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eTable 1. Risk of Bias Summary from Randomized Controlled Trials for Non-pharmacological Postoperative Pain Management after

Total Knee Arthroplasty.

Study Random sequence Allocation Incomplete Selective outcome Other sources Blinding
generation concealment outcome data reporting of bias

Adravantietal. Low High Unclear High Low High

(2013)

Albrecht et al. Unclear Unclear Low Unclear Unclear High

(2008)

Beaupre et al. Unclear Unclear Low Unclear Low High

(2001)

Bennett et al. Low Low Low High Low High

(2005)

Borckardtetal. Low Low Low Unclear Low High

(2013)

Bruun-Olsen et  High Low Low Low Unclear High

al. (2009)

Calatayud etal. Low Low Low Low Unclear High

(2016)

Chen et al. High High Unclear Unclear Low High

(2013)

Chen et al. Unclear Unclear Low Unclear Unclear High

(2015)

Colwell et al. Unclear Unclear Low High Low High

(1992)

Denis et al. Low Low Low Low Low High

(2006)

Gibbons et al. Unclear Unclear Low High Low High

(2001)
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Gstoettner etal. Low Low Unclear Low Low High
(2011)

Harms et al. Unclear Unclear Unclear High Low High
(1991)

Ivey et al. Low Low Unclear Unclear Unclear Low
(1994)

Kim et al. Low Unclear Unclear Low Unclear High
(2009)

Kullenberg et al. Unclear Unclear Low High Low High
(2006)

Lenssen et al. Low Low Low Low Low High
(2003)

Lenssen et al. Low Low Low High Low High
(2008)

Levy et al. Unclear Unclear Unclear High Low Unclear
(1993)

MacDonald et Low Low Unclear High Low High
al. (2000)

Maniar et al. High Low Unclear Low High High
(2012)

May et al. Unclear Low Low High Low High
(1999)

McKay et al. Unclear High Low Unclear Low High
(2012)

Mclnnes et al. High Low Low Low Unclear High
(1992)

Mikashima et al. Low Low Low Unclear Unclear Unclear
(2012)

Montgomery et  High Unclear Low Unclear Low High
al. (1996)

Moretti et al. Low Low High High Unclear High
(2012)
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Morsi E. (2002)  High High Low High Low High

Pope et al. Unclear Unclear Low Unclear Unclear High
(2997

Radkowski et al. Low Unclear Low High Low Low
(2007)

Sahin et al. High Unclear Low Low Unclear High
(2006)

Smith et al. High Unclear Low Unclear Unclear High
(2002)

Suetal. (2012) Unclear Unclear Low Unclear Low High
Thienpontetal. Low Low Low Low Unclear Unclear
(2014)

Tsang et al. Low Low Low High Unclear Unclear
(2007)

Tzeng et al. Unclear Low Unclear Unclear Low High
(2015)

Walker et al. Unclear Unclear Low Unclear Low Unclear
(21991)

Webb et al. Unclear Unclear Low Unclear Low Unclear
(1998)
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eTable 2. GRADE of Evidence Assessment for Non-pharmacological Postoperative Pain Management after Total Knee Arthroplasty.

Study Outcome Risk of bias  Inconsistency Indirectness Imprecision Publication bias GRADE
Pain relief — VAS
CPM Very Serious  Not Serious Not Serious Serious Not Serious &)

Very Low
Cryotherapy Very Serious  Serious Not Serious Not Serious Serious ®

Very Low
Electrotherapy Very Serious  Serious Not Serious Not Serious Serious @

Very Low
Acupuncture Serious Serious Not Serious Not Serious Not Serious las)

Low
Pain relief - WOMAC
CPM Very Serious  Not Serious Not Serious Not Serious Not Serious [asYas)

Low
Preoperative exercise  Serious Serious Not Serious Not Serious Not Serious (14

Low
Opioid consumption
CPM Serious Serious Not Serious Serious Not Serious a5

Very Low
Cryotherapy Serious Serious Not Serious Not Serious Serious @

Very Low
Electrotherapy Serious Not Serious Not Serious Not Serious Not Serious DODD

Moderate
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Acupuncture Serious Serious Not Serious Not Serious Not Serious las)
Low
NSAID consumption
Cryotherapy Very Serious  Serious Not Serious Serious Not Serious ®
Very Low
Time to first PCA
Acupuncture Serious Not Serious Not Serious Not Serious Not Serious (aYasYas)
Moderate
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eTable 3. Summary of Key Review Findings for Non-pharmacological Postoperative Pain Management after Total Knee Arthroplasty.

Study Duration of  Outcome Primary Secondary Main Conflict of
intervention measure outcome outcome findings/Conclusi interest/funding
timepoints measure measure on disclosure
Continuous passive motion (CPM)
Beaupre et al. (2001) 3 days 3 and 6 Knee WOMAC Self-reported pain,  Study funded by a grant
postoperative months PO  extension (Pain, function, or overall  from the Health Services
ly (PO) and flexion  Stiffness, quality of life was Research and Innovation
Function), not different at Fund, Canada.
SF36 either of the
postoperative
measurement
times.
Bennett et al. (2005) 6 days PO 3 months, 1 Range of Length of Statistically Funds received in partial or
year PO Motion stay (LOS), significant total support of the research
(ROM) Pain, differences in mean material described in this
Wound pain scores article from the Alfred Grant,
healing, between groups. Australia.
Perceived The differences are
Health not clinically
Status significant (<1 point
Measure on a 10-point
SF-12 scale).
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Brunn-Olsen et al. 6 to 12-14 14 weeks, 9 Pain (VAS ROM CPM was not found A grant for the study was
(2009) weeks PO months PO  scale) to have an received from the
additional short- Norwegian Foundation of
time effect Postgraduate
compared with Physiotherapists.
physiotherapy. Conflict of interest not
After three months  stated.
pain relief was
obtained.

Chen et al. (2013) 3 days PO 2 weeks, 6 ROM Pain No significant Project funded by the
weeks, difference National Health Research
3month, 6 Institute, Taiwan.
month PO

Colwell et al. (1992) 3 days PO 1,2and 3 ROM Analgesia CPM reduces Not stated.
days PO use opioid consumption

and LOS.
Denis et al. (2006) 9 days PO Discharge ROM WOMAC The results do not  Not stated.

(flexion, (Pain, support the addition

extension, Stiffness, of CPM

Timed up Function) applications to

and go test conventional

-TUG) physical therapy.
CPM did not show
to further reduce
knee impairments
or disability or the
length of the
hospital stay.

Harms et al. (1991) 6hr/day for 1 Discharge Pain (VAS ROM, LOS No significant Not stated.

week PO scale) differences found in

VAS scores
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Kim et al. (2009) 20 Flexion Flexion AKS knee Regular passive Not stated.
minutes/day, contracture  contracture, score, AKS ROM exercise does
fromday2to and maximum function not offer additional
day 14 PO maximum flexion score, clinical benefits to
flexion: day WOMAC the patients after
7 after TKA, pain, TKA
day 14.6 WOMAC
weeks, 3 stiffness,
months and WOMAC
6 months. function
Level of pain
during ROM
exercise:
day 7 and
day 14.
Lenssen et al. (2003) 4 days PO 4days Pain (VAS ROM No significant Not stated.
scale) differences found in
VAS scores
Lenssen et al. (2008) 4 hours/day 17 day, 6 Function Medication ~ No significant The authors declare that
for 4 days PO weeks, 3 and pain Use, differences found in they have no competing
months (WOMAC Satisfaction WOMAC scores interests.
scale),
ROM
MacDonald et al. 6 weeks PO 6, 12, 26 Function ROM, Pain  No significant Not stated
(2000) weeks, and  (KSS scale) differences found in
1 year PO VAS scores
Maniar et al. (2012) Day1and3 3,5, 1412, Pain-VAS, @ WOMAC, No significant The Conflict of Interest
PO 42+5,90+10 ROM, TUG, SF-12 differences found in disclosure related to this
swelling VAS scores article available at
and wound doi:10.1016/j.arth.2011.04.0
healing 09.
May et al. (1999) 1 week PO 1 month ROM, VAS, LOS No differences at Not stated.
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KSS

VAS outcome

Mclnnes et al. (1992) Starting 7 days, 6 Cost Pain (VAS No significant Study supported by National
within 24 weeks scale), differences found in Institutes of Health.
hours from swelling, VAS scores
surgery ROM
Montgomery et al. 3 hours 3 1, 3,5days Pain (VAS Mid-patellar Postoperative pain  Not stated.
(1996) times daily, 7 PO scale) effusion, levels and LOS
days a week Knee similar in the two
flection, groups.
ROM
Pope et al. (1997) 1 week PO Upto1year ROM Blood loss,  Clinical No benefits in any form
PO analgesia disadvantages in received from a commercial
use the short term in party.
CPM groups with
no worthwhile
improvement in the
range of movement
or function.
Sahin et al. (2006) 1 week PO 2 weeks, 6 ROM, Pain  Swelling, No significant Not stated.
weeks, 6 (VAS scale) KSS score  differences found in
months PO VAS scores in CPM
groups
Walker et al. (1991) Fromday 3 1 month, 12 Manipulatio, ROM, pain =~ CPM showed a Supported by a grant from
PO until months. adverse (VAS scale), significant reduction the National Institutes of
discharge events LOS in analgesia Health, General Clinical

consumption

Research Center Branch.
Division of Research
Resources.

