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History

NHMRC has been engaged by the Department of Health and Aged Care (the Department) to update the
evidence underpinning the 2015 Review of the Australian Government Rebate on Natural Therapies for
Private Health Insurance (2015 Review) (1). The natural therapies to be reviewed are Alexander technique,
aromatherapy, Bowen therapy, Buteyko, Feldenkrais, homeopathy, iridology, kinesiology, naturopathy,
Pilates, reflexology, Rolfing, shiatsu, tai chi, western herbal medicine and yoga. These therapies are among
those excluded from the private health insurance rebate as of 1 April 2019.

To support NHMRC in their evidence review, Health Technology Analysts (HTANALYSTS) has been engaged
to conduct a systematic review of the evidence of clinical effectiveness of shiatsu. Eligible studies received
from the Department’s public call for evidence, the Natural Therapies Review Expert Advisory Panel
(NTREAP) and the NTWC will also be included in the evidence evaluation.

This supplement has been developed by HTANALYSTS in conjunction with NHMRC, NTWC and NTREAP. It
provides the appendices and supplementary data related to an evidence valuation of the effect of shiatsu
for preventing and treating health conditions. The main body of evidence is presented in the Evidence
Evaluation Report. All associated materials have been developed in a robust and transparent manner in
accordance with relevant best practice standards (2-5).
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Supplement 1 Acupressure results

This supplement documents the systematic reviews that met the prespecified inclusion criteria for an
overview? of the effect of acupressure for preventing and treating health conditions where results were
found for a systematic review of shiatsu® (given acupressure’s inclusion as a component of shiatsu). It
provides a summary of the included reviews, a summary of the methodological quality of the reviews, and
results of the data synthesis for the main comparison.

Additional details concerning the methodological quality of included systematic reviews are provided in
Appendix E2 and characteristics of the included studies are provided in Appendix F2. Methodological
details are provided in Appendix A and Appendix B. Systematic reviews not included in the evidence
synthesis are listed in Appendix C.

2 A systematic review of systematic reviews

b See evidence evaluation report for shiatsu
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SUMMARY

Acupressure is sometimes considered a central component of shiatsu and sometimes considered a therapy
in its own right. As the purpose of this review is to evaluate shiatsu, evidence of the effectiveness of
acupressure was included only for conditions found for shiatsu.

Detailed methods information is found in Appendix A and B. Searches were conducted in OVID,
EBSCOHost, the Cochrane Database of Systematic Reviews, PubMed, PAHO and the Agency for Healthcare
Research and Quality Systematic Review data repository. Systematic reviews provided though the
Department’s call for evidence were also assessed. Systematic reviews of RCTs, quasi-RCTs and NRSIs were
eligible for inclusion, however only evidence from eligible RCTs (and quasi-RCTs) were included in the data
synthesis. Methodological quality was assessed with AMSTAR-2 as part of the decision about which reviews
to extract data. Results from RCT (and quasi-RCTs) were examined from within the systematic reviews that
had been judged as providing the best available evidence. Effect estimates were reported (or calculated)
from the information within the systematic reviews, with combined results included where available.
Information about RCTS was checked across reviews where possible. Evidence was assessed using the
Grading of Recommmendations, Assessment, Development, and Evaluations (GRADE) framework (5).
Summary of Findings tables were developed for studies that compared acupressure to either sham
(comparison 1) or inactive control (comparison 2) and which reported on outcomes rated as critical or
important by NTWC. The summary of Findings tables included information about primary studies provided
within a systematic review (e.g., study design, population characteristics, risk of bias) supplemented with
additional information provided across reviews or developed within the overview (e.g., publication bias).

For the supplementary overview of acupressure, 93 systematic reviews were identified as eligible for
inclusion (i.e. 66 relevant SRs covering conditions that were also identified in the systematic review for the
effectiveness of shiatsu and 27 partially relevant SRs® covering these conditions). At the time of the search,
an additional 25 reviews were awaiting classification, and an additional 11 reviews were recorded as ongoing
(protocol registered but not complete). Of the studies awaiting classification, 13 were published in
languages other than English, 11 were conference abstracts or posters and 1 review was not able to be
retrieved.

Within these SRs, 90 RCTs covering 9 conditions were considered in the evidence evaluation and are
included in the results. For the synthesis, there were 49 RCTs covering 8 conditions that compared
acupressure with a sham intervention and 41 RCTs covering 7 conditions that compared acupressure with
an inactive control (no intervention, waitlist or usual care).

More than one-third of the primary studies included in the synthesis were in pregnant females (34 studies),
with the remaining primary studies identified covering 8 other conditions (between 2 and 14 primary
studies per condition). There were no primary studies found within the eligible systematic reviews for 7
conditions that had been included in the systematic review for shiatsu, including diabetes, obesity, stress,
headache disorders, stroke recovery, postpartum care, and burn injuries.

For the supplementary overview of acupressure all forms applied to traditional Chinese medicine
acupuncture (tsubo) points were eligible for inclusion. The acupressure could be either individualised or
non-individualised and could be self-administered or applied by a therapist or lay person to specific points
using a finger, hand, elbow, or foot. The acupressure could also be delivered via an acupressure band or
large bead as a replacement for finger pressure.

All included studies examined acupressure exercises delivered in a manner that was applicable to the
Australian context based on the description. Most studies evaluated acupressure that was self-administered
to specified acupoints. In other cases, acupressure was delivered via acupressure bands or via an
experienced therapist or nurse.

This overview identified 9 conditions for which there was evidence about the effect of acupressure on an
outcome considered critical or important by NTWC.

¢The SR included a mix of both relevant and irrelevant primary studies.
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Compared with a sham intervention, the evidence provides:

e moderate certainty that acupressure probably results in:
o alarge reduction in post-operative vomiting after minimally invasive surgery (8 RCTs, 597
participants)
o aslightimprovement in sleep quality in people with insomnia (4 RCTs, 213 participants)

e low certainty that acupressure may result in:
o alarge reduction in labour duration (6 RCTs, 559 participants) and a reduction in labour pain (9
RCTs, 935 participants) in pregnant females
a reduction in anxiety (2 RCTs, 175 participants) in cancer survivors
an improvement in quality of life in people with insomnia (1 RCT, 62 participants)
a reduction in pain intensity in females with dysmenorrhoea (4 RCTs, 380 participants)
a slight reduction in post-operative nausea after minimally invasive surgery (8 RCTs, 606
participants)

o O O O

e |ow certainty that acupressure provides little (to no) benefit in:
o improving psychosocial wellbeing in people with insomnia (1 RCTs, 40 participants).

The evidence provides very low certainty of the effect of acupressure compared with sham for 10 out of the
100 critical or important outcomes prioritised for analysis in this review®. Of the 100 outcomes prioritised as
critical or important in this review, 81 were not addressed by any studies, and therefore the effect of
acupressure on these 81 outcomes compared with a sham intervention is unknown.

Compared with an inactive control (no intervention, waitlist or usual care), the evidence provides:

e moderate certainty that acupressure is effective in:
o providing a slight improvement in sleep quality in people with insomnia (2 RCTs, 125
participants)

e low certainty that acupressure provides:

o alarge improvement in fatigue in cancer survivors (1 RCT, 158 participants)

o animprovement in symptom severity in people with functional constipation (1 RCT, 100
participants)
an improvement in pain intensity in people with dysmenorrhoea (5 RCTs, 363 participants)

o inreduction in labour duration (4 RCTs, 338 participants) and a reduction in labour pain (8 RCTs,
615 participants)

o aslightimprovement in neurocognitive function in people with neurocognitive disorders (1 RCT,
76 participants)

e |ow certainty that acupressure provides little (to no) benefit in:
o reducing nausea in people with cancer (2 RCTs, 144 participants)
o improving quality of life in people with functional constipation (1 RCT, 100 participants)
o reducing symptom severity in people with dysmenorrhoea (3 RCTs, 380 participants).

Compared with an inactive control, the evidence provides very low certainty of the effect of acupressure for
8 out of the 100 critical or important outcomes prioritised for analysis in this review. For these outcomes, the
true effect is probably markedly different from the estimated effect, with more studies needed to
determine the true effect. Of the 100 outcomes prioritised as critical or important in this review, 82 were not
addressed by any studies, and therefore the effect of acupressure on these 82 outcomes compared with an
inactive control is unknown.

A summary of harms of acupressure is not possible, as it was out of scope of this review to assess adverse
effects related to acupressure.

d Across 5 conditions (cancer survivors, neurocognitive decline, hypertensive heart disease, chronic musculoskeletal pain,
dysmenorrhoea)
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Overall, acupressure may provide people who receive it with some benefit for a small number of relevant
outcomes (up to three for a given condition) when compared with sham or an inactive control. In some
cases, the true size of the effect estimate was uncertain (5 outcomes) or unknown (74 outcomes). Apart
from 2 conditions (pregnancy, recovery after minimally invasive surgery) almost all the effect estimates
were based on results from fewer than 4 RCTs (range 22 to 380 total participants) which can impact the
precision of the results. For a few outcomes, a clinically important difference was not observed (possibly
relating to study design, size or duration).

In considering the use of acupressure as part of the overall practice of shiatsu, it is difficult to provide
guidance. Compared with an inactive control (no intervention) the results for acupressure were often
inconsistent with the effect reported for shiatsu or a clear judgement about consistency of the effect could
not be made as the certainty of evidence for acupressure (or shiatsu) was very low or unknown. Compared
with a sham intervention, the effect of shiatsu is unknown — with results of this overview indicating
acupressure improves some outcomes for some conditions and not others. Overall, these conclusions are
sometimes based on a small number of studies with limited numbers of participants, with results across
studies often imprecise and inconsistent.
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S1.1  Description of studies

S1.11  Flow of studies

The literature was searched on 21 April 2021 to identify relevant studies published from database inception
to the literature search date. The results of the search and application of the study selection criteria are
provided in Appendix A3.2 - A5 and Appendix Cl and C2.

A PRISMA flow diagram summarising the screening results is provided in Figure S1. The flow diagram shows
the number of studies at each stage of search and screening process, including: the initial search; studies
considered irrelevant based on the title and/or abstract; studies found not to be relevant when reviewed at
full text; studies which met the eligibility criteria for inclusion in the review and the number of studies which
were in considered in the analysis for conditions matching those found for shiatsu.

The search retrieved 66 systematic reviews that covered populations identified in the systematic review for
the effectiveness of shiatsu and were eligible for inclusion (see Included studies). No additional reviews were
identified and included from the Department’s public call for evidence. A further 25 reviews are awaiting
classification and 11 reviews were recorded as ongoing.

S1.1.2 Excluded studies

There were 104 citations screened at full text that were excluded for not meeting the eligibility criteria of
this review. Of these, 57 had an intervention out of scope (e.g. not acupressure or unable to assess
acupressure independent of other interventions), 15 had a study design out of scope (i.e. systematic review
of systematic reviews), 15 had been superseded (i.e. a newer version of the systematic review was available),
8 had a publication type out of scope (e.g. opinion piece or not an interventional study), 4 had been
withdrawn (i.e. the systematic review no longer met Cochrane standards or expectations), 2 were in a
population out of scope (i.e. healthy population not at risk), one examined outcomes that were out of scope
(patient experience), and one was a duplicate report of the same published data.

Details of citations which were thought likely to be eligible but were not, are presented in Appendix C1.2.
Some studies may have been out of scope for more than one reason, but only one reason is listed for each.

S1.1.3 Studies awaiting classification

Completed studies identified as potentially eligible for inclusion that could not be retrieved, translated or
provided insufficient or inadequate data, are listed in the Characteristics of studies awaiting classification
tables (see Appendix C3.2). This includes 11 conference proceedings with incomplete information about the
study (Appendix C3.2.1),13 reviews published in languages other than English (Appendix C3.2.2) that are
possibly eligible for inclusion (pending translation into English), and one review that was not able to be
retrieved (Appendix C3.2.3).

The 25 studies awaiting classification were comparable to those included in the evidence synthesis in terms
of conditions examined and outcomes measured.

S1.1.4 Ongoing studies
There were 11 ongoing reviews that did not have published results at the time of the search. These are listed
in the Characteristics of ongoing studies table (see Appendix C4.2).

S1.1.5 Included studies

An overview of the conditions identified and included in this review is provided in Table S1.

There were 126 systematic reviews identified as eligible for inclusion in the review. Of these, 66 systematic
reviews covered conditions that were also identified in the systematic review for the effectiveness of shiatsu
(see main report) and were considered in the evidence synthesis for acupressure. Detailed descriptions of
the included reviews, including a summary of the PICO criteria of included reviews, critical appraisal,
applicability of the studies to shiatsu and results of the data synthesis for the main comparisons is provided
below. An inventory of systematic reviews that covered conditions not identified in the evidence review for
shiatsu is provided in Appendix C5.
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For comparison 1 (acupressure compared with sham), 49 RCTs from within the systematic reviews were
considered in the synthesis. For comparison 2 (acupressure compared with no intervention, waitlist or usual
care, if considered inactive), 41 RCTs from within the systematic reviews were considered for synthesis.
Primary studies that included NTWC prioritised critical and important outcome domains and measures
(highlighted in a blue box in Appendix F1.2), were included in the final analysis. Details about the RCTs that
compared shiatsu with other (active) comparators are included in qualitative descriptions in the report, but
results from these studies were not extracted.

Figure S1 Literature screening results: Acupressure

1233 records identified through 0 additional records provided by the
databasesearching Department’s public call for evidence

A 4

Identification

494 duplicatesremoved

4T irrelevantrecords
739 recordsscreened » Orecordsunableto betranslated or
interpreted at thetitle/abstract stage

104 full-text citations excluded with reasons:
58 intervention out of scope
2 population out of scope
0 comparator out of scope
1 outcome out of scope
A 4 8 publication type out of scope:
o 6 opinion piece, editorial or commentary
268 citations assessed for 2 not an interventional study
eligibility 15 study design out of scope:
3 nonsystematic reviews
2 SR of RCTs and/or NRSIs
1 case series or other study design
9 overview of systematic reviews
Tduplicate data
15 superseded
4 withdrawn

Screening

A 4

Eligibility

A

126 eligible reviews (128 citations)

Tongoingreviews

25 reviews awaiting classification

— 13 reviews not available in English
Tl conference proceedings

T review not able to be retrieved

A

Included

66 systematic reviews matched, 132 systematic reviews not matched toa

and 27 systematic reviews — shiatsu population and not included in
partially matched to ashiatsu qualitative synthesis

population forinclusioninthe
qualitative synthesis
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Table S1 List of conditions and population groups in identified systematic reviews

MATCHED TO CONDITION
IcD-m= POPULATION Number of  |\LENTIFIED IN SHIATSU
reviews ®
No Partial Yes

02 Neoplasms ¢

Cancer, on treatment (any type, breast, stomach, lung, mixed) 18 18

Cancer, survivors (any type) 0

Cancer, not specified (any type, including after haematopoietic 6 6

stem cell transplant)
05 Endocrine, nutritional and metabolic diseases

Diabetes, type 2 1 1

Hyperthyroidism 1 1
06 Mental and behavioural disorders

21 Symptoms of anxiety

Mood disorders

Neurf)c':og'nitive‘, Alzheimer's disease, dementia and/or mild 9 8 ]

cognitive impairment

Neurodevelopmental, autism spectrum disorders 2 2

Nocturnal enuresis (children) 2 2

Substance abuse, nicotine 1 1
07 Sleep-wake disorders

21 Sleep disturbance 13 13

Insomnia 2 2
08 Diseases of the nervous system

21 Vertigo (acute) 1 1

Epilepsy 1 1

Headache disorders 3 3

Neurological disorders, mixed (Parkinson's disease, multiple 1 1

sclerosis, stroke recovery)

Postviral fatigue syndrome 1 1

Stroke recovery 4 4
1 Diseases of the circulatory system

Hypertensive heart disease 5 5

Ischaemic heart disease (angina, peripheral arterial occlusive 5 5

disease, coronary heart disease, acute myocardial infarction)
12 Diseases of the respiratory system

Asthma 3 3

Bronchiectasis 4 4

COPD 7 7

Rhinitis, allergic 2 2
13 Diseases of the digestive system

Functional constipation 2 2
14 Diseases of the skin

Dermatitis, atopic 3 3

Pruritis, uraemic (due to end-stage renal disease) 3 3
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MATCHED TO CONDITION
IcD-11= POPULATION Number of IDENTIFIED IN SHIATSU
reviews b
No Partial Yes
15 Diseases of the musculoskeletal system or connective tissue
21 Low back pain 7
21 Musculoskeletal pain 2
Osteoarthritis, knee 3 3
Spondylosis, cervical 1 1
16 Diseases of the genitourinary system
Chronic kidney disease 16 16
Dysmenorrhoea and/or menstrual distress 18 18
Premenstrual syndrome or premenstrual dysphoric disorder 1 1
Symptoms of menopause 2 2
Urinary incontinence (stress) 1 1
18 Pregnancy, childbirth or the puerperium ¢
Active labour (pain management) 10 9 1
Breastfeeding mothers (mastitis, lactation) 2 2
Labour induction / duration and mode 6 6
Pregnant women (nausea and vomiting) 8 8
19 Certain conditions originating in the perinatal period
Neonatal jaundice 1 1
22 Injury, poisoning or certain other consequences of external causes
Acute injury (ankle sprain, minor trauma, contusions or fracture) 7 7
Fracture, hip 1 1
Traumatic Brain Injury 1 1
24 Factors influencing health status or contact with health services
Acute pain (associated with intramuscular injection) 1 1
Caregivers, family and/or informal (sleep) 1 1
Palliative care 1 1
Recovery after surgery® (applied after surgery) (nausea &
vomiting, sleep, pain, gastrointestinal motility) including:
- eye surgery (children)
- minimally invasive abdominal
- endoscopic retrograde cholangiopancreatography 18 4 12 2
- knee arthroscopy
- Caesarean section
- coronary artery bypass surgery
- transabdominal hysterectomy
25 Prevention
Gag reflex, patients undergoing dental treatment 1 1
Preoperative anxiety 1 1
Post-operative nausea and vomiting (applied before anaesthesia
during breast surgery or Caesarean section or simulated motion 7 7
sickness)
Grand Total 225 132 27 66

a. International Statistical Classification of Diseases and Related Health Problems 11th Revision (ICD-11)-WHO Version (2021)
b. Numbers reflect the population considered within the systematic review and not the number of included systematic reviews (i.e.
umbrella reviews that considered more than one population are counted more than once).
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c. Systematic reviews that focused on acupressure in people receiving chemotherapy, in palliative care, or mixed populations were not
included as priority as the evidence in shiatsu was focused on cancer survivors.

d. Systematic reviews that focused on acupressure in early pregnancy (nausea & vomiting) or only on labour pain were not prioritised as
the evidence in shiatsu was focused on labour induction.

e. Systematic reviews that focused on acupressure in people recovering after major surgery (e.g. cardiopulmonary bypass, C-section) were
not included here as evidence in shiatsu was focused on minimally invasive procedures.
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S1.2  Cancer (survivors)

S1.21 Description of studies

Seven citations (6-12) corresponding to 7 systematic reviews (Lee 20T1c, Ling 2014, Duong 2017, Arring 2019,
Calcagni 2019, Harvie 2019, Liu 2020) were identified in the literature that assessed acupressure compared to
sham, control or an active intervention in people with cancere. No additional reviews were identified in the
Departments public call for evidence (see Appendix C2). There are no systematic reviews awaiting
classification (see Appendix C3.2) and one ongoing review (13) (see Appendix C4.2).

