555 ¢ HIEHIUBE WP oovms ABLUBATNT
N

Taipei Municipal Wan Fang Hospital iMensged by Tege: Vedica Unirenaity)
Lhinng - ournal of Orthopaedic
Journal of Orthopaedic Surgery and Research (2022) 17:499 J S d R p h
https://doi.org/10.1186/513018-022-03398-6 Urgery an esearc

Efficacy and safety of platelet-rich Pty

plasma combined with hyaluronic acid
versus platelet-rich plasma alone for knee
osteoarthritis: a systematic review

and meta-analysis

Qing Zhang, Tuodong Liu, Yuan Gu, Yongguan Gao and Jiangdong Ni’

g %A .7 f£lb\ﬂ2 igﬂi/i :gﬁéiﬂl
HER : 2023F3H21E

I SIS0 HAlEE

)(IIII




https://pubmed.ncbi.nlm.nih.gov/32302218/

Platelet-Rich Plasma Ver sus Hyaluronic Acid for Knee Osteoarthritis:
A Systematic Review and M eta-analysis of Randomized Controlled Trials

Clinical Sports Medicine Update

Platelet-Rich Plasma Versus Hyaluronic
Acid for Knee Osteoarthritis

A Systematic Review and Meta-analysis
of Randomized Controlled Trials

John W. Belk,"! BA, Matthew J. Kraeutler,* MD, Darby A. Houck,' BA,
Jesse A, Goodrich,” BA, Jason L. Dragoo,” MD, and Eric C. McCarty," MD
Investigation performed at Department of Orthopedics, University of Colorado
School of Medicine, Aurora, Colorado, USA

The American Journal of Sports Medicine
2021:49(1):248-260

DOk 10.1177/0363546520909397

i 2020 The Author(s)



https://pubmed.ncbi.nlm.nih.gov/32302218/

https://pubmed.ncbi.nlm.nih.gov/32302218/

Platelet-Rich Plasma Ver sus Hyaluronic Acid for Knee Osteoarthritis:
A Systematic Review and M eta-analysis of Randomized Controlled Trials

PRP HA Mean Difference Mean Difference Risk of Bias

Study or Subgroup _Maan 5D Total Mean 30 Total wWeight IV, Random, 95% Cl W Random, 95NCl A BCOEFGC

L1.1 Minimum 12 Month Follow-up

Duymus 2016 548 108 33 604 43 34 157 -14.50[-18.46, -10.54] - T 11 N1}

Rapissadat 2015 184 144 77 275 164 67 14.4% -5 10 [~ 14,30, -3.90] — 798786

Su 2DLE 64 1.7 27 469 IE 30 163 -10.50 [-12.00, -9.00] n RN | BN 11

Vagqueriza 2013 J0E 15.5 4% 54.72 102 48 13.7% A T e B - = (= -1 o

Subtotal (95% CI) 185 174 59.0% L 2

: Taw® = 16.19: Chi* = 15.83. df = 3P = (LOOLY; I = 81%

BISABRURE

Haterogeimeit
w5t for overall effect; £ = 5,85 (P < 0,00001)

1.1.2 Less than 12 Month Folow-up

Cerza 2012 365 17.9 B0 §5.1 106 60 14.4% -28.60[-33.86.-23.34 — Y 1 1 Ty
Raeissadat 2017 44 165 36 274 114 3} 134% 3un| 9,55, 3 551 e T T
Vagquerizo 2013 08 155 48 542 197 48 137% : —— FT T T
Subtotal (95% C 144 141 41.0% B
ﬁgm“g alld o Clait o ?ﬁ.Z‘i,df: 2P < 0000010 IF = Sd%

wul for overall effect, £ = 2,34 (F= 0.02) ?éﬁ%;fiﬂﬁ%’l%%

Total (95% LN 3240
Heterogemeity: Tau® = 52.62; Chi* = 71.91, df 2
Test for overall effect; & = 5.42 (P < 0.00001)
Test for subgroap differences: Chi® = (.34, df = 1 {F = )
Risk of bias legend

14] Random sequence generanon (selection blas)
18} Allocation concealment {selection bias)

{C) Binding of participants and gersonnel (performance bias)
(D) Blinding ol outcame assessment {detection bias)

{E} Incompiets autcome data (anriten kias)

{F! Selaective reporting (reporming blas)

{61 Other baas

315 10dL0% =-15.91 [-21.66, =10,15] i
0.00001); 1* = 92% é

i L It
o -5 0 PR
Favours FRE Favowrs HA

WOMACEHE 4R EE T ¢
HRFEEIRBEMS - EFPRPAVETE
W= REEEFTHARE Z (p<0.05) -
—EARCNZ BRPRP{EITHA P

Figure 3. Forest plot of WOMAC scores. HA, hyaluronic acid; IV, inverse variance; PRP, platelet-rich plasma; WOMAC, Western
Ontario and McMaster Universities Ostecarthritis Index.
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Figure 4. Forest plot of VAS scores, HA, hyaluronic acid; IV, inverse variance; PRP, platelet-rich plasma; VAS, visual analog scale.
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« WOMAC(Western Ontarig o mmssens
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a nd M c M aster U n iverSity b Walking I'|:I_m(])nc SI[i_Elhl M(lmijlernle Sc.aere Exlr%nc
Pain — Stair climbing O O O O O
e _ o Pain — Ni al
Osteoarthritis Index) 5 8§ g g8 &
Pain — Weightbearing
NI ) Vaxaulll) Vaxanlly) = iffness:
— RGN SR BRI RAUFE e
NEG - HAEER - 558 S eew 2 8 888