Preoperative
exercise
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Calatayud et al. 3 days/week 8 weeks WOMAC SF-36 The present study  The authors did not
(2016) for 8 weeks before functional scale, pain  supports the use of receive financial support for
before surgery (T1), and pain VAS scale, preoperative this study, and there are no
surgery after 8 scale TUG training in end- known conflicts of interest
weeks of stage OA patients  associated with this
training (T2), to improve early publication that could have
1 month postoperative influenced its outcome.
after TKA outcomes.
(T3) and
finally 3
months after
TKA (T4)
Gstoettner et al. 1 day/week 6 weeks pre- Balance, WOMAC There was a Not stated.
(2011) for 6 weeks operatively;  gait speed, pain and significant
before 6 weeks PO and function stiffness improvement in
surgery. subscales, KSS, WOMAC pain
KSS scale and stiffness within
both groups after
TKA. No difference
in clinical outcome
was observed
between the two
groups.
McKay et al. (2012) 3 days/week Baseline Isometric Mobility, Reduction of pain Not stated.
for 6 weeks testing 6 quadriceps  pain, self- within the groups,
before weeks (3 strength. reported but there is not a
surgery days) before function, direct comparison
surgery. health- between them.
Before TKA, related Perceived
at6 and 12 quality of functional ability
weeks after life, and shows an inverse
TKA, arthritis self- relationship to pain,
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participants
completed
the
questionnair
e battery
and physical
testing.

efficacy.

but no information
on significance.

Cryotherapy

Albrecht et al. (2008)

2 days PO

1 week PO

VAS Scale

Blood loss,
ROM,
Adverse
effects

Significant Not stated.
reduction in VAS

for CT group

Gibbons et al. (2001) 6 hours/day

throughout
the hospital
stay

Blood loss:
during the
procedure.
Amount of
morphine
received:
over the 48
h

The amount
of oral
analgesia:

up to the 10-

day stage.
Pain scores
recorded on
alternate
days after a
period of

physiotherap

y at the end

Blood loss

ROM, pain
scores,
analgesia,
LOS,
complication
]

No difference was Not stated.
found between the

2 groups except for

less blood loss in

the surgical drains

in the cold

compression group.
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of the

afternoon.
The range of
movement:
10 days
after TKA.
lvey et al. (1994) 72 hours PO Number of Pain Number of  Different Not stated.
attempts: Patient- temperature did not
every hour controlled show any
PO analgesia significant
Amount of (PCA) differences in pain
morphine: attempts improvement after
daily surgery, and in the
amount of injected
morphine.
Kullenberg et al. 3 days PO Upto3 ROM Pain, LOS, Cold compression No benefits or funds were
(2006) weeks PO Hemoglobin therapy improves received in support of the
loss control of painand  study.
might lead to
improvement in
ROM and reduce
the length of
hospital stay.
Levy et al. (1993) 4 days PO Upto 2 Blood loss  Pain, ROM  Significant lower Not stated.
weeks PO blood loss and

morphine
consumption in the
intervention group;
Significant
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improvement in
ROM at 7 and 14
days from surgery.

Morsi E. (2002)

2weeks PO Upto6
weeks after

discharge n

Analgesic

consumptio

Pain score,
ROM

Continuous-flow Not stated.
cold therapy is

advantageous

after TKA. It

showed to provide

better results in all

the areas

compared.

Radkowski et al.
(2007)

2 weeks PO Adverse

events

Postsurgical
period until
discharge

Pain,
Analgesia,
Blood loss,
ROM

Postoperative Not stated.
narcotic
consumption,
postoperative
drainage, self-
reported knee
function, and range
of motion were not
affected by the
different
cryotherapy
temperatures.

Smith et al. (2002)

Treatment 1
for 24 hours
after surgery;
treatment 2
for 6 hours;
and then
cryo-pad

Day 1-3 PO  Function,

swelling

Pain,
Analgesia

Not significant Not stated.
differences in pain

improvement
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Su et al. (2012) Inpatient Pre- ROM and Pain (VAS No improvement in  Not stated.
stay: 2 hours  operative, 2  function scale) and ROM and pain
on plus 1 weeks, 6 morphine perception.
hour off fora weeks PO consumptio  Significant
minimum of 4 n decrease in pain
cycles per medication
day. consumption and
After higher satisfaction.
discharge: 1
hour on plus
30 minutes
off for a
minimum of 4
cycles per
day.
Thienpont et al. Postsurgical Day 2, 6 Pain (VAS ROM, Advanced The authors report no
(2014) period weeks PO scale), and swelling, cryotherapy with a  conflict of interest. All
analgesics  and blood continuous cooling  conflict of interest forms are
consumptio loss. for a prolonged on file with the publication.
n. period did not
provide an earlier
recovery.
Webb et al. (1998) 48 hours PO  Pre- Blood loss Pain scores, Cryo/cuff showed Not stated
operative, 5 pain improvement in
days, 6 medication  postoperative blood
weeks, 3 consumptio loss and pain but
months PO n, and ROM did not influence

swelling and return
to motion
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Walker et al. (1991) From day 3 Discharge, 3 Manipulatio, ROM, pain  Cryotherapy Supported by a grant from
PO until months adverse (VAS scale), showed a the National Institutes of
discharge events LOS significant reduction Health, General Clinical

in analgesia Research Center Branch.
request. Division of Research
Resources.

Electrotherapy

Adravanti et al. 2 months PO 1 month, 2 Pain (VAS KSS PEMFs showed One of the authors is

(2013) months, 6 scale) function significant employee of the device

months, 3 score, SF36 differences in pain manufacturer.
years PO score, Knee improvement and in
swelling functional scores in
all timepoints.

Borckardt et al. 80 48 hours PO Opioid Pain (BPI TENS may be able  Not stated.

(2013) minutes/day Consumptio and VAS to reduce post-TKA
in n scales) opioid
postoperative requirements.
period

Moretti et al. (2012)  Treatment Pre- Pain (VAS Knee PEMFs showed Two of the authors are
began within  operatively, scale) Society significant employees of the device
seven days and at1, 2, Score; SF-  differences in pain  manufacturer.
from TKA, 6, 12 36; Joint improvement and in
and consisted months PO swelling functional scores in
of 4-hour score; all timepoints.
sessions/day Functional
for 60 days score
PO

Walker et al. (1991) From day 3 3 day PO, Manipulatio, ROM, pain  TENS did not show Supported by a grant from
PO until discharge adverse (VAS scale), a significant the National Institutes of
discharge events LOS difference in Health, General Clinical

analgesia Research Center Branch.

consumption.

Division of Research
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Resources.

Acupuncture
Chen et al. (2015) 20 2,4,8,12, Opioid Time tothe  Acupuncture The authors declare that
minutes/day 24, 36, 48 consumptio first PCA showed significant  they have no competing
in the hours PO n request; pain improvement interests.
postoperative pain and opioid
period intensity consumption.
Mikashima et al. 3 times/week 6, 14, 21 VAS pain Swelling; Acupuncture Not stated.
(2012) from day 7 days PO score time to showed significant
until day 21 achieve improvement in
PO preoperative pain, reduction of
ROM swelling around the
knee and early
recovery of ROM.
Tsang et al. (2007) Postsurgical  4-8, 11-15 Pain atrest ROM, TUG. Acupuncture did The authors declare that
period days PO and at not show significant they have no competing
maximum improvement in interests.
after pain, reduction of
exercise swelling around the
(VAS knee and early
scale). recovery of ROM.
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Tzeng et al. (2015)

48 hours PO

48 hours PO Time for
first PCA
request

N/A

Acupuncture
showed significant
longer time to the
first demand for
Patient-controlled
Analgesia.

Supported by China Medical
University under the Aim for
Top University Plan of the
Ministry of Education,
Taiwan and by the Taiwan
Ministry of Health and
Welfare Clinical Trial and
Research Center of
Excellence. The authors
declare that they have no
competing interests.
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eFigure 1. PRISMA Flowchart Depicting the Search Strategy.

Search _String

pain® OR p p

pain OR post operative pain)

and (total knee* or total knee arthroplasty OR total knee replacement

OR TKA)

|

Results

Total n=5501
Pubmed n=1775
Embase n=425
Cochrane Library n=659 (6 Cochrane
Reviews, 8 other reviews, 642 trials, 3
Economic evaluations)
GL databases n=260
151 n=2300
PEDRO n=82

Studies excluded after

duplication, fifle and

abstract screening for
EC and IC

Total n=5315

¥

Studies meeting inclusion,
exclusion and pertinence criteria
Total n=186
Pubmed n=114
Embase n=12
Cochrane Library n=11
GL databases n=3
I1SI n=15
PEDRO n=31

¥

Fubmed n=1661
Embase n=413
Cochrane Library n=648
GL databases n=257
151 n=2285
PEDRO n=51

Studies Selected n=112
Studies added by
hand searching n=8

Total studies
Observ. Studies n=11 n=120
Quasi-exp.fclaimed RCTs
=11
—
h 2
| RCTsn=77
[ Meta-analyzed RCTs n=38"

Cryotherapy n=12" L

* 1 study recurred in
3 groups

A

Acupuncture n=4

TENS n=4" Pmop;'g:em'se CPM n=18"
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eFigure 2. Pain relief: Cryotherapy

Cryotherapy
Study or Subgroup  Mean 5D Total

Mean

Mean Difference

5D Total Weight IV, Random, 95% Cl

Mean Difference
IV, Random, 95% CI

12.2.1 Cryotherapy - postoperative day 1

Albrecht 18497 6 316 32
Albrecht 18497 265 511 35
Gibbons 2001 6.7 3101 30
Kullenberg 2006 21 4485 43
Lewy 1993 74 2.7 a0
Morsi 2002 4 ] an
Radkowski 2007 6 272 28
Stmith 2002 4.3 1.8 44
Subtotal (95% CI) 282

Control
T 316
T 5N
6.2 310
22 1
[ 27
6.9 a
568 272
42 2

16
15
30
40
40
a0
36
40
247

Heterageneity, Tau*=0.32; Chi*=9.83 df =6 (F= 013} F=40%

Test for averall effect: Z= 0459 (P = 0.5%)

12.2.2 Cryotherapy - postoperative day 2

Albrecht 1897 812 454 3z
Albrecht 1897 234 489 35
Leny 1993 58 2.4 a0
Morsi 2002 5.5 0 30
Srnith 2002 4.3 2 44
Thienpant 2014 4 3 an
Subtotal (95% CI) 23

6.9
6.5
73

9
48
34

4.54
4.89
1.8
0
1.9
]

a0
191

Heterogeneity: Tau? = 0.68; Chi*= 9.80, df= 4 (P = 0.04); F= 53%

Testfor overall effect: £=1.93 (P = 0.05)