An overview of the included systematic reviews and their overlap with eligible RCTs is provided in Table S2.
Review details, including all outcome domains and measures reported by the SR, and the risk of bias of the
included primary studies are provided in Appendix F1.2.

The primary studies included by the systematic review authors had been conducted in people with a variety
of cancer diagnoses (e.g. lung, breast, undergoing bone marrow biopsy) and it was not always clear when
acupressure treatment was applied (i.e. before, during or after treatment). For these reasons, the available
evidence may not be directly applicable to the population considered in the shiatsu evidence review
(gynaecological cancer survivors), but it could be sensibly applied.

There were 7 studies (Molassiotis 2007, Tang 2014, Beikmoradi 2015, Avci 2016, Rizi 2017, Zhang 2017, Hoang
2019) that assessed acupressure compared to a sham intervention, and 7 studies (Beikmoradi 2015, Hsiung
2015, Hughes 2015, Zick 2016, Nia 2017, Rizi 2017, Hoang 2019) that compared acupressure with control (no
intervention or usual care). One study (Hughes 2015) also included an active intervention group (auricular
acupressure).

Table S2 List of included systematic reviews and overlap with eligible RCTs (per outcome): Cancer

Study ID

5 n
o n n ~ o))
. Best SR Outcome domain R ¥ &8 5 © w v o~ = )
Review ID . L Q2 T «&« & 5 o 57 © & W
available* (measure) =] N @© o 2 ~ N K ~ o o
2 2255 3 %= 8§
0 © = o g z o o
3 F £ £ 2z < N N T

> m
Lee 20T1c (6) T Fatigue (BFI) ? -- -- -- - -- -- -- --
Ling 2014 (7) T Fatigue (BFI or other) -- - - -- - - - -- - -
Duong 2017 (8) N Fatigue (self-reported) ** - - -- - - -- -- - -
Arring 2019 (9) X Fatigue (BFI) . - .
Fatigue (NR) -- -- ! ! -- ! -- ! ! ? --
Mood (NR) - - L | . -
Calcagni 2019 Nausea (N R) -- -- ! ? -- ? -- ! ! ! --

1.
(10) Psychosocial wellbeing (NR)  -- -- - ! -- ! - ! - ! --
Pain (NR) - - 12— -2 - P
Sleep disturbance (NR) - -- ! ! -- ! - ! ! ? --
Fatigue (BFI) I . - -
Harvie 2019 (11) T

Sleep quality (PSQI) -- -- -- -- - -- -- -- -- --

Liu 2020 (12) + Sleep disturbance (PSQI) - - - - - - -

Abbreviations: BFI, brief fatigue inventory; ID, identification; NR, measure not reported; PSQI, Pittsburgh sleep quality index
* Best available information (in any order) means the systematic review meets AMSTAR-2 domain 4, domain 9, domain 8 and domain 11
(see Framework for selecting the systematic review from which to extract data [Appendix B2])

¢ Systematic reviews that focused on acupressure in people receiving chemotherapy, in palliative care, or mixed
populations were not included as priority as the evidence in shiatsu was focused on cancer survivors (see Appendix
C5).
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v Systematic review meets (or partially meets) prespecified critical AMSTAR-2 domains (4, 8, 9 &11)

1 Systematic review meets (or partially meets) some, but not all, prespecified critical AMSTAR-2 domains (4, 8,9 &11)

X Systematic review does not meet prespecified critical AMSTAR-2 domains (4, 8,9 &11)

** A range of measures were used including the brief fatigue inventory, Piper Fatigue Scale and VAS. The review did not specify which
study used what measure.

Y RCT isincluded in the systematic review, meets our PICO criteria & astudy result is reported for the listed outcome measure [result
available]

? RCT is included in the systematic review, meets our PICO criteria but a study result is not available for the listed outcome measure [data
is incomplete; result may be available in another SR]

I RCT isincluded in the systematic review but the SR indicates that study does not report the listed outcome [not measured]

-- RCT is not included in the systematic review

S1.2.2 Critical appraisal

Out of 6 included systematic reviews, one review (Duong 2017) was judged to probably provide an accurate
and comprehensive summary of the available studies that address the question of interest (i.e. met, or
partially met, critical AMSTAR-2 domains 4, 8, 9 and ).

The other 5 reviews (Arring 2019, Calcagni 2019, Harvie 2019, Liu 2020, Ling 2014) had at least one critical flaw
(i.e. did not meet, or partially meet, one of the prespecified critical AMSTAR-2 domains [4, 8, 9 or 11]). Of
these, 3 reviews (Arring 2019, Ling 2014, Liu 2020) did not use a comprehensive literature search (domain 4),
one review (Arring 2019) did not appropriately assess risk of bias (domain 9), and the other systematic
reviewsdid not conduct a meta-analyses (i.e. provided a narrative review of individual studies).

A summary of the strengths or limitations of the included systematic reviews assessed against each
AMSTAR-2 domain is provided in Appendix E2.

S1.2.3 Effect of intervention
Outcomes considered by the NTWC to be critical or important for decision making in cancer survivors are
listed in Table S3.

Table S3  Outcomes considered by the NTWC to be critical or important for decision-making: Cancer
(survivors)
Review ID
Results o
. ~ o
Prioritised A Consensus available for NS o % Q g o
outcome Measured with ratin . ] 8 N I = I 8
domain 9 comparison > o o) 5 o Q
or2? c o) £ © e 2
5 > 5 = % .
o O
Quality of life EORTC QLQ-C30 (total) Critical ? ? ? -- - --
Pain Visual analogue scale Critical ? ? ? X -- ?
Physical EORTC QLQ-.C‘?O (nausea Critical - - - + __ -
symptoms & vomiting)
Fatigue EORTC QLQ-C30 (fatigue) Critical * NG * * * ?
Physical EORTC QLQ-C30 (physical
ysiea® QLQ-C30 (physica Critical No 2 2 2 - 2
functioning functioning)
Overall EORTC QLQ-C30 (overall .
. ; Critical No ? ? ? -- -- --
wellbeing wellbeing)
Psychosocial Hospital Anxiety and Important 5 5 5 t __ 5

wellbeing

Depression Scale

Abbreviations: EORTC QLQ-C30, 30-item European Organisation for Research and Treatment of Cancer Quality of Life Questionnaire

v A study result is available for inclusion in the synthesis

* A study result is available and is reported by another systematic review nominated as the best available evidence.
X A study result is available for inclusion, but the systematic review reported incomplete data. Due to time and resource constraints, only

the information presented in the systematic review is reported.
1 A study result is available for inclusion, but the systematic review only reports the direction of effect. Due to time and resource
constraints, only the information presented in the systematic review is reported.

-- The systematic review assessed this outcome but did not find or include any eligible primary studies reporting the outcome.
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? The systematic review did not assess this outcome. It is unclear if the outcome was assessed by the primary studies included in the SR.
Due to time and resource constraints, only the information presented in the systematic review is reported.

Comparison 1 (vs sham)

Two systematic reviews (Calcagni 2019, Duong 2017) included evidence from 3 RCTs comparing acupressure
with sham in cancer (survivors) that contributed data to one of the 7 critical or important outcomes.
Calcagni 2019 also reports data from one RCT, in which the sham and control groups were combinedf
(method or reasons not described).

Pain

One primary study (Rizi 2017) was identified by Calcagni 2019 that reported pain (total 90 participants). The
measure used, and treatment duration were not reported. The systematic review authors suggest an effect
in favour of acupressure compared with the combined sham or control (SMD -1.6; 95% Cl -2.2, -1.0; p = not
reported).

Fatigue

There were 2 primary studies (Molassiotis 2007, Tang 2014) identified by one systematic review (Duong 2017)
that reported fatigue (total 65 participants) measured with either the brief fatigue inventory, Piper Fatigue
Scale or a visual analogue scale (VAS) at the end of treatment (range 2 to 20 weeks). The specific measure
used in each study was not reported. Pooled results suggest an effect in favour of acupressure compared
with the sham group (SMD -0.96; 95% CI -1.88, -0.03; p = 0.04).

One additional primary study (Zhang 2017) was identified by another systematic review (Calcagni 2019) that
measured fatigue (total 43 participants). The measure used and treatment duration were not reported. The
review authors reported that data from the study were not available, but that the results suggested an
effect in favour of acupressure.

Psychosocial wellbeing (anxiety)

There were 2 primary studies (Beikmoradi 2015, Rizi 2017) identified by Calcagni 2019 that reported
psychosocial wellbeing (anxiety) (total 175 participants). The measure used and treatment duration were not
reported.

The systematic review authors report individual study results comparing acupressure with sham/control at
the end of treatment, both of which suggest an effect in favour of acupressure (Beikmoradi 2015: SMD -0.9;
95% Cl 1.3, -0.4; Rizi 2017: SMD -0.5; 95% CI -1.1, —0.04; p = not reported).

Comparison 2 (vs control)

Two systematic reviews (Calcagni 2019, Duong 2017) included evidence from 4 primary studies comparing
acupressure with control (no intervention, usual care) in cancer survivors that contributed data to 3 of the 7
critical or important outcomes.

Pain

There were 2 primary studies (Hsiung 2015, Nia 2017) identified by one systematic review (Calcagni 2019) that
reported pain (total 154 participants), but the measures used and treatment duration were not reported.
The review authors reported that data from the studies were not available but that the results showed a
positive effect in favour of acupressure in one study (Hsiung 2015) and the results suggested no difference
between groups in one study (Zhang 2017).

Physical symptoms (nausea and vomiting)

There were 2 primary studies (Hsiung 2015, Avci 2016) identified by one systematic review (Calcagni 2019)
that reported nausea (total 144 participants), but the measures used and treatment duration were not
reported. The review authors reported that data from the studies were not available but that the results
showed no difference between treatment groups.

fThe protocol did not describe how combined data would be included in the evidence synthesis. We have elected to
include with Comparison 1.
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Fatigue

One primary study (Zick 2016) was identified by one systematic review (Duong 2017) that reported fatigue
(total 158 participants) measured with either the brief fatigue inventory, Piper Fatigue Scale or VAS at the
end of treatment (3 weeks). The specific measure used was not reported. The results suggested an effect in
favour of acupressure compared with the control group (SMD -0.82; 95% CI -1.15, -0.50; p < 0.00001).

Comparison 3 (vs other)
There were no systematic reviews found that included RCTs comparing acupressure with an active
comparator in cancer survivors that provided any data for the critical or important outcomes.

S1.2.4 Summary of findings and evidence statements

Comparison 1 (vs sham)

There were 3 RCTs found by the included systematic reviews comparing acupressure with sham in people
with cancer that contributed data to one prioritised outcome (fatigue). One other RCT contributed data to 2
other prioritised outcomes (pain, anxiety) (in which the results for the sham and control groups had been
combined).

Acupressure compared to sham for Cancer (survivors)

Patient or population: Cancer (survivors)
Setting: community

Intervention: acupressure

Comparison: sham

Anticipated absolute effects*

(95% CI) Relative N2 of Certainty of
- - - - effect | participants | the evidence Evidence statement
Risk with LE QUL (95% CI) | (studies) (GRADE)

control acupressure

- The effect of
acupressure on health-

Quality of life — not

reported - - (O studies) - related quality of life in
people with canceris
unknown

Pain SMD 1.6 SD The evidence is very

assessed with: not lowera (2.2 % 1000 uncertain about the

reported = lower to 1.0 (1 RCT) = VERY LOW  effect of acupressure on

Follow-up: not lower) abcde pain in people with

reported cancer

- The effect of

Physical symptoms .
acupressure on physical

- not reported = - (O studies) - .
symptoms in people
with cancer is unknown
. = The effect of
Physical .
. . acupressure on physical
functioning - not - - (O studies) - L
functioning in people
reported . .
with cancer is unknown
Fatigue SMD 0.96 SD 65 The evidence is very
assessed with: BFI, lowera (1.88 (2 RCTs) OO0 uncertain about the
VAS or other - lower to 0.03 - # missing VERY LOW  effect of acupressure on
Follow-up: range 2 lower) data from 1 acefg fatigue in people with
to 20 weeks RCT cancer
- The effect of
Overall wellbeing i i (0 studies) ) acupre{ssure on overal!
—not reported wellbeing in people with

cancer is unknown
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Acupressure compared to sham for Cancer (survivors)

Patient or population: Cancer (survivors)
Setting: community

Intervention: acupressure

Comparison: sham

Anticipated absolute effects*

(95% CI) Relative Ne of Certainty of
- - - - effect | participants | the evidence Evidence statement
Risk with UELSVLUI (959 CI) | (studies) (GRADE)

control acupressure

Psychosocial
wellbeing (anxiety)

Individual study results:
SMD 0.9 SD lowera (1.13 lower

Acupressure may result

assessed with: not 175 -Y-10)®) : o -
reported to 0.4 lower) (2 RCTs) ™ LOW acefn N @ reductpn in anxiety

. SMD 0.5 SD lowerx (1.1 lower to in people with cancer
Follow-up: not

0.04 lower)

reported
Psychosocial - The effect of
WeIIbeing ) ) (0 studies) ) acupres;ure. on
(depression) — not depression in people
reported with cancer is unknown

*The risk in the intervention group (and its 95% confidence interval) is based on the assumed riskin the comparison group and the
relative effect of the intervention (and its 95% Cl).

** evidence is fromm RCTs with sham and control group results combined.

A As a rule of thumb, an SMD of 0.2 is considered a small difference, 0.5 is medium, and 0.8 is large difference. (14).

# Data from one RCT (45 participants) not included. The review authors report the primary study did not provide complete data, but that
an effect in favour of acupressure was observed.

BFI: Brief Fatigue Inventory; Cl: confidence interval; MD: mean difference; VAS: visual analogue scale

GRADE Working Group grades of evidence
High certainty: we are very confident that the true effect lies close to that of the estimate of the effect.
Moderate certainty: we are moderately confident in the effect estimate: the true effect is likely to be close to the estimate of the effect,
but there is a possibility that it is substantially different.
Low certainty: our confidence in the effect estimate is limited: the true effect may be substantially different from the estimate of the
effect.
Very low certainty: we have very little confidence in the effect estimate: the true effect is likely to be substantially different from the
estimate of effect.

Explanations

a. No serious risk of bias. Certainty of evidence not downgraded.

b. Single study. Inconsistency not assessed (1 study). Certainty of evidence not downgraded.

c. No serious indirectness. The available evidence in people with various cancers (both on and off treatment) and is probably generalisable
to cancer survivors with some caveats. Certainty of evidence not downgraded.

d. Very serious imprecision. Single study with combined sham and control groups. Wide confidence intervals. Certainty of evidence
downgraded 2 levels.

e. Publication bias suspected. Evidence is limited to a small number of small trials. Certainty of evidence downgraded.

f. No serious inconsistency. Certainty of evidence not downgraded.

g. Very serious imprecision. Wide confidence intervals (upper and lower bounds overlap with both large and trivial or no important
difference). Certainty of evidence downgraded 2 levels.

h. Serious imprecision. Wide confidence intervals (upper and lower bounds overlap with both large and small [or trivial] important
difference). Certainty of evidence downgraded.

Comparison 2 (vs control)
There were 4 RCTs found by the included systematic reviews comparing acupressure with control (no
intervention, waitlist, usual care) in people with cancer that contributed data to 3 prioritised outcomes.
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Acupressure compared to control (no intervention, waitlist, usual care) for Cancer (survivors)

Patient or population: Cancer (survivors)

Setting: community

Intervention: acupressure

Comparison: control (no intervention, waitlist, usual care)

Anticipated absolute effects*

(95% Cl) Relative N2 of Certainty of
- - - - effect |participants | the evidence | Evidence statement
Risk with UELS LI (95% CI) | (studies) (GRADE)
control acupressure
- The effect of
. . acupressure on health-
lity of life — not . . e
Quality offife =no - - (O studies) - related quality of life in
reported . .
people with canceris
unknown
Pain The evidence is very
d with: not . tain about th
assessedwith-no Data not available for 2 RCTs 154 000 uncertain abou N
reported . - VERY LOW  effect of acupressure on
that report conflicting results. (2 RCTs) . .
Follow-up: not acdef pain in people with
reported cancer
Nausea Acupressure may result
assessed with: not Data not available for 2 RCTs . P . Y
) 144 &0 in little to no difference
reported that report no difference - bed .
(2 RCTs) LOW @abcde  on nausea in people
Follow-up: not between treatment groups .
with cancer
reported
Fatigue SMD 0.82 SD
. Acupressure may result
assessed with: not lowera (115 . s
eoorted ) e e 0150 ) 158 OO0 in a large reduction in
P ’ (1RCT) LOW abcde  fatigue in people with
Follow-up: not lower)
cancer
reported
. - The effect of
Physical .
. . acupressure on physical
functioning — not - - (O studies) - S
functioning in people
reported . .
with cancer is unknown
- The effect of
Overall wellbeing i i (0 studies) ) acupregsure on overall
—not reported wellbeing in people
with cancer is unknown
Psychosocial - The effect of
wellbeing (stress, acupressure on
anxiety or - - (O studies) - psychosocial wellbeing

depression) — not
reported

in people with canceris
unknown

*The risk in the intervention group (and its 95% confidence interval) is based on the assumed risk in the comparison group and the
relative effect of the intervention (and its 95% Cl).

A As a rule of thumb, an SMD of 0.2 is considered a small difference, 0.5 is medium, and 0.8 is large difference (14).

Cl: confidence interval; MD: mean difference; PAC-QoL: Patient Assessment of Constipation —Quality of life

GRADE Working Group grades of evidence
High certainty: we are very confident that the true effect lies close to that of the estimate of the effect.
Moderate certainty: we are moderately confident in the effect estimate: the true effect is likely to be close to the estimate of the effect,
but there is a possibility that it is substantially different.
Low certainty: our confidence in the effect estimate is limited: the true effect may be substantially different from the estimate of the

effect.

Very low certainty: we have very little confidence in the effect estimate: the true effect is likely to be substantially different from the

estimate of effect.
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Explanations

a. No serious risk of bias. Certainty of evidence not downgraded.

b. No serious inconsistency or inconsistency not able to be assessed (1study). Certainty of evidence not downgraded.

c. No serious indirectness. The available evidence in people with various cancers (both on and off treatment) and is probably generalisable
to cancer survivors with few caveats. Certainty of evidence not downgraded.

d. Serious imprecision. Wide confidence intervals (upper and lower bounds overlap with both large and no important difference). Certainty
of evidence downgraded.

e. Publication bias suspected. Evidence is limited to a small number of small trials. Certainty of evidence downgraded.

f. Serious inconsistency. One study suggests an effect in favour of acupressure and one study suggests no difference between groups.
Certainty of evidence downgraded.

S1.2.5 Forest plots
Outcome results for people with cancer (where additional analyses were required and able to be carried
out) are presented in Figure S2 (fatigue).

