BMJ Publishing Group Limited (BMJ) disclaims all liability and responsibility arising from any reliance
Supplemental material placed on this supplemental material which has been supplied by the author(s) BMJ Open

Supplementary material

Supplementary material 1 Retrieval strategy.

PubMed

#1 ((((Mesenchymal Stromal Cell*[Title/Abstract]) OR (Mesenchymal Stem
Cell*[Title/Abstract])) OR (Mesenchymal Progenitor Cell*[Title/Abstract])) OR (Bone Marrow
Stromal Cell*[Title/Abstract])) OR (Stem cell*[Title/Abstract])

#2 ((((((OsteoarthritisyMeSH Terms]) OR (Osteoarthritides[ Title/ Abstract])) OR
(Osteoarthrosis[ Title/Abstract])) OR (Osteoarthroses| Title/Abstract])) OR (knee

osteoarthritis[ Title/Abstract])) OR (knee osteoarthrosis[ Title/Abstract])) OR
(KOA[Title/Abstract])

#3 (((((((platelet-rich plasma[MeSH Terms]) OR (PRP[Title/Abstract])) OR (plasma rich in
growth factors[Title/Abstract])) OR (platelet derived growth factor[Title/Abstract])) OR (platelet
derived|Title/Abstract])) OR (platelet gel[ Title/Abstract])) OR (platelet lysate[ Title/Abstract]))
OR (platelet rich plasma[Title/Abstract])

#4 #1 AND #2 AND #3

EMBASE

#1 'mesenchymal stromal cell*:ab,ti OR 'mesenchymal stem cell*:ab,ti OR 'mesenchymal
progenitor cell*':ab,ti OR 'bone marrow stromal cell*":ab,ti

#2 osteoarthritis:ab,ti OR osteoarthritides:ab,ti OR osteoarthrosis:ab,ti OR osteoarthroses:ab,ti OR
'knee osteoarthritis":ab,ti OR 'knee osteoarthrosis':ab,ti OR koa:ab,ti

#3 'platelet-rich plasma':ab,ti OR prp:ab,ti OR 'plasma rich in growth factors':ab,ti OR 'platelet
derived growth factor:ab,ti OR 'platelet derived:ab,ti OR 'platelet gel:ab,ti OR ‘'platelet
lysate':ab,ti

#4 #1 AND #2 AND #3

Cochrane Library

#1 (knee osteoarthritis):ti,ab,kw OR (knee osteoarthritides):ti,ab,kw OR (osteoarthritis of
Knee):ti,ab,kw OR (Osteoarthritis):ti,ab,kw OR (KOA):ti,ab,kw

#2 (platelet-rich plasma):ti,ab,kw OR (plasma rich in growth factors):ti,ab,kw OR (PRP):ti,ab,kw
OR (platelet gel):ti,ab,kw OR (platelet lysate):ti,ab,kw

#3 (platelet-rich plasma):ti,ab,kw OR (plasma rich in growth factors):ti,ab,kw OR (PRP):ti,ab,kw
OR (platelet gel):ti,ab,kw OR (platelet lysate):ti,ab,kw

#4 #1 AND #2 AND #3

CNKI
(TKA ="T4 ") AND (TKA = "& II./MR %' OR TKA = "Il /MR EEZ' OR TKA = "Il /M)
AND (TKA =" K3 %' OR TKA ="' %' OR TKA ="K K")
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Supplementary Figure 1

Test for overall effect Z=1.79 (P =0.07)
c

= 1
Favours MSCs+PRP Favours PRP

MSCs+PRP Control Mean Difference Mean Difference
Study or Subgrouy Mean SD Total Mean SD Total Weight [V, Fixed, 95% Cl IV, Fixed, 95% CI
Cheng WD 2019 34 13 20 3513 20 18.0% -010[0.91,0.71] ——
HaCZz2018 22 12 45 26 07 44 705% -0.40[081,001] ——
Lamao-Espinosa JM 2020 38 2 24 3816 26 115% 000F101,1.01] —
Total (95% CI) 89 90 100.0% -0.30 [-0.64, 0.04] -
Heterogeneity: Chi*=0.81, df= 2 (P = 0.67); F= 0% 2 1 3 + 2
Testfor overall effect Z=1.72 (P = 0.09) Favours MSCs+PRP Favours Control
a

MSCs+PRP HA Mean Difference Mean Difference

Study or Subgrou Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
ChengwD 2019 34 13 20 35 13 20 #M1%  -010F0.91,0.71] =
Ha CZ 2018 22 1.2 45 31 1 43 589% -0.90 [1.36,-0.44] -
Total (95% Cl) 65 63 100.0% -0.57[-1.34,0.20] -
Heterogeneity: Tau®= 0.21; Chi*= 2.85, df= 1 (P = 0.09); = 65% B E” :
Test for overall effect Z=1.45 (P =0.15) Favours MSCs+PRP Favours HA
b