12.2.3 Cryotherapy - postoperative day 3

Gibbons 2001 38 I 3o
Kullenbery 2006 0a 409 43
Lewy 1993 5.6 1.6 40
Morsi 2002 9 273 30
Radkowski 2007 F 23
Smith 2002 4.2 1.8 44
Subtotal (95% CI) 215

6.3
34

2.41
319
1.9
2.63
.78
1.8

30
40
40
30
36
40
216

4.0%
2.0%
5.0%
5.6%
6.4%

5.8%
8.0%
36.8%

2.5%
2.2%
T7%

7.H%

4.8%
25.1%

6.3%
5.0%
8.2%
2.7%
4.9%
8.1%
38.1%

Heterageneity: Tau®=0.97; Chi*= 2014, df=4 (P = 0.0013; P= 75%

Test for overall effect Z= 094 (P =0.35)

Total (95% CI) 728

654

100.0%

Heterogensity: Tau?= 0.61; Chi*= 44.24, df= 17 (P = 0.0003; F= 62%

Test for overall effect 2= 2.06 (P =0.04)

Testfor subgroup differences; Chi*=1.89,df=2 (F=049), F=0%
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-0.40[1.62, 0.82]
-0.40[1.97,1.17]
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-0.51 [-1.00, -0.02]

LA

i

*

-0 5 0 5
Favours Cryotherapy Favours control
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eFigure 3. Pain relief: Continuous Passive Motion (CPM)

CPM Control Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
12.1.1 CPM vs. control - 1 week
Eennet 2005 3.6 3 47 3124 52 4.6% 0.50 [-0.66, 1.66] ]
Eennet 2005 26 28 48 31 24 52 48%  -0.80[-1.64, 0.64] I
Eruun-Olsen 2009 4 23 ] 4 21 33 a.1% 0.00[-1.09, 1.09] I —
Lenssen 2003 26 18 20 47 218 19 38%  -210[3.51,-0.68] R
MacCaonald 2000 a1 1.3 40 52 1.2 40 10.5%  -0.10[-0.659, 0.44] .
May 1999 14 16 7 21 24 7 17%  -0B0[-274, 1.54] e
Meclnnes 1992 2.8 205 47 36 2048 45 7% -0.80[-1.64, 0.04] |
Mantgomery 1996 a8 25 28 8 15 3z A.3% 0.00[-1.06, 1.08] D —
Sahin 2006 385 1.24 14 348 1.34 14 5.9% 0.35 [-0.62,1.37] -1
Subtotal (95% CI) 281 204  48.6%  -0.27 [-0.70,0.16] -

Hetarogeneity Tau®=014; Chi®=12.30,df =8 (F=0.14); F= 35%
Testfor overall effect Z=1.24 (F=0.21)

12.1.2 CPM vs. control - 2 weeks

Chen 2013 512 139 B8 477 156 39 99%  0.35[0.24,084] -
Lenssen 2003 23 26 20 45 24 18 29%  -220[3.79,-0.61] —_—
Subtotal {95% CI) a8 57 12.8%  -0.81[-3.30, 1.68] ——en——

Heterogeneity: Tau®= 2.88; Chi®= 8.658, df=1 (P=0.003); F= 88%
Testfor overall effect Z= 064 (F=052

12.1.3 CPM vs. control - 3 months

Bruun-Olsen 2008 28 22 30 1.9 15 33 62%  1.00[0.06 1.94] —
Chen 2013 327 128 B8 305 154 39 102% 017 [0.40,0.74] ——
Subtotal (95% CI) 98 72 164%  0.50[-0.30, 1.29] B

Heterogeneity: Tau®=019; Chif= 219, df=1 (P=014), F= 54%
Testfor overall effect Z=1.23(F=022%

12.1.4 CPM vs. control - 8 months

Chen 2013 037 06 BE 021 047 39 152% 016 [0.05 0.37] -
Sahin 2006 121 142 14 114 116 14 70%  0.07 [0.77,0.81] —
Subtotal (95% CI) 82 53 22.2%  0.15[-0.04, 0.35] *

Heterogeneity: Tau®= 0.00; ChF=0.04 df=1 {F=084); F=0%
Testfor averall effect Z2=1.52(F =013

Total (95% CI) 549 476 100.0%  -0.05[-0.35, 0.25] *
Heterogeneity: Tau*= 014, Chi®= 2912, df=14 (P =001}, F=52% 54 iz b 1=2 i
Testfor averall effect Z=033(P=0.74) Favours CPM Favours control

Testfor subgroup differences: Chi®= 466, df= 3(P= 0200, F=357%

© 2017 American Medical Association. All rights reserved.



eFigure 4. Pain relief: Continuous Passive Motion (CPM)

CPM Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean 5D Total Weight IV, Random, 95% Cl IV, Random, 95% CIl
14.1.1 WOMAC - 6 weeks
Denis 2006 736 312 26 T.96 4.96 a7 0.9%  -0.60[-2.82 1.63] 1
Denis 2006 A54 342 28 TO96 498 7 09% -242 468, -016] —
Lenssen 2008 168 074 30 1668 08 30 298% 012027, 0.451] *
Subtotal (95% CI) 84 84 3.6% -0.66[-2.12,0.81] -

Heterogeneity: Tau®=1.03; Chi®= 5.03, df= 2 (P = 0.08); F=60%
Testfor overall effect Z= 088 (F =038

14.1.2 WOMAC - 3 months

Eeaupre 2001 146 34 34 146 36 34 1E% 0.00 [-1.66, 1.66] -1
Lenssen 2008 16.94 0.76 a0 165 018 30 581% 0.04 [-0.24,0.32] |
Maniar 2012 3N 28 3.2 2498 28 28%  -0.20[-1.851.15] -
Maniar 2012 4 334 30 3.2 2498 8 1.0% 0.80[-0.83, 2.43] T
Subtotal (95% CI) 122 120 63.9% 0.05[-0.22,0.32] L

Heterogeneity: Tau®= 0.00; Chi®= 096, df= 3 (P=0.81), F=0%
Testfor overall effect Z=037 (F=071)

14.1.3 WOMAC - 6 months

Eeaupre 2001 152 3 34 158 32 34 21%  -0.60[-2.07, 0.87] -

Kirm 2009 348 36 a0 36 34 50 23%  -010[-1.49 1.28] -

Subtotal {95% Cl) 84 84 4.4%  -0.34[-1.35,0.68] <&

Heterogeneity Tau®= 0.00; ChifF=0.23, df=1 (F=0E63; F=0%

Testfor overall effect Z=065(F=052

Total (95% CI) 290 288 100.0% 0.03 [-0.19, 0.24]

Heterogeneity Taut= 0.00; Chir= 674, df= & (P = 0.56% F= 0% _150 55 1 % 150
Test for overall effect 2= 024 (F=0.81) Favours CPM  Favours cantrol

Testfor subdroup differences: Chi®= 132, df= 2P =082}, F= 0%

© 2017 American Medical Association. All rights reserved.



eFigure 5. Pain relief: Preoperative Exercise

Preoperative exercise Control Mean Difference Mean Difference
Study or Subgroup Mean 50 Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
15.1.1 Preop. exercise - 6 weeks
Gstoettner 2011 1.3 1.1 18 0.498 0499 20 407% 0.32 [-0.35, 0.99]
Mckay 2012 5.6 272 10 4492 45 12 8.4% 0.68 [2.37, 3.73]
Subtotal (95% CI) 28 32 491% 0.34 [-0.32, 0.99]
Heterogeneity: Tau®= 0.00; Chi®=0.05, df=1 (P=082;F=0%
Test for overall effect: Z2=1.01 (F=0.31)
15.1.2 Preop. exercise - 12 weeks
Calatayud 2016 249 1.02 25 38 1.02 25 43.0% -0.90[1.47,-0.33] L
Meckay 2012 4.4 3z 10 3458 44 12 7.8% 0.82 [-2.36, 4.00] -
Subtotal (95% CI) 35 37 50.9% -0.78[-1.63, 0.07] |
Heterogeneity: Tau®=0.12; Chi®=1.09, df=1 (P = 0.30); = 8%
Test for overall effect: Z=1.80 (P =0.07)
Total (95% Cl) 63 69 100.0%  -0.14[-1.11,0.84] *

Heterogeneity: Tau®=0.48; Chi®=8.45 df= 3 (F=0.04); F=65%
Testfar overall effect: Z= 027 (P=0.78)

Test for subaroup differences: Chi*= 418, df=1{P=0.04), F=76.1%

© 2017 American Medical Association. All rights reserved.
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eFigure 6. NSAID Consumption: Cryotherapy

Cryotherapy Control Mean Difference Mean Difference
Study or Subgroup  Mean 5D Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
13.3.1 Cryotherapy vs. nothing
Waorsi 2002 189 073 30 38 0E3 30 25E%  -1.80[2.25-1.549] -
Subtotal {95% CI) 30 30 256% -1.90[-2.25,-1.55] &

Heterogeneity: Mot applicable
Test for averall effect, Z=10.79 (P = 0.00001)

13.3.2 Cryotherapy vs. compression

lvey 1994 1.3 06 30 16 08 28 254%  -0.30[-0.67,0.07] -
Ivery 1984 14 07 a0 16 08 28 253%  -0.20[-0.59,0.19] =
Su 20z 176 191 103 236 229 84 237% -060[1.19,-0.01] —
Subtotal (95% CI) 163 140 74.4% -0.31 [-0.55, -0.07] L

Heterogeneity: Tau?= 0.00; Chi®= 1.24, df = 2 (P = 0.54); F= 0%
Test for overall effect; Z= 2.52 (P = 0.01)

Total {95% CI) 193 170 100.0% -0.75[-1.63,0.12] el
Heterogeneity, Tau®= 0.75; Chi*= 55.70, df = 3 (P < 0.000013; F= 95% " + T b +
Testfor overall effect 2= 1.69 (F = 0.09) Favours Cryotherapy Favours control

Testfor subdgroup differances: Chi®= 5447 df=1 (P = 0.00001), F=98.2%

© 2017 American Medical Association. All rights reserved.