Figure S2 Forest plot of comparison: Acupressure vs sham or control (no intervention, waitlist, usual
activities): Cancer - fatigue

Acupressure Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI 1V, Random, 95% CI
1.2.1 vs sham
Molassiotis 2007 134 3 12 177 26 13 442% -1.49 [-2.39, -0.58] — &
Tang 2014 1351 741 24 1757 75 16 55.8% -0.53[-1.18, 0.11] ——
Zhang 2017 (1) 0 0 0 0 0 0 Not estimable
Subtotal (95% Cl) 36 29 100.0%  -0.96[1.88, -0.03] —al

Heterogeneity: Tau? = 0.29; Chi? = 2.82, df = 1 (P = 0.09); 1> = 65%
Test for overall effect: Z =2.02 (P = 0.04)

1.2.3 vs control

Zick 2016 331 163 74 471 174 84 100.0% -0.82[-1.15, -0.50] t
Subtotal (95% Cl) 74 84 100.0%  -0.82[-1.15,-0.50]

Heterogeneity: Not applicable

Test for overall effect: Z = 4.96 (P < 0.00001)

2 0 1 2
Favours [acupressure]  Favours [control]

Footnotes
(1) Data not available (total 43 participants). Review authors suggest effect in favour of acupressure.
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S1.3 Diabetes

S1.3.1 Description of studies

One citation (15) corresponding to one systematic review (Robinson 2011) was identified in the literature that
assessed acupressure compared to sham, control or an active intervention in people with diabetes. No
additional reviews were identified in the Departments public call for evidence (see Appendix C2). There are
no systematic reviews awaiting classification (see Appendix C3.2) and no ongoing reviews (see Appendix
C4.2).

Review details, including all outcome domains and measures, and the risk of bias of the included studies
are provided in Appendix F1.2.

The review authors identified one RCT (Jin 2009) that examined the effect of acupressure for treatment of
symptoms associated with diabetes. The RCT was reported to be of high quality with results suggesting
improvements in hyperlipidaemia, ventricular hypertrophy, kidney function and neuropathy but no other
information was provided.

In the absence of any usable data, the review/study were not further considered.
S1.3.2 Critical appraisal

A summary of the strengths or limitations of the included systematic review assessed against each
AMSTAR-2 domain is provided in Appendix E2.
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S1.4 Obesity

S1.41 Description of studies

One citation (16) corresponding to one systematic review (Ernst 1997) was identified in the literature that
assessed acupressure compared to sham, control or an active intervention in people with obesity (or
overweight). The review was published in a language other than English and is therefore awaiting
classification (see Appendix C3.2). No additional reviews were identified in the Departments public call for
evidence (see Appendix C2) and there are no ongoing reviews (see Appendix C4.2).
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S1.5  Neurocognitive decline

S1.51 Description of studies

There were 8 citations (15, 17-23) corresponding to 8 systematic reviews (Lee 20T1a, Robinson 2011, Strom
2016, Liu 2018, Hmwe 2019, Margenfield 2019, O'Caoimh 2019, Chen 2020a) identified in the literature that
assessed acupressure compared to sham, control or an active intervention in people with neurocognitive
disorders. No additional reviews were identified in the Departments public call for evidence (see Appendix

C2). There are no systematic reviews awaiting classification (see Appendix C3.2) and no ongoing reviews (see
Appendix C4.2).

An overview of the included systematic reviews and their overlap with eligible RCTs is provided in Table S4.
Review details, including all outcome domains and measures, and the risk of bias of the included studies
are provided in Appendix F1.2.

The studies included by the systematic review authors were conducted in people with dementia or mild
cognitive disorders and may not be directly applicable to the population considered in the shiatsu evidence
review (Alzheimer’s) but could be sensibly applied. Two studies (Kwan 2017, Mariko 2015) compared
acupressure (or acupoint massage) with sham, and 4 studies (Feng 2015, Lin 2009, Sun 2016, Yang 2007)
compared acupressure with control (no intervention, waitlist, usual care). The comparator details for one
study (Wan 2017) were not provided. There were 2 studies that also included an active intervention group
(Kwan 2017, Lin 2009).

Table S4 List of included systematic reviews and overlap with eligible RCTs (per outcome):
Neurocognitive decline

Study ID
. > n 0 >~
Review ID Best . o oy = o 90 = B
. SR Outcome domain (measure) O o Q « o Q Q
available* N o o N N
o ~N o)) ~ c C =
c £ S = ) g o
g — s 3 n < 2
Lee 20T1a (17) 1 Behavioural symptoms (CMAI) ? - - -- -- --
Robinson 2011 (15) 1 Behavioural symptoms (CMAI) ? ? - - -- -- --
Strom 2016 (18) 1 Behavioural symptoms (CMAI) -- ? -- -- - - -
Liu 2018 (19) N Neurocognitive function (MMSE) -- - ? - - -- --
Behavioural symptoms (CMAI) - ? - - -- ? --
Hmwe 2019 (20) v

Biomarkers (salivary cortisol) - ! -- -- -- ? -
Behavioural symptoms (CMAI) -- - - ! -- - --
Biomarkers (salivary cortisol) -- -- -- ! -- - -
:\;.Ia)rgenﬁeld 2019 N Behavioural symptoms (NPI) - - - - ! --
Functional capability (ADL) -- - -- -- ! --
Neurocognitive function (MMSE) - -- -- - - ! -

O’Caoimh 2019 (22) 1 Sleep quality No eligible studies found

Chen 2020a (23) + Neurocognitive function (MMSE) - ~ ~ ~ !:!

Abbreviations: ADL, activities of daily living; CMAI, Cohen Mansfield agitation inventory; GDS, geriatric depression scale; NPI,
neuropsychiatric inventory; MMSE, mini mental state examination; PSQI, Pittsburgh sleep quality index

* Best available information (in any order) means the systematic review meets AMSTAR-2 domain 4, domain 8, domain 9 and domain 11
(see Framework for selecting the systematic review from which to extract data [Appendix B2])

v Systematic review meets (or partially meets) prespecified critical AMSTAR-2 domains (4, 8,9 &11)

1 Systematic review meets (or partially meets) some, but not all, prespecified critical AMSTAR-2 domains (4, 8,9 &11)

X Systematic review does not meet prespecified critical AMSTAR-2 domains (4, 8,9 &11)

Y RCT isincluded in the systematic review, meets our PICO criteria & a study result is reported for the listed outcome measure [result
available]

? RCT is included in the systematic review, meets our PICO criteria but a study result is not available for the listed outcome measure [data
is incomplete; result may be available in another SR]
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I RCT isincluded in the systematic review, but the SR indicates that the study does not measure the listed outcome [not measured]
-- RCT is not included in the systematic review

S1.5.2 Critical appraisal

Out of 7 systematic reviews, 3 reviews (Hmwe 2019, Liu 2018, Margenfield 2019) were judged to probably
provide an accurate and comprehensive summary of the available studies that address the question of
interest (i.e. met, or partially met, the prespecified critical AMSTAR-2 domains [4,8,9, and 11]).

The other 5 systematic reviews (Lee 2011a, Robinson 2011, Storm 2016, O’'Caoimh 2019, Chen 2020a) had at
least one critical flaw (i.e. did not meet, or partially met, one of the prespecified critical AMSTAR-2 domains
[4, 8,9 or 11]). Of these, 4 systematic reviews (Lee 20113, Storm 2016, O'Caoimh 2019) did not conduct a
comprehensive literature search (domain 4), 4 reviews (Lee 2011a, Robinson 2011, O’Caocimh 2018, Storm
2016) did not use a satisfactory technique for assessing the risk of bias of individual studies (domain 9), two
systematic reviews (Robinson 2011, Chen 2020a) failed to adequately describe the included studies in detail
(domain 8) and 4 systematic reviews (Lee 2011a, Robinson 2011, Hmwe 2019, Storm 2016) provided narrative
summaries only (no meta-analysis) (domain 11).

A summary of the strengths or limitations of the included systematic reviews assessed against each
AMSTAR-2 domain is provided in Appendix E2.

S1.5.3 Effect of intervention

Outcomes considered by the NTWC to be critical or important for decision making in people with
neurocognitive disorders are listed in Table S5.

Table S5 Outcomes considered by the NTWC to be critical or important for decision making:
Neurocognitive disorders

Review ID
ioriti . o c o ®
z::::: r:::d Measured Consensus Results available for © S g © 5 £ o) Q
. . . = — =y o~ 3 0 E o o
domain with rating comparison 1or 2? Q 8 o %‘ Q o Q 5 S 5
o 10O« S 2 OR o €
o 3 O o
3 § =1 — E - [} c
n T (@) = (@)
Behavioural .
NPI Critical o= . - 2 - - V 2
symptoms
Functional .
. ADL Critical ? ? ? ? ? - T ?
capability
Cognitive .
9 . MMSE Critical ? ? ? v ? = v v
function
. . Any validated .
Quality of life Y Critical No ? ? ? ? ? - 2 2
measure
Psychosocial
y . GDS (or other) Important No ? ? ? ? - -- ? ?
wellbeing
Sleep quality PSQlI Important No ? ? -- ? ? -- ? ==

Abbreviations: ADL, activities of daily living; GDS, geriatric depression scale; MMSE, mini mental state examination; NPI, neuropsychiatric
inventory, PSQI, Pittsburgh sleep quality index

Vv A study result is available for inclusion in the synthesis

1 A study results is available for inclusion, but the systematic review only reports the direction of effect. Due to time and resource
constraints, only the information presented in the systematic review is reported.

-- The systematic review assessed this outcome but did not find or include any eligible primary studies that reported the outcome.

? The systematic review did not assess this outcome. It is unclear if the outcome was assessed by the primary studies included in the SR.
Due to time and resource constraints, only the information presented in the systematic review is reported.
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Comparison 1 (vs sham)

One systematic review (Margenfield 2019) identified two RCTs (Kwan 2017, Mariko 2015) comparing
acupressure with sham in people living with dementia. One RCT contributed data relevant to 3 out of 6
critical or important outcomes. The other RCT did not measure, or report outcomes considered critical or
important for this review.

Behavioural symptoms
There was one RCT (Mariko 2015) identified by Margenfield 2019 that reported behavioural symptoms (total
22 participants) measured with the neuropsychiatric inventory (NPI) at the end of treatment (4 weeks).

The NPI is used to assess neuropsychiatric symptoms in a variety of neurological conditions over the
previous month (24). The questionnaire is completed by caregivers and includes 10 questions that examine
10 subdomains of behavioural functioning: delusions, hallucinations, agitation/aggression, dysphoria,
anxiety, euphoria, apathy, disinhibition, irritability/lability, motor activity. There are 2 additional questions in
a modified NPI that focus on night-time behavioural disturbances and appetite (24). Caregivers are asked to
respond “yes” (present) or “no” (absent) to each question. If “yes”, caregivers are asked to rate symptom
frequency on a 4 point scale (1 = rarely, 2 = sometimes, 3 = often, 4 = very often) and symptom severity on a 3
point scale (1 = mind, 2 = moderate, 3 = severe). Caregiver distress associated with positive symptoms are
rated on a 5 point scale (O = no distress, 1= minimal, 2 = mild, 3 = moderate, 4 = severe, 5 = extreme or very
severe) (25).

The total NPI score can be calculated by adding the scores of the first 10 domain scores together. In most
cases, the two neurovegetative items (night-time behavioural disturbances and appetite) are not included.
If they are included, investigators must specify that the 12-item score is being used. The distress score is also
not included in the total NPI score. For the 10-item scale, the composite NPl symptom score (frequency x
severity) ranges from O (absence of behavioural symptoms) to 120 points (maximum severity). The total
distress score is generated by adding together the scores of the first 10 (or all 12) items of the NPI distress
guestions, for a maximum score of 50 (or 60).

Higher scores indicate worse neuropsychiatric symptoms. For people with dementia, the MCID for the NPI
is estimated to range between 2.77 and 318 points for symptom severity and 3.10 and 3.95 points for carer
distress (26).

The review authors report mean change from baseline results from one RCT that suggest no difference
between groups comparing acupressure with sham (MD -6.00; 95% -23.36, 11.36; p = 0.50). Similar results
were observed comparing end of treatment results (MD -7.00; 95% -18.13, 4.13; p = 0.22).

Functional capability

There was one RCT (Mariko 2015) identified by Margenfield 2019 that reported functional capacity measured
using the Barthel Index at the end of treatment (4 weeks). The Barthel Index is a widely used measure of
functional disability and is used to measure the extent to which a person can function and mobilise
independently during activities of daily living (27).

The review authors do not report any data for this outcome, but describe the results showed no significant
difference between groups comparing acupressure with sham (p = not reported).

Cognitive function

There was one RCT (Mariko 2015) identified by Margenfield 2019 that reported cognitive function measured
using the mini mental state examination (MMSE) at the end of treatment (4 weeks). The MMSE is a widely
used test of cognitive function among the elderly, including testing of orientation, attention, memory,
language and visual-spatial skills. Scores for each subdomain range from O (incorrect), 1 (correct), 6 (item
administered, participant does not know answer), and 9 (test item not administered/unknown). For
community dwelling older adults, the MCID is estimated to be a 5-point change (or less) over a five to ten
year period (28).

The review authors report mean change from baseline results from one RCT that suggest no difference
between groups comparing acupressure with sham (MD —-0.00; 95% —7.24, 7.24; p =1.00). End of treatment
results also suggest there is no important difference between groups (MD -1.00; 95% -5.41, 3.41; p = 0.66).
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Comparison 2 (vs control)

There were 4 RCTs (Feng 2015, Lin 2009, Sun 2016, Yang 2007) found by the included systematic reviews
comparing acupressure with control (no intervention, waitlist, usual care) in people with neurocognitive
disorders. One RCT (Sun 2016) assessing self-acupoint massage delivered as an adjunct to community
services contributed data relevant to one out of 6 critical or important outcomes. The other RCTs did not
measure, or report outcomes considered critical or important for this review.

One other RCT (Wan 2017) for which the comparator details were missing were also considered here.

Cognitive function

There were 2 RCTs (Sun 2016, Wan 2017) identified by the included systematic reviews that reported
coghnitive function measured using the mini mental state examination (MMSE) at the end of treatment (3/6
months? or not reported).

The MMSE is a widely used test of cognitive function among the elderly, including testing of orientation,
attention, memory, language and visual-spatial skills. Scores for each subdomain range from O (incorrect), 1
(correct), 6 (item administered, participant does not know answer), and 9 (test item not
administered/unknown). For community dwelling older adults, the MCID is estimated to be a 5-point
change (or less) over a five to ten year period (28). The MCID at 3 to 6 months is unknown.

Available results from one RCT (Sun 2016) reported by Liu 2018 suggest an effect favouring the acupoint
massage group when compared with no intervention (MD -3.10; 95% Cl -3.92, -2.28; p < 0.00001).

Pooled results from 4 RCTs were reported by one systematic review (Chen 2020a) that suggested
acupressure was effective in improving cognitive functioning in older adults (SMD 1.23; 95% Cl 0.88, 1.59;

p = not reported, 1?2 = 52.27%). Total participants were not reported. Two of the studies (Sun 2016, Wan 2017)
were in people with dementia or mild cognitive impairment but data from the individual studies were
incomplete and it was not possible to remove the 2 other studies from the analysis. The other 2 studies were
in people with hypertensive heart disease (Lei 2015") and sleep problems (Zeng 2016).

Comparison 3 (vs active)

There were 2 RCTs (Kwan 2017, Lin 2009) found by the included systematic reviews comparing acupressure
with an active intervention in people with neurocognitive disorders. The RCTs did not measure, or report
outcomes considered critical or important for this review.

S1.5.4 Summary of findings and evidence statements

Comparison 1 (vs sham)

There were 2 RCTs (Kwan 2017, Mariko 2015) found by the included systematic reviews comparing
acupressure with sham in people living with dementia. One RCT contributed data relevant to 3 critical or
important outcomes. The other RCT did not measure, or report outcomes considered critical or important
for this review.

9 The study was translated from Chinese. It is not clear if the self-treatment was for 3 months (with follow up at 6 months)
or if treatment was for 6 months (with testing mid-treatment). Data at 6 months were reported.

h considered in the systematic review for shiatsu.
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Acupressure compared to sham for Neurocognitive decline

Patient or population: Neurocognitive decline
Setting: community, institutionalised or in hospital
Intervention: acupressure

Comparison: sham

Anticipated absolute effects*

(95% Cl) Relative N2 of Certainty of
- - - - effect | participants | the evidence Evidence statement
Risk with UELSVIL I (95% CI) | (studies) (GRADE)
control acupressure

Functional capacity
assessed with:

The evidence is very
uncertain about the

Barthel Index No difference between groups 22 VGEBSK?(C))W effect of acupressure on
(higher is best) (data not reported) (1RCT) abcde functional capacity in
Scale from: 0 to 100 people with
Follow-up: 4 weeks neurocognitive decline
The effect of
acupressure on health-
Quality of life — not B (0 studies) related quality of life in
reported people with
neurocognitive decline
is unknown
Behavioural The evidence is very
symptoms MD 7 points uncertain about the
. Th NPI
assessed with: NPI € mean lower (1813 22 ®000 effect of acupressure on
. - score was 13 ( - VERY LOW .
(higher is worse) oints lower to 4.13 (1RCT) abcde behavioural symptoms
Scale from: 0 to 120 p higher) in people with
Follow-up: 4 weeks neurocognitive decline
Neurocognitive
. 9 ) The evidence is very
function MD1.00 points uncertain about the
assessed with:
. . lower (5.41 100]0) effect of acupressure on
MMSE (higheris lower to 3.41 23 . .
- - - VERY LOW  neurocognitive function
best) higher) (1RCT) ) )
Scale from: 0 to 30 d Rosae in people with
) neurocognitive decline
Follow-up: 6 ok
months
- The effect of
Emotional acupressure on
wellbeing - not . emotional wellbeing in
reported ) ) (0 studies) ) people with
neurocognitive decline
is unknown
- The effect of
. acupressure on sleep
Sleep quality — not
Pd Y - - (O studies) - quality in people with

reported

neurocognitive decline
is unknown

*The risk in the intervention group (and its 95% confidence interval) is based on the assumed riskin the comparison group and the
relative effect of the intervention (and its 95% Cl).

* MCID is estimated to be a 5-point change (or less) over a five to ten year period (28). The MCID for a 3to 6 months is unknown.

Cl: confidence interval; MD: mean difference; MMSE: mini mental state exam; NPI: neuropsychiatric inventory
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Acupressure compared to sham for Neurocognitive decline

Patient or population: Neurocognitive decline
Setting: community, institutionalised or in hospital
Intervention: acupressure

Comparison: sham

Anticipated absolute effects*

(95% Cl) Relative N2 of Certainty of
- - - - effect | participants | the evidence Evidence statement
Risk with UELSVIL I (95% CI) | (studies) (GRADE)
control acupressure

GRADE Working Group grades of evidence
High certainty: we are very confident that the true effect lies close to that of the estimate of the effect.
Moderate certainty: we are moderately confident in the effect estimate: the true effect is likely to be close to the estimate of the effect,
but there is a possibility that it is substantially different.
Low certainty: our confidence in the effect estimate is limited: the true effect may be substantially different from the estimate of the
effect.

Very low certainty: we have very little confidence in the effect estimate: the true effect is likely to be substantially different from the
estimate of effect.