] g% d SIE * ] 1% EE A ZIE N Level of difficulty performing the following functions, on average, during the last 48 hours:
"BAENTHRE L 1718 - LU=

None Slight Moderate Severe Extreme
S /— A Descending stairs O O O O O
E E ﬁ /fj' ﬁqz 13 o Ascending stairs O O O O O
Rising from sitting O O O O O
= E/\gﬁz X /\i-l—% ZE/.\t Smnd.mg O Od O O O
— - = ’ £ Bending to the floor O O O O (]
I /] J/ O 4 JJ Al = ey JJ [E Walking on flat O O O O O
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& IjJ et BF %IJ ° Rising from bed O O O O ([
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Lying in bed O | O O O
Getting in/out of bath O O O O O
Sitting O a O O (|
Getting on/off toilet O (] O O O
Performing heavy domestic duties [J O O O O
Performing light domestic duties [ O O O O

The WOMAC parameters are:
0 —none, 1 - slight, 2 — moderate, 3 - severe, 4 — extreme.
The index is out of a total of 96 possible points, with 0 being the best and 96 being the worst
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IKDC(International Knee Documentation Committee)
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« Lequesne index

- —EME RS R BARBREN DR - 05 " BB
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— #70-2477 - D EBERNEEEN R R AERKREER -

Section |: Pain or Discomfort

Parameter Findings | Values | Points
Pain or discomfort during nocturnal bedrest (i.e. sleep) None . . = 0
Only on movement or in certain positions 1
Without movement 2
Duration of morning stiffness or pain after getting up oar 0
< 15 minutes 1
>= 15 minutes 2
Remaining standing for 30 minutes increases pain No 0
Yes 1
Pain on walkin NoaD 0
9 Only after walking some distance 1
Early after starting (just when start walking) 2
Pain or discomfort after getting up from sitting without use of arms | No 0
Yes 1
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« Lequesne index

Section Il. Maximum Distance Walked

Parameter Findings Values Points
Unlimited 0.0
> 1 kilometer but limited 1.0
IS S About 1 kilometer (about 15 minutes) 2.0
About 500 - 900 meters (about 8-15 minutes) | 3.0
From 300 - 500 meters 4.0
From 100 - 300 meters 5.0
< 100 meters 6.0
None 0.0
Walking aids required
9 u One walking stick or crutch 1.0
Two walking sticks or crutches 20
Section lll. Activities of Daily Living
Parameter Findings Values Points
Easily 0.0
With mild difficulty 0.5
Able to climb tandard flight of stai
S S With moderate difficulty 1.0
With marked difficulty 1.5
Impossible 2.0
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« Lequesne index

Faramotor Findings Values Points
Easily 0.0
. : _ With mild difficulty [15:)
Able to climb down a standard Might of slains With moderate difficuly T
With marked difficulty 1.5
Impessible 20
Parameter Findings | Values | Points
Easily 0.0
With mild difficully 0.5
Abla to at ar bend at tha kresa
i With moderate difficulty 1.0
With marked difficulty 1.5
Impossible 20
Paramater Findings | Values | Points
Easily 0.0
With mald difficulty 05
Able to walk on uneven ground With moderste cificuly i
With marked difficulty 1.5
Impossibia 20
Index of severity = Sum of points for all parameters

T
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*fFEPICO *F & XTSI ITERE

Zhang et al. @;-499 Journal of Orthopaedic

Journal of Orthopaedic Surgery and Research
https://doi.org/10.1186/513018-022-03398-6 Surgery and Research

| Efficacy and safety jof platelet-rich

plasma combined with hyaluronic acid
versus platelet-rich plasma alone for knee
osteoarthritis: a systematic review

and meta-analysis

Qing Zhang, Tuodong Liu, Yuan Gu, Yongquan Gao and Jiangdong Ni’
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2021 JOURMNAL IMPACT JOURMAL IMPACT FACTOR WITHOUT SELF
EACTOR CIALIONS Journal Citation Indicator b Export
2.677 2.485 (JCI)

View calculation View calculation

Journal Impact Factor Trend 2021

Rank by Journal Impact Factor

Journals within a canegary ame sorted in descending arder by Joumal lmpac
each category in which the ssurnal is listed m JCH. Data for the most recent
chranobesomdal order. Learm meore

(e N

Science Citation Index Expanded 15CIE)
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JCR YEAR  1IF RARA  JIF QUARTILE JIF PERCEMTILE

\_'."1_ 1385 4 S0:58 — )
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0.87
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Citation Impact {CHCI} of citable items |articles & reviews) published by a
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i that categony. It may e woed ala mEside other meatnos e nelp vou
evaluabe journals. Le

Rank by _I'u'urnal Citation Indicator (JCI)
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for each category inwhich the jaurnal I5 Ested in JCR, Data for the most recent vear is
chronalogical arder. Learn moe
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Step 1 : Ask

ARHMABAIER - TA/RBEER - ERHRAVAIEER

IBE

SERL: A RAEIREIREI IR RE B (O] ?

e Knee osteoarthritis
o B{EMREEREE

Platelet-rich plasma combined with hyaluronic acid

S E /R MR S 7 3K FR BE

O
°

e Platelet-rich plasma

- BRE/ VRIS

e Pain, Adverse events

« B - ARZBH

T T
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Step 2: Acquire

BARBER - NARRENERFESUE

B - BRRREHE(Find) A RO RIS 2
HJEAER . MR OO SEE
Methods Page 2 of 13

Search strategy

This meta-analysis was following the Preferred Report-
ing Items for Systematic Review and Meta-Analysis state-
ment (Additional file 1: PRISMA) [15]. Two independent
researchers (QZ and YG) searched PubMed, EMBASE,
Cochrane Library and CNKI up to|January 15, 2022.|
Search terms were used including “platelet-rich plasma,’