eFigure 7. Opioid consumption: Acupuncture

Acupuncture Control Mean Difference Mean Difference
Study or Subgroup  Mean  SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
13.5.1 Acupuncture vs. sham acupuncture
Chen 2014 037 016 o 0583 02 30 293% -016[0.25-0.07] ——
Tzeng 2015 04z 011 16 045 011 14 331%  -003[011, 008 —--
Subtotal (95% CI) 46 44 624%  0.09[-0.22,0.03] -

Heterogeneity Tau®= 0.01; Chi*=4.44, df=1 (P=0.04); "= F7%
Testfor overall effect Z=143(F=015)

13.5.2 Acupuncture vs. nothing

Tzeng 2015 042 01 16 046 008 17 37TE%  -0.04 011,009 -
Subtotal {95% CI) 16 17 37.6%  -0.04[-0.11,0.03] *

Heterogeneity: Mot applicable
Testfor owerall effect: Z=1.21 (F=0.23)

Total {95% CI) 62 61 100.0%  -0.07 [-0.15, 0.00] <
Heterogeneity: Tau®= 0.00; Chi*=5.45, df= 2 (P = 0.07); F= 63% } t t t

08 -025 0 025 04
Testfor overall effect: Z=1.90 (F = 0.08) Favours Acupuncture Favours control
Testfor subgroup differences: Chi*= 052, df =1 (P=047), "= 0%

© 2017 American Medical Association. All rights reserved.



eFigure 8. Opioid consumption: Continuous Passive Motion (CPM)

CPM Control Mean Difference Mean Difference
Study or Subgroup  Mean S0 Total Mean 5D Total Weight IV, Random, 95% CI IV, Random, 95% CI
13.1.1 Opioids - 1 week
MacDonald 2000 a8 a1 40 a0 51 40 13.8%  B.00[14.35, 30.35] e
Pope 158597 T2E 254 18 481 239 19 17.3% 24 .50 [8.59, 40.41] —
Pope 19497 81.5 24.08 20 481 239 19 17.8%  33.40[18.33, 48.47] —
Walker 1991 96 3275 12 148 B4.25 10 EB3% -4200[9592-808] ——
Subtotal (95% Cl) 90 55.1% 11.12 [-12.21, 34.44] —agl—

Heterogeneity: Tau®= 419.09; Chi= 14 69, df= 3 (P =0.002); = 80%
Test for averall effect 7= 093 (F = 0.39)

13.1.2 Opioids - 2 weeks

Calwell 1992 96 374 12 148 6.4 10 22.8% -5.20[-8.70,-0.70] Rl

Harrns 1991 8 149 a5 29 16 58 221% -1.00 [-7.48, 5.48] -

Subtotal (95% Cl) 67 68 44.9% -3.78 [-7.67,0.11] L

Heterogeneity: Tau®= 0.70; Chi*=1.08, df=1 (FP=0.30); *= 8%

Testfor overall effect: Z=1.90 (P = 0.08)

Total {(95% CI) 157 156 100.0% 6.58 [6.33, 19.49] ?

Heterogeneity: Tau®= 18517, Chi®= 38,98, df= 49 (P = 0.000013; *= 87% 5_1 o0 -SIIJ b SID 1DD=
Testfor averall effect Z=1.00(F =032 Favours CPM  Favours control

Testfor subaroup differences: Chif=1.52 df=1{FP=023, F=344%

© 2017 American Medical Association. All rights reserved.



eFigure 9. Acupuncture

Acupuncture Control
Study or Subgroup Mean 5D Total Mean SD Total Weight

Mean Difference
IV, Random, 95% Cl

Mean Difference
IV, Random, 95% ClI

11.1.1 Acupuncture vs. sham acupuncture

Chen 2014 89 75 30 Kra| 30 54.6%
Tzeng 2015 92 T 14 407 944 17 15.0%
Subtotal (95% CI) 44 47 69.6%

Heterogeneity: Tau®= 63087, Chif=213,df=1 (P=0.14); F= 53%
Testfor overall effect Z2=1.44 (F=0.1%9)

11.1.2 Acupuncture vs. nothing

Tzeng 2015 9 M7 16 341 22 17 30.4%
Subtotal (95% CI) 16 17 30.4%
Heterogeneity; Mat applicahle

Test for overall effect 2= 274 (P = 0.008)

Total (95% CI) 60 64 100.0%
Heterogeneity: Tau®= 103.95; ChF= 2.48, df= 2 (P= 0.28); F= 19%
Test far overall effect 2= 3.57 (P =0.0004)

Testfor subaroup differences: Chif= 053, df=1 (FP=047), F=0%

© 2017 American Medical Association. All rights reserved.
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eFigure 10: Subgroup Sensitivity Analysis Comparing Studies Based on Allocation
Concealment and Random Sequence Generation

Intervention Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean 5D Total Weight IV, Random, 95% Cl IV, Random, 95% CIl
16.1.1 LOW_LOW
Eennet 2005 36 3 47 31 24 52 9.6% 0.50 [-0.66, 1.66] I
Eennet 2005 26 248 48 3124 52 99%  -0.590[-1.64, 0.64] I
Lenssen 2003 26 18 20 47 218 19 T2%  -210[3.51,-0.68] E—
MacCaonald 2000 a1 1.3 40 52 1.2 40 21.6%  -0.10[-0.659, 0.448] -
Subtotal (95% CI) 155 163 48.3%  -0.44[-1.31,042] -

Heterogeneity: Tau®= 0.49; Chi®= 867, df= 3 (P=0.03%; F=659%
Testfor overall effect Z=1.00{F=032

16.1.2 OTHER

Bruun-Clsen 2009 4 23 30 421 33 10.5% 0.00[-1.08, 1.09] "
May 1999 15 16 7 21 24 7T 3E%  -060[2.74,1.54] .
Mcinnes 1892 28 208 47 3.6 208 45 146%  -0.80[-1.64, 0.04] —
Montgomery 1996 5 25 28 5 14 32 108% 0.00 [-1.06, 1.06] -
Sahin 2006 385 1.29 14 34 1.34 14 123% 0.35 [-0.62,1.32] T
Subtotal (95% CI) 126 131 51.7%  -0.20[-0.68, 0.27] L

Heterogeneity: Tau®= 0.00; Chi®= 359, df=4 (F=046); F= 0%
Testfor averall effect 2= 084 (P=0.40)

Total (95% CI) 281 204 100.0%  -0.27 [-0.70, 0.16] q
Heterogeneity Tau=014; ChifF=1230,df=8 (P=014); F=35% _=4 iz ﬁ ;'2 )
Testfor averall effect Z=1.24(FP=021) Favours CPM  Favours contral
Testfor subaroup differences: Chif= 022, df=1 (P =064, F=0%

© 2017 American Medical Association. All rights reserved.



eFigure 11: Subgroup Sensitivity Analysis Comparing Studies Based on Allocation
Concealment and Random Sequence Generation

Intervention Control Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% Cl
16.2.1 LOW_LOW
Radkowski 2007 B 272 2% 55 272 36 186% 050 [0.84,1.84] ———
Thienpont 2014 4 3 B0 35 &5 A0 152% 080112213 ——
Subtotal {95% Cl) 78 86 33.8%  0.50 [-0.53,1.53] -

Heterogeneity: Tau®= 0.00; Chi®=0.00, df=1 (P=1.00), F=0%
Testfor overall effect Z=095 (P=0.34)

16.2.2 OTHER

Albrecht 1987 265 a1 35 7oA 15 0% -435[7.44 -1.26] -
Albrecht 1987 f 316 3z T 36 16 1248%  -1.00[2.90,0.80] —
Lewy 1953 T4 27 40 Te 27 40 208%  -040[1.58,0.78] —
tarsi 2002 4 1} 30 6.9 i} 30 Mot estimable

Smith 2002 43 18 44 432 2 40 26.8% 010[0.72, 0.97] ——
Subtotal (95% Cl) 181 141 66.2%  -0.80[-2.01,0.42] -

Heterogeneity: Tau®= 0.88; Chi®*=8.06, df= 3 (P=0.04), F= 63%
Testfor overall effect. Z=1.28 (P =0.20)

Total (95% CI) 250 227 100.0%  -0.27 [-1.10,0.55] *
Heterogeneity: Tau®= 0.49; Chi*=9.90, df=5 (P =0.08); F= 49% 54 _I s é i
Testfor overall effect Z=065 (P=0.52)

" _ Favours cryotherapy Favours control
Testfor subgroup differences: Chi*=2.53, df=1 (F=011, F=60.9%

© 2017 American Medical Association. All rights reserved.



eFigure 12: Subgroup Sensitivity Analysis Comparing Studies Based on Allocation
Concealment and Random Sequence Generation

Intervention Control Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
16.3.1 LOW_LOW
Moretti 2012 24 16 14 48 18 18 2% -2A0[372-1.28] —
Subtotal (95% CI) 15 15 31.2% -250[-3.72,-1.28] -l

Heterogeneity. Mot applicable
Testfor owerall effect: 7= 4.02 (P = 0.0001)

16.3.2 OTHER
Adravanti 2014 25 14 17 42 07 16 BSE&%  -1.70[2.45-0.05] . =
Subtotal {95% CI) 17 16 68.8% -1.70[-2.45,-0.95] -

Heterogeneity: Mot applicable
Testfor owerall effect: 7= 4.45 (P = 0.00001)

Total (95% CI) 32 31 100.0% -1.95[-2.68, -1.22] -
Heterogeneity: Tau®=0.05; Chi*=1.20,df=1 P =027 F=17% 54 I.? b é 31
Testfor overall effect: Z= 5.26 (P < 0.00001) Favours electrotherapy Favours control

Testfor subgroup differences: Chifr=1.20,df=1 (P=027.F=168%

© 2017 American Medical Association. All rights reserved.



eFigure 13: Subgroup Sensitivity Analysis Comparing Studies Based on Allocation
Concealment and Random Sequence Generation