Explanations
a. No serious risk of bias. Certainty of evidence not downgraded.
b. Inconsistency not able to be assessed (1 study). Certainty of evidence not downgraded.

c. No serious indirectness. The available evidence in people with dementia or mild cognitive impairment and is probably generalisable to
people with Alzheimer’s disease with few caveats. Certainty of evidence not downgraded.

d. Very serious imprecision. Wide confidence intervals (upper and lower bounds overlap with both large and no important difference).
Certainty of evidence downgraded 2 levels.

e. Publication bias suspected. Evidence is limited to a small number of small trials. Certainty of evidence downgraded.

Comparison 2 (vs control)

There were 4 RCTs (Feng 2015, Lin 2009, Sun 2016, Yang 2007) found by the included systematic reviews
comparing acupressure with control (no intervention, waitlist, usual care) in people with neurocognitive
disorders. One RCT (Sun 2016) assessing self-acupoint massage delivered as an adjunct to community

services contributed data relevant to one critical or important outcome. The other RCTs did not measure, or
report outcomes considered critical or important for this review.

Acupressure compared to control (no intervention, waitlist, usual care) for Neurocognitive decline
Patient or population: Neurocognitive decline

Setting: community, institutionalised or in hospital

Intervention: acupressure

Comparison: control (no intervention, waitlist, usual care)

Anticipated absolute effects*
(95% CI) Relative Ne of Certainty of

effect | participants | the evidence | Evidence statement
Risk with Risk with

control acupressure

(95% Cl) | (studies) (GRADE)

- The effect of
acupressure on
functional capacity in
people with
neurocognitive decline
is unknown

Functional capacity
— not reported

- - (O studies) -

- The effect of
acupressure on health-
related quality of life in
people with
neurocognitive decline
is unknown

Quality of life — not .
report}v/sd - - (O studies) -
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Acupressure compared to control (no intervention, waitlist, usual care) for Neurocognitive decline

Patient or population: Neurocognitive decline

Setting: community, institutionalised or in hospital
Intervention: acupressure

Comparison: control (no intervention, waitlist, usual care)

Anticipated absolute effects*

(95% Cl) Relative N2 of Certainty of
- - - - effect | participants | the evidence Evidence statement
L] A (95% CI) | (studies) | (GRADE)
control acupressure
- The effect of
Behavioural acuprgssure on
. behavioural symptoms
symptoms — not - - (O studies) - . .
in people with
reported . .
neurocognitive decline
is unknown
Neurocognitive MD 3.1 points A |
function — higher (2.28 76 i cupl.re;st,.lre may result
assessed with: € mean higher to 392 (1RCT) In aslight improvement
MMSE (higher is MMSE score el i # data from 1 e300 in neL.Jroc.ogmtlve .
best) was 25.3 RCT not LOW abede  function in people with
Scale from: O to 30 points included neurocognitive decline
here *x
Follow-up: 4 weeks
- The effect of
Emotional acupressure on
wellbeing — not emotional wellbeing in

reported - - (O studies) -

people with
neurocognitive decline

is unknown

- The effect of
acupressure on sleep
- - (O studies) - quality in people with
neurocognitive decline
is unknown

Sleep quality — not
reported

*The risk in the intervention group (and its 95% confidence interval) is based on the assumed risk in the comparison group and the
relative effect of the intervention (and its 95% Cl).

*MCID is estimated to be a 5-point change (or less) over a five to ten year period (28).
# Data from one RCT (Wan 2017) not able to be included in the evidence synthesis. (SMD 0.95; 95% Cl| 0.49, 1.42) [number participants not
reported)

Cl: confidence interval; MD: mean difference; MMSE: mini mental state exam;

GRADE Working Group grades of evidence
High certainty: we are very confident that the true effect lies close to that of the estimate of the effect.
Moderate certainty: we are moderately confident in the effect estimate: the true effect is likely to be close to the estimate of the effect,
but there is a possibility that it is substantially different.
Low certainty: our confidence in the effect estimate is limited: the true effect may be substantially different from the estimate of the
effect.
Very low certainty: we have very little confidence in the effect estimate: the true effect is likely to be substantially different from the
estimate of effect.

Explanations

a. No serious risk of bias. Certainty of evidence not downgraded.

b. Inconsistency not able to be assessed (1 study). Certainty of evidence not downgraded.

c. No serious indirectness. The available evidence in people with dementia or mild cognitive impairment who practice self-acupoint
massage delivered as an adjunct to community services. It is probably generalisable to people with Alzheimer’s disease with few
caveats. Certainty of evidence not downgraded.

d. Serious imprecision. Single study. Optimal information size is probably not reached. Certainty of evidence downgraded.

e. Publication bias suspected. Evidence is limited to a small number of small trials. Certainty of evidence downgraded.
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S1.5.5 Forest plots

Outcome results for people with neurocognitive decline (where additional analyses were required and able
to be carried out) are presented in Figure S3 (behavioural symptoms) and Figure S4 (neurocognitive
function).

Figure S3 Forest plot of comparison: Acupressure vs sham or control (no intervention, waitlist, usual
activities): Neurocognitive decline - behavioural symptoms (NPI)

Acupressure Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% ClI IV, Random, 95% Cl
2.1.1 vs sham
Mariko 2015 16 13 10 23 13 11 100.0% -7.00[-18.13,4.13] 1_
Subtotal (95% Cl) 10 11 100.0% -7.00[-18.13,4.13]

Heterogeneity: Not applicable
Test for overall effect: Z=1.23 (P = 0.22)

2.1.2 vs control (no intervention)

Subtotal (95% Cl) 0 0 Not estimable
Heterogeneity: Not applicable

Test for overall effect: Not applicable

1 1 1
-50 25 0 25 50
Favours [acupressure]  Favours [control]

Figure S4 Forest plot of comparison: Acupressure vs sham or control (no intervention, waitlist, usual
activities): Neurocognitive decline - neurocognitive function (MMSE)

Acupressure Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% ClI 1V, Random, 95% CI
2.2.1 vs sham

Mariko 2015 7 6 10 6 4 11 1000%  -1.00[-541,3.41] I
Subtotal (95% CI) 10 11 100.0%  -1.00 [-5.41, 3.41]

Heterogeneity: Not applicable
Test for overall effect: Z = 0.44 (P = 0.66)

2.2.2 vs control (no intervention, usual care)

Sun 2016 (1) 284 12 38 -253 23 38 1000%  -3.10[-3.92,-2.28] . B
Wan 2017 (2) 0 0 0 0 0 0 Not estimable
Subtotal (95% CI) 38 38 100.0%  -3.10 [-3.92, -2.28] >

Heterogeneity: Not applicable
Test for overall effect: Z = 7.37 (P < 0.00001)

S 2 o0 b 4
Favours [acupressure]  Favours [control]

Footnotes
(1) Reported by Chen 2020a: SMD 1.69; 95% Cl 1.17, 2.21
(2) Reported by Chen 2020a: SMD 0.95; 95% CI 0.49, 1.42 (Sample size not reported)

HTANALYSTS | NHMRC | EVIDENCE EVALUATION ON THE CLINICAL EFFECTIVENESS OF SHIATSU 33



SUPPLEMENT 1| ACUPRESSURE

S1.6  Insomnia or sleep problems

S1.6.1 Description of studies

There were 15 citations (6, 11, 15, 20, 23, 29-38) corresponding to 15 systematic reviews (Cao 2009, Lee 2011c,
Robinson 2011, Sarris 2011, Yeung 2012, Tan 2015, Hmwe 2016, Wang 2017, Capezuti 2018, Waits 2018, Harvie
2019, Hmwe 2019, Shang 2019, Chen 2020a, Samara 2020) identified in the literature that assessed
acupressure compared to sham, control or an active intervention in people with insomnia or sleep
disturbances. No additional reviews were identified in the Departments public call for evidence (see
Appendix C2). There are 2 systematic reviews awaiting classification (39, 40) (see Appendix C3.2) and 2
ongoing reviews (41) (see Appendix C4.2).

An overview of the included systematic reviews and their overlap with eligible RCTs is provided in Table Se.
Review details, including all outcome domains and measures, and the risk of bias (if available) of the
included studies are provided in Appendix F1.2.

Most RCTs included by the systematic review authors were conducted in people with insomnia or sleep
problems and are directly applicable to the population considered in the shiatsu evidence review. There
were 9 RCTs (Chen 1999, Sun 2005, Hsu 2006, Nordio 2008, Reza 2010, Sun 2010, Abedian 2015, Lai 2017, Chen
2019) that compared acupressure with a sham intervention, with 5 RCTs (Chen 1999, Reza 2010, Lu 2013,
Abedian 2015, Zeng 2016) also comparing to a control intervention (conversation, routine care, sleep hygiene
advice). Two RCTs (Qui 1999, Zhou 2010) compared acupressure to an active intervention (benzodiazepines).

There were 6 other RCTs (He 2009, Lan 2009, Li 2007, Li 2009, Song 2007, Zhou 2007) found by one
systematic review (Yeung 2012) that compared acupressure to an active intervention (typically
benzodiazepines). The studies were conducted among inpatients or people attending outpatient clinics (no
further details provided) and may not be applicable to the population included in the shiatsu review. No
data were provided.

It was noted that there were several RCTs identified by the systematic review authors not included in their
reviews due to inadequate reporting.

S1.6.2 Critical appraisal
Out of 14 systematic reviews, one review (Waits 2018) was judged to probably provide an accurate and
comprehensive summary of the available studies that address the question of interest.

Eleven (11) reviews (Cao 2009, Lee 2011c, Robinson 2011, Yeung 2012, Tan 2015, Wang 2017, Capezuti 2018,
Harvie 2019, Shang 2019, Chen 2020a, Samara 2020) had at least one critical flaw (i.e. did not meet, or
partially meet, one of the prespecified critical AMSTAR-2 domains [4, 8, 9 or 11]). Of these, 5 systematic
reviews (Samara 2020, Wang 2017, Tan 2015, Sarris 2011, Cao 2009) did not conduct a comprehensive
literature search (domain 4), 2 (Tan 2015, Chen 2020a) failed to adequately describe the included studiesin
detail (domain 8), and one systematic review (Robinson 2011) did not use a satisfactory technique for
assessing the risk of bias of individual studies (domain 9).

There were 8 systematic reviews (Yeung 2012, Wang 2017, Tan 2015, Shang 2019, Robinson 2011, Capezuti
2018, Harvie 2019, Lee 2011c) that did not perform a meta-analysis and one systematic review (Cao 2009)
performed a meta-analysis but did not use appropriate methods to assess results (domain 11). One
systematic review (Sarris 2011) did not meet any of the critical AMSTAR-2 domains (4, 8,9 or 11).

A summary of the strengths or limitations of the included systematic reviews assessed against each
AMSTAR-2 domain is provided in Appendix E2.
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Table S6  List of included systematic reviews and overlap with eligible RCTs (per outcome): Insomnia

Study ID
n
Best . o 2 o 5 © o
SR Outcome domains o 8 8 g o 2 = Q 2 =
Review ID available § @ 8 8 2 & o g 2 4 o g Q
* (measure) c 2 8 /& 5 8 8 39 5§ o] a
23539 5% 2335 § 2
c 9 a6 T o & a § o N @]
z <
Sleep quality (PSQI) - - - -- - - --
Cao 2009 (29) T
Increase in sleep time e S --
Lee 20TiIc (6) T Sleep quality (PSQI) - - - - - - - - - - - -
Robinson 20T + Sleep quality (PSQI) N - - - - - - - - -
(15)
Sarris 20T .
(30) X Sleep quality (PSQI) ? ?
Yeung 2012 + Sleep quality (PSQI) 2 - 2 2 - - - - --
(3N Insomnia severity (AIS) - -7 ! - - = - -
Sleep quality (PSQI) - - - e - - - - --
Tan 2015 (32) T
Insomnia severity (AIS) N - - - - --
Sleep quality (PSQI) e - - - -
Hmwe 2016 T
Insomnia severity (AIS) - - - - - - - - -
Wang 2017 + Sleep quality (PSQI) - - - - - -
(34) Insomnia severity (AIS) - - - - - - = - --
Capezuti 2018 Sleep quality (PSQI) 2 - - - - e e e
(35) Insomnia severity (AlS) [ - -
Waits 2018
| lity (PSQI - - - ? - - --
(36) v Sleep quality (PSQI) .
Harvie 2019 T Sleep quality (PSQI) R R - - -
()
Sleep quality (PSQI or 5 2?2 72 202
AIS) :
Hmwe 2019 - -
(20) v Neurocognitive function =~ | | R - 1 N
(MMSE) ) ' ) ; )
Psychosocial wellbeing ! - - - - ! ! - - - ! -
Shang 2019 Sleep quality (PSQI) 2 - - - -2 e - - - 2 -
T
(37) Insomnia severity (AIS) e . R R --
Sleep quality (PSQI) e S -- -
Chen 2020a
eurocognitive function
(23) T N iti fi i N . . . . . N . n . . .
(MMSE)
Samara 2020 t Sleep quality (PSQI) e S C ?

(38)

Abbreviations: AlS, Athens insomnia scale; PSQI, Pittsburgh sleep quality index

* Best available information (in any order) means the systematic review meets AMSTAR-2 domain 4, domain 8, domain 9 and domain 11
(see Framework for selecting the systematic review from which to extract data [Appendix B2])

v Systematic review meets (or partially meets) prespecified critical AMSTAR-2 domains (4, 8,9 &11)

1 Systematic review meets (or partially meets) some, but not all, prespecified critical AMSTAR-2 domains (4, 8,9 &11)

X Systematic review does not meet prespecified critical AMSTAR-2 domains (4, 8,9 &11)

A Six RCTs identified by Yeung 2012 not included in the overlap table. The studies reported ‘effective rate’ (not sleep quality).

Y RCT isincluded in the systematic review, meets our PICO criteria & a study result is reported for the listed outcome measure [result
available]

? RCT is included in the systematic review, meets our PICO criteria but a study result is not available for the listed outcome measure [data
is incomplete; result may be available in another SR]
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I RCT isincluded in the systematic review but the SR indicates that the study does not measure the listed outcome [not measured]
-- RCT is not included in the systematic review

S1.6.3 Effect of intervention
Outcomes considered by the NTWC to be critical or important for decision making in people with insomnia
are listed in Table S7.

Table S7 Outcomes considered by the NTWC to be critical or important for decision making:

Insomnia
Review ID
Prioritised Results = ~ © ® o o o 9
rioritise . o >~ 5
outcome Measured Consensus availablefor & ©°2 & 5 é W § 5 g g 5 5 8 §
. . . o C ~ o) & = Y ~ o

domain with rating comparison1 & & S 9w 9 & ¢ 5 5 ¢ o o & ©
> o o ¢ E £ c 2 ¢ N £ > ¢ ¢ @
or 2? © o = 5 > © £ c O © @© 0] =
o 4 -8 H 9 K £ 2 % 2 fIU £ c £
o > 9] RU R
Sleep quality PSQlI Critical L G R VS D O S
Fatigue NR Critical 2 2 2 2 2 2 2 2 2 2 2 2 2 72
Quality of life NR Critical 2 0?2 2 7?2 2 2 2 2 2 72 2 2 72 X

Cognitive o
. MMSE Critical ? ? ? 2 2 ? ? ? ? 2 2 7?2 4L 2

function

Clinical effect NR Important 2 2 2 2 2 2 2 2 2 2 2 2 72 2

Psychosocial

wellbeing GHQ-28  Important

Cardiorespira
tory

Abbreviations: NR, not reported; GHQ-28, 28-item general health questionnaire; PSQI, Pittsburgh sleep quality index

v A study result is available for inclusion in the synthesis

* A study result is available and reported in another systematic review nominated as the best available evidence.

X A study result is available for inclusion, but the systematic review reports incomplete data. Due to time and resource constraints, only the
information presented in the systematic review is reported.

1 A study result is available for inclusion, but the systematic review only reports the direction of effect. Due to time and resource
constraints, only the information presented in the systematic review is reported.

? The systematic review did not assess this outcome. It is unclear if the outcome was assessed by the primary studies included in the SR.
Due to time and resource constraints, only the information presented in the systematic review is reported.

NR Important

Comparison 1 (vs sham)

Five systematic reviews (Cao 2009, Yeung 2012, Wang 2017, Waits 2018, Samara 2020) included evidence
from 8 RCTs comparing acupressure with a sham in people with insomnia or sleep problems and
contribute data to 3 out of 7 critical or important outcomes.

Sleep quality
Three systematic review (Yeung 2012, Waits 2018, Samara 2020) included data from 8 RCTs (Chen 1999, Sun

2005, Hsu 2006, Nordio 2008, Reza 2010, Abedian 2015, Lai 2017, Chen 2019) reporting sleep quality (total 437
participants) measured with the Pittsburgh sleep quality index (PSQI) at the end of treatment (range 20
days to 8 weeks).

The PSQI is a 9-item questionnaire that assesses the sleep quality of an individual in the previous month. It
assesses 7 sleep components including subjective sleep quality, sleep latency, sleep duration, habitual sleep
efficiency, sleep disorder (sleep fragmentation), use of sleeping medication and daytime dysfunction (42).
Each item is scored from O to 3 with the total global score ranging from O (no problems) to 21 (severe
problems). A score of 5 or more is associated with poor sleep quality (43). An MCID for the PSQI is not
established for people with insomnia but reports range between 3.1 in adolescents (44) and 4.4 in patients
after rotator cuff repair (45).

HTANALYSTS | NHMRC | EVIDENCE EVALUATION ON THE CLINICAL EFFECTIVENESS OF SHIATSU 36



SUPPLEMENT 1| ACUPRESSURE

Pooled results from 4 RCTs (total 213 participants) (Chen 1999, Nordio 2008, Reza 2010, Abedian 2015)
suggest an effect in favour of acupressure compared with sham groups (MD -3.20; 95% Cl —4.10, -2.3];
p < 0.00001; I? = 26%). The clinical relevance of the observed difference is unclear, as participants in the
intervention group continue to score above 5 points on the PSQI.

Data from another 2 RCTs (total 124 participants) (Lai 2017, Chen 2019) were not included in the analysis
reported by Waits 2018, but combined data reported by another systematic review (Samara 2020)
suggested an effect favouring acupressure (SMD -1.58; 95% CI -1.98, -1.17; |2 = 59%).

Data from 2 primary studies (Hsu 2006, Sun 2005) were not included in the meta-analysis by Waits 2018
(studies not identified). In another review (Yeung 2012) the authors did not include data from these 2 studies
as they were judged to be at high risk of bias. However, authors described the results suggested an effect in
favour of acupressure compared with sham groups (data not reported).

Quality of life
One systematic review (Samara 2020) included results from one RCT (Lai 2017) that reported quality of life
measured SF-36 at the end of treatment (8 weeks).

The SF-36 is a multidimensional generic measure of health-related quality of life that comprises 36-items
assessing eight domains: vitality, physical functioning, bodily pain, general health perceptions, physical role
functioning, emotional role functioning, social role functioning and mental health. Total scores for each
domain are summarised on a scale from O (worse) to 100 (best) and are standardised to reflect a general
population mean of 50 and standard deviation of 10 (46). The MCID for the SF-36 is estimated to be between
2 and 4 points (46).

