1.20 050 30 380 150 —— -2.30 [-2.96;-1.63] 4.0%
Milek, 2019 50 080 040 50 170 050 = -1.97  [-2.45;-1.49] 8.6%
Ucar, 2020 30 280 240 30 500 130 - -113  [1.67;-0.58] 6.9%
Karimi, 2016 25 270 580 25 1190 1370 T -0.86 [-1.44;-0.28] 5.6%
Mohammad, 2017 25 270 580 25 1190 1370 TH— -0.86 [1.44;-0.28] 4.5%
Elgarhy, 2020 (group 1) 20 300 7.90 20 B840 660 - 073 [1.37;-000] 1.8%
Somani, 2017 9 170 320 6 330 440 -0.41 [-1.45; 0.64] 1.6%
Rainys, 2019 35 620 680 34 690 880 E o -0.09 [-0.56; 0.38] 8.8%
Cardenosa, 2016 55 10.00 30.00 47 1210 19.20 ":‘ -0.08 [0.47; 0.31] 9.0%
Pu, 2019 21 330 420 230 2B0 870 —— 010 [-0.48; 0.65] 6.6%
Tsachiridi, 2019 15 010 000 12 150 130 29%
Random effects model 350 344 <> -0.94 [-1.43;-0.46] 69.5%

Heterogeneily: I* = 91.26% [86.66%; 94.28%] , 1° = 1.3919, p < 0.001

Injected

Elbarbary, 2020 (group2) 30 1.10 040 30 380 150 —— 243 [3.10;-1.75]  3.8%
Elgarhy, 2020 (group2) 20 1.40 230 20 840 680 e 145 [2.15;-0.74]  2.4%
Saha, 2020 56 060 070 52 120 1.00 - -069 [1.08,-031] 11.9%
Helmy, 2021 40 080 210 40 350 650 | -0.55  [-1.00;-0.11] 8.0%
Chandanwale, 2020 40 1160 1400 40 1760 1560 - -0.40 [-0.84; 0.04] 9.8%
Random effects model 186 182 < .03 [1.79;-0.26] 30.5%

Heterogeneity: /% = 86.63% [70.99%; 93.84%| , 1* = 0.5938, p < 0.001

Random effects model 536 526 - .21 [1.74; -0.68] 100.0%
Prediction interval — [-3.44; 1.08]
Heterogeneity: / = 89.74% [85.16%; 82.91%] , 1= 1.0574, p < 0.001 T T T !
Test for overall effect: z = -4.49 (p < 0.001) R -4 2 0 2
Test for subgroup differences: x7 = 0.1, df=1 (p = 0.739) Favours Favours

intervention control

SD-standard deviation; SMD-standardized mean difference; CI-confidence interval

Figure S5. Forest plot for wound area reduction, subgrouping based on
PRP application method.

First author, Intervention Control
year of publication

n Mean sD n Mean SD SMD SMD 95% Cl Weight
Short follow-up
Kulkami, 2019 25 750 100 25 1150 1.10 — -3.75 [-4.69;-2.80] 2.7%
Yuvasri, 2020 10 060 100 10 500 130 —_— -3.63  [5.16;-2.11] 1.1%
Milek, 2019 50 080 040 50 170 050 - -1.97 [-2.45;-1.48] 8.8%
Ucar, 2020 30 280 240 30 500 130 —- 113 [-1.67:-0.58] 7.0%
Karimi, 2016 25 270 580 25 1190 1370 o -0.86 [-144;-0.28] 56%
Mohammad, 2017 25 270 580 25 11.90 1370 T 086 [-1.44,-0.28] 4.5%
Saha, 2020 56 060 070 52 120 100 k3§ -069 [-1.08;-0.31] 12.1%
Somani, 2017 9 170 320 6 330 440 -0.41  [-1.45; 0.64] 16%
Chandanwale, 2020 40 11.60 1400 40 17.60 1560 = -0.40 [-0.84; 0.04] 9.9%
Rainys, 2019 35 620 680 34 690 880 = -0.08 [-0.56; 0.38] 8.9%
Tsachiridi, 2019 15 010 000 12 150 130 3.0%
Random effects model 320 309 - -1.00 [-1.64;-0.35] 57.8%