Intervention Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
16.4.1 LOW_LOW
Tgang 2007 46 1.4 30 B 24 30 19.4%  -1.40[F2.41,-0.39) —
Subtotal (95% Cl) 30 30 19.4% -1.40[-2.41,-0.39] L
Heterogeneity: Mot applicable
Test for overall effect 2= 2.71 (F = 0.007)
16.4.2 OTHER
Chen 2015 A 15 G5 1.5 15 17.0%  -0.80[1.95 0.34] —
Chen 2015 45 13 30 A3 1.4 30 2ET7%  -080[1.48,-012 —
Wikashima 2012 A8 05 40 59 06 40 370%  -010[-0.34,0.14] L]
Subtotal (95% Cl) &5 85 B80.6% -0.43[-0.98012] L

Heterogeneity: Tau®= 0.14; Chi#= 4.67, df= 2 (P = 0.100; F= 57%

Testfor overall effect: Z=1.53(F=013)

Total (95% CI) 115

115

100.0% -0.66 [-1.29, -0.03] <>

e Tl = ChiE= - = Bz 1 } t f
Heterogeneity: Tau®= 0.26; Chi*= 9.79, df= 2 (F= 002}, F= 69% R I 3 4

Test for averall effect: £=2.05(F =0.04)

Favours acupuncture Favours control

Testfor subgroup differences: Chif=271, df =1 (FP=0100, P=631%

© 2017 American Medical Association. All rights reserved.



eFigure 14: Subgroup Sensitivity Analysis Comparing Studies Based on Allocation
Concealment and Random Sequence Generation

Intervention Control Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
16.5.1 LOW_LOW
MacDonald 2000 a8 a1 40 a0 51 40 258%  B.00[14.35 30.35]
Subtotal (95% Cl) 40 40 25.8% 8.00 [-14.35, 30.35]
Heterageneity: Mot applicahle
Testforaverall effect Z= 070 (P = 0.48)
16.5.2 OTHER
Pope 1897 815 24.08 20 481 2391 19 296% 3340[18.33, 48.47] -
Pope 19497 726 284 18 481 239 19 29.2% 24.50 [8.59, 40.41] -
Walker 1991 96 3275 12 148 B4.25 10 15.4% -52.00[-9592 -5.08] e
Subtotal (95% Cl) 50 48  T4.2% 10.40 [-20.54, 41.34] -
Heterogeneity: Tau®= 584 37, Chi®=12.98, df=2 (P=0.002); 7= 85%
Testfor overall effect Z= 066 (P =0.51)
Total {(95% CI) a0 100.0% 1112 [12.21, 34.44] ?
Heterogeneity: Tau® = 419.09; Chi®= 1468, df= 3 (P = 0.002); 7= 80% -QIDD 1 IDD b 160 260
Testfor averall effect 7= 083 (P =0.35) Favours CPM  Favours control

Testfor subaroup differences: Chif=0.02, df=1 {FP=0480, F=0%

© 2017 American Medical Association. All rights reserved.



eFigure 15: Subgroup Sensitivity Analysis Comparing Studies Based on Allocation
Concealment and Random Sequence Generation

Intervention Control Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
16.6.1 LOW_LOW
Thienpont 2014 0792 0563 50 0.802 0542 a0 164%  -0.01 [0.23,0.21] 1
Subtotal (95% CI) 50 50 164%  -0.01[-0.23,0.21] -4
Heterogeneity: Mot applicable
Testfor overall effect: 7= 0.09 {F = 0.93)
16.6.2 OTHER
Gihbons 2001 065 0.3 30 0E 0. 3 191% 0.0&8[0.11,0.21] -
Kullenberg 2006 037 0N 43 043 005 40 233% -006[0.10,-0.02] b
Leny 1993 0.83 0.2 40 0.9 0.3 40 21.0% -043[0.54,-0.33] -
Smith 2002 032 029 44 042 0O.H 40 203%  -010[0.23,0.03] —
Subtotal (95% CI) 157 150 83.6%  -0.14 [-0.32,0.05] .
Heterogeneity: Tau®= 0.03; Chi*= 41.27, df= 3 (P = 0.00001}; "= 3%
Testfor averall effect Z=147 (F=014)
Total (95% CI) 207 200 100.0%  -0.12[-0.28,0.04] <

Heterogeneity: Tau®= 0.03; Chi®= 4177, df= 4 (P = 0.00001); F= 90%

Testfor overall effect: Z=1.44 (P =0.15)

Testfor subagroup differences: Chif= 077, df =1 (P=0.38), *= 0%

1 05 0 08 A
Favours cryotherapy Favours control
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eFigure 16: Subgroup Sensitivity Analysis Comparing Studies Based on Allocation
Concealment and Random Sequence Generation

Intervention Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
16.7.1 LOW_LOW
Iwery 1994 1.3 06 30 16 08 28 440%  -0.30[0.67,0.07] —iH
Iwery 1994 14 07 30 16 08 28 391%  -0.20[0.59,0.19 .
Subtotal (95% Cl) 60 56 831%  0.25[-0.52,0.01] L 2

Heterogeneity: Tau®= 0.00; Chi= 014, df=1 (P=0.71); F= 0%
Testfor overall effect: Z=1.86 (P = 0.06)

16.7.2 OTHER
SuzZ012 1.76 1.71 103 236 229 84 169% -060[1.19,-0.01] ]
Subtotal (95% Cl) 103 84 16.9% -0.60[-1.19,-0.01] -

Heterogeneity: Mot applicable
Test for owerall effect: =199 (P =0.05)

Total (95% Cl) 163 140 100.0% -0.31 [-0.55, -0.07] L 2

Heterogeneity: Tau®= 0.00; Chi=1.24, df= 2 (P=0.54); F= 0% f t t {
Testi ll effect: 7= 2.52 (P = 0.01 -4 -2 . z 4
est for overall effect: Z= 242 (P =0.01) Favours cryotherapy Favours control

Testfor subgroup differences: Chif=110,df=1 (F=028, F=93%

© 2017 American Medical Association. All rights reserved.



eFigure 17: Subgroup Sensitivity Analysis Comparing Studies Based on Allocation
Concealment and Random Sequence Generation

Intervention Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean 5D Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
16.8.1 LOW_LOW
Borckardt 2013 B3 &6 20 123 G 19 323% -6.00[-9.85 -2.148] —
Subtotal (95% CI) 20 19 32.3% -6.00[-9.85,-2.15] e
Heterogeneity: Mot applicable
Test for owerall effect; £=3.05 (F=0.002)
16.8.2 OTHER
Walker 1891 BB &7 18 87 A 12 321%  -2A0[-5.96,1.76 —
Walker 1891 62 44 18 87 & 12 387%  -2A0[612,117] —
Subtotal (95% CI) 36 24 BT.7%  -2.31[4.96,0.33] g 2
Heterogeneity, Tau®= 0.00; Chi*=0.02, df=1 {P=0.88); F=0%
Testfor overall effect: Z=1.72 (P = 0.04)
Total {95% CI) 56 43 100.0% -3.50[-5.90, -1.10] -
Heterogeneity, Tau®= 0.77; Chi*=2.42, df= 2 (P = 0.30); F=17% —QID _150 3 150 QID

Testfor overall effect: 2= 2.86 (F = 0.004)

Testfor subgroup differences: Chi*= 239, df=1 (P=012), F= 558.2%

© 2017 American Medical Association. All rights reserved.
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eFigure 18: Subgroup Sensitivity Analysis Comparing Studies Based on Allocation
Concealment and Random Sequence Generation

Intervention Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean 5D Total Weight IV, Random, 95% Cl IV, Random, 95% CIl
16.9.1 LOW_LOW ﬁ
Lenssen 2008 16.484 0.76 30 1645 018 30 809% 0.04 [-0.24,0.37]
Subtotal (95% Cl) 30 30 90.9% 0.04 [-0.24, 0.32] [ ]

Heterogeneity: Mot applicable
Testfor averall effect Z=028(F =078

16.9.2 OTHER

Eeaupre 2001 146 34 34 146 36 34 2E% 0.00 [-1.66, 1.68] N
Maniar 2012 4 334 30 3.2 2498 8 27% 0.80[-0.83, 2.43] T
Maniar 2012 3N 28 3.2 2498 28 389%  -0.20[-1.55,1.15] T
Subtotal (95% CI) 92 90 9.1% 0.15[-0.73, 1.03]

Heterogeneity: Tau®= 0.00; Chi#F=0.90, df=2 (F=064), F=0%
Testfor overall effect Z=033(F=074)

Total (95% CI) 122 120 100.0% 0.05[-0.22, 0.32]
Heterogeneity: Tau®= 0.00; Chi®= 0.96, df= 3 (P=0.81), F= 0% 14 12 b é ji
Testfor overall effect Z=037 (F=0.71) Favours CPM  Eavours control

Testfor subdroup differences: Chi®= 005, df=1 (P =082, F=0%

© 2017 American Medical Association. All rights reserved.



eFigure 19: Subgroup Sensitivity Analysis Comparing Studies Based on Allocation
Concealment and Random Sequence Generation

Intervention Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% ClI
16.10.1 LOW_LOW
Calatayud 2016 1.3 11 18 0498 0499 20 47.8% 0.32 [-0.35,0.99]
Gstoettner 2011 1.3 11 18 098 0499 20 47.8% 0.32 [-0.35, 0.99]
Subtotal (95% CI) 36 40  95.6% 0.32 [-0.15,0.79]

Heterogeneity, Tau®= 0.00; Chi®=0.00, df=1 (P =100}, F= 0%
Testfor overall effect Z=1.33(P=018)

16.10.2 OTHER

Mckay 2012 56 272 10 492 45 12 23%  0.68[2.37,3.73 —
Mckay 2012 44 32 10 355 44 12 21%  0.82 [2.36, 4.00] —
Subtotal {95% CI) 20 24 44%  0.75[-1.46, 2.95] —~euif—

Heterogeneity: Tau®= 0.00; Chi*=0.00, df=1 {F =085 F=0%
Testfor averall effect 2= 0.66 (F = 0.51)

Total (95% CI) 56 64 100.0% 0.34 [-0.12, 0.80] ‘P
Heterogeneity: Tau®=0.00; Chi*=0.14, df=2 (P =0.99), F=0% _54 _52 5 é ji
Testfor overall effect Z=1.44 (= 015) Favours precperative exer Favours control