The results from one study (total 62 participants) suggested an effect in favour of acupressure compared
with the sham group (MD 5.09; 95% CI 1.38, 8.80; p = not reported).

Psychosocial wellbeing

One systematic review (Wang 2017) included results from one RCT (Nordio 2008) that reported psychosocial
wellbeing measured using the 28-item general health questionnaire (CHQ-28) at the end of treatment (20
days).

The GHQ-28 is intended to screen for general (non-psychotic) mental health problems among primary care
patients (47). Using a timeframe of “in the last two weeks", the tool consists of 28-items that measure
concerns related to mental health across 4 domains (somatic symptoms, anxiety/insomnia, social
dysfunction and severe depression). Responses are measured on a four-point scale (using a bimodal scoring
method [0-0-1-1]), with higher scores indicating higher probability of psychiatric distress. Total scores that
exceed 4 or 5 out of 28 suggest probable distress. The GHQ-28 is not designed to measure change over time
therefore an MCID is not established.

The results from one study (total 40 participants) suggested an effect in favour of acupressure compared
with the sham group (MD -1.41; 95% CI -2.77,-0.05; p = not reported). The clinical relevance of the observed
change is unknown.

Comparison 2 (vs control)

Four systematic reviews (Cao 2009, Yeung 2012, Waits 2018, Chen 2020a) reported evidence from 6 RCTs
comparing acupressure with control (no intervention, waitlist, or usual care) that were eligible for this
comparison in people with insomnia (or sleep problems) and contributed data to 2 of 7 critical or important
outcomes.

Sleep quality

There were 5 RCTs (Chen 1999, Reza 2010, Lu 2013, Abedian 2015, Zeng 2016) that measured sleep quality
using the PSQI at the end of treatment (range 3 to 4 weeks or unknown). All RCTs suggested an effect in
favour of acupressure compared with the control group, but data were incomplete, therefore were not able
to be combined. The clinical importance of the observed difference is unclear.

One systematic review (Cao 2009) reported data from one RCT (Chen 1999) that suggested an effect in
favour of acupressure compared with the control group (MD -6.32; 95% Cl -7.47,-5.17; p = not reported).
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One systematic review (Yeung 2012) reported data from one RCT (Reza 2010) which showed an effect in
favour of acupressure compared with the control groups (MD —4.9; 95% Cl -6.4, -3.3; p < 0.001).

One systematic review (Waits 2018) reported combined data from two RCTs (Chen 1999, Abedian 2015) (total
125 participants) that suggested an effect in favour of acupressure compared with the control group
(conversation) (MD -5.13; 95% Cl -5.86, —4.41; p < 0.00001; I? = 0%). The review authors also reported data from
6 RCTs (total 363 participants) comparing acupressure with control (routine care) that also suggested an
effect in favour of acupressure (MD —4.57; 95% Cl —6.53, -2.60; p < 0.00007; I? = 91%), but heterogeneity is high,
with 4 out of the 6 RCTs being in people with sleep problems related to other underlying conditions (e.g.
end-stage renal disease, hypertensive heart disease). Individual study data were not provided, therefore
results from the 2 RCTs (Reza 2010, Lu 2013) included here could not be discerned.

One systematic review (Chen 2020a) reported pooled results from 6 RCTs (total participants not reported)
that suggested acupressure was effective in improving sleep quality (SMD 0.85;95% Cl 0.49,1.22; p = not
reported, I> = 68.73%). Only one RCT (Zeng 2016) was in people with insomnia or sleep problems (SMD 1.55;
95% CI11.05 2.04), with the other RCTs considered with other population groups (hypertension,
neurocognitive decline).

Cognitive function

There was one RCT (Zeng 2016) identified by one systematic review (Chen 2020a) that reported cognitive
function measured using the mini mental state examination (MMSE) in people with insomnia or sleep
problems at the end of treatment (timing not reported).

The MMSE is a widely used test of cognitive function among the elderly, including testing of orientation,
attention, memory, language and visual-spatial skills. Scores for each subdomain range from O (incorrect), 1
(correct), 6 (item administered, participant does not know answer), and 9 (test item not
administered/unknown). For community dwelling older adults, the MCID is estimated to be a 5-point
change (or less) over a five to ten year period (28).

The systematic review reported pooled results from 4 RCTs (total participants not reported) that suggested
acupressure was effective in improving cognitive functioning in older adults (SMD 1.23; 95% CI 0.88, 1.59;

p = not reported, 12 = 52.27%); however, the data were incomplete, and it was not possible to remove the 3
other studies from the analysis. Results from one RCT (Zeng 2016) suggest an effect favouring acupressure
(SMD 1.41; 95% Cl 0.92,1.89). The other 3 studies were in people with hypertensive heart disease (Lei 2015)' or
people with neurocognitive impairment (Sun 2015, Wan 2017).

Comparison 3 (vs active)

Two systematic reviews (Cao 2009, Waits 2018) reported evidence from 2 RCTs comparing acupressure with
an active intervention (benzodiazepines). One RCT (Zhou 2010) reported data relevant to one of 7 critical or
important outcomes.

S1.6.4 Summary of findings and evidence statements

Comparison 1 (vs sham)

There were 8 RCTs found by the included systematic reviews comparing acupressure with sham in people
with insomnia or sleep problems, of which 6 RCTs contributed data relevant to 3 critical or important
outcomes.

i considered in the systematic review for shiatsu
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Acupressure compared to sham for insomnia or sleep problems

Patient or population: insomnia (or sleep problems)
Setting: commmunity or institutionalised
Intervention: acupressure

Comparison: sham

Anticipated absolute effects*

(95% CI) Relative N2 of Certainty of
- - - - effect | participants | the evidence Evidence statement
Risk with S AL (95% CI) | (studies) (GRADE)
control acupressure
MD 3.2 points 213
Sleep quality lower (410 (4 RCTS) Acupressure probably
assessed with: PSQI The mean lower to 2.31 # data from 4 0ee0 results in a slight
(higher is worse) PSQI score was lower) i RCTs MODERATE improvement on sleep
Scale from: 0 to 21 8.86 to 9.54 (total 224 abcde quality in people with
Follow-up: range points participants) insomnia or sleep
20 days to 8 weeks not included problems **
here
- The effect of
Fatigue — not acupressure on fatigue
- - studies - in people with insomnia
re (?rted © dies) ! l fthi !
P or sleep problems is
unknown
Quality of life MD 5.09 Acupressure may result
assessed with: SF- The mean points higher &2 2000 in an improvement in
36 (higheris better) score wasnot (1.38 higher to (1 RCT) LOW abeer quality of life in people
Scale from: 0 to 100 reported 8.80 higher) with insomnia or sleep
Follow-up: 8 weeks problems ***
= The effect of
Neurocognitive acupressurfe en .
function — not ) ) (0 studies) ) neurcognitive function
reported # in people with insomnia
P or sleep problems is
unknown
= The effect of
Global clinical acupressure on global
. . linical i ti
improvement — not - - (O studies) - cinica |rr7prc.)vemen. "
reported people with insomnia or
P sleep problems is
unknown
Psychosocial MD 1.41 points
wellbeing lower (277 Acupressure may result
assessed with: The mean lower to 0.05 !n little to no
GHQ-28 (higheris  score was not lower) 0 ©000 Improvementon
worse) reported (1 RCT) LOW abeef  psychosocial wellbeing
Scale from: 0 to 28 = in people with insomnia
Eoll '20 g or sleep problems ****
ollow-up: ays
= The effect of
. . acupressure on
Card t . .
hi;ltfr—eiz:a e i ) (0 studies) i cardiorespiratory health
reported in people with insomnia

or sleep problems is
unknown
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Acupressure compared to sham for insomnia or sleep problems

Patient or population: insomnia (or sleep problems)
Setting: commmunity or institutionalised
Intervention: acupressure

Comparison: sham

Anticipated absolute effects*

(95% CI) Relative Ne of Certainty of
- - - - effect | participants | the evidence Evidence statement
Risk with UELSVLUI (959 CI) | (studies) (GRADE)

control acupressure

*The risk in the intervention group (and its 95% confidence interval) is based on the assumed riskin the comparison group and the
relative effect of the intervention (and its 95% Cl).

** MCID not established in people with insomnias. Ranges between 3.1 in adolescents (44) and 4.4 in patients after rotator cuff repair (45).
A score of 5 or more on the PSQI is used as the threshold to diagnose sleep disturbance (i.e., is considered clinically relevant (43).
**MCID is estimated to be between 2 and 4 points (46).

% MCID is not establisheda.

A In the absence of an MCID, the effect estimate was considered on 3 levels: small (MD <10% of the scale), moderate (MD between 10% to
20% of the scale), or large (MD more than 20% of the scale).

# Data not able to be included for 2 studies (SMD -1.58;95% CI-1.98, -1.17) and not available for 2 other studies.
## Datafrom 1 RCT (Zheng 2016) included under neurocognitive decline

Cl: confidence interval; GHQ-28: 28-item general health questionnaire; MD: mean difference; PSQI: Pittsburgh sleep quality index; SF-36:
36-item short form

GRADE Working Group grades of evidence
High certainty: we are very confident that the true effect lies close to that of the estimate of the effect.
Moderate certainty: we are moderately confident in the effect estimate: the true effect is likely to be close to the estimate of the effect,
but there is a possibility that it is substantially different.
Low certainty: our confidence in the effect estimate is limited: the true effect may be substantially different from the estimate of the
effect.
Very low certainty: we have very little confidence in the effect estimate: the true effect is likely to be substantially different from the
estimate of effect.

Explanations

a. No serious risk of bias. Certainty of evidence not downgraded.

b. No serious inconsistency or inconsistency not able to be assessed (1study). Certainty of evidence not downgraded.

c. No serious indirectness. The available evidence in people with insomnia or sleep problems, typically using self-acupressure. Certainty of
evidence not downgraded.

d. No serious imprecision. Certainty of evidence not downgraded.

e. Publication bias suspected. There is a strong suspicion of non-reporting of results likely to be related to p value, direction or magnitude
of effect. Certainty of evidence downgraded.

f. Serious imprecision. Wide confidence intervals (upper bound overlaps with no important difference). Certainty of evidence downgraded.

Comparison 2 (vs control)

There were 6 RCTs found by the included systematic reviews comparing acupressure with control (no
intervention, waitlist or usual care) in people with insomnia or sleep problems that contributed data
relevant to one critical or important outcomes.
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Acupressure compared to control (no intervention, waitlist or usual care) for insomnia (or sleep

problems)

Patient or population: insomnia (or sleep problems)
Setting: community or institutionalised

Intervention: acupressure

Comparison: control (no intervention, waitlist or usual care)

Anticipated absolute effects*

(95% Cl) Relative N2 of Certainty of
effect | participants | the evidence
Risk with Risk with Y7 RN T () (GRADE)
control acupressure
) MD 5.13 points 125
Sleep quaht.y lower (range (2 RCTs)
assessed with: PSQI ... 5.86 lower to # Data from 3 o000
(higher is worse) PSQl score was 441 lower) - RCTs (total  MODERATE
Scale from: 0 to 21 me+ abode

Follow-up: range DOtliSeseed

20 days to 8 weeks

participants)
notincluded

Evidence statement

Acupressure probably
results in a slight
improvement on sleep
quality in people with
insomnia (or sleep
problems) **

here
- The effect of
. acupressure on fatigue
Fatigue — not . . P . 9 .
- - (O studies) - in people with insomnia

reported .
or sleep problems is
unknown

- The effect of
. . acupressure on qualit;
Quality of life- not . 'p . q' Y
- - (O studies) - of life in people with

reported . .
insomnia or sleep
problems is unknown

- The effect of
acupressure on

Cognitive function . cognitive function in

9 - - (O studies) - 9 s .

- not reported people with insomnia or
sleep problems is
unknown

- The effect of
acupressure on global

Global clinical -upres grobal

. . clinical improvement in

improvement — not - - (O studies) - s .
people with insomnia or

reported ;
sleep problems is
unknown

- The effect of
. acupressure on

Psychosocial . .

. . psychosocial wellbeing

wellbeing - not - - (O studies) - . o .
in people with insomnia

reported .
or sleep problems is
unknown

- The effect of
. . acupressure on

Cardiorespiratory cardiorespiratory health

health — not - - (O studies) - . P . 'ry .
in people with insomnia

reported

or sleep problems is
unknown
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Acupressure compared to control (no intervention, waitlist or usual care) for insomnia (or sleep
problems)

Patient or population: insomnia (or sleep problems)
Setting: community or institutionalised

Intervention: acupressure

Comparison: control (no intervention, waitlist or usual care)

Anticipated absolute effects*

(95% CI) Relative N2 of Certainty of
- - - - effect | participants | the evidence | Evidence statement
Risk with Risk with Y7 RN T () (GRADE)

control acupressure

*The risk in the intervention group (and its 95% confidence interval) is based on the assumed riskin the comparison group and the
relative effect of the intervention (and its 95% Cl).

** MCID not established in people with insomnia. Ranges between 3.1 in adolescents (44) and 4.4 in patients after rotator cuff repair (45).
A score of 5 or more on the PSQI is considered clinically relevant (43).

# Data not able to be included for 3 studies that show an effect in favour of acupressure. One RCT (MD —4.9; 95% Cl -6.4 to —3.3) and one
RCT reported to show an effect in favour of acupressure, but data not reported.

ClI: confidence interval; GHQ-28: 28-item general health questionnaire; MD: mean difference; PSQI: Pittsburgh sleep quality index; SF-36:
36-item short form

GRADE Working Group grades of evidence
High certainty: we are very confident that the true effect lies close to that of the estimate of the effect.
Moderate certainty: we are moderately confident in the effect estimate: the true effect is likely to be close to the estimate of the effect,
but there is a possibility that it is substantially different.
Low certainty: our confidence in the effect estimate is limited: the true effect may be substantially different from the estimate of the
effect.
Very low certainty: we have very little confidence in the effect estimate: the true effect is likely to be substantially different from the
estimate of effect.

Explanations

a. No serious risk of bias. Certainty of evidence not downgraded.

b. No serious inconsistency. Certainty of evidence not downgraded.

c. No serious indirectness. The available evidence in people with insomnia or sleep problems, typically using self-acupressure. Certainty of
evidence not downgraded.

d. No serious imprecision. Certainty of evidence not downgraded.

e. Publication bias suspected. There is a strong suspicion of non-reporting of results likely to be related to p value, direction or magnitude
of effect. Certainty of evidence downgraded.

S1.6.5 Forest plots

Outcome results for people with insomnia or sleep disturbances (where additional analyses were required
and able to be carried out) are presented in Figure S5 (sleep quality).
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Figure S5 Forest plot of comparison: Acupressure vs sham or control (no intervention, waitlist, usual

activities): Insomnia - sleep quality

Acupressure Sham Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
3.1.1 vs sham
Sun 2005 (1) 0 0 25 0 0 25 Not estimable
Hsu 2006 (2) 0 0 25 0 0 25 Not estimable
Lai 2017 (3) 0 0 3 0o 0 3 Not estimable
Chen 2019 (4) 0 0 3 0o 0 3 Not estimable
Nordio 2008 (5) 661 297 18 886 282 15 21.0% -0.76 [-1.47,-0.04] —
Chen 1999 (6) -593 236 28 -168 239 28 23.9% -1.76 [-2.39, -1.14] —
Reza 2010 (7) 6.84 279 25 954 425 26 26.0% -0.74[-1.31,-0.17] —
Abedian 2015 (8) -5.08 129 37 -219 363 36 29.1% -1.06 [-1.55, -0.56] i
Subtotal (95% Cl) 108 105 100.0%  -1.08[-1.53, -0.63] <P

Heterogeneity: Tau? = 0.12; Chi? = 6.83, df = 3 (P = 0.08); I* = 56%
Test for overall effect: Z = 4.74 (P < 0.00001)

3.1.2 vs control (conversation, usual care, sleep hygiene)

Zeng 2016 (9) 0 0 0 0 0 0 Not estimable
Chen 1999 (10) 0 0 28 0 0 28 Not estimable
Lu 2013 (11) 0 0 30 0 0 30 Not estimable
Abedian 2015 (12) 0 0 37 0 0 32 Not estimable
Reza 2010 (13) 0 0 25 0 0 26 Not estimable
Subtotal (95% CI) 120 116 Not estimable
Heterogeneity: Not applicable

Test for overall effect: Not applicable

3.1.3 vs active intervention (benzodiazepines)

Zhou 2010 (14) 0 0 30 0 0 30 Not estimable
Subtotal (95% CI) 30 30 Not estimable

Heterogeneity: Not applicable
Test for overall effect: Not applicable

2 4 0 1 2
Favours [acupressure] Favours [sham]

Footnotes

1) Study identified by one systematic review. Authors report a significant effect favouring acupressure, but no data reported.

2) Study was identified by 3 systematic reviews. Authors report a significant effect favouring acupressure, but no data reported

3) Study identified by 2 systematic reviews. Authors report a significant effect favouring acupressure, but data not able to be included here.
4) Study identified by one systematic review. Authors report a significant effect favouring acupressure, but data not able to be included here.
5) Data reported by Waits 2018.

6) Data reported by Waits 2018.

7) Data reported by Waits 2018.

8) Data reported by Waits 2018.

9) Reported by Chen 2020a: SMD 1.41 (95% CI 0.92, 1.89) N = not reported

0) Reported by Cao 2009: MD -6.32 (95% CI -7.47, -5.17)

1) Study was identified by one systematic review. Authors report a significant effect favouring Acupressure, but no data reported

2) Study was identified by one systematic review. Authors report a significant effect favouring Acupressure, but no data reported

3) Reported by Yeung 2012: MD -4.9 (95% Cl -6.4 to -3.3)

14) Reported by Waits 2018: MD -2.40 (95% Cl -4.48, -0.32) p = 0.02

1
1
1
1

e~~~ — —
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S1.7 Hypertensive heart disease

S1.71 Description of studies

Five citations (20, 23, 33, 36, 48) corresponding to 5 systematic reviews (Hmwe 2016, Sibbritt 2018, Waits 2018,
Hmwe 2019, Chen 2020a) were identified in the literature that assessed acupressure compared to sham,
control or an active intervention in people with hypertensive heart disease. No additional reviews were
identified in the Departments public call for evidence (see Appendix C2). There are no systematic reviews
awaiting classification (see Appendix C3.2) and no ongoing reviews (see Appendix C4.2).

An overview of the included systematic reviews and their overlap with eligible RCTs is provided in Table S8.
Review details, including all outcome domains and measures, and the risk of bias of the included studies
are provided in Appendix F1.2.

The studies included by the systematic review authors had been conducted in people with hypertension
and are directly applicable the population evaluated in shiatsu. One study (Lin 2016) compared acupressure
with sham, 2 studies (Zheng 2014, Lei 2015) compared acupressure (or acupoint massage) with control
(routine care, sleep hygiene education) and comparator details for two studies (Chen 2013, Li 2014) were not
provided. No studies were found that compared acupressure to an active intervention in people with
hypertension.

One study (Lei 2015) had been considered in the review for shiatsu (acupoint massage) therefore was not
considered further.