MSCs+PRP PRP Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
HaCZ2018 22 12 45 26 07 44 86.0% -0.40(-0.81,0.01]
Lamo-Espinosa JM 2020 38 2 24 38 16 26 14.0% 0.00[1.01,1.01] L
Total (95% CI) 69 70 100.0% -0.34[-0.72,0.03] <
Heterogeneity: Chi#= 0.52, df=1 (P = 0.47); F= 0% 2 t t 2

Supplementary Figure 1 Forest plot of VAS score 3 months after treatment : (a)

MSCs+PRP vs control group (PRP and HA in control group); (b) MSCs+PRP vs HA;

(c) MSCs+PRP vs PRP.

Supplementary Figure 2

Testfor overall effect. Z= 2.41 (P=0.02)

MSCs+PRP Control Mean Difference Mean Difference
Study or Subgrouj Mean SD Total Mean SD Total Weight IV, Fixed. 95% CI IV, Fixed. 95% CI
Cheng WD 2019 39 14 20 44 14 20 140% -050[1.37,037] — = -
Ha CZ 2018 22 11 45 26 06 44 783% -040[077-003 —h—
Lamo-Espinosa JM 2020 33 22 24 35 2 26 7.7% -020[1.37,097 - 1
Total (95% CI) 89 90 100.0% -0.40[.0.72,-0.07] -
Heterogeneity: Chi*= 0.16, df= 2 (P = 0.92); F= 0% 5 1 1

4
+
Favours MSCs+PRP Favours control

Testfor overall effect: Z= 214 (P=0.03)
c

a
MSCs+PRP HA Mean Difference Mean Difference
Study or Subgrou Mean SD Total Mean SD Total Weight IV, Random.95% Cl IV, Random, 95% CI
Cheng'WD 2019 39 14 20 44 1.4 20 386% -0.50[1.37,037] —
Ha CZ 2018 22 11 45 35 1 43 B1.4% -1.30[1.74,-0.88] i
Total (95% CI) 65 63 100.0% -0.99[-1.75,-0.23] R
Heterogeneity: Tau®= 0.20; Chi*= 260, df=1 (P=0.11), F= 62% '52 11 ) 1: é
Testfor averall efiect Z= 2.54 (P =0.01) Favours MSCs+PRP Favours HA
b
MSCs+PRP PRP Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% C| IV, Fixed, 95% Cl
HaCZ2018 ZZ 11 45 26 06 44 91.0% -040[F0.77,-003] .
Lamo-Espinosa JM 2020 33 22 24 35 2 26 90% -0.20[-1.37,0897] —
Total (95% CI) 69 70 100.0% -0.38[-0.73,-0.03] -
Heterogeneity: Chi*= 010, df=1 (P = 0.75); F= 0% 2 1 5 1

Favours MSCs+PRP Favours PRP

Supplementary Figure 2 Forest plot of VAS score 6 months after treatment : (a)

MSCs+PRP vs control group (PRP and HA in control group); (b) MSCs+PRP vs HA;

(c) MSCs+PRP vs PRP.
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Supplementary Figure 3

MSCs+PRP HA Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Ci IV, Randorm, 95% Ci
Cheng WD 2019 43 12 20 49 1.4 20 450%  -0.60[1.41,021]
Ha CZ 2018 22 11 45 38 1 43 550% -1.70[2.14,-1.26] -
Total (95% CI) 65 63 100.0% -1.20[-2.28,-0.13] o
Heterogeneity: Tau® = 0.49; Chi*= 5.50, df= 1 (P = 0.02); F=82% B} + 3 5 t
'Il')eslfnr overall effect: 7= 2.20 (P = 0.03) Favours MSCS+PRP Favours HA
MSCs+PRP PRP Mean Difference Mean Difference
Study or Subgrou Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
HaCZ 2018 22 11 45 27 06 44 927% -0.50[0.87,-0.13]

Larno-Espinosa JM 2020 35 25 24 45 22 26 7.3% -1.00[231,031] S

Total (95% CI) 69 70 100.0% -0.54[-0.89,-0.18] &>

Heterogeneity Chi*= 0.52, df= 1 (P = 0.47); F= 0% ; t t

Testfor overall effect Z = 2.97 (P = 0.003) PG T
C

Supplementary Figure 3 Forest plot of VAS score 12 months after treatment : (b)
MSCs+PRP vs HA; (¢) MSCs+PRP vs PRP.