“hyaluronic acid,” “knee osteoarthritis” The database
retrieval strategies are illustrated in Additional file 2

ER-—REREELE - KMEMAMeSHFHEF
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Step 2: Acquire

$1‘EE *X

HER NRBERINERFEFUE

o/BxE

Records dentfied fom
database searching (n= 813}
Pubmed = 147
Cochrane Litrawy = 143
ENBASE = 182
CNKI=4)

Additonal records denifiod
through omher seurcas{n=2)

Fig. 1 PRGMA sesarch
:

Recorde alter dupleates ramownd (n = 325)

‘

Hecords awemd (n =« X23)

|
4

Fubleal aracies sy siusied foe
ehghatyn~22)

Records exchuced atter dte and
abstract screenegir=303)

iarmok « ME OBORFE

Inclusion and exclusion Page 3 of 13

Inclusion criteria

(1} Studies: RCTs or cohort studies were included (2)

FPopulation: patients diagnosed with KOA; (3) Interven-

tion: PRP 4+ HA therapy; Comparator; PRP treated alone;

and (4} At least one of the outcome indicators, including

Visual Analogue Scale (VAS) scores, Western Ontario

and McMaster Universities Arthritis Index (WOMAC)

total scores, Knpe—teimemond Ootooactbheitic e

Scores (KOOSs| 1. BRIEBEYEE %/Ejlﬁ

Committee (IKT =

e e D130 - FAELA RIS
FEEEE N B2

l

Swdwe nouded m quaitatve
spnthesis i =13)

|

Y

Brdies nduded in quatitatve
spnthesisometa-analysis) (n =13)
1% RCTS. 4 Cohon shasas)

rev diagram [last seoeche Jarvawy 20271

Stuadies unredatod to the knee(n=1)
Arimad tastin=1)

No combinad PRPs HA groupdne2)
Sqcondaty pulibcatan (ne1)

Dl cannol e e Xt ned)

of Fukles atices excuded with ressonsin=d)
Ingicators do not meet the requremens (n=1)

___ ____SERmiABISEISEE

I¢

2. BB EEEENE
BEREZMALIEXRIE
TR RES -

Exclusion criteria (9%RCT - 4R HEACHIF)

(1) The studies that were not associated with treatment
for KOA; (2) Laboratory or animal articles; (3) Dupli-
cate publications, secondary publications or articles with
similar data; and {4) Reviews, meeting abstracts, case
reports, letters to the editor or commentaries.

25
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Step 3: Appraisal

e E B EAVTER U ; (validity)
!E“E';(Appraisal) ?

Risk of bias assessment

Two independent researchers (TDL and YQG) evaluate
the risk of bias for RCTs by using the Cochrane Risk of
Bias tool [16]. Each study was evaluated based on the fol-
lowing 7 areas: random sequence generation, allocation
concealment, blinding of participants and personnel,
blinding of outcome assessment, incomplete outcome
data, selective reporting, as well as other biases. Two
independent researchers (TDL and YQG) performed the
quality assessment of cohort studies by using Newcastle-
(ttawa Scale (NOS). The scale was divided into 3 items:
selection, comparability, and exposure.

1. {EFHCochrane Risk of Bias tool 1T
9ERCT N E MBI -

n HE?:':% IZIE DEDK/EE**

Literature screening and data extraction

The relevant data from articles were abstracted by two
researchers (TDL and YQG) independently using a
prepared data extraction form. Information that was
extracted from the selected studies consisted of publica-
tion vear, authors, patient characteristics, study design,
number of included patients, interventions, follow-up
time, as well as outcomes. Any disagreement would be
resolved through discussion with a third investigators.

2. f#FNewcastle-Ottawa Scale(NOS) EEI_mEFFjLE?S%ﬁ?EﬁEﬁ%  BRRA—E

BRNE = U FT EETEImRILER -

#1T4RCohort S X EmERS -

SN iRIANS:




Step 3: Appraisal

IEHe B REEROSTEE T JUE 4 (validity)
128 (Appraisal) ?
AlaEsask - ME O&0OAREE

Page 5 of 13W
@® 3 i %k (highrisk)

% B R *%& (unclear risk)
@ i (lowrisk)

A - XBEECBREH

-y

& | 9102 @y

Random sequence generation (selection bias)

Alewiwins seiq jo sty z *bi4

P . . 810Z oeyz

P . L10g "qooer

Allocation concealment (selection bias)

[

¢ | @®|@® |ozoz ey
¢ |®| @ |L0z0ua

Blinding of participants and personnel (performance bias)

Blinding of outcome assessment (detection bias)

Incomplete outcome data (attrition bias)

Selective reporting (reporting bias)

00O 00 @
¢
¢

00O 0O ® s
000

AL L L L L IR
009 0O OO @ 0
L R

L LK
LILILIK
@00 :

Other bias




Step 3: Appraisal
IEE B e :ERYTE " RUE L (validity)

| - XRARE R A (included) B R {F5L
PREAESR - ME O&/OARFE
Page56f 13

Random sequence generation (selection bias)

Allccation concealment (selection bias)

Blinding of participants and perscnnel (performanca bias)

Blinding of outcome assessment (detection bias)

Incompiete outcome data (atirition bias)

Selective reporting (reporting bias)

I

Other bias . .
! Newcastle-Ottawa Scale for risk of bias
0% |3 or less was considered poor
Bl Low risk of bias [Junciear risk of bias 4—6 was considered moderate
Fig. 3 Risk of bias graph 7-9 was deemed high quality

Table 2 Newcastle-Ottawa Scale for risk of bias assessment of cohort studies included in the meta-analysis \ Page 6 of 13

Sty Selection Comparability  Outcome Dwverall
Representativeness Selection of Ascertainment  Outcome not Assessment  Adequate  Adeq of .
High
of exposed cohort non-cxposed  of exposure present at start of Dutcome  Follow-Up  Follow-U )
Length , qua lity
Huang [27] W w i i L& o w
Oug [28] * * * * * * * H
Auoate [24] i o 4 . e r o
I Palca 120 * * o* * * W W H




T -FASSLIRIBMEZR #8451 (total up)SlBE4ER ?