Table S8 List of included systematic reviews and overlap with eligible RCTs (per outcome):
Hypertensive heart disease

Study ID
&
M —~
Review ID B.est SR Outcome domains (measures) g 8 X 2
available* o o Q
& c o c
C 4 5
O N
Sleepy quality (PSQI) - ? - - -
Hmwe 2016 (33) T
Blood pressure (SBP, DBP) - 2 - . -
Sibbritt 2018 (48) T Blood pressure (SBP, DBP) -- - - - ?
Waits 2018 (36) v Sleepy quality (PSQI) -- ? - 2 -
Hmwe 2019 (20) v Sleepy quality (PSQI) -- - - 2 -
Sleepy quality (PSQI)
Chen 2020a (23) T

Cognitive function (MMSE)

Abbreviations: DBP, diastolic blood pressure; ID, identification; PSQI, Pittsburgh sleep quality index; SBP, systolic blood pressure

Strikethrough RCT was found but was considered in the evidence review for shiatsu (acupoint massage)

* Best available information (in any order) means the systematic review meets AMSTAR-2 domain 4, domain 8,domain 9 and domain 11
(see Framework for selecting the systematic review from which to extract data [Appendix B2])

v Systematic review meets (or partially meets) prespecified critical AMSTAR-2 domains (4, 8,9 &11)

1 Systematic review meets (or partially meets) some, but not all, prespecified critical AMSTAR-2 domains (4, 8,9 &11)

X Systematic review does not meet prespecified critical AMSTAR-2 domains (4, 8,9 &11)

Y RCT isincluded in the systematic review, meets our PICO criteria & a study result is reported for the listed outcome measure [result
available]

? RCT is included in the systematic review, meets our PICO criteria but a study result is not available for the listed outcome measure [data
is incomplete; result may be available in another SR]

I RCT isincluded in the systematic review but the SR indicates that the study does not measure the listed outcome [not measured]

-- RCT is not included in the systematic review
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S1.7.2 Critical appraisal

Out of 5 systematic reviews, 2 reviews (Waits 2018, Hmwe 2019) were judged to probably provide an
accurate and comprehensive summary of the available studies that address the question of interest. One
review (Hmwe 2019) did not conduct a meta-analysis. The other 3 reviews (Chen 2020a, Hmwe 2016, Sibbritt
2018) had at least one critical flaw (i.e. did not meet, or partially met, one of the prespecified critical AMSTAR-
2 domains [4, 8, 9 or 11]). Two systematic reviews (Hmwe 2016, Sibbritt 2018) did not conduct a

comprehensive literature search (domain 4) and one systematic review (Chen 2020a) did not describe the
included studies in adequate detail (domain 8).

A summary of the strengths or limitations of the included systematic reviews assessed against each
AMSTAR-2 domain is provided in Appendix E2.

S1.7.3 Effect of intervention

Outcomes considered by the NTWC to be critical or important for decision making in people with
hypertensive heart disease are listed in Table SO.

Table S9 Outcomes considered by the NTWC to be critical or important for decision-making:
Hypertensive heart disease

Review ID
Prioritised c Results available © © © o 8
. onsensus = o
outcome Measured with ) for 9 Q N i~ S
rating . o » s o) ~
domain comparison 1or 2? 2 2 = 2 c
€ g 8 £ 2
3 S
T ) I O
Cardiovascular Systolic and diastolic .
Critical 1 1 ? ?
health blood pressure
Cognitive
9 . MMSE Important No ? ? ? ? -
function

Abbreviations: MMSE, mini mental state examination

1 A study result is available for inclusion, but the systematic review only reports the direction of effect. Due to time and resource
constraints, only the information presented in the systematic review is reported.

-- The systematic review assessed this outcome but did not find or include any eligible primary studies that reported the outcome.

? The systematic review did not assess this outcome. It is unclear if the outcome was assessed by the primary studies. Due to time and
resource constraints, only the information presented in the systematic review is reported.

Comparison 1 (vs sham)

One systematic review (Sibbritt 2018) identified one RCT (Lin 2016) comparing acupressure with a sham in
people with hypertensive heart disease that was eligible for this comparison and contributed data to one of
the 2 critical or important outcomes.

Cardiovascular health
One systematic review (Sibbritt 2018) included one primary study (Lin 2016) (total 80 participants) that

reported cardiovascular health measured by systolic and diastolic blood pressure (mmHg) at the end of
treatment (15-30 mins after one treatment).

Systolic blood pressure (SBP) measures the force produced by the heart when it pumps blood out to the
rest of the body. In the general adult population, an SBP below 120 mmHg is considered normal, whereas
an SBP between 120 to 129 mmHg indicates high/elevated SBP (49). Diastolic blood pressure (DBP)
measures the pressure in your arteries when the heart is at rest. In the general adult population, a DBP
around 80 mmHg is considered normal, whereas a score between 85 to 89 mmHg indicates high/elevated
DBP (49). The closer the score to 120/80 mmHg, the more stable the cardiorespiratory health.

The systematic review authors do not report any usable data but describe that in one study (Lin 2016) the
results showed an effect in favour of acupressure compared with sham (p = not reported).
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Comparison 2 (vs control)

There were 2 systematic reviews (Hmwe 2016, Waits 2018) that identified 1 RCT (Zheng 2014) comparing
acupressure with control (routine care) in people with hypertensive heart disease that was eligible for this
comparison and contributed data to 1 critical or important outcome.

Two other studies for which comparator details were not provided (Chen 2013, Li 2014) were to be
considered here but did not report a critical or important outcome. The studies had been translated from
Chinese by Chen 2020a and attempts to find additional information were unsuccessful.

Cardiovascular health

One systematic review (Hmwe 2016) included one primary study (Zheng 2014) (total 75 participants) that
reported cardiovascular health measured by systolic and diastolic blood pressure (mmHg) at the end of
treatment (4 weeks).

Systolic blood pressure (SBP) measures the force produced by the heart when it pumps blood out to the
rest of the body. In the general adult population, an SBP below 120 mmHg is considered normal, whereas
an SBP between 120 to 129 mmHg indicates high/elevated SBP (49). Diastolic blood pressure (DBP)
measures the pressure in your arteries when the heart is at rest. In the general adult population, a DBP
around 80 mmHg is considered normal, whereas a score between 85 to 89 mmHg indicates high/elevated
DBP (49). The closer the score to 120/80 mmHg, the more stable the cardiorespiratory health.

The systematic review authors do not report any usable data but describe that in one study (Zheng 2014)
the results showed an effect in favour of acupressure compared with control (p < 0.001).

Comparison 3 (vs active)
There were no systematic reviews found that identified any RCTs or NRSIs comparing acupressure with an
active comparator in people with hypertensive heart disease.

S1.7.4 Summary of findings and evidence statements

Comparison 1 (vs sham)

There was one RCT (Lin 2016) identified by the included systematic reviews comparing acupressure with a
sham in people with hypertensive heart disease that was eligible for this comparison, but reported data
were incomplete.

Acupressure compared to sham for hypertensive heart disease

Patient or population: Hypertensive heart disease
Setting: Community or institutionalised
Intervention: acupressure

Comparison: sham

Anticipated absolute effects*

Certainty of

(95% CI) Relative N2 of -
- - - - effect | participants evidence Evidence statement
Risk with Risk with (95% CI) (Studies)

control acupressure (GRADE)
Cardiovascular health The ev@ence Isvery
assessed with: Systolic uncertain about the

Y Significant e&0O00  effect of acupressure

blood pressure (closer b ff d 80 VERY LOW  on systolic blood
t0120 is best) etween-group effect reporte 1 RCT) Y

Follow-up: immediate L e clalia eleig g,

(15 to 30-minutes after)

abcde

pressure in people
with hypertensive
heart disease.
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Acupressure compared to sham for hypertensive heart disease

Patient or population: Hypertensive heart disease
Setting: Community or institutionalised
Intervention: acupressure

Comparison: sham

Anticipated absolute effects*

Certainty of

(95% Cl) Relative ) the .
Ep—— B 9e;::/ecél parttl b evidence Evidence statement
control acupressure )| el (GRADE)
Cardiovascular health The evidence is very
assessed with: uncertain about the
Diastolic blood Significant 80 ®O0OQ0O  effect of acupressure
pressure (closer to 80 between-group effect reported - (1 RCT) VERY LOW on diastolic blood
is best) but no data provided. abede pressure in people
Follow-up: immediate with hypertensive
(15 to 30-minutes after) heart disease.

- The effect of
acupressure on
Cognitive function — . neurocognitive function
- - (O studies) - . .
not reported in people with
hypertensive heart
disease is unknown

*The risk in the intervention group (and its 95% confidence interval) is based on the assumed risk in the comparison group and the
relative effect of the intervention (and its 95% Cl).

Cl: confidence interval; MD: mean difference

GRADE Working Group grades of evidence
High certainty: we are very confident that the true effect lies close to that of the estimate of the effect.
Moderate certainty: we are moderately confident in the effect estimate: the true effect is likely to be close to the estimate of the effect,
but there is a possibility that it is substantially different.
Low certainty: our confidence in the effect estimate is limited: the true effect may be substantially different from the estimate of the
effect.
Very low certainty: we have very little confidence in the effect estimate: the true effect is likely to be substantially different from the
estimate of effect.

Explanations
a. No serious risk of bias. Certainty of evidence not downgraded.
b. No serious inconsistency or inconsistency not able to be assessed (1study). Certainty of evidence not downgraded.

c. No serious indirectness. The available evidence in people with hypertensive heart disease, typically using self-acupressure. Certainty of
evidence not downgraded.

d. Very serious Imprecision. Imprecision not able to be assessed. Single study. Optimal information size is probably not reached. Certainty
of evidence downgraded 2 levels.

e. Publication bias suspected. There is a strong suspicion of non-reporting of results likely to be related to p value, direction or magnitude
of effect. Certainty of evidence downgraded.

Comparison 2 (vs control)

There was one RCT (Zheng 2014) identified by the included systematic reviews comparing acupressure with
a control (routine care) in people with hypertensive heart disease that was eligible for this comparison, but
reported data were incomplete.
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Acupressure compared to control (no intervention, waitlist, usual care) for hypertensive heart disease

Patient or population: Hypertensive heart disease
Setting: Community or institutionalised

Intervention: acupressure

Comparison: control (no intervention, waitlist, usual care)

Anticipated absolute effects* Certainty of
(95% CI) Relative N2 of the
- - - - effect |participants evidence Evidence statement
Risk with Risk with (95% CI) (studies)
control acupressure (GRADE)
The evidence is very
Cardiovascular health uncertain about the
assessed with: Systolic Significant e ®O0O0O  effect of acupressure
blood pressure (closer effect reported but no data - (1 RCT) VERY LOW  on systolic blood
to 120 is best) provided. abcde pressure in people
Follow-up: 4 weeks with hypertensive
heart disease.
The evidence is ver
Cardiovascular health ) Yy
assessed with: uncertain about the
> i : Significant ®OO0O  effect of acupressure
Diastolic blood - dbut no d - 7> VERY LOW  on diastolic blood
pressure (closer to 80 effect reporte. ut no data (1RCT) .
is best) provided. abcde pressure in people
with hypertensive
Follow-up: 4 weeks .
heart disease.
The effect of
acupressure on
Neurocognitive © neurocognitive
function - not - - - . - function in people
studies) ) .
reported with hypertensive
heart disease is
unknown

*The risk in the intervention group (and its 95% confidence interval) is based on the assumed risk in the comparison group and the
relative effect of the intervention (and its 95% Cl).

Cl: confidence interval; MD: mean difference

GRADE Working Group grades of evidence
High certainty: we are very confident that the true effect lies close to that of the estimate of the effect.
Moderate certainty: we are moderately confident in the effect estimate: the true effect is likely to be close to the estimate of the effect,
but there is a possibility that it is substantially different.
Low certainty: our confidence in the effect estimate is limited: the true effect may be substantially different from the estimate of the
effect.
Very low certainty: we have very little confidence in the effect estimate: the true effect is likely to be substantially different from the
estimate of effect.

Explanations

a. No serious risk of bias. Certainty of evidence not downgraded.

b. No serious inconsistency or inconsistency not able to be assessed (1study). Certainty of evidence not downgraded.

c. No serious indirectness. The available evidence in people with hypertensive heart disease, typically using self-acupressure. Certainty of
evidence not downgraded.

d. Very serious imprecision. Imprecision not able to be assessed. Single study. Optimal information size is probably not reached. Certainty
of evidence downgraded 2 levels.

e. Publication bias suspected. There is a strong suspicion of non-reporting of results likely to be related to p value, direction or magnitude
of effect. Certainty of evidence downgraded.
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S1.8 Constipation

S1.8.1 Description of studies

Two citations (11, 23) corresponding to 2 systematic reviews (Harvie 2019, Chen 2020a) were identified in the
literature that assessed acupressure compared to sham, control or an active intervention in people with
constipation. No additional reviews were identified in the Departments public call for evidence (see
Appendix C2). There are no systematic reviews awaiting classification (see Appendix C3.2) and no ongoing
reviews (see Appendix C4.2).

An overview of the included systematic reviews and their overlap with eligible RCTs is provided in Table S10.
Review details, including all outcome domains and measures, and the risk of bias of the included studies
are provided in F1.2.

The studies included by the systematic review authors were conducted in adults with functional
constipation and are directly applicable to the population evaluated in shiatsu. One study (Abbott 2014)
compared acupressure (self-perineal) with control (no intervention). The comparator details for 3 studies
(Wu 2012, Mo 2015, Liu 2017) were not provided. No studies were found that compared acupressure to an
active intervention in people with functional constipation.

Table S10 List of included systematic reviews and overlap with eligible RCTs (per outcome):

Constipation
. Best SR Outcome domains Study ID
Review ID . *
available (measures) Wu 2012 Abbott 2014 Mo 2015 Liu 2017
Harvie 2019 " Quiality of life (PAC-QoL, ) . N B
m SF-12), BFI

Chen 2020a + Bowel function 5 N 7
(23) (successful) : '

Abbreviations: BFI, bowel function index; PAC-QoL, patient assessment of constipation - quality of life questionnaire; SF-12, 12-item short
form

* Best available information (in any order) means the systematic review meets AMSTAR-2 domain 4, domain 8,domain 9 and domain 11

(see Framework for selecting the systematic review from which to extract data [Appendix B2])

v Systematic review meets (or partially meets) prespecified critical AMSTAR-2 domains (4, 8 9 &11)

1 Systematic review meets (or partially meets) some, but not all, prespecified critical AMSTAR-2 domains (4, 8,9 &11)

X Systematic review does not meet prespecified critical AMSTAR-2 domains (4, 8,9 &11)

Y RCT isincluded in the systematic review, meets our PICO criteria & a study result is reported for the listed outcome measure [result
available]

? RCT is included in the systematic review, meets our PICO criteria but a study result is not available for the listed outcome measure [data
is incomplete; result may be available in another SR]

-- RCT is not included in the systematic review

S1.8.2 Critical appraisal
No systematic reviews were judged to probably provide an accurate and comprehensive summary of the
available studies that address the question of interest.

The 2 eligible reviews (Chen 2020a, Harvie 2019) had at least one critical flaw (i.e. did not meet, or partially
met, one of the prespecified critical AMSTAR-2 domains [4, 8, 9 or 11]). Asummary of the strengths or
limitations of the included systematic reviews assessed against each AMSTAR-2 domain is provided in
Appendix E2.

S1.8.3 Effect of intervention

Outcomes considered by the NTWC to be critical or important for decision making in people with
constipation are listed in Table S11.
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Table S11 Outcomes considered by the NTWC to be critical or important for decision making:

Constipation
Prioritised A Review ID
. consensus Results available for
outcome Measured with . A
. rating comparison1or2?  Harvie 2019 Chen 2020a
domain
Symptom severity Bowel Function Index Critical X ?
. . PAC-Qol bowel function .
Quality of life Critical X ?

(disease specific preferred)

Clinical efficacy Clinician-rated ‘cure’ Critical _ ? T

Abbreviations: PAC-Qol, patient assessment of constipation Quality of Life Questionnaire

X A study result is available for inclusion, but the systematic review reported incomplete data. Due to time and resource constraints, only
the information presented in the systematic review is reported.

1 A study result is available for inclusion, but the systematic review only reports the direction of effect. Due to time and resource
constraints, only the information presented in the systematic review is reported.

? The systematic review did not assess this outcome. It is unclear if the outcome was assessed by the primary studies included by the SR.
Due to time and resource constraints, only the information presented in the systematic review is reported.

Comparison 1 (vs sham)
No systematic reviews were found that reported evidence from RCTs comparing acupressure with sham in
people with functional constipation.

Comparison 2 (vs control)

Two systematic reviews (Chen 2020a, Harvie 2019) included evidence from 2 RCTs comparing acupressure
with control in people with functional constipation that were eligible for this comparison and contributed
data to 2 out of 3 critical or important outcomes. Data from 2 other RCTs were not available.

Symptom severity
One systematic review (Harvie 2019) identified one RCT (Abbott 2014) (total 100 participants) that reported
symptom severity measured with the bowel function index (BFI) at the end of treatment (4 weeks).

The BFl is a self-reported questionnaire where participants rate 3-items (ease of defecation, feeling of
incomplete bowel evacuation, and personal judgement of constipation) on a scale of O to 100 (higher means
greater disease impact). A 12-point change in score is reported to be clinically important (50).

The review authors report that the RCT results! showed an effect in favour of acupressure compared with
the control group, but data were incomplete (MD 13.8; 95% CI NR; p < 0.01).

Quality of life

One systematic review (Harvie 2019) identified one RCT (Abbott 2014) (total 100 participants) that reported
quality of life measured with the Patient Assessment of Constipation — Quality of Life (PAC-Qol)
guestionnaire at the end of treatment (4 weeks).

The PAC-QoL is 28 item self-reported tool that is designed to measure the impact constipation has had on
your daily life over the previous 2 weeks (51). There are 4 subscales (physical discomfort, psychosocial
discomfort, worries and concerns, and satisfaction), each measured on a 5-point Likert scale, with the total
PAC-Qol score reported on a scale of O (best) to 112 (worst). The first three subscales comprise the patient
dissatisfaction index, with an overall score ranging from O to 96 (higher is worse). The satisfaction subscale
includes four items that produce a combined score ranging from O to 16 (higher is better). A reduction of
more than 1in the total PAC-QoL score is suggested clinically meaningful in people with chronic non-
cancer pain and opioid induced constipation (52).

The review authors report that the RCT resultsi showed an effect in favour of acupressure compared with
the control group but data were incomplete (MD 0.59; 95% CI NR; p < 0.01).

i Between group difference in mean change from baseline scores
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Clinician-rated ‘cure’
One systematic review (Chen 2020a) identified 3 RCTs (Wu 2012, Mo 2015, Liu 2017) that reported a ‘return to
successful bowel movement’ at the end of treatment (timing not reported).

The review authors report results for one RCT (Mo 2015) (total participants not reported) that suggests an
effect in favour of acupressure compared with the control group (SMD 0.46; 95% CI 0.00, 0.97; p = not
reported). Results from 2 RCTs (Wu 2012, Liu 2017) were excluded from the meta-analysis due to substantial
heterogeneity, but the systematic review authors do not describe the reason for exclusion and no other
data were provided.