Heterogeneily: I = 89.41% [82.65%; 93.54%] . 1° = 1.3101, p < 0,001

Medium follow-up

Elgarhy, 2020 (group2) 20 10 230 20 840 660 e 145 [215-0.74]  21%
Elgarhy, 2020 (group 1)~ 20 300 7.80 20 B840 660 S 073 [1.37,-000] 1.3%
Random effects model 40 40 1.38 [296; 049] 11.8%

Heterogeneity: P =5451% [ 0.00%: 88.67%], 1=0.1415, p=0.138

Long follow-up

Elbarbary, 2020 (group2) 30 170 040 30 3.80 1.50 —— -2.43  [-3.10;-1.75] 3.8%
Elbarbary, 2020 (group 1) 30 120 050 30 380 150 —— 230 [-2.96,-163] 3.9%
Helmy, 2021 40 080 210 40 350 650 S B -0.55 [1.00;-0.11] 8.0%
Cardenosa, 2016 55 10.00 30.00 47 12.10 19.20 — -0.08 [-0.47; 0.31] 9.0%
Pu, 2019 21 330 420 30 260 870 A 010 [-0.46; 0.65] 6.7%
Random effects model 176 177 -0.63 [-1.64; 0.37] 304%

Heterogensity: ° = 93.88% [88.60%; 96.72%] . 1° = 1.3796, p < 0.001

Random effects model 536 526 -0 1.21 [1.74;-0.68] 100.0%
Prediction interval — [-3.44; 1.08]
Heterogeneity: I = B3.74% [85.16%; 92.91%] , 1° = 1.0574, p < 0.001 T T ] !
Test for overall effect: z = -4.49 (p < 0.001) -6 -4 -2 0 2
Test for subgroup differences: )é =0.24,df =2 (p =0.885) Favours Favours

intervention control

SD-standard deviation; SMD-standardized mean difference; CI-confidence interval

Figure S6. Forest plot for wound area reduction, subgrouping based on
follow-up time.
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Figure S7. Risk of bias assessment of the included studies assessing the
change of wound size [1-6,8-45], using the revised tool for assessing risk
of bias in randomized trials (Rob 2).
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Figure S8. Risk of bias assessment of the included studies assessing the
change of wound size [1-6,8-45], broken down to tools, shown in

percentage.
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Figure S9. Risk of bias assessment of the included studies assessing
healing time [9-13,18,22,23,27,28,33,38,44,46], using the revised tool for
assessing risk of bias in randomized trials (Rob 2).
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Figure S10. Risk of bias assessment of the included studies assessing
healing time [9-13,18,22,23,27,28,33,38,44,46], broken down to tools,
shown in percentage.
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Figure S11. Risk of bias assessment of the included studies assessing
infection rates [1-5,8,13,23,31,32,36,44,47,48], using the revised tool for
assessing risk of bias in randomized trials (Rob 2).
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Figure S12. Risk of bias assessment of the included studies assessing
infection rates [1-5,8,13,23,31,32,36,44,47,48], broken down to tools,
shown in percentage.
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Figure S13. Risk of bias assessment of the included studies assessing pain
[1,3,5,6,13,14,18,26,34,44,47], using the revised tool for assessing risk of
bias in randomized trials (Rob 2).
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Figure S14. Risk of bias assessment of the included studies assessing pain
[1,3,5,6,13,14,18,26,34,44,47], broken down to tools, shown in percentage.
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Figure S15. Risk of bias assessment of the included studies assessing
amputation rates [13,17,21,23,29,37,46], using the revised tool for
assessing risk of bias in randomized trials (Rob 2).
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Figure S16. Risk of bias assessment of the included studies assessing
amputation rates [13,17,21,23,29,37,46], broken down to tools, shown in

percentage.
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Figure S17. Risk of bias assessment of the included studies assessing
adverse events [5-7,9,13,18,22,23,26,31,35,36,38,44], using the revised tool
for assessing risk of bias in randomized trials (Rob 2).
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Figure S18. Risk of bias assessment of the included studies assessing
adverse events [5-7,9,13,18,22,23,26,31,35,36,38,44], broken down to tools,
shown in percentage.
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Figure S19. Funnel plot for complete closure.
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Figure S20. Funnel plot for the reduction of wound area.
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