AaEdaok - ME OBOABFE
Table 1 Important characteristics of patients enrolled in the included studies Page 4 of 13

Study, vear  Studydesign  Sample size Gendar [M/F] Age, years Keligren-Lawrence score [LIEILIV) Clinical cutcomes Y Follow-up perfods
PRP+HA PRP PRP-HA PRP PRP+HA PRP PRP + HA FEP '

G T TR ; ! :
g LAY 1725 | 557314718 LalzA13 - — i 5 el

N LA BT i s S Nl T 1 A o g P T T T - .
ke |21 AL Al SR | 25035 4006 | 5TR0 4 BS0 a382 0. L2014 =5 P L Fl R ] 1 manths
Ding [22] RLT #0 & 34 EMS |5eT515535 GB211:1150  9&Gd 10:11:E0 TE 2 B maonihe

Yu [14] RLT i 36 4g/50 EASD (4R5O+750 ARZDEHED - - Fa 12 manths

lacoh [23] RCT 20 1 - - - - - - 1z £ months

Sun 4] RCT 35 39 |28 17 | bhET 84 MA181 03503 (3830 THEHE: b monihs
.Lar.a [25] RCT | EE| 3B BT 1129 | 82 h1 50047 G 1d: F14:13:0 ) 12 manths
Xu J_— | RCT L an - - 55241 GO 47 :20:23 k132 I3 24 manths
Huang [27] . o, P | Ell - I BN 825 |BRIETO2 AR £710. | IEIETY 3154 A & manits
Guo 2] {o. R £ 63  451B S | REEE9E 0.7 21 [T dEEEd] 153150 TEE £ manths
Abate [29] 3.R 4L 4 15 2115 | SeT£11.2 BlLOF£9.0 k23AT0 12300 e £ monts
Falco 340 il i 3 126 1211 |62 T4 T8 S04 £ 104 | el 130 - Tg | 12 marths

|

RCT randomized control trasl, Co Cohort study, P prospective study, R retrospective study. PRP platelet-rich plasma, HA hyaluronic acid
l (1) VAS scores, & WOMAC total scores, 3 KOOS, @ IKDC scores, & Lequesna index scores, (8 Adverse events 29
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VAS O O

Visual Analogue Scale
RiBREMILER

WOMAC
Western Ontario ‘
and McMaster Universities
Osteoarthritis Index
=S REEI R IFE
KOQOS

Knee Injury and

Osteoarthritis . ‘
QOutcome Score

IREAENDRERT R E 3%
IKDC

International Knee
Documentation Committee

FERRER L AR

Lequesne index score O

i BEERRAERER




T -1’E%‘z§l«l?ﬁ’f*$ﬂl?€ r.%'w%J (total up)slBEAS R ?

H-FERRVAER B ST

B4 (Heterogeneity) ?

\ Page 6 of 13
VAS scores at 1 month |
PRP+HA PRP Mean Difference Mean Difference
_StudyorSubgroup Mean SO Total Mean SO Total Weight [V, Random, 35% CI IV, Random, 35% Cl
Abate, 2013 2020 40 19 21 4 173 0101082 1.02
Jacob, 2017HMV) 586 1282 14 575 1803 20 158% 001083145
Jacob, 2017(LMV) 553 197 17 575 1808 20 5%  016[1.31,09
Rao, 2020 189 03 20 301 028 20 25%% -1.12]1.28,-0.96 1
S, 2021 A8 B 39 194 133 8 0% B50[216 1482 *
Zhao, 2018 187 059 62 369 074 62 205% -1.82[-206,-1.58 !
" Total (95% C1) {92 201 1000% 065 -1.31.4.:111]
¢ 1= ' ' ]u
Hﬂemgenenﬂaf = (.42 Chi*=52.38, df = 5 (P < 0.00001), I = 90% ) P ] I
ol ovealefe 1= 16 - 0] mpeemy=s sobl b

Fig.4 Forest plot and meta-analysis ofVAS scoref | month)

PRP+HABE1EHERSEBIEE FE0.657
BRAENRAZBRI9EEERER Eﬁﬁn’rfﬁj:

BEZ =% (p=0.05)
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T - FERTLIRBMETE 4245 1 (total up)silEB4ER ?
H-F BB HVAE R E R MHIT-EE M (Heterogeneity) ? ;
VAS scores at 3 months }

age 6 of 13

[ %
PRPHHA PRP Mean Difference Mean Difference
_Studvor Subgroup Mean  SD Total Mean 5D Tofal Weight IV, Fixed, 95% Cl V.F hl
Abate, 2015 2 4 19 15 40 216% 200087057
Ding, 2017 26 06 20 281 08 27 TIT% 02106202
Palco, 2021 B75 1068 28 437 1448 B 03% 49541207, 217 o
Sun, 2021 119 129 3¢ 95 137 3 04% 240[-351,8.3 T
Total (95% Cl) 127 120 100.0% 021 [-0.57, 0,151]
Haterogenelty: Chit= 245, df = 3 (P= 0.48) 1!= 0% ‘ F |
. | _ ; :
Testfor overall effect: 2= 1.4 (P=025) | Z2EL B RE 0 mPRP+HADPHP H 0

| Fig. 5 Forest plot and meta-analysis of VAS scored 31

PRP+HAME3E R BAISHEBEE N£0.215 - BERAENRAZEMNIZEEESRE
REFRTB LHEER(p=0.25)
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T -FERSLIRBHMER "#4 1 (total up)adl

H'I:II\: MAE’JH\I:I %EE*E ﬁ E

EN& mE

514 (Heterogeneity) ?

Page 7 of 13

VAS scores at 6 months J

Mean Difference

i
PRP+HA PRP Mean Difference
_Studyor Subgroup Mean  SD Total Mean SD Total Weight IV, Fixed, 35% CI
Abate, 2015 13 11 40 16 19 40 334% -030[096 03
Ding, 2017 28 106 20 315 088 27 438% 0351094024
lacob 201TIHMY) 557 2007 14 595 1638 20 94% 0381166080
Jaco, 017(LMY) 574 1724 17 595 1638 20 130% -024(-1.33 085
Sun, 2021 B2 M4 30 M9 179 30 03% -570[1336,004)
 Total (95% I 130 46 1000% 4[4 u.usﬂ
| Heterogeneily: Ch= 3,55, df =4 (P = 0.47); P = 0% |
Test for overall effect: 2= 1.71 (P=008) | Z2 &84 E =

Fig.6 Forest plot and metz-analysis ofVAS scored {6 maonihs|

I

0 01
PRP4HA PRP

PRP+HABE6(E B & HI%
SRIEMEHE FRIEES(p=0.09)

SERBIERNF0.34%7

- BRAENIRAZEIGEEER

L T
SFIPMIARIERTINY
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H-EEEHVAREEHE-FEE (
)

Heterogeneity) ?

1 (total up)sER4E R ?
Page 7 of 13

VAS scores at 12 months |

PRPHA PRP Mean Differance Mean Differance
_StudyorSubgroup Mean SO Total Mean SO Total Weight IV, Fixed,35%Cl N, Finiﬂﬂ“n Cl
Guo, 2016 344 8 18 19 60 906% 030084 0
Palco, 2021 %618 1548 26 2061 1801 20 04% LTLAA3 1120 0
(Total (85% C) 0t B 1000% .29(48 ”ﬂ
Helrogeel.ChP= 143 d' =1 P = 0523 = 4 o —
Ted ol eled 2= L P=00) B RS AmH R LI

Fig.7 Forest plot and meta-analysis of YAS scored(12 months
\

PRP+HA PRP

PRP+HAAE12{E BB RASEEBREEF0.297
REMRTE LHEEER(p=0.30)

- BRAENIBAZENIGEEER
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T - FEEERRURIBHER r.%E.%nJ (total up)&il B& &5
B4 (Heterogeneity) ?

H-BEEHAEREEHIE-F

] Page 7 of 13
WOMAC scores at 3 months ]
"
PRP+HA PRP Mean Diﬂerence Mean Difference
VP g 10 ¢ : lvl Rﬂ"i?“, 95% cl
Dmg 2017 179 646 20 2189 739 27 34.3% 399[796 002]
Ke, 2016 3054 873 50 3548 981 50 367% 494[858 -1.30) ¥
Sun, 2021 47 16 39 12111 39 W%  350[154 854 d
[Total 195% C) 103 T 100% 20868, 260 ’
Helerogenel: Tau?= 1284 Chi'= 767, df= 2P = 000} F= T4% Jrepe—p—t—i

Test o overlefect 2208 P=0%) | sepesamuy i

Fig. 8 Forest plot and meta-analysis of WOMAC total scoreg(3 month)

A0 &0 0 % 10

PRPHA PRP

/

PRP+HAME3ERBAFEME K ERIER FF2.097 - B4 EHEIRAZERYIT
EEERRERTBE LEEER(p=0.39)
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T -FASSLIRIBMEZR "84 1 (total up) Sl BE4ER ?

H-EBAVAE R E - EE 14 (Heterogeneity) ?
1

Page 8 of 13

WOMAC scores at 6 months |

PRP+HA PRP Mean Difference Mean Difference

StudyorSubgroup Mean S0 Tofal Mean S0 Total Weight IV, Fixed, 95% CI 1V, Fixe
Ding, 2017 245 765 20 2650 189 21 %1% -307[7.56141)
Ke, 2016 238 1009 50 2637 1021 50 45.8% -399(7.97,-001)
Sun, 2021 18 W1 39 165 144 39 181% 150(483 769

l

l

1 1

Total (95% C)) 109 116 100.0% -266 (5,36, o.osﬂ
0 50

Heterogeneity: Chi’ = 2.12, df = 2 (P = 0.35); I = 6%

Test for overall effect: 2= 1.94 P=0.08) | =xpesayEi R E PRP+HA PRP

Flg 9 Forest plot and meta-analysis of WOMAC total Sfore

PRP+HAEGE R BAIFERAE K ERIER FF2.6677 - B4 EHIRAZERYIT
EEERRERITBE LEEER(p=0.05)
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T -FASSLIRIBMEZR "84 1 (total up) Sl BE4ER ?

