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Revisoes sistematicas - Principais passos

Pesquisa manual das referéncias bibliograficas
Definicdo dos critérios de inclusdo/exclusdo

12. Verificacao de dados e anlise estatistica
Pesquisa nas bases de dados 13. Meta-analise

protocolo de investigacao 14. Verificacao das analises (e dados)

Triagem por titulo e resumo 15. Redacao do manuscrito

Triagem do texto integral 16. Submissao do manuscrito




Apresentacao de dados

* Durante o desenvolvimento do protocolo, os revisores devem ter um plano para a

apresentacao dos resultados — graficos, figuras ou tabelas.

* O planeamento nessa fase € muito util para uma nocao inicial de que tipos de
dados podem ser identificados e como melhor apresentar esses dados em

relacao ao objetivo e a(s) questao(des) da revisao.

e Este processo € refinado durante o processo de revisdo, a medida que os

revisores tém nocao do conteudo de todas as fontes incluidas.




Apresentacao de dados

* O objetivo final da apresentacao dos dados € identificar, caracterizar e resumir as

evidéncias de investigacao sobre um topico, incluindo a identificacao de lacunas

de investigacao.

* Os resultados sao normalmente apresentados sob a forma de um resumo breve

acompanhados por diagramas ou tabelas.

* Os elementos dos critérios de inclusdo podem ser uteis para orientar a forma

como o0s dados devem ser apresentados de forma mais adequada.




Apresentacao de dados

1. Resultados da triagem
Resultados da avaliacao da qualidade da evidéncia

Caracterizacao dos estudos e da populacao

=~ W

Resposta as questdes de investigacao
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Identification

Screening

[

Identification of studies via databases and registers

Records identified from:

Database (n = 768)

[MEDLINE n =172, EMBASE n=388,
CINAHL n =118, CENTRAL n =90]

Study register (n = 943)

WHO ICTRP [n=943]

Reasons removed before
screening:

Duplicates: (n = 237)

v

Records screened:
(n=1474)

Records excluded:
(n =1463)

l

Reports sought for retrieval and
assessed for eligibility:
(n=11)

I
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Included

[

Studies included: (n =1)

Full-text articles excluded, with
reasons: (n = 8)

Observational design (n=4)
Not steroid injection (n=3)
Both groups included a steroid
injection (n=1)

Registers excluded, with
reasons: (n = 2)

. Observational design (n=1)
. Injection to other joint (n=1)
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Identification

Included

Web of Science (n=414),
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Records after duplicates removed (n=1628)

\d
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Not digital intervention (n=2)
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Secondary analysis (n=2)
Product test (n=2)
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Figure 2. The ROBINS-| of non-RCTs.
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Fig. 2
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Table 1. Characteristics of the included studies.

Study Nation- Participants Outcome (primary or secondary) Follow-  Postintervention attri-
au- ality up tion (%)
thor(s) (months)
Intervention Control Interven-  Control
group group tion group  group
Bennell Aus- SMS text Non-SMS Exercise Adherence Rating Scale, days of the week to exercise 6 14.29 555
etal tralia message textmessage (0-3), pain (Knee Injury and Osteoarthritis Outcome Score),
[36] (n=56) (n=54) overall mean knee pain (Numeric Rating Scale), symptoms

(Knee Injury and Osteoarthritis Outcome Score), function
(Knee Injury and Osteoarthritis Outcome Score), knee-related
quality of life (Knee Injury and Osteoarthritis Outcome Score),
health-related quality of life, self-efficacy: pain (Arthritis Self-
Efficacy Scale), self-efficacy: function (Arthritis Self-Efficacy
Scale), self-efficacy: other (Arthritis Self-Efficacy Scale),
Behavioral Factors in Osteoarthritis Management Scale,
Physical Activity Scale for the Elderly, Pain Catastrophizing

Scale

Riniet United Digital appli- Noninterven- Pain, self-efficacy in pain management, pain-related anxiety, 3 1.72 545
al [48]  States cation tion (n=55) pain-related functional interference, positive and negative

(n=58) emotions
Hinman Aus- Campaign Available Overall mean knee pain (Numeric Rating Scale), Pain with 6 5.74 13.63
et al tralia advice and  services Activities of Daily Living (Western Ontario and McMaster
[49] support (n=88) Universities Arthritis Index), mean pain while walking (Nu-