Supplementary Figure 4

MSCs+PRP Control Mean Difference Mean Difference
Study or Subgrou Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
Cheng WD 2019 197 48 20 246 73 20 347% -490[8.73,-1.07] ——
Hou JZ 2016 2626 667 112 3212 535 94 651% -6.86 [8.50,-5.22) =
Lamo-Espinosa JM 2020 244 174 24 17 171 26 10.2% 270[6.87,12.27] e T ST
Total (95% CI) 156 140 100.0% -5.20[-8.55, -1.86] -
Heterageneity Tau®= 4 68; Chi*= 4.35, df= 2 (P = 0.11); F= 64% =0 = e T
?St Tor overall effect. Z= 3.05 (P = 0.002) Favours MSCs+PRP Favours Control
MSCs+PRP HA Mean Difference Mean Difference
Study or Subgroup _ Mean _SD Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% Cl
Cheng WD 2019 197 48 20 248 73 20 15.5% -4.90[-8.73,-1.07]
Hou JZ 2016 2526 667 112 3212 535 94 845% -6.86[8.50,-522) iB
Total (95% Cl) 132 114 100.0% -6.56 [-8.06, -5.05] *

Heterogeneity, Chi*= 0.85, df=1 (P = 0.36); F= 0% t t ;
Test for overall effect Z= 8.51 (P < 0.00001) 20 10 0 10 20
b

Favours MSCs+PRP Favours HA

Supplementary Figure 4 Forest plot of WOMAC score 3 months after treatment : (a)
MSCs+PRP vs control group (PRP and HA in control group); (b) MSCs+PRP vs HA.
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Supplementary Figure 5

Heterogeneity: Tau®= 7 .37, Chi*= 367, df=1 (P=006); F=73%
};estfar overall effect Z= 4.14 (P < 0.0001)

MSCs+PRP Control Mean Difference Mean Difference

Study or Subgroup Mean _SD Total Mean SD Total Weight IV, 95% CI IV, 95% CI
Cheng WD 2019 214 53 20 278 83 20 350% -6.40[10.72,-2.08] —i—
Hou JZ 2016 2244 519 112 3334 632 94 46.8% -10.80[12.50,-9.30] =
Lamo-EspinosaJM 2020 213 166 24 23 15 26 182% -1.70[10.48,7.09] ——
Total (95% CI) 156 140 100.0% -7.65[-12.38, -2.92] ’
Heterogeneity: Tau?= 11.78; Chi*= 7.29, df= 2 (P = 0.03); F=73% _2"[' -1=[| 1=U Q:D
Testfor overall effect Z=3.17 (P = 0.002) Favours MSCS+PRP Favours Control
a

MSCs+PRP HA Mean Difference Mean Difference
Study or Subgrouj Mean SD Total Mean SD Total Weight IV, Random,95% Cl IV, Random, 95% CI
Cheng WD 2019 214 53 20 278 83 20 397% -640[1072,-208 —
Hou JZ 2018 22.44 519 112 3334 632 94 60.3% -10.90[-12.50,-9.30] =
Total (95% CI) 132 114 100.0% -9.11[-13.43,-4.80] -y

20 40 0 10 20
Favours MSCs+PRP Favours HA

Supplementary Figure 5 Forest plot of WOMAC score 6 months after treatment : (a)

MSCs+PRP vs control group (PRP and HA in control group); (b) MSCs+PRP vs HA.

Supplementary Figure 6

Mean Difference
IV, Fixed, 95% CI

MSCs+PRP Control Mean Difference
Study or Subarou Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI
Bastos R 2018 68.2 247 9 503 266 9 359% 17.90[-5.82 41.62]
Bastos R 2019 599 248 14 542 247 16 B41% 570[12.05, 23.45]
Total (95% CI) 23 25 100.0% 10.08 [-4.13, 24.30]

Heterogeneity: Chi*= 065, df=1 (P =0.42); F=0%
Test for overall effect Z=1.39 (P = 0.16)

N = —

4,_.7
—esifffie

Favours MSCs+PRP Favours MSCs

+ + 4 -
-60 -25 25 50

Supplementary Figure 6 Forest plot of KOOS 12 months after treatment : MSCs+PRP

vs MSCs.

Supplementary Figure 7

Testfor overall effect Z=1.24 (P=10.22)

MSCs+PRP MSCs Risk Ratio Risk Ratio

Study or Subgrouy Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Bastos R 2018 3 9 7 9 69.5% 0.431[0.16,1.15) §
Ha CZ2018 3 45 3 43 30.5% 0.96 [0.20, 4.48] —
Total (95% CI) 54 52 100.0%  0.59 [0.25, 1.36] —~egifie
Total events 6 10

B s 3 g 2T 4 : 4 .
Heterogeneity: Chi*=0.78, df=1 (P=0.38), F=0% u,hs sz é 2'u

Favours MSCs+PRP Favours MSCs

Supplementary Figure 7 Forest plot of adverse reaction : MSCs+PRP vs MSCs.
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