Testfor subaroup diferences: Chif=014, df=1 (P =0.71), F=0%
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eFigure 20: Subgroup Sensitivity Analysis Comparing Studies Based on How Pain
Outcome Was Considered (Either Primary or Secondary)

Intervention Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean 5D Total Weight IV, Random, 95% Cl IV, Random, 95% CIl
16.18.1 Primary
Eruun-Olsen 2009 4 23 ] 4 21 33 a1% 0.00[-1.09, 1.09] D —
Bruun-Olsen 2008 29 22 a0 18 14 33 6% 1.00[0.06, 1.94] —
Lenssen 2003 26 1.8 20 47 1B 19 35% -210[3.51,-0.65] e —
Lenssen 2003 23 26 20 45 24 18 29% -220[3.79,-0.61] I —
Mantgomery 1996 a 15 28 a 1.4 32 a3% 0.00[-1.06, 1.08] D —
Sahin 2006 385 1.29 14 35 1.34 14 59% 0.35 [0.62,1.32] -1
Sahin 2006 121 112 14 114 116 14 T0% 0.07 [-0.77, 0.491] — 1
Subtotal (95% Cl) 156 163 359%  -0.27 [1.03,0.49] -

Heterogeneity: Tau®=0.73; Chi*= 2069, df =6 (P =0.002), F=71%
Testfor averall effect Z=0.70(FP =049

16.18.2 Secondary

Eennet 2005 36 3 47 31 24 52 46% 0.50 [-0.66, 1.68] N B
Bennet 2005 26 289 48 31 24 52 48%  -0.50[-1.64, 0.64] 1
Chen 2013 512 1.38 B8 477 1.56 39 949% 0.35[-0.24, 0.94] T
Chen 2013 3322 128 B3 3.05 1.54 39 103% 017 [-0.40,0.74] T
Chen 2013 037 06 B8 021 047 39 153% 0.16 [-0.05, 0.37] =
MacDonald 2000 51 13 40 52 1.2 40 108%  -010[-0.65, 0.45] T

May 19499 15 16 7 21 24 7 17%  -060[-274,1.54] I R
Mcinnes 1892 28 208 47 3.6 208 45 TA%  -0.80[-1.64, 0.04] /]
Subtotal (95% CI) 393 313 64.1% 0.07 [-0.14, 0.29] L 4

Heterogeneity: Tau*= 001, ChiF=795 df=7 (F=034); F=12%
Testfor averall effect Z= 067 (P =0.50)

Total (95% CI) 549 476 100.0%  -0.05[-0.35, 0.25] *
Heterogeneity: Tau*= 014, Chi®= 2912, df=14 (P =001}, F=52% 54 52 b é i
Testfor averall effect Z=033(P=0.74) Favours CPM Favours control

Testfor subaroup differences: Chif= 072, df=1 (P =040, F=0%

© 2017 American Medical Association. All rights reserved.



eFigure 21: Subgroup Sensitivity Analysis Comparing Studies Based on How Pain
Outcome Was Considered (Either Primary or Secondary)

Intervention Control Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% ClI
16.19.1 Primary
Albrecht 1997 265 51 34 Tooan 18 20% -4.39[7.44,-1.26
Albrecht 1997 6 316 32 AT 16 40%  -1.00[2.80,0490 .
Albrecht 1997 512 454 32 G5 4454 16 25%  -1.38[410,1.34 e
Albrecht 1997 234 489 34 G5 488 18 223% -44G6[712,-1.200
Thienpont 2014 L] 3 50 35 5 a0 48% 080112213 -
Subtotal (95% CI) 184 112 155%  -1.79[-3.62,0.04] ot
Heterogeneity, Tau®= 2,82, Chi*= 1215, df= 4 {(P=002; P=67%
Test for averall effect: Z=1.91 (P = 0.0R)
16.19.2 Secondary
Gihbons 2001 7 31M i G2 31M o a50% 0.80[-1.07,2.07] I e
Gibbons 2001 38 2N 30 42 24 3 B3%  -040[1.62,087 T
Kullenberg 2008 21 445 43 22 1 40 A56%  -010[1.49,1.28] T
Kullenberg 2006 08 408 43 12 318 40 A50%  -040[F1.87,117] 1
Leny 1993 7.4 7 40 TB 27 40 BA4A%  -040[1.58,0.78] I
Leny 1993 58 24 40 T3 1.5 40 7¥%  -1.40[2.28,-0.457] I
Leny 1993 5.6 1.6 40 6.9 1.8 40 823% -1.30[2.07,-083 -
Morsi 2002 1 0 30 6.9 0 30 Mot estimahle
Morsi 2002 5.5 0 30 ] 0 30 Mot estimahle
Marsi 2002 5 173 30 T 263 | aT% -200[3.36,-0.64] —
Radkowsk 2007 5 272 28 A5 272 3B 58% 0.50[-0.84,1.84] I
Radkowski 2007 vi1 275 28 63 375 36 49% 0.80[-0.78,2.39] o
Smith 2002 4.3 1.8 44 4.2 2 40 8.0% 0A0[-0.72,0.92] -1
Smith 2002 4.3 2 44 48 18 40 79%  -080[1.33,033] -
Srnith 2002 4.2 1.8 44 35 1.8 40 81% 0.70[-0.08,1.449] ——
Subtotal (95% CI) 544 542 B4.5%  -0.35[0.83,0.13] L
Heterogeneity Tau®= 0.44; Chi*= 2980, df=12 (P= 0003}, F= 60%
Testfor overall effect: Z=1.41 (F =016}
Total (95% Cl) 728 654 100.0% -0.51[-1.00,-0.02] &
Heterogeneity Tau®= 0.61; Chi*= 44.24, df= 17 (P = 00003}, F= 2% t f

Testfor overall effect: 7= 2.06 (P = 0.04)
Testfor subgroup differences: Chif=2.23, df =1 (P=0143, F=5591%

© 2017 American Medical Association. All rights reserved.
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eFigure 22: Subgroup Sensitivity Analysis Comparing Studies Based on How Pain
Outcome Was Considered (Either Primary or Secondary)

Intervention Control Mean Difference Mean Difference
Study or Subgroup  Mean S0 Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
16.20.1 Primary
Harms 19891 28 19 a5 29 16 58 251% -1.00[-7.48, 5.48] =+
Subtotal (95% Cl) 55 58 25.1% -1.00 [-7.49, 5.49] +
Heterogeneity: Mot applicable
Test for averall effect Z=0.30(F = 0.76)
16.20.2 Secondary
Calwell 1992 96 374 12 148 6.4 a Mot estimable
MacDonald 2000 a8 a1 40 a0 51 40 19.3%  B.00[14.35, 30.35] I
Pope 158597 815 24.08 20 481 2391 19 224% 3340[18.33, 4847 &
Pope 1897 T2E 254 18 481 2391 19 220% 2450 [8.59, 40.41] —a
Walker 1991 95 3275 12 148 B4.25 10 111% -52.00[-9592 -5.08] e —
Subtotal (95% Cl) 102 T4.9% 1112 [12.21, 34.44] -
Heterogeneity: Tau®= 419.09; Chif= 14 65, df= 3 (P=0.002); F= 80%
Test for averall effect £=0.93 (F = 0.349)

Total (95% CI) 157

146

100.0% 8.38 [11.05, 27.81]

Heterogeneity: Tau®= 379.87, Chi"= 29.09, df=4 (P = 0.00001}; = 86%

Testfor overall effect: £=0.84 (P = 0.40)

Testfor subaroup differences: Chi*= 096, df=1{P =033, F=0%

© 2017 American Medical Association. All rights reserved.
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eFigure 23: Subgroup Sensitivity Analysis Comparing Studies Based on How Pain
Outcome Was Considered (Either Primary or Secondary)

Intervention

Study or Subgroup  Mean SD Total

Mean Difference

SD Total Weight IV, Random, 95% Cl

Mean Difference
IV, Random, 95% ClI

16.21.1 Primary

Thienpont 2014 0792 0563 50
Subtotal (95% CI) 50

Heterogeneity: Mot applicable
Testfor overall effect; 2= 009 (P = 0.93)

16.21.2 Secondary

Gibhons 2001 0es 0. a0
Kullenberg 2008 037 011 43
Lewy 1993 0.53 0.z 40
Smmith 2002 032 024 44
Walker 1991 0622 0169 14
Wiehh 1998 057 0.23 15

Subtotal (95% CI) 187

Control
Mean
0.802 0.4542 a0
50
0e 0. 30
043 005 40
085 0.3 40
04z 0.3 40
0844 0283 18
071 023 16

181

11.4%
11.4%

13.8%
17.6%
15.5%
14.9%
13.2%
13.6%
88.6%

Heterogeneity: Tau®= 0.02; Chi®= 43.78, df= 4 (F < 0.00001); F= 89%

Testfor overall effect: 2= 2.20 (P = 0.03)
Total (95% CI) 237

Testfor overall effect: 7= 217 (P =003}

231 100.0%
Heterogeneity: Tauf= 0.02; Chi®= 44.38, di= 6 (P = 0.00001); F = 56%

Testfor subgroup differences: Chif=117, df=1 (P=0.28), F=14.9%

© 2017 American Medical Association. All rights reserved.

-0.01 [F0.23,0.21]
-0.01 [-0.23, 0.21]
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-0.06 [-0.10,-0.02]
-0.43 [0.54,-0.32]
-0.10[-0.23, 0.03]
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-0.14 [-0.30,0.02]
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eFigure 24: Funnel Plot of Comparison for CPM Trials Measured in Terms of Reported
Points in the VAS Scale at 1 Week
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eFigure 25: Funnel Plot of Comparison for CPM Trials Measured in Terms of Opioid
Consumption (mg/kg/48 Hours of Morphine Equivalent)
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eFigure 26: Funnel Plot of Comparison for Cryotherapy Trials Measured in Terms of

Reported Points in the VAS Scale
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eFigure 27: Funnel Plot of Comparison for Cryotherapy Trials Measured in Terms of
Opioid Consumption (mg/kg/48 Hours of Morphine Equivalent)
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eFigure 28: Funnel Plot of Comparison for Electrotherapy Trials Measured in Terms of
Reported Points in the VAS Scale at 1 Week
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eFigure 29: Funnel Plot of Comparison For Acupuncture Trials Measured in Terms of
Reported Points in the VAS Scale at 1 Week
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eFigure 30: Subgroup Sensitivity Analysis Comparing Studies by Type of Control.