(n=87) meric Rating Scale), Pain Self-Efficacy (Arthritis Self-Efficacy

Scale), Functional Self-Efficacy (Arthritis Self-Efficacy Scale),
Fear of Movement, Physical Activity Scale for the Elderly,
barriers to physical activity, benefits of physical activity,
health-related quality of life

McCur- United Cognitive Education Insomnia Severity Index, Flinders Fatigue Scale, Arthritis 12 14.72 6.09
ryetal States  behavioral  (n=164) Pain Intensity and Interference with Activity, Brief Pain Inven-
[50] therapy-I tory-short form, Patient Health Questionnaire-8 items, Measure

(n=163) of Depression
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Table 2. Summary of the findings for efficacy outcomes.”

Outcome, time Studies (pa-  g\pb 95% I Quality of evidence assessment
tients), n CI) (%)
Risk  Inconsistency Indirectness Imprecision Publication bias Rating®
of bias
Pain (short-term) 10 (1895) 020035 65 d - 4 - - Low
to 0.05)
Pain (long-term) 6(1271) -001(-0.12 0 - + - + - Moderate
to 0.10)
Physical function 6 (974) 020041 62 - - - - - Low
(short-term) to 0.00)
Physical function 3(519) -0.13(-032 0 - + - + - Moderate
(long-term) to 0.06)
Health-related quality 6 (1137) 028 (-0.05 86 - _—2f - - - Very low
of life (short-term) to 0.61)
Pain self-efficacy 5(812) 0220020 10 - + - - - Low
(long-term) 042)
Physical activity 5 (1086) 005007 0 - + - - - Moderate

(short-term) to 0.17)
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Table 1 Basic Information of all the identified RCTs

Author.Year Country Group N Age, year Sex M/F  BMI OA Grade (KL) OA Grade Intervention (Dose,Times, Type) Follow-up

Ahmad, 1. 5. 2018 [25) Egypt pap 45 562468 14/31 2674316 Grade 1-3; P> 0405 283£075 dmlL3times2 weeks &m
HA 3 S568+74 14/30 265435 225£072 20mg/2 mL3 times,2 weeks

Arliani, G. G 2022 [26] Brazil Pap 14 6278161 /3 83 Grade 2-3; P> 0.9559 236£050  SmlL3timesweskly ém
HA 15 6342455 1372 81 24+051 NA

Buendis-Lépez, D. 2018 [27]  Spain Pap i3 56152340 1617 2454032 Grade 1-2; P> 005 146051 SmlL)time 12m
HA 32 5663426 1517 2454+04) 1442050 60mg/2 mL) time DURCLANE

Cerza F. 2012 [28] Italy PRP 60 6652113 25/35 NA Grade 1-3; P> 005 19£077 5.5 mLA4 times weekly 6m
HA &0 6624106 28/32 18+£07 20 mg/2 mLA4 timesweekly HYALGAN

Cale, B 1. 2017 (2] Usa PRP 45 5552104 2821 274439 Grade 1-3; P> 005 2352060 4 mL3timesweekly 12m
HA 50 5684105 20/30 90464 2452050 16 mg/2 mL3 timesweekly

Ci Martino, A. 2015 [30] Italy PaP 85 5274132 53/32 272476 Grade 1-3 20£1. SmlL,3 times, weekly 24m
HA 82 5752117 47/35 268443 20£10 30 g2 mlL3 timesweekly Hyakhabrix

Dang, C 2022 [31] China PRP 24 S664 4832 &8 27044306  Grade 3-4, P>0405 3332048  3Imldtimes, weekly, ] week postsurgery 12 m
HA 25 55184756 A0 27032304 34£05 I ml4 times, weekly,] week postsurgery

Dulic, ©. 2021 [32] Serbea PRP 34 5884112 15/1% 28474454 Grade 2-4 P>005 2542081 NA 12m
HA 30 5944140 1317 2084524 2872086 20mg/2mi 3 timesweekly Cartinorm

Duymus, T.M. 2017 [33] Turkery PRP 33 604451 1/32 276446 Grade 2-3, P> 005 2332048 Sml2times2 weeks 12m
HA 3 6031291 1/33 284436 2252046 40mg/2 mL,) time CSTENL PLUS