H-F BB HVAE R EEMHIT-EE M (Heterogeneity) ?
\ Page 8 of 13
KOOS scores at 1 month ]
PRP+HA PRP Mean Difference Mean Difference
StudyorSubgroup  Mean  SD Total Mean  SD Total Weight IV, Fixed 95% CI IV, Fixed, 85% CI
Abate, 2015 618 185 40 596 133 40 609% 22048, 0.6
Huang, 2019 50045 188% 31 44542 17020 33 3014% 6402411522 ol
Total (95% CI) T 73 100.0% 354 [-1.5?,9.55]] ¢
Heterogeneity: Chi? = 0.53, df = 1 (P= 047); = 0% | ’ ‘
400 A 0 5 10
Test for overal effect =137 P=0.17) | Z2p& 8B YR E PRPHHA PRP

Fig. 10 Forest plot and meta-analysis of KOOI manth)
5,

EERRERNBLEEZEER(p=0.17)

PRP+HAE1E R EASERREIEAINRERT (G L 3.84% - BN IRA 7N E

+ WL S 0 S R B

SFNMIAQIENIND
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¥

H-F BB HVAE R EEMHIT-EE M (Heterogeneity) ?
\ Page 8 of 13
KOOS scores at 3 months ]

PRP+HA PRP Mean Differance Mean Differance
StudyorSubgroup  Mean  SD Total Mean SD Total Weight IV, Fixed 95% CI IV, Filaﬁi}ﬂﬂ Cl
Abate, 2015 667 164 40 613 123 40 68.0% 540[095 1175
Huang, 2019 62676 10474 31 452025 18204 33 320% TAT[1.80 16.74] ki
Total (95% CI 1 73 1000% 66 [n.azﬂ.auﬂ ¥
Helerogeneity: Chit = 0.13, df = 1 (P = 0.72); = 0% | * ‘ ’
Test for overal eflect 2= 227 P=002) | B2 B2 sa B R E o 'E[B PRF'+HAUPRP] 1 W
Fig. 11 Forest plot and meta-analysis of KOOY (3 manths) N

BRI A —E

PRP+HAE3E R B RSB INEERT (G LF6.067 - BEAMAKIRAIGEEESR
EMEtE LR
SRR RIS R

=52 (p=0.02<0.05) - BH2ABAR/NNGEREZZZEEMCID : 10) -
BE&

LTI 38

SEPNMiiQIAN:
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H-F BB HVAE R EEMHIT-EE M (Heterogeneity) ?

\ Page 9 of 13
KOOS scores at 6 months ]
£ |
PRP+HA PRP Mean Difference Mean Difference
_StudyorSubgroup  Mean 8D Total Mean  SD Total Weight [V, Fixed, 85% CI IV, Fixed, 85% CI
Abate, 2015 67 127 40 655 146 40 684% 1.50[4.507.0]

Huang, 2019 48066 17728 31 45.006 18204 33 316% 247[-6.36 11.30]

& 0 5
RP+HA PRP

Total (45%C)) T 7 1000% 181[345 ﬁ.i'?]]
Heterogeneity: Ch7 = 0,08, df= 1 (P= 0.86): = 0% |
Testfor overal effect 22071 (P=049) | BB BRI R E

Fig, 12 Forest plot and metz-analysis of KOOSE monthg

5 4

PRP+HAX#E6(E R & AR INRET & EF11.81 - ERAHEKIRAZFBAVITE
BEEEREMRTB LHEER(p=0.48)
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—1’E%E§u%¢*5ﬂ]l% Méa4% 1 (total up)st B2 4a
H'HIEM'ME’J:\\I:I%TLEE*E B % (Heterogeneity) ?
\ Page 9 of 13
IKDC at 6 months |
PRP+HA PRP Mean Difference Mean Difference
i al Mes al Wei jxed, 35% Cl [V, Fixed, 95% Cl
Jamh Enmﬂmw 4729 1968 14 4335 9832 20 107% 3941723 15.11) i 4
Jacob, 201T(LMV) 4429 1093 17 4330 9832 20 203% (94[-581, 7469 T
Ke, 2016 69.78 1149 50 6259 1283 &0 60.1% T7.19[248 11.90] i
Total (85% C) i 90 1000% 501 [1.35.3.5?] )
Heteragenelty: Chit= 2.25,df= 2 (P = 0.32) = 11% | * 'f 1'

Test for overall effect 2= 263 (P=0.007) | B2pesaE RS " ipﬁpﬂ.m FEFI ! "

Fig. 13 Forest plot and meta-analysis of IKDC scored & menths)
i,

AN

Bl ZREA AL A—E

11.5) - MEBRKEEEE

PRP+HABEGEE S E BRI EERES LA5.015 - BERENNBEIEEE
% 4551 2 L 13 B3 (p=0.007 <0.05) - (B2 A HIBH /N R I Z BE(MCID

+ srsnmEun il

SFNMIAQIENIND
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H-F BB HVAE R EEMHIT-EE M (Heterogeneity) ?