Cryotherapy Control Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean S0 Total Weight IV, Random, 95% CI IV, Random, 95% ClI
4.1.1 Cryotherapy vs. nothing
Albrecht 1997 265 51 34 Tooan 18 44%  -434[7.44,-1.26]
Albrecht 1997 6 316 32 FCA ] 16 98%  -1.00[2.80,0490 —T
kullenberg 2006 21 4485 43 2.2 1 40 14.8%  -010[1.49,1.28] -
haorsi 2002 4 a 30 6.9 a li] Mot estimable
Subtotal (95% CI) 140 101 29.0%  -1.41 [-3.44,0.62] -

Heterogeneity, Tau®= 2.10; Chi*= 6.06, df=2 (P=0.0%); P=67%
Testfor overall effect Z=136(P=017)

4.1.2 Cryotherapy vs. compression

Gihbons 2001 67 3101 30 G2 310 | 128% 0.80[-1.07,2.07] -T—
Leny 1993 7.4 7 40 TB 27 40 17.9%  -040[1.58,0.78] -
Radkowski 2007 5 272 28 a5 272 36 155% 0.50[-0.84,1.84] T
Smith 2002 4.3 1.8 44 4.2 2 40 24.8% 010[-0.72,0.92] +
Subtotal (95% CI) 142 146  71.0% 0.11 [-0.45, 0.67] L J
Heterogeneity: Tau= 0.00; Chi*= 128 df=3(F=0.74); F=0%

Testfor overall effect, Z= 038 (P =070}

Total (95% Cl) 282 247 100.0%  -0.21 [-0.89,0.48] *

40 A0 510
Favours cryotherapy Favours control

Heterogeneity, Tau®=0.32; Chi*= 993 df=6 (P=013); P=40%
Test for overall effect: 7= 059 (P = 0.55)
Testfor subgroup differences: Chif=2.00, df =1 (P=016), *=501%

© 2017 American Medical Association. All rights reserved.



eFigure 31: Subgroup Sensitivity Analysis Comparing Studies by Type of Control

Cryotherapy Control Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
5.1.1 Cryotherapy vs. nothing
Albrecht 1997 512 484 3z 6.5 4484 16 102%  -1.38[4.10,1.34] I —
Albrecht 1997 234 4849 34 6.5 4.89 14 90% 416712, -1.20]
Subtotal (95% Cl) 67 31 193% -2.71[-543,0.01] —~anli—
Heterogeneity: Tau®=1.76; Chi*=1.84, df=1 (F=018); F= 46%
Testfor owverall effect: 7=1.95 (F=0.05)
5.1.2 Cryotherapy vs. compression
Lewy 1983 58 24 40 T3 15 40 302%  -1.40[2.28, -0.47] ——
tarsi 2002 55 1} 30 g i} 30 Mot estimable
Smith 2002 43 2 44 48 148 40 309%  -050[1.33,0.33] —-
Thienpont 2014 4 3 a0 38 a 50 18.6% 0a0F1.12, 2179 —
Subtotal (95% Cl) 164 160 80.7%  -0.64 [-1.57,0.30] 1
Heterogeneity, Tau®= 0.33; Chi*=4.79, df= 2 (F=0.09); P=58%
Testfor overall effect: Z=1.34 (P=0.18;
Total (95% CI) 23 191 100.0%  -1.00[-2.01,0.02] -
Heterogeneity: Tau®= 0.69; Chi*=9.80, df= 4 (P = 0.04); F= 59% 54 52 D 152 31
Testfor owerall effect: 7=1.93 (F=0.05) Favours cryatherapy Favours contral

Test for subaroup differences: Chif=1.99, df=1 (P =0.16), F=49.8%

© 2017 American Medical Association. All rights reserved.



eFigure 32: Subgroup Sensitivity Analysis Comparing Studies by Type of Control

Cryotherapy Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
6.1.1 Cryotherapy vs. nothing
Kullenbery 2006 0.8 4.09 43 1.2 318 40 14.0%  -040[1.97,1.17] T
Subtotal (95% Cl) 43 40 14.0%  -0.40 [-1.97,1.17] <

Heterogeneity: Mat applicable
Test far averall effect: Z= 050 (P =0.62)

6.1.2 Cryotherapy vs. compression

Gibbons 2001 38 24 an 42 241 30 16.6%  -0.40[1.62, 082 -
Leny 1983 56 1.6 40 69 148 40 201%  -1.30[-2.07,-0.53] -
Morsi 2002 5 273 a0 7263 30 15.6%  -2.00[-3.36, -0.64] —
Radkowski 2007 ¥1 275 28 6.3 3.75 36 13.8% 0.80[-0.79, 2.39] T™
Smith 2002 42 18 44 38 18 40 19.9% 0.70[-0.09,1.49] =
Subtotal (95% CI) 172 176 86.0%  -0.45[-1.53,0.63] L 2

Heterogeneity; Tau®=1.17; Chi*= 2014, df= 4 (P=0.0003); F=80%
Testfor overall effect Z=0.82 (P=0.41)

Total (95% CI) 215 216 100.0%  -0.44 [-1.37,0.49] ﬁ
Heterogeneity: Tau®= 0.97; Chi*= 2014, df=5 (P=0001); *=T5%
Testfor owverall effect: 7= 094 (F=0.35)

Test for subaroup differences: Chi®=0.00, df=1 (P = 0.96), F=0%

40 5 0 £ 10
Favours cryotherapy Favours control

© 2017 American Medical Association. All rights reserved.



eFigure 33: Subgroup Sensitivity Analysis Comparing Studies by Type of Control

Cryotherapy Control Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
7.1.1 Cryotherapy vs. nothing
Walker 1991 0622 0169 15 0.844 0293 18 132% -022[0.39,-0.08] —_—
Yehb 1998 087 023 15 071 0.23 16 136%  -014[0.30,00% e
Subtotal (95% Cl) 30 3 26.8% -0.18 [-0.30, -0.06] -

Heterogeneity: Tau®= 0.00; Chi*= 0.46, df=1 (F=0.50);, F= 0%
Test for averall effect; £= 298 (P = 0.003)

7.1.2 Cryotherapy vs. compression

Gibhons 2001 065 0.31 30 06 0.3 3 13.8% 0.05[-0.11,0.21] T
kullenberg 2008 03y o 43 043 0.03 40 17.6%  -006[0.10,-0.02] -
Lewy 1993 0.53 0.z 40 0.96 0.3 40 155% -0.43[0.54,-0.32] —

Smith 2002 0.3z 0.29 44 042 0.3 40 14.9%  -010[-0.23,0.03] T
Thienpont 2014 0792 0563 0 0802 0442 a0 11.4%  -0.01 [0.23,0.21] 1
Subtotal (95% CI) 207 200 73.2%  -0.12[-0.28,0.04] -

Heterogeneity: Tau= 0.03; Chi*= 41.77, df= 4 (P = 0.00001}; I*= 80%
Testfor overall effect. Z=1.44 (P =014}

Total (95% Cl) 237 23 100.0% -0.13 [-0.26, -0.01] -4
Heterogeneity: Tau®= 0.02; Chi*= 44,38, df= 6 (P = 0.00001}; "= 86% 51 -DI 5 g IZIIS
Test for averall eﬁec_t: =217 (Pf 0.03 Favours cryotherapy Favours control
Testfor subgroup differences: Chi*=0.38, df=1 (P=0.54), *= 0%

e
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eFigure 34: Subgroup Sensitivity Analysis Comparing Studies by Type of Control

Acupuncture Control Mean Difference Mean Difference
Study or Subgroup Mean 5D Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% ClI
11.1.1 Acupuncture vs. sham acupuncture
Chen 2015 83 75 30 CFE| 30 54.6% 52.00[2413 79.87] L 3
Tzeng 2015 ur m.r 14 907 9449 17 15.0% 130 [-60.88 63.44] i
Subtotal (95% CI) 44 47 69.6% 34.58 [-12.61, 81.77] L 3

Heterogeneity: Tau®= 63087, Chif=213,df=1 (P=0.14); F= 53%
Testfor overall effect Z2=1.44 (F=0.1%9)

11.1.2 Acupuncture vs. nothing

Tzeng 2015 9 M7 16 341 22 17 304% 57AQ0[16.42 5928 ——
Subtotal (95% CI) 16 17 30.4% 57.90[16.52, 99.28] <
Heterogeneity; Mat applicahle

Test for overall effect 2= 274 (P = 0.008)

Total (95% CI) 60 64 100.0% 46.17 [20.84, 71.50] &
Heterogeneity. Tau = 103.95; Chi*=2.46, df= 2 (P = 0.29); = 19% = 4 T - _
Test for overall effect Z= 3.57 (P = 0.0004) Fanvous conirol Favours acupumciure

Testfor subaroup differences: Chif= 053, df=1 (FP=047), F=0%

© 2017 American Medical Association. All rights reserved.



eFigure 35: Subgroup Sensitivity Analysis Comparing Studies by Type of Control

Acupuncture Control Mean Difference Mean Difference
Study or Subgroup Mean 5D Total Mean SD Total Weight IV, Random, 85% Cl IV, Random, 95% ClI
11.2.1 Acupuncture vs. sham acupuncture
Chen 2015 a7 18 30 83 2 30 28.6% -1.60[-2.52 -0.68] -
Tzeng 20145 4.2 1 16 45 1 14 346%  -0.30[1.02, 042 il
Subtotal (95% CI) 46 44  63.2%  -0.92[-2.19,0.35] <

Heterogeneity: Tau®= 0,67, Chi*= 4,79, df=1 (F = 0.03); F=79%
Testfor overall effect £=1.41 (F = 0.16)