Flardo, G 2012 [34] Italy PRP 54 5 3N7 7 Grade 1-3 22 5mi,3 times, weekly 12m
HA 55 58 31/24 26 21 3 times, weekly, Hyalubrix

Fiardo, G 2015 [14] Italy PRP 34 53324132 60/34 266440 Grade 1-3 20211 5 mi,3 times,weekly 12m
HA 85 57554118 52537 269444 20211 20 mg/2 mL,3 timesweekly, Hyakbrix

Garmel, G. 2017 [35) Turkey PRP 3¢ 5374130 16/23 287448 Grade 1-4 NA 5 mi,3 times,weekly 6m
HA 3% 5315414 17/22 287437 20 mg/2 mlL,3 timesweekly ORTHOWSC

Huang, Y. 2019 [34] China PRP 40 545412 25715 2523£415 Grade -2 NA 4ml, ] tme 1Zm
HA 40 S48x11 18721 2451£30% 2 k3 imes, weekly

Kesixtas, F.N. 2020 [37] Turkey PRP 18 527483 2116 2834244 Grade 2-4; P> 005 24077 2=3ml) time im
HA 18 s51+103 414 310£49 2064080 1timeBiometics

Kan, E. 2011 [38] Italy PRP S50 S064138 30/20 246+32 Grade 0-4 NA Smi.3 tmes 2 weeks 6m
HA 100 S40541277 52/48 255£295 20 o 30 mg/2 ik, 1 time

Kugukakkay, Q. 2022 [39] Turkey PRP 20 5754106 416 298468 Grade 2-3 NA 1 time 6m
HA 20 5704101 a/14 289£36 1 time

Lana, 1 F. 2016 [40] Braxl PRP 36 60547 7125 2742685 Gade1-3:P>006 2112078 Smi| tirme 1Zm
HA 6 6066 3/33 28244877 2064075 20mg/2ml5—-8times
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VAS score
VAS score before intra-articular injection was available in
25 studies, with one [53] not reporting the SD. Data from

29 studies were used for analysis and no statistic differ-
ence was found (p=0.05, Fig. 4). The VAS score at one

to three months post-injection was available in 20 stud-
ies. The analysis revealed that patients in the PRP group
had significantly lower VAS score (p <0.01, Fig. 5). VAS
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Experimental Control Std. Mean Difference Confidence Std. Mean Difference
_ Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI P Value In Evidence IV, Random, 95% Ci
F Favors
Pain (short term) foparimentet (<ontrol)
Kloek, CJ) 2018 =54 465 109 -49 4592 99 11.1% -0.01([-0.28,0.26) e
U, LC 2020 -0.1 653 26 9.7 68.41 25 5.1% -0.14 [-0.69, 0.41) .
Kim Bennell 2020 -06 24 56 -02 22 54 8.3% -0.17 [-0.55, 0.20) —_—1
Christine Rini 2015 -0.75 423 S5 -05 403 58 8.4% -0.06[-0.43,0.31) —_—
Rana S Hinman 2020 -2.5 2 87 -19 23 88 104% -0.28(-0.57,0.02) —y
Susan M. McCurry 2021 -1 312 136 -0.7 339 146 12.4% -0.09[-0.33,0.14) —_—t
Pelle, T 2020 -2 $3.2 214 08 5085 213 139% -0.05][-0.24,0.14) e
Mecklenburg, G 2018 -10.7 2631 101 -3 33.32 54 94% -0.26 [-0.60,0.07) —_—
Nelligan, R.K 2021 -185 153 103 -64 159 103 10.8% -0.77[-1.06, -0.49) —_—
Bennell, K.L 2017 -2.5 2.76 84 -2 332 84 102% -0.16[-0.47,0.14) —_—
Total (95% C 971 924 100.0% -0.20[-0.35, -0.05] 0.008 Low R =
Pain (long term)
Kloek, CJJ 2018 -15.5 58.96 109 -17.7 56,62 99 16.4% 0.04(-0.23,0.31) — e
L, L.C 2020 0.5 64.52 20 -7.7 67.18 23 3.4% 0.12[-0.48,0.72]
Rana S Hinman 2020 2.1 2.2 88 -18 24 87 13.8% -0.13[-0.43,0.17] —
Susan M. McCurry 2021 -1.2 294 136 -1.1 303 146 222% -0.03(-0.27,0.20]
Pelle, T 2020 1.9 52.82 214 -0.7 5094 213 33.6% 0.05(-0.14,0.24) 1
Bennell, K.L 2017 -24 288 70 -21 322 66 10.7% -0.10[-0.43,0.24] ——