Comparison 3 (vs active)
There were no systematic reviews found that identified any RCTs or NRSIs comparing acupressure with an
active comparator in people with functional constipation.

S1.8.4 Summary of findings and evidence statements

Comparison 1 (vs sham)
No studies found.

Comparison 2 (vs control)

There were 2 RCTs found by the included systematic reviews comparing acupressure with control (no
intervention, waitlist, usual care) in people with functional constipation that contributed data to 2 prioritised
outcomes.

Acupressure compared to control (no intervention, waitlist, usual care) for functional constipation

Patient or population: functional constipation

Setting: community or hospital

Intervention: acupressure

Comparison: control (no intervention, waitlist, usual care)

Anticipated absolute effects* .
(95% Cl) Relative N2 of

Certainty of

. . th .
effect |participants . € Evidence statement
Risk with Risk with (95% CI) (studies) evidence
control acupressure (GRADE)
Symptom severity MD13.8 Acupressure may result
assessed with: BFI The mean BFI  points lower 100 e600 in reduced symptom
(higher is worse) score was not (Cls not - (1 RCT) LOW *b<de  severity in adults with
Scale from: 0 to 100 reported reported)

functional constipation.**
follow-up: 4 weeks P

X X MD 0.59 Acupressure may result

Quality of life . L
. The mean points lower in little to no
assessed with: PAC- . . . . .
. A quality of life (Cls not 100 00 improvement in quality
QoL (higher is worse) - . )
score was not reported) (1 RCT) LOW abede  of |ife in adults with
Scale from: 0 to 112 .
reported functional

follow-up: 4 weeks o
P constipation.**

SMD 0.46 SD Not
Clinical efficacy lowera (0.00 reported * The evidence is very
assessed with: ‘return lower to 0.91 (1 RCT) ®000 uncertain about the
to successful bowel ) lower) ) # missing VERY LOW effect of acupressure of
movement’ data from 2 abcof clinical efficacy in adults
follow-up: not RCTs (total with functional
reported participant constipation.

unknown)
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Acupressure compared to control (no intervention, waitlist, usual care) for functional constipation
Patient or population: functional constipation

Setting: commmunity or hospital

Intervention: acupressure

Comparison: control (no intervention, waitlist, usual care)

Anticipated absolute effects*

Certainty of

(95% Cl) Relative r:l‘—’.of the .
- = - = effect |participants evidence Evidence statement
Risk with Risk with (95% Cl) (studies)

control acupressure (GRADE)

*The risk in the intervention group (and its 95% confidence interval) is based on the assumed riskin the comparison group and the
relative effect of the intervention (and its 95% Cl).

A As a rule of thumb, an SMD of 0.2 is considered a small difference, 0.5 is medium, and 0.8 is large difference (14).
**A12-point change in score is reported to be clinically important (50).
*** A reduction of more than Tin the total PAC-QoL score is suggested to be clinically meaningful in people with chronic non-cancer pain

and opioid induced constipation (52).

BFI: bowel function index; Cl: confidence interval; MD: mean difference; PAC-QoL: Patient Assessment of Constipation — Quality of life

GRADE Working Group grades of evidence
High certainty: we are very confident that the true effect lies close to that of the estimate of the effect.
Moderate certainty: we are moderately confident in the effect estimate: the true effect is likely to be close to the estimate of the effect,
but there is a possibility that it is substantially different.
Low certainty: our confidence in the effect estimate is limited: the true effect may be substantially different from the estimate of the
effect.
Very low certainty: we have very little confidence in the effect estimate: the true effect is likely to be substantially different from the
estimate of effect.

Explanations

a. No serious risk of bias. Certainty of evidence not downgraded.

b. No serious inconsistency or inconsistency not able to be assessed (1study). Certainty of evidence not downgraded.

c. No serious indirectness. The available evidence in people with functional constipation using perineal self-acupressure. It is not clear if this
is applicable to the context of shiatsu. Certainty of evidence not downgraded.

d. Imprecision not able to be assessed. Single study. Optimal information size is probably not reached. Certainty of evidence downgraded.

e. Publication bias suspected. There is a strong suspicion of non-reporting of results likely to be related to p value, direction or magnitude
of effect. Certainty of evidence downgraded.

f. Very serious imprecision. Wide confidence intervals (upper and lower bounds overlap with both large and no importance difference).
Certainty of evidence downgraded 2 levels.
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S1.9 Chronic musculoskeletal pain

S1.9.1 Description of studies

Eight citations (6, 15, 53-58) corresponding to 8 systematic reviews (Lee 2011c, Robinson 2011, Kim 2012, Chen
2014, Yuan 2015, Yeganeh 2017, Godley 2020, Li 2021) were identified in the literature that assessed
acupressure compared with sham, control or an active intervention in people with chronic musculoskeletal
pain. No additional reviews were identified in the Departments public call for evidence (see Appendix C2).
There are no systematic reviews awaiting classification (see Appendix C3.2) and no ongoing reviews (see
Appendix C4.2).

An overview of the included systematic reviews and their overlap with eligible RCTs is provided in Table S12.
Review details, including all outcome domains and measures, and the risk of bias of the included studies
are provided in Appendix F1.2.

Table S12 List of included systematic reviews and overlap with eligible RCTs (per outcome): Chronic
musculoskeletal pain

Study ID
= o
. M ¢ W o o o o D © 2
o — — — n — —
Review ID I3.est SR Outcome domains 8 g g S S 5 S 5 I S % S Q
available* (measures) N o o A > o Y % o & o >
T N £ £ 2 2 £ ¢ 2 2 o ¢ S
(] 9] 0] Q
2 3 5 w & 2 2 z & 2 g 2 5
& T I 2 N N 2 N N s
Lee 20Tic (6) T Pain (VAS, SF-MPQ) - - 2 2 - - e,
Robinson .
- - - ?2 2 - - _— - - - _— - - _—
2011 (15) X Pain (VAS, SF-MPQ) ? ?
Pain (VAS, SF-MPQ) - - - - L L
Kim 2012 (53) v —
Disability (RMDQ, ODI)  -- - ! - — e e e
Chen 2014 s Pain (VAS, SF-MPQ) - - P22 - - - e e e e e
(54) Disability RMDQ,ODI) - — | 2 —
Yuan 2015 Pain (vAs,sF-mMPQ) - - [N - - - - - -~ - o~ -~ -
v
(55) Disability RMDQ, ODI) - — | - -
Yeganeh v Pain (VAS) ?
2017 (56) ‘
Pain (BPI, VAS) e
Godley 2020 Disability (RMDQ) 2 : >
(57) Y ; : :
Fatigue (FSS, BFI) - - - ! - - - -7 - - - -7
Pain (VAS, SF-MPQ) --
Li 2021 (58) # v Disability (RMDQ, ODI)  --

Response rate --

Abbreviations: BPI, brief pain inventory; BFI, brief fatigue inventory; FSS, fatigue severity score; ODI, Oswestry disability index; RMDQ,
Roland-Morris disability score; SF-MPQ, short-form McGill pain questionnaire; VAS, visual analogue scale

Strikethrough RCT was found but was considered in the evidence review for shiatsu.

* Best available information (in any order) means the systematic review meets AMSTAR-2 domain 4, domain 8,domain 9 and domain 11

(see Framework for selecting the systematic review from which to extract data [Appendix B2])

Vv Systematic review meets (or partially meets) prespecified critical AMSTAR-2 domains (4, 8,9 &11)

1 Systematic review meets (or partially meets) some, but not all, prespecified critical AMSTAR-2 domains (4, 8,9 &11)

X Systematic review does not meet prespecified critical AMSTAR-2 domains (4, 8,9 &11)

# Li 2021 included one other RCT (Chen 2015) that assessed acupressure in females with low back pain attributed to dysmenorrhoea. The
study is considered in Section S1.10.

Y RCT isincluded in the systematic review, meets our PICO criteria & a study result is reported for the listed outcome measure [result
available]

? RCT is included in the systematic review, meets our PICO criteria but a study result is not available [data is incomplete; result may be
available in another SR]
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I RCT isincluded in the systematic review, but the SR indicates that the study does not measure the listed outcome [not measured]
-- RCT is not included in the systematic review

The studies included by the systematic review authors were conducted in adults with chronic low back pain
that was either non-specific or attributed to lumbar disc herniation and may not be directly applicable the
populations evaluated in shiatsu (fibromyalgia, neck and shoulder stiffness). Two studies (Salsali 2003,
Movahedi 2017) compared acupressure with a sham intervention and 3 studies (Salsali 2003, Kobayashi 2019,
Murphy 2019) compared acupressure with control (no intervention or usual care).

There were 10 studies that compared acupressure with another intervention, being either physical therapy
(Hsieh 2004, Hsieh 2006, Zhang 2017) or Tuina massage (Lu 2004, Wang 2010, Zhang 2010, Zheng 2012, Wen
2015, Liao 2018, Zhang 2018).

S1.9.2 Critical appraisal

Four systematic reviews (Kim 2012, Yuan 2015, Yegganeh 2017, Li 2021) that were judged to probably provide
an accurate and comprehensive summary of the available studies to address the question of interest.

The other 4 eligible reviews (Lee 2011c, Robinson 2011, Chen 2014, Godley 2020) had at least one critical flaw
(i.e. did not meet, or partially met, one of the prespecified critical AMSTAR-2 domains [4, 8, 9 or 11]). Of these,
2 systematic reviews (Chen 2014, Godley 2020) did not conduct a comprehensive literature search (domain
4), one review (Robinson 2011) failed to adequately describe the included studies in detail (domain 8), and 2
reviews (Robinson 2011, Godley 2020) did not use a satisfactory technique for assessing the risk of bias of
individual studies (domain 9). There were 4 systematic reviews (Lee 2011c, Robinson 2011, Chen 2014, Godley
2020) that did not perform a meta-analysis. A summary of the strengths or limitations of the included
systematic reviews assessed against each AMSTAR-2 domain is provided in Appendix E2.

S1.9.3 Effect of intervention

Outcomes considered by the NTWC to be critical or important for decision making in people with chronic
musculoskeletal pain are listed in Table S13.

Table S13 Outcomes considered by the NTWC to be critical or important for decision making:
Chronic musculoskeletal pain

Results Review ID
Prioritised . Consensus availablefor ¢ o o~ X 0§ - _
outcome Measured with . . 5 @ — O Q ] C~ 00O o
domain rating  comparison1 & B < ¢ T 85 g8 g
or2? o QN E o @ oN g 5
| x X < ~ Q
O > >
Pain VAS or MPQ Critical _ * * T * * + T v
Functional SF-36 physical or .
. phy Critical No ? ? ? ? -- ? ? ?
capacity ADL
Disability ODI or other Critical _ ? ? ? * * = T v
Quality of life EQ-5D Critical No ? ? ? ? -- ? ? ?
PSS or other .
Stress . Critical No ? ? ? ? ? ? ? ?
validated measure
Fatigue Fatigue severity scale Critical _ ? ? ? ? ? ? T ?
Psychosocial STAI or SF-36 mental .
Yy Critical No ? ? ? ? ? ? ? ?

wellbeing components

Abbreviations: ADL, activities of daily living; EQ-5D, Euro-quality of life 5-dimentions; MPQ, McGill pain questionnaire; ODI, Oswestry
disability index; PSQI, Pittsburgh sleep quality index; SF-36, 36-item short form; STAI, state-trait anxiety index

v A study result is available for inclusion in the synthesis

* A study result is available and reported in another systematic review nominated as the best available evidence.

1 A study result is available for inclusion, but the systematic review only reports the direction of effect. Due to time and resource
constraints, only the information presented in the systematic review is reported.

-- The systematic review assessed this outcome but did not find or include any eligible primary studies that reported the outcome.

? The systematic review did not assess this outcome. It is unclear is the outcome was assessed by the primary studies included in the SR.
Due to time and resource constraints, only the information presented in the systematic review is reported.
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Comparison 1 (vs sham)

Two systematic reviews (Godley 2020, Yeganeh 2017) identified 2 RCTs comparing acupressure with sham in
people with chronic musculoskeletal pain that could have contributed data to 2 out of the 7 critical or
important outcomes but the data were incomplete.

Pain

Two systematic reviews (Yeganeh 2017, Godley 2020) identified 2 RCTs (Salsali 2003, Movahedi 2017) (total 110
participants) that reported pain measured with a visual analogue scale (VAS) at the end of treatment (3
weeks).

The VAS is a subjective assessment of pain, reported by participants and measured on a continuous scale
(mm) from O (no pain) to 100 (worst imaginable pain). Higher values indicate worse pain. An MCID for the
pain VAS is reported to be around 20 mm in people with diabetic neuropathy, postherpetic neuralgia,
chronic low back pain, fibromyalgia and osteoarthritis (59), but can vary from 8 to 40 mm across different
patient groups (60).

The systematic review authors do not report any usable data but describe statistically significant results for
both Salsali 2003 (p < 0.0001) and Movahedi 2017 (p < 0.05) that suggest an effect in favour of acupressure
compared with a sham intervention.

Fatigue

One systematic review (Godley 2020) identified one RCT (Movahedi 2017) (total 50 participants) that
reported fatigue measured with the fatigue severity scale at end of treatment (3 weeks). The 9-item fatigue
severity scale assesses the impact fatigue has on certain activities of daily living. ltems are rated on a 7-point
scale form 1 (strongly disagree) to 7 (strongly agree). Total score ranges from 9 (no fatigue) to 63 (severe
fatigue).

The systematic review authors do not report any usable data but describe results that suggest an effect in
favour of acupressure compared with sham (p < 0.05).

Comparison 2 (vs control)

Two systematic reviews (Yeganeh 2017, Godley 2020) identified 2 RCTs comparing acupressure with control
(no intervention or usual care) in people with chronic musculoskeletal pain that contributed data relevant
to 3 out of 7 critical or important outcomes.

Pain

One systematic review (Godley 2020) identified one RCT (Murphy 2019) (total 67 participants) that reported
pain measured with the Brief pain inventory (BPI) at the end of treatment (6 weeks). The systematic review
authors do not report any usable data but describe results that suggest an effect in favour of acupressure
compared with control (p < 0.05).

The BPI assesses pain severity and its interference on various aspects of life (including general activity,
mood, sleep, mobility, activities of daily living, role-social, enjoyment). Each item is rated on a scale from O to
10, with the total scores calculated as an average of each item (score range 0 to 10). Higher scores mean
worse pain. The 11-item measure can be reported as 2 subscales: pain severity (4-items) and pain
interference (7-items). The MCID for the BPI in people with chronic low back pain is not established. In
people with fibromyalgia it is estimated to be 2.2 points (61).

One other systematic review (Yeganeh 2003) identified 1 RCT (Salsali 2003) (total 60 participants) that
measured pain (measure not reported) at the end of treatment (20 days). The systematic review authors do
not report any usable data but describe results that suggest an effect in favour of acupressure compared
with control (acetaminophen) (p < 0.0001).

One other systematic review (Li 2021) reported a meta-analysis involving 2 RCTs (Chen 2015, Kobayashi 2019)
that are not included here. One RCT (Kobayashi 2019) was identified and already included in the shiatsu
review (see main report) and one RCT (Chen 2015) is in females with dysmenorrhoea and is considered
elsewhere (see Section S1.10).
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Disability
One systematic review (Godley 2020) identified T RCT (Murphy 2019) (total 67 participants) that measured
disability using the Roland-Morris Disability Questionnaire (RMDQ) at the end of treatment (6 weeks).

The RMDQ is a measure of how back pain affects functional activities in people with mild to moderate acute
or chronic low back pain. Answers are scored on a range from O (no disability) to 24 (severe disability). There
are also 18-item or 21-item versions. In people with chronic low back pain the minimal important difference
is reported to be 5 points (62, 63), with an RMDQ threshold value of 4 (out of 24) suggested to identify those
who met their goals compared with those who did not (64).

The systematic review authors do not report any usable data but describe results that suggest an effect in
favour of stimulation acupressure compared with control (p < 0.05). The effect for relaxing acupressure
compared with control was not significant (not data).

One systematic review (Li 2021) reported a meta-analysis involving 2 RCTs (Chen 2015, Kobayashi 2019) that
reported disability measured with the Oswestry disability index (ODI) at the end of treatment (4 weeks). The
results are not included here - one RCT (Kobayashi 2019) was identified and already included in the shiatsu
review (see main report) and one RCT (Chen 2015) is in females with dysmenorrhoea and is considered
elsewhere (see Section S1.10).

Fatigue
One systematic review (Godley 2020) identified 1 RCT (Murphy 2019) that reported fatigue measured with
the brief fatigue inventory (BFI) at the end of treatment (6 weeks).

The BFl is designed to assess the severity and impact of cancer-related fatigue and is summarised on a
scale from O (no fatigue) to 10 (as bad as you can imagine). In people with cancer, cut points for fatigue level
suggested are 1-3 (mild), 4-7 (moderate), and 8-10 (severe), which corelate with functional interference,
symptoms, depression, and QoL (65).

The systematic review authors do not report any usable data but describe results that suggest an effect in
favour of stimulating acupressure compared with control (p < 0.05). The effect for relaxing acupressure
compared with control was not significant (no data).

Comparison 3 (vs active)

There were 10 RCTs identified by the included systematic reviews that compared acupressure with an active
intervention in people with chronic musculoskeletal pain, of which 7 RCTs contributed data to one out of
the 7 critical or important outcomes. The other 3 RCTs did not measure or report a critical or important
outcome.

Pain

One systematic review (Li 2021) included 3 RCTs (Hsieh 2004, Hsieh 2006, Zhang 2017) comparing
acupressure with physical therapy and 4 RCT (Lu 2004, Zhang 2010, Zheng 2012, Wen 2015) comparing
acupressure with tuina massage that reported pain intensity measured with a VAS at the end of treatment
(range 20 days to 5 weeks).

The VAS is a subjective assessment of pain, reported by participants and measured on a continuous scale
(mm) from O (no pain) to 100 (worst imaginable pain). Higher values indicate worse pain. An MCID for the
pain VAS is reported to be around 20 mm in people with diabetic neuropathy, postherpetic neuralgia,
chronic low back pain, fibromyalgia and osteoarthritis (59), but can vary from 8 to 40 mm across different
patient groups (60).

The pooled results of 3 studies (total 335 participants) comparing acupressure with physical therapy suggest
a greater reduction in pain in the acupressure group (SMD -0.88; 95% CI -1.10, —0.65; p < 0.0001; I>= 29% [fixed
effect]). The pooled results of 4 studies (total 668 participants) comparing acupressure with tuina
demonstrated an effect in favour of acupressure [SMD -1.92; 95% Cl -3.09, -0.76; p = 0.0071; I>’= NR [random
effect]). Individual study results were not reported.
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S1.9.4 Summary of findings and evidence statements

Comparison 1 (vs sham)

SUPPLEMENT 1| ACUPRESSURE

There were 2 RCTs found in the included systematic reviews comparing acupressure with sham in people
with chronic musculoskeletal pain that contributed data to the outcomes of pain and fatigue. No evidence

was found for other critical or important outcomes.