11.2.2 Acupuncture vs. nothing

Tzeng 20145 4.2 1 16 46 0.8 17 368%  -040[1.09, 029 :
Subtotal (95% CI) 16 17 36.8%  -0.40[-1.05,0.25]

Heterageneity: Mot applicable

Testfor owerall effect Z=1.21 P =023

Total (95% CI) 62 61 100.0%  -0.71[-1.44, 0.02] L 2
Heterageneity: Tau®= 0.26, Chi*= 5.60, df= 2 (F = 0.0B); F= 64% —1=D =5 ) é 1=D
Testior overall sfiact 2= 1.91 (P = 0.06) Favours acupuncture Favours contral

Testfor subaroup differences: Chi®= 050, df=1 (P =048}, F=0%

© 2017 American Medical Association. All rights reserved.



eFigure 36: Subgroup Sensitivity Analysis Comparing Studies by Type of Control

Intervention Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean 5D Total Weight IV, Random, 95% Cl IV, Random, 95% CIl
16.23.1 CPM vs Std care
Eennet 2005 36 3 47 31 24 52 9.6% 0.50 [-0.66, 1.66] I
Eennet 2005 26 248 48 3124 52 99%  -0.50[-1.64, 0.64] T
Lenssen 2008 26 18 20 47 218 19 T2%  -210[3.51,-0.68] —
MacCaonald 2000 a1 1.3 40 52 1.2 40 21.6%  -0.10[-0.659, 0.448] -
Mclnnes 1992 28 205 47 36 2048 45 146%  -0.80[-1.64, 0.04] —
Sahin 2006 385 1.24 14 348 1.34 14 12.2% 0.35 [-0.62, 1.32] T
Subtotal (95% Cl) 216 222 751%  -0.36[-0.95,0.24] <&

Heterogeneity: Tau®= 0.30; Chi®=11.76, df =9 (P = 0.04);, F=597%
Testfor overall effect Z=117 (F=0.24)

16.23.2 CPM vs Exercise

Bruun-Olsen 2009 4 23 30 4 21 33 105%  0.00[1.09,1.09] ——
Montgomery 1995 5 25 28 5 15 32 108%  0.00[-1.08,1.06] ——
Subtotal (95% CI) 58 65 21.4%  0.00 [-0.76, 0.76] -

Heterogeneity: Tau®= 0.00; Chi#=0.00, df=1 (F=1.00); F= 0%
Testfor overall effect Z=0.00{F=1.00)

16.23.3 CPM vs LLMB AND 5td care

May 1999 148 1.6 7 21 24 7 3E%  -0B0[2.74,1.54] S

Subtotal (95% Cl) 7 7 3.6%  -0.60[-2.74,1.54] —auliii-—
Heterogeneity: Mot applicable

Testfor overall effect Z= 055 (F=058)

Total (95% CI) 281 204 100.0%  -0.27 [-0.70,0.16] q

Heterogeneity: Taus=0.14; ChF=12.30, df=8 (P = 0.14%; F=35% 54 52 3 é ji
Testfor overall effect Z=1.24 (P =021} Favours CPM  Favours cantrol

Test far subgroup difierences: Chi*= 064, df= 2 (P=0.73, F=0%
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eFigure 37: Subgroup Sensitivity Analysis Comparing Studies by Type of Control

Intervention Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean 5D Total Weight IV, Random, 95% Cl IV, Random, 95% CIl
16.25.1 CPM+Act exercise vs Standard Treat
Eruun-Olsen 2009 29 21 ] 1.9 1.4 33 395% 1.00[0.06, 1.94] -
Subtotal (95% CI) 30 33 39.5% 1.00 [0.06, 1.94] -

Hetarogeneity: Mat applicable
Testfor overall effect Z=209(F=004)

16.25.2 Aggressive CPM vs Std treat

Chen 2013 322 1128 B3 305 154 39 B05% 047 [-0.40,0.74] t
Subtotal (95% CI) 68 39 60.5% 0.17 [-0.40, 0.74]

Heterogeneity: Mot applicable

Testfor averall effect £=0.58 (P = 0.596)

Total (95% CI) 98 72 100.0%  0.50[-0.30,1.29] P
Heterogeneity: Tau®=0.19; Chif= 219, df=1 (P=0.14); F=54% 54 =2 B é i
Testfor overall effect Z=123{F=022) Favours CPM  Favours contral

Testfor subgroup differences: Chif= 219, df=1(P=014), F=54 4%
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eFigure 38: Subgroup Sensitivity Analysis Comparing Studies by Type of Control

Intervention Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl I/, Random, 95% Cl
16.22.1 CPM-new vs CPM-standard
Kim 2009 38 36 50 36 34 a0 a28%  -010[1.48,1.249]
Subtotal (95% CI) 50 50 52.9%  -0.10[-1.49,1.29]

Heterogeneity: Mot applicable
Test for overall effect Z=0.14 (P =0.89)

16.22.2 CPM vs 5td rehabilatation programme

Beaupre 2001 152 3 34 158 3.2 3 471%  -0.80[2.07,0.87] ——
Subtotal (95% CI) 34 34  471%  -0.60[-2.07, 0.87] .
Heterogeneity: Mot applicable

Test for overall effect: Z=080 (P =043

Total (95% CI) 84 84 100.0%  -0.34[-1.35,0.68] *
Heterageneity Tau?= 0.00; Chif=0.23, df=1 {P = 0.63); F= 0% 54 |2 ] é i

Test for overall effect: Z=065(P=0521

Favours CPM Favours control

Test for subaroup differences: Chi*=0.23,df=1 (P =063), F=0%
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eFigure 39: Subgroup Sensitivity Analysis Comparing Studies by Time (Studies Divided If
Published Prior or Comprising Year 2000 or From 2001 Onwards)

Intervention Control Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
16.15.1 >2000
Gibbons 2001 065 0.3 30 0E 0. . 141% 0.0s[-0.11,0.21] -
kullenberg 2006 03r  on 43 043 0.0% 40 17.49% -0.06[0.10,-0.02] -
Smith 2002 035 029 44 047 0. 40 152%  -012[0.25001] =
Thienpont 2014 0792 0563 50 0.802 0542 a0 11.7%  -0.01 [0.23,0.21] -
Subtotal (95% CI) 167 160 58.8% -0.06 [-0.09, -0.02] L]

Heterogeneity: Tau®= 0.00; Chi*= 291, df=3 (F=041); F=0%
Test for averall effect: 7= 3.36 (F = 0.0008)

16.15.2 <=2000

Lewy 1993 0.53 0.z 40 0.96 0.3 40 158% -0.43[0.54,-0.32] =
Walker 1991 065 0Aa7 15 0.83 0.4 19 11.5%  -0.18[-0.40,0.04] T
Wehhb 1998 n0.ay 023 15 071 0.23 16 13.8%  -014[0.30,002 ]
Subtotal (95% CI) 70 71 41.2%  -0.26 [-0.47, -0.05] e 2

Heterogeneity: Tau*= 0.03; Chi*= 1000, df= 2 (P=0.007); F= 30%
Testfor averall effect; 2= 247 (P = 0.01})

Total (95% Cl) 237 231 100.0% -0.13 [-0.25, -0.01] L 2
Heterogeneity: Tau®= 0.02; Chi*= 42,96, df= 6 (P = 0.00001}; "= 86%
Test for overall effect: 7= 209 (P = 0.04)

Testfor subgroup differences: Chi®= 3.60, df =1 (P=0.06), *=72.2%

4 05 0 05 1
Favours cryotherapy Favours control
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eFigure 40: Subgroup Sensitivity Analysis Comparing Studies by Time (Studies Divided If
Published Prior or Comprising Year 2000 or From 2001 Onwards)

Intervention Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean 5D Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
16.16.1 =2000
Borckardt 2013 B3 &6 20 123 G 19 323% -6.00[-9.85 -2.148] —a—
Subtotal (95% CI) 20 19 32.3% -6.00[-9.85,-2.15] -

Heterogeneity: Mot applicable
Test for owerall effect; £=3.05 (F=0.002)

16.16.2 ==2000

Walker 1891 BE &7 18
Wialker 1991 B2 49 18
Subtotal (95% CI) 36

Heterogeneity: Tau®= 0.00; Chi*=0.02, df=

Testfor overall effect: Z=1.72 (F = 0.09)

Total (95% Cl) 56

Heterogeneity, Tau®= 0.77; Chi*=2.42, df=

Testfor overall effect: 2= 2.86 (F = 0.004)

87 5 12 321%  -210[-5.96,1.76] —
87 5 12 357%  -250[6.12,1.17] ——
24 67.7%  -2.31[4.96,0.33] L 2

1(FP=088)F=0%

43 100.0% -3.50 [-5.90, -1.10] &P

= (R= t } } }

2{P=030)F=17% a0 o b 10 =0
Favours electrotherapy Favours control

Testfor subgroup differences: Chi*= 239, df=1 (P=012), F= 558.2%
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eFigure 41: Results of the Meta-regression for the Distribution of Age in the Groups

(Treatment vs Control)

. metareg AGE Group, wsse ( SD)

Meta-regression Number of obs = 28
REML estimate of between-study variance tau2 = .6622
% residual variation due to heterogeneity I-squared_res = 0.00%
Proportion of between-study variance explained Adj R-squared = 53.35%
With Knapp-Hartung modification
AGE Coef. Std. Err. t P>|t] [95% Conf. Interval]
Group -1.365645 1.703033 -0.80 0.430 -4.86628 2.134991
_cons 68.7297 1.19114 57.70 0.000 66.28128 71.17813
eFigure 42: Results of the Meta-regression for the Distribution of Sex in the Groups
(Treatment vs Control)
. metareg SEX Groupl, wsse ( SD1)
Meta-regression Number of obs = 57
REML estimate of between-study variance tau2 = 213.6
% residual variation due to heterogeneity I-squared_res = 95.96%
Proportion of between-study variance explained Adj R-squared = -1.26%
With Knapp-Hartung modification
SEX Coef. Std. Err. t P>]t] [95% Conf. Interval]
Groupl 2.310076  4.002792 0.58 0.566 -5.711698 10.33185
_cons 68.4375 3.045668 22.47 0.000 62.33385 74.54115
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