- N Page 9 of 13
Lequesne index scores at 3 months ]
PRP+HA PRP Mean Difference Mean Difference
; ixed, 95% CI |V, Fixed. 95% Cl

DngDW 5 2 Eﬂ EDME 2]' 243% -0.84 [-2.05,0.17]

e, 2016 6517 50 7615 S50 757% -1.10[1.73,047]

[Tntal 195% Cl) 10 77 100.0% -1.08 [.1.51,4151]]
ity Chit = = = = | : ! i :
Heterogeneity. Chi* = 0.06, df = 1 (P = 0.81); *= 0% a0 ] P

Test for overall effect 2= 380 (P=00001) | Z2EE 4B RE

PRP+HA PRP

Fig. 14 Forest plot and meta-analysis of Lequesne index scored (3 months

Met8 LEEE(p=0.0001<0.05)

PRP+HAMRE3E R EREIEI R BRI T E1.067 - BERRMAEKRMAIGEEERE

L T
SFIPMIARIERTINY
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- N Page 9 of 13
Lequesne index scores at 6 months ]
PRP+HA PRP Mean Difference Mean Difference
‘ | IV, Fixed, 95% Cl
Ding, 2017 66 25 20 750 202 T 113% -079[212 054
e, 2016 4814 50 64 1T 50 B27% -160(-221,-099)
Total (5% C) n 7 1000% 446 {-:.::1.4&.941} |
o Chit= 47 df=1 (D=8} = : # : :
i—letemgeneﬂyr.ﬂm 1A7.df=1(P=028); F = 15% e D 0 00
Test for overall effect 2= 5.15 (P < 0.00001)) =epesamy B E BRP4HA PRP

Fig. 15 Forest plat and meta-analysis of Lequesne index scoreq(6 months
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PRP+HAXE6E R BB R BRI E1.467 - BRRMAEKRMAIGEEERE
#Hat8 LEEEF(p=0.00001<0.05)
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-1?%‘%@1«)(%*"*ﬂﬁ% r.’.&'f"-','\.%n 1 (total up)it B2 45 3R ?
H-5 B2 HY m%ZEE’FH HEE M4 (Heterogeneity) ?

Adverse events |

Page 10 of 13

PRP+HA PRP Risk Ratio Risk Ratio
' | M-H, Fixed. 95% Cl

Abate, 2015 2 40 3 40 55%  067[0.12,3.78) -

Ding. 2017 0 20 0 27 Not estimable

Guo, 2016 0 63 6 63 120%  0.08[0.00,1.34]) * .

Huang, 2019 2 31 1 33 18% 213[0.20,22.32) ”

Ke, 2016 2 50 2 50 37%  1.00[0.156.82]

Lana, 2016 0 33 0 36 Not estimable

Sun, 2021 6 43 5 42 93%  1.17[0.39,355] =T

Xu, 2021 2 48 9 40 18.1%  0.19[0.04,0.81] -

Yu, 2018 14 96 28 104 496%  0.54[0.30,0.97] —

Total (95% Cl) 424 435 100.0%  0.53[0.35, 0.81] L 2

Total events 28 54 : . : .

Heterogeneity: Chi® = 7.50, df = 6 (P = 0.28); I = 20% ' ' ' '

Test for overall effect: Z = 2.94 (P = 0.003) ! 0l1PRP+HA1PRP ¢ 100

Fig 16 Forest plot and meta-analysis of Adverse events

PRP+HAZAELE /IQJ‘PRP 24 AR RESHEMEEEA0.53[0.35, 0.81] - #5tE
FEEEES(p= 0003)

Lt MR ML L
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ﬁ“ Step 3: Appraisal

Oxford Centre for Evidence-Based Medicine 2011 Levels of Evidence

F;-z ﬁ'a 5 5
Level 2*) Level 3%) Jievel 4’)
ystematic review of surveys non-random sample®* Case-series’ ' n/a
allow ma:hmg to local
ircumstances®
ndividual cross sectional n-consecutive studies, or studies without Case-contml studies, or |Mechanism-based|
ies with consistently ronsistently applied reference standards™* ['poor or non-independent|reasoning
pphed reference standard and reference standard**
hlinding
nception cohort studies ICohort study or control aam of randomized trial” [Case-series or case- n/a
control studies, or poor
qualitx prognostic cohort
y *
review ized oial n-randomized controlled cohort follow-up Senies, case-control [Mechanism-based|
randomized trials or n-of-1 trials pr observational study with tudy ** ies, or historically ing
effect ontrolled studies**
stematic review of randomized  [ndividual randomized trial n-randomized controlled cohort/follow-u Case-series, case-control, [Mechanism-based
1als, systematic review (exceptionally) observational (post-marketing surveillance) prvwded or histonically controlled  freasoning
nested case-control studies, n- with dramatic effect there are sufficient numbers to rule out a tudies**
1 wial with the patient you are common harm, [For long-term harms the
ising the question about, or Jduration of follow-up must be suffident. J**
sarvational study with dramatic
Systematic review of randomized ized tial
krials or n-of-1 wrial (exceptionally) observational
with dramatic effect
Systematic review of randomized ized trial m -randomized controlied cohort/follow-up Case-series, case-control, [Mechanism-based|
prials y** :ru:sboncalty controlled [reasoning
ies*

* Level may be graded down on the basis of study quality, imprecision, indirectness (study PICO does not match questions PICO), because of inconsistency between
studies, or because the absolute effect size is very small; Level may be graded up if there is a large or very large effect size,

** As always, a systematic review is generally better than an individual study.

How to cite the Levels of Evidence Table
OCEBM Levels of Evidence Working Group®. "The Oxford 2011 Levels of Evidence”,
Oxford Centre for Evidence-Based Medicine. huxp://www.cebm. net/index.aspx7o=5653

* OCEBM Table of Evidence Working Group = Jeremy Howick, lain Chalmers (James Lind Library), Paul Glasziou, Trish Greenhalgh, Carl Heneghan, Alessandro Liberati, Ivan Moschett,
" Bob Phillips, Hazef Thomeon, Olive Goddard and Mary Hodagkinson
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fakm A2 ERAEFGAN -  BRUEZIK(EEREBHEUR) ?