Total (95% CI) 637 634 100.0% -0.01(-0.12, 0.10) 0.88 Moderate T




Table 1. Characteristics of included studies
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Author/year Study design Participants Treatments Outcome-measures/timepoint
Hadianfard RCT N=232 Active (n = 16): mixture of 1¢cc Pain (VAS 0-10¢m)
et al. [29] Parallel block randomization F/M =27/5 methylprednisolone acetate Function (MOxFQ 16-item)
Country: Iran (‘equal allocation’) Mean age 48 years (range (40 mg) and 1 cc of lidocaine 2%. Adverse events
Participant and 30-65) Single injection Timepoints: baseline, 1, 4 and
statistician blinded Population: grade  or Il Control (n = 16): mixture of 1cc 8 weeks after injection;
MTP joint OA dextrose 50% and 1 cc of lido- verbal completion
caine 2%. Single injection with researcher
Gomes RCT N=2§ Corticosteroid (n = 12): mixture Pain (VAS 0-10¢m)
et al. [30] Participant blinded FIM =2/23 2 ml betamethasone dipropionate  Function (AOFAS
Country: Brazil Mean age 50 years (SD 8) 5 mg/ml (10 mg) + betamethasone  0-100 scale)

Population: post-traumatic
subtalar OA

sodium phosphate 2 mg/ml (4 mg)
total injected volume 2 ml

Single injection repeated weekly for
3 weeks

Corticosteroid + hyaluronic
acid (n=13)

As per corticosteroid plus 2 ml
hyaluronic acid at 10 mg/ml, total
injected volume 4 ml

Single injection repeated weekly for
3 weeks

Adverse events
Timepoints: baseline, 4, 12
24 weeks after third
imnjection;
independent assessor

RCT: randomized controlled trial; MTP] OA: osteoarthritis in the first metatarsophalangeal joint; MOFQ: Manchester-Oxford Foot Questionnaire; CC
syringe (23 gauge); AOFAS: American Orthopaedic Ankle-Hindfoot Scale; VAS: visual analogue scale.
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Table 2. Findings from included studies

Hadianfard et al. [29) VAS (0-10) MOXFQ (0-100)°
Timepoint Corticosteroid  Prolotherapy MD?  Pvalue Corticosteroid Prolotherapy MDY P value
Mean (SD)* Mean (SD)* Mean (SD) Mean (SD)*
Baseline 6.06 (1.34) 5.68(1.44) 0.38 0.491 49.62 (9.06) 45.37 (7.94) 4.25 0.254
1 week 2.25(1.41) 2.50(1.41) ~0.25 0.323 35.37 (8.17) 35.62 (7.78) -0.25 0.930
4 weeks 2.37(1.58) 2.68(1.40) -0.31 0.305 33.06 (8.29) 33.12(7.30) -0.06 1.00
8 weeks 2.68(1.70) 2.81(1.37) -0.13 0.699 33.75 (8.49) 33.12(7.30) 0.63 0.825
Gomes et al. [30) VAS (0-10)* AOFAS (0-100)¢
Timepoint Corticosteroid ~ Corticosteroid ~ MD®  Pvalue  Corticosteroid Mean (SD)  Corticosteroid ~ MD® P value
Mean (SD) + HA + HA
Mean (SD) Mean (SD)
Baseline 6.6 (1.5) 6.9 (1.9) -0.3 0.46 77.2(12.2) 69.5 (19.4) 7.7 0.31
4 weeks 5.4 (1.8) 3.7 (1.7) 1.7 0.6 86.2 (14.1) 94.1(10.9) -7.9 0.04
12 weeks 5.8(1.9) 2.8(1.9) 3.0 0.003 76.7 (17.8) 93.3(12.2) ~16.6 0.01
24 weeks 6.3(2.1) 2.6 (2.6) 3.7 0.003 76.2(17.6) 90.6 (19.2) ~14.4 0.02

* VAS metric 0~10, where 10 = worse pain possible.
" MOxFQ 0-100 metric, where 100 = most severe.