VAS
Visual Analogue Scale
RiBREMILER

WOMAC
Western Ontario
and McMaster Universities
Osteoarthritis Index
BRI EN ST B
KOOS

Knee Injury and

Osteoarthritis
Outcome Scores

IREAENDRERT R E 3%

IKDC
International Knee
Documentation Committee

FERRER L AR

Lequesne index scores

REAENSRIm AR B &



H{thzRAA : &/\iRIKREZEZFE{E(minimum clinically
important difference, MCID) Z# &

Page 5 of 13

MCID

Based on previous work, the MCID for both the pain
VAS scores and the WOMAC total scores was set at 20%
[19-22]|. Therefore, based on the baseline values of each
outcome in the included studies, the MCID of the pain
VAS scores was calculated to be 1.16, and the WOMAC
total score was 7.86. In addition the mean difference
between the two groups was compared with the MCID
for each score reported in the literature: 11.5/100 for the
[KDC scores [31] and 10/100 for the KOOS subscale [32].

47



HAthzREA ; &/ERREZE Z=Z{E(minimum clinically
important difference, MCID) Z# &
—. %  HEREEEREI/)\WE=E -

1. LA E - BUNAEREUIZEEES " #sT#=E (statistical significance) 1 FITE
AMEBMRTHEEZE=EE  A— BB "lAREZE (clinical significance) 4

2. MCIDEO]mBhERIR/MRABAE N MER TN EEEABABHRARN ABEERE IR
INEAE -
__. MCIDIERRTE :
1. BREUMRMAZLR  BRAZBEHR  UEZAEFREE -
2. MCIDECIERAEEF B 0B E /= ( A (within-group)/#8 &l (between-group) )
e ERRAKREEZEEENT/)\EIE -
—. 22HIFRER :

= e [N BR R 22 o] DU PR AR 39 [N BR2 mmHg - ZE#eT FRREER - (BE3E (‘Z$$/\n"t)
ERBEYB MBI MCIDEBZEER]10 mmHg - BRI 7 A BB RR B R KE
IE E/?EB% .
B2 8 P BARNER - HR—RNE/BRTERTAE -
(BN : ER7—-4nINFEER ; BE4—170 o AEE]
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48 =T (Summary)

FAITH % 451 32 58 B a3 5T

F #2532 (Find) Fr
BRUHERRER ?

A XRIEERBRIETE
(Appraisal) ?

| IEE/\nWA (Included)
BREFVNENNE ?

T FEERGURBMER

" 4ast | (Total up) ?

H #iEnaEREEsHEE -
FZ B4 (Heterogeneity ) ?

2

20 EEZE K E(PubMed - EMBASE - and

p=1114
AIEH

Cochrane Library) - J_EX Bi5| 12 2 (Web of Science) -

ABRZE - fEFAMeSHZF & K — %188 2250/ & (text words)

PAthe Cochrane Risk of Bias assessment tool%E 1T Bz 1& 71
2 WURBERZEMAX B mE
Elﬂ_mﬁﬂjméﬁﬁﬁﬁﬁﬂ?’%% - BRRA—FHZE =If
REETmEEILREDA

Table (characteristics of enrolled studies,

subgroup analysis), forest plot of probiotics
overall effects and adverse events

K2 E M K E FHrandom effects model + #E{Tsensitivity

analyses and subgroup analyses ' funnel plot * Begg test °

Egger test to assess publication bias

4=

nE
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Patient
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Friends




« — 78U MAIRKERE - RZEHE(LERE
EIREE 4N - ‘_U?EL*E'E'ﬂFﬁE 7€ HAZE Bt 1
ﬁﬁﬂ"’ifﬁﬁﬂ%ﬂﬁﬁiﬁjmﬁa - BAXRF4EEXLE
O E NEBAREXNRERBHS - &

?@U—%?HFY - B RS EE /R
12(PRP)+ I REE(HA) oI I BN E R ZEE -

*Jﬁ A RFIZEZR AR SR ERE

SiEF IR SEEN/MRINIE = (PRP) ?
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Step 4 : Apply

ARIBEFRAREEERENRE

-"A
I:I I:I|J

- Expectations (& A BAf5)
RIEMREASXEBEERERNERBEEE -
- RIEMRFASIRBEBERSEREEHINEEN -
- Evidence(fff32iE1E)
— 9RHEHE R EIRR(RCT)
— AR FE (Cohort study)
- FHIEREER
« VAS,WOMAC,KOOS,IKDC,Lequesne index scores

. E-/J\Eﬁifiixﬁﬁﬁgmmmum cI|n|caEEy|mportant difference, MCID) ol ZE B 55 A EFNER R L
EEHIET D BN EREEIHERLEENER -

- Expertise(fiii A E %)

— BN : FFEIEERELM(PRPERIE)

— hEH  EBREEM

- B8 RIEFEERD
o« BARE :

— PRP(BE) : 14,3007t/15,00075/18,5007T

— IRPREEFFIE : RIFHKBE(S7557T/Z+EHE : 135=2,130)

— IRPREEFF1E : 2RXBE(2,8897T/Z+EHE : 135=3,024)
WhKEE—F 1T : {#RsxBE(5,5167T/2+FHE : 135=5,651)
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Step 4 : Apply

BUR A B 7 BRAOE ST - REDRSR

i A FE
- BICHBHERE_RNEE Y TERED/)
R (PRP) + B RE(HA) . RER 2 BAEANER
B{C I RRBAEA 3¢ 5| RBAYFE A 2

BEE 1R fFEfh 0 228

B | F3100042-109-12-C B (LM BRI & 3% -
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