-~

Data not published.

Unadjusted mean difference (MD) calculated by review team.

¢ AOFAS 0-100 metric, where 100 = healthy.
VAS: visual analogue scale; MOxFQ: Manchester-Oxford foot questionnaire; AOFAS: American Orthopaedic Ankle-Hindfoot Scale.
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v

Table 2. Baseline comparability (VAS: Visual Analogue Scale, HOS-ADL: Hip Outcome Score-
Activities of Daily Living, HOS-SSS: Hip Outcome Score-Sport Specific Subscale). Continuous
data are presented as mean value and standard deviation. Dichotomic data are reported as

frequency.
Endpoint Athletes Non-Athletes o
(n =165) (n = 643)
Mean follow-up (months) 288+35 254+29 0.99
Mean age 356+12 327+23 04
Mean-BMI 236+06 251+1.1 0.2
Women (%) 100% (108 of 108) 95% (556 of 583) 0.7
VAS (mean) 68+1.8 6.7+20 0.8
HOS-ADL (mean) 66.9 + 16.6 55.3+18.6 0.3
HOS-SSS (mean) 43.2+203 42.1+£228 0.5
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Table 1. Overview of the included studies.

Author and Year Journal Design Follow-Up (Months) Group Patients (n) Mean Age Mean BMI

Athletes 1 32.0 21.7

Ferrer-Rivero et al., 2024 [59] J ISAKOS Retrospective 324
Non-Athletes 22 32.0 21.7
Athletes 97 36.0 23.8

Frank et al., 2019 [60] Orthop J Sports Med Retrospective 31.2
Non-Athletes 97 378 274
Non-Athletes 464 316 246
Non-Athletes 60 316 246

Stone et al., 2019 [61] Arthroscopy Retrospective 240
Athletes 47 316 246
Athletes 10 316 246
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~

Table 3. Results of PROMs (VAS: Visual Analogue Scale; HOS-ADL: Hip Outcome Score-
Activities of Daily Living, HOS-SSS: Hip Outcome Score-Sport Specific Subscale; MD: mean
difference). Data are presented as mean value and standard deviation.

Endpoint ::2':?5"') N‘:: :t:;;;es MD p
VAS 15419 21424 -05 0.7
HOS-ADL 916499 74.6 + 24.0 17.0 0.5
HOS-SSS 82.5 + 20.4 7324276 9.3 0.4

Table 4. Results of endpoint rate of reoperation and progression to THA.

Endooint Athletes Non-Athletes
Po (n = 165) (n = 643) P
Reoperation 3.1% (3 of 97) 2.1% (2 of 97) 0.7
Progression to THA 0% (0 of 97) 1.0% (1 of 97) 0.4
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A
Figure 3. Forest plots of this meta-analysis: VAS.
Mean Difference Mean Difference
Study or Subgroup  Weight IV, Random, 95% CI IV, Random, 95% CI
Frank et al,, 2019 35.1% -2.20(-2.90, -1.50) —
Stone et al,, 2019 a 35.5% 0.38(-0.23,0.99)
Stone et al, 20190 29.3% -0.08(-1.67, 1.51)
Total (95% CD) 100.0% -0.66 (-2.57, 1.24)
Heterogeneity: Tau® = 2.56; Chi* = 30.09, df = 2 (P < 0.00001); V¥ = 93% 7, > 0 3 p
Test for overall effect: Z = 0.68 (P = 0.50) Favours [Athletes] Favours [Nonathletes)
Figure 4. Forest plots of this meta-analysis: HOS-SSS.
Mean Difference Mean Difference
Study or Subgroup  Weight IV, Random, 95% CI IV, Random, 95% CI
Frank et al., 2019 34.0% 33.00(25.01, 40.99] -
Stone et al., 2019 a 343%  ~1.80([-8.71,5.11]
Stone et al, 20190 31.7% 11.90[-1.67, 25.47]
Total (95% C1 100.0% 14.37 [-9.30, 38.04)
Heterogeneity. Tau® = 412.38. Chi' = 41.69, df = 2 (P < 0.00001). ¥ = 95% o v - 5 >
Test for overall effect: Z = 1.19 (P = 0.23)

Favours [Nonathletes] Favours [Athletes)
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