Acupressure compared to sham for chronic musculoskeletal pain

Patient or population: chronic musculoskeletal pain
Setting: community

Intervention: acupressure

Comparison: sham

Anticipated absolute effects*

Certainty of

(95% CI) Relative l:l‘z.of the
- = = - effect | participants evidence
Risk with Risk with (95% CI) (studies)
control acupressure (GRADE)

Evidence statement

Pain The evidence is very
assessed with: VAS Significant between-group 10 @OOO  uncertain about the effect
(higher is worse) effect reported but no data (2 RCT) VERY LOW of acupressure on pain in
Scale from:0 to 10 provided. abcde people with chronic
follow-up: 3 weeks musculoskeletal pain.
- The effect of acupressure
Functional capacity on functional capacity in
— not reported - - (O studies) - people with chronic
musculoskeletal pain is
unknown
Disability - not - The <.effe<?|t' of'acu preTsu rg A
reported . ) (0 studies) i on dIS?bI ity in people wit
chronic musculoskeletal
pain is unknown
- The effect of acupressure
. . on quality of life in people
lity of life - not . . .
Quality of fife =no - - (O studies) - with chronic
reported -
musculoskeletal pain is
unknown
- The effect of acupressure
Stress — not ) ) (0 studies) i on strgss in people with
reported chronic musculoskeletal
pain is unknown
Fatigue The evidence is very
assessed with: FSI Significant between-group 50 ®@OOO  uncertain about the effect
(higher is worse) effect reported but no data - VERY LOW of acupressure on fatigue
Scale from:0to 10 provided. (TRCT) abcde in people with chronic
follow-up: 3 weeks musculoskeletal pain.
- The effect of acupressure
Psychosocial on psychosocial wellbeing
wellbeing - not - - (O studies) - in people with chronic

reported

musculoskeletal pain is
unknown
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Acupressure compared to sham for chronic musculoskeletal pain

Patient or population: chronic musculoskeletal pain
Setting: community

Intervention: acupressure

Comparison: sham

Anticipated absolute effects*
(95% Cl) Relative Ne2 of

Certainty of

. . the .
- = = - effect | participants evidence Evidence statement
Risk with Risk with (95% Cl) (studies)
control acupressure (GRADE)

*The risk in the intervention group (and its 95% confidence interval) is based on the assumed riskin the comparison group and the
relative effect of the intervention (and its 95% Cl).

Cl: confidence interval; FSl: fatigue severity index; MD: mean difference; VAS: visual analogue scale

GRADE Working Group grades of evidence

High certainty: we are very confident that the true effect lies close to that of the estimate of the effect.

Moderate certainty: we are moderately confident in the effect estimate: the true effect is likely to be close to the estimate of the effect,
but there is a possibility that it is substantially different.

Low certainty: our confidence in the effect estimate is limited: the true effect may be substantially different from the estimate of the
effect.

Very low certainty: we have very little confidence in the effect estimate: the true effect is likely to be substantially different from the
estimate of effect.

Explanations

a. No serious risk of bias. Certainty of evidence not downgraded.
b. No serious inconsistency or inconsistency not able to be assessed (1study). Certainty of evidence not downgraded.
c. No serious indirectness. The available evidence in people with chronic low back pain. Certainty of evidence not downgraded.

d. Very serious imprecision. Imprecision not able to be assessed. Optimal information size is probably not reached. Certainty of evidence
downgraded 2 levels.

e. Publication bias suspected. There is a strong suspicion of non-reporting of results likely to be related to p value, direction or magnitude
of effect. Certainty of evidence downgraded.

Comparison 2 (vs control)

There were 2 RCTs found in the included systematic reviews comparing acupressure with control (no
intervention or usual care) in people with chronic musculoskeletal pain that contributed data to the
outcomes of pain, disability and fatigue. No evidence was found for other critical or important outcomes.

Acupressure compared to control (no intervention, usual care) for chronic musculoskeletal pain
Patient or population: chronic musculoskeletal pain

Setting: community

Intervention: acupressure

Comparison: control (no intervention, waitlist, usual care)

Anticipated absolute effects*

Certainty of

(95% CI) Relative Ne¢ of the
effect |participants . Evidence statement
Risk with Risk with (95% Cl) (studies) evidence
control acupressure (GRADE)
Pain The evidence is very
assessed with: VAS L 100®) uncertain about the effect
. . Significant between-group 127 o
(higher is worse) - VERY LOW of acupressure on pain in
. effect reported but no data (2 RCT) bed . :
Scale from: 0 to 10 ded abcde people with chronic
follow-up: 4 weeks provided. musculoskeletal pain.
- The effect of acupressure
Functional capacity on functional capacity in
— not reported - - (O studies) - people with chronic
musculoskeletal pain is
unknown
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Acupressure compared to control (no intervention, usual care) for chronic musculoskeletal pain

Patient or population: chronic musculoskeletal pain
Setting: community

Intervention: acupressure

Comparison: control (no intervention, waitlist, usual care)

Anticipated absolute effects*

N2 of

Certainty of

(95% CI) the
participants . Evidence statement
Risk with Risk with (studies) evidence
control acupressure (GRADE)

The evidence is very

Disability .
. L uncertain about the effect
assessed with: ODI Significant between-group 1000
. . 67 of acupressure on
(higher is worse) effect reported but no data (1 RCT) VERY LOW dicability in peoble with
Scale from: 0 to 100 provided. abcde . yIn peop
chronic musculoskeletal
follow-up: 4 weeks .
pain.
- The effect of acupressure
. . on quality of life in people
| f life —
Quality of fife = not - (O studies) - with chronic
reported -
musculoskeletal pain is
unknown
- The effect of acupressure
Stress — not ) (0 studies) i on strgss in people with
reported chronic musculoskeletal
pain is unknown
Fatigue Significant between-group The evidence is very
assessed with: FSI effect reported for acupressure &7 1000 uncertain about the effect
(higher is worse) (stimulating) but not (1 RCT) VERY LOW  of acupressure on fatigue
Scale from:0to 10 acupressure (relaxing). abcde in people with chronic
follow-up: 3 weeks No data provided. musculoskeletal pain.
. - The effect of acupressure
Psychosocial . .
. on Psychosocial wellbeing
wellbeing - not . . . )
- (O studies) - in people with chronic

reported

musculoskeletal pain is
unknown

*The risk in the intervention group (and its 95% confidence interval) is based on the assumed riskin the comparison group and the
relative effect of the intervention (and its 95% Cl).

Cl: confidence interval; FSl: fatigue severity scale; MD: mean difference; ODI: Oswestry disability index; VAS: visual analogue scale

GRADE Working Group grades of evidence
High certainty: we are very confident that the true effect lies close to that of the estimate of the effect.
Moderate certainty: we are moderately confident in the effect estimate: the true effect is likely to be close to the estimate of the effect,
but there is a possibility that it is substantially different.
Low certainty: our confidence in the effect estimate is limited: the true effect may be substantially different from the estimate of the

effect.

Very low certainty: we have very little confidence in the effect estimate: the true effect is likely to be substantially different from the

estimate of effect.

Explanations

a. No serious risk of bias. Certainty of evidence not downgraded.

b. No serious inconsistency or inconsistency not able to be assessed (1study). Certainty of evidence not downgraded.

c. No serious indirectness. The available evidence in people with chronic low back pain. Certainty of evidence not downgraded.

d. Very serious imprecision. Imprecision not able to be assessed. Optimal information size is probably not reached. Certainty of evidence
downgraded 2 levels.

e. Publication bias suspected. There is a strong suspicion of non-reporting of results likely to be related to p value, direction or magnitude
of effect. Certainty of evidence downgraded.
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S19.5 Forest plots
Outcome results for people with chronic musculoskeletal pain (where additional analyses were required
and able to be carried out) are presented in Figure S6 (pain).

Figure S6 Forest plot of comparison: Acupressure vs sham or control (no intervention, waitlist, usual
activities): chronic musculoskeletal pain - pain

Acupressure Control Mean Difference Mean Difference
Study or Subgroup Mean  SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
4.1.1vs sham
Movahedi 2017 (1) 0 0 25 0 0 25 Not estimable
Salsali 2003 (2) 0 0 30 0 0 30 Not estimable
Subtotal (95% CI) 55 55 Not estimable

Heterogeneity: Not applicable
Test for overall effect: Not applicable

4.1.2 vs control (no intervention, usual care)

Murphy 2019 (3) 0 0 44 0 0 23 Not estimable
Salsali 2003 (4) 0 0 30 0 0 30 Not estimable
Subtotal (95% CI) 74 53 Not estimable

Heterogeneity: Not applicable
Test for overall effect: Not applicable

4.1.3 vs other active interventions

Hsieh 2004 (vs physical therapy) (5) 228 20 69 513 30 77 36.3% -28.50[-36.70, -20.30] —a—
Hsieh 2006 (vs physical therapy) (6) ~ 30.6 2175 64 48 234 65 37.6% -17.40[-25.19,-9.61] —a—
Zhang 2017 (vs physical therapy) (7) 41 214 30 56 254 30 264% -15.00[-26.88, -3.12] ——
Subtotal (95% CI) 163 172 100.0% -20.80 [-29.12, -12.48] 2

Heterogeneity: Tau? = 32.19; Chi? = 5.01, df = 2 (P = 0.08); I = 60%
Test for overall effect: Z = 4.90 (P < 0.00001)
t t U t
-50 25 0 25 50
Favours [acupressure] ~ Favours [control]

Footnotes

(1) Data from Godley 2020: 62% reduction from baseline in the acupressure group; 44% reduction in the sham group (p < 0.05).

(2) Data from Yeganeh 2017: Authors report a significant effect favouring acupressure, but no data reported.

(3) Data from Godley 2020: 33% & 36% reduction from baseline in the acupressure groups (relaxing/stimulating); 9% reduction in the control group (p < 0.05).
(4) Data from Yeganeh 2017: Authors report a significant effect favouring acupressure, but no data reported.

(5) Data from Li 2021

(6) Data from Li 2021

(7) Data from Li 2021
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S1.10 Dysmenorrhoea

S1.10.1 Description of studies

There were 18 citations (6, 11,15, 32, 54, 58, 66-77) corresponding to 18 systematic reviews (White 2003, Cho
2010, Lathe 2011, Lee 20T1c, Robinson 2011, Chung 2012, Chen 2013, Jiang 2013, Chen 2014, Kannan 2014,
Abaraogu 2015, Song 2015, Tan 2015, Abaraogu 2016, Smith 2016, Armour 2019, Harvie 2019, Li 2021) identified
in the literature that assessed acupressure compared to sham, control or an active intervention in females
with primary dysmenorrhoea. No additional reviews were identified in the Departments public call for
evidence (see Appendix C2). There is one systematic review awaiting classification (78) (see Appendix C3.2)
and no ongoing reviews (see Appendix C4.2).

An overview of the included systematic reviews and their overlap with eligible RCTs is provided in Table S14
(pain outcome) and Table S15 (outcomes other than pain). Review details, including all outcome domains
and measures and the risk of bias of the included studies are provided in Appendix F1.2.

The RCTs included by the systematic review authors were conducted in females with primary
dysmenorrhoea and are directly applicable the populations evaluated in shiatsu. Two studies (Charandabi
2011, Wong 2010) were cluster-randomised according to school dormitories. Six studies (Pouresmail 2002,
Aghamiri 2005, Bazarganipour 2010, Kashefi 2010, Mirbagher-Ajorpaz 2011, Atrian 2013) compared
acupressure with a sham intervention and 8 studies (Taylor 2002, Chen 2004, Chi 2004, Chen 2010, Wong
2010, Charandabi 2011, Chen 2015, Blodt 2018) compared acupressure with control (no intervention, rest or
usual care). In 2 studies (Taylor 2002, Charandabi 2011) participants in both groups were permitted to use
ibuprofen as needed.

There were 3 RCT that compared acupressure with another intervention, being either fish oil supplements
(zafari 2011), self-care exercises (Behbahani 2016) or ibuprofen (Poursemail 2002, Zafari 2011, Behbahani
2016).

S1.10.2 Critical appraisal

Of the 18 systematic reviews, 10 reviews (Cho 2010, Lathe 2011, Lee 2011c, Chen 2013, Jiang 2013, Kannan 2014,
Abaraogu 2015, Smith 2016, Armour 2019, Li 2021) were judged to probably provide an accurate and
comprehensive summary of the available studies that address the question of interest (i.e. met, or partially
met, critical AMSTAR-2 domains (4, 8,9 and 11).

The other 8 systematic reviews (White 2003, Robinson 2011, Chung 2012, Chen 2014, Song 2015, Tan 2015,
Abaraogu 2016, Harvie 2019) had at least one critical flaw (i.e. did not meet, or partially meet one critical
AMSTAR-2 domain [4, 8,9 or 11]. Of these, 4 reviews (Chung 2012, Chen 2014, Tan 2015, Abaraogu 2016) did
not justify publication restrictions (domain 4), 3 reviews (Robinson 2011, Song 2015, Tan 2015) failed to
adequately describe the included studies in detail (domain 8), and 3 systematic reviews (White 2003,
Robinson 2011, Harvie 2019) did not use a satisfactory technique for assessing the risk of bias of individual
studies (domain 9). Several reviews did not perform a meta-analysis (White 2003, Cho 2010, Lathe 2011, Lee
2011¢, Robinson 2011, Chen 2014, Song 2015, Tan 2015, Harvie 2019) (domain 11).

A summary of the strengths or limitations of the included systematic reviews assessed against each

AMSTAR-2 domain is provided in Appendix E2.

S1.10.3 Effect of intervention
Outcomes considered by the NTWC to be critical or important for decision making in primary
dysmenorrhoea are listed in Table Sl6.
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Table S14 List of included systematic reviews (reporting pain) and overlap with eligible RCTs: Primary dysmenorrhoea

Study ID

= o 2 o o o} L= = z
Review ID avaBiTast:Ie* SR Outcome domains (measures) g o § % % Ié 4 .§ g % S a ;E _ % § g § "’é é o g

a o 0 o < 8 O 3 = 5 s% N 7 o & )
White 2003 (66) + Pain (VAS) ? ? - - - - - - - - - - - - - -
Cho 2010 (67) v Pain (VAS, SF-MPQ)
Lathe 20711 (68) v Pain (VAS)
Lee 20Tic (6) v Pain (VAS, MPQ)
Robinson 2011 (15) + Pain (VAS)
Chung 2012 (69) T Pain (VAS, SF-MPQ)
Chen 2013 (70) v Pain (VAS or SE-MPQ)
Jiang 2013 (71) v Pain (VAS, AMS, SF-MPQ, MPQ)
Chen 2014 (54) t Pain (VAS, SF-MPQ)
Kannan 2014 (72) v Pain (VAS)
Abaraogu 2015 (73) v Pain (VAS, SF-MPQ)
Song 2015 (74) + Pain (VAS)
Tan 2015 (32) 1 Pain (VAS)
Abaraogu 2016 (75) t Pain (VAS, MPQ)
Smith 2016 (76) v Pain (VAS)
Armour 2019 (77) v Pain (VAS, AMS, SF-MPQ, MPQ)
Harvie 2019 (11) 1 Pain (VAS) -- -- - - - -- -- -- - - - -- -- ? ?
Li 2021 (58) N Pain (VAS) - - - - - - - - - - - - - - -

Abbreviations: AMS, Andersch and Milsom Scale; MPQ, McGill Pain Questionnaire; SF, short form; VAS, visual analogue scale

* Best available information (in any order) means the systematic review meets AMSTAR-2 domains 4, 8, 9 & 11 (see Framework for selecting the systematic review from which to extract data [Appendix B2])
v Systematic review meets (or partially meets) prespecified critical AMSTAR-2 domains (4, 8,9 &11)

1 Systematic review meets (or partially meets) some, but not all, prespecified critical AMSTAR-2 domains (4, 8,9 &11)

X Systematic review does not meet prespecified critical AMSTAR-2 domains (4, 8,9 &11).

Y RCT isincluded in the systematic review, meets our PICO criteria & a study result is reported for the listed outcome measure [result available]

? RCT is included in the systematic review, meets our PICO criteria but a study result is not available [data is incomplete; result may be available in another SR]

I RCT isincluded in the systematic review, meets our PICO criteria but the SR indicates that the study does not measure the listed outcome [not measured]

-- RCT is not included in the systematic review

a. excluded by Smith 2016 as the details of randomisation could not be confirmed.
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Table S15 List of included systematic reviews (outcomes other than pain) and overlap with eligible RCTs: Primary dysmenorrhoea

Study ID
= o N3 — e o Qo o 0 L= — M n c oo}
. Best . © o o & = e o 5 = o = L n c @
Review ID . SR Outcome domains (measures) En © o) o Ew 2 9 Q Q g . £d8 Q Q Q 2o ©
available* 2o ¢ I8¢ Q So %o o = > cz oy O a (;1 g2 o
SR8 § =z £R 5% 6 2 ¢ f£8 8o s 8 0§ 23 %
> c N D < 0 ) T 5 < [0} el
Cho 2010 (67) T Symptom severity (SF-MDQ) ! ! - ! - - - - - - - - - - -
Symptom severity (SF-MDQ) ! -- ! -- ! ! - - ! - - - - -
Depression (BDI) ! -- ! -- ? ! -- -- ! - - - - -
Chung 2012 (69) 1
Anxiety (VAS) ! --
BP, pulse, temperature ! - ? - | | - | . . - . -

Symptom severity (SF-MDQ, MDQ) ! !
Jiang 2013 (71) Ng

Anxiety (VAS) ! !

Symptom severity (SF-MDQ) -- --
Chen 2014 (54) T

Anxiety (VAS) -- --

Song 2015 (74) + Symptom severity (MDQ, SF-MDQ) -- -

Symptom severity (SF-MDQ) -- --

Abaraogu 2016 Anxiety (VAS) - -
(75) Mental health (GHQ) S

Quality of life -- --

Symptom severity (MDQ, SF-MDQ) -- -
Smith 2016 (76) Ng

medication use, ADL, Qol, absenteeism a --

—+
i - I | II | | | ; I “I
| . .
|
1
|
1
|
!
|

Armour 2019 (77) v Symptom severity (MDQ) ! --

- I ! ! ! ! ! ! - ! ! ”

Abbreviations: ADL, activities of daily living; AMS, Andersch and Milsom Scale; BDI, becks depression inventory; GHQ, general health questionnaire; MDQ, Menstrual Distress Questionnaire; MPQ, McGill Pain Questionnaire;
SF, short form; QoL, quality of life; VAS, visual analogue scale

* Best available information (in any order) means the systematic review meets AMSTAR-2 domains 4, 8, 9 & 11 (see Framework for selecting the systematic review from which to extract data [Appendix B2])

Vv Systematic review meets (or partially meets) prespecified critical AMSTAR-2 domains (4, 8, 9 &11)

1 Systematic review meets (or partially meets) some, but not all, prespecified critical AMSTAR-2 domains (4, 8,9 &11)

X Systematic review does not meet prespecified critical AMSTAR-2 domains (4, 8,9 &11).

Y RCT isincluded in the systematic review, meets our PICO criteria & a study result is reported for the listed outcome measure [result available]

? RCT is included in the systematic review, meets our PICO criteria but a study result is not available [data is incomplete; result may be available in another SR]

I RCT isincluded in the systematic review, meets our PICO criteria but the SR indicates that the study does not measure the listed outcome [not measured]

-- RCT is not included in the systematic review

a. excluded by Smith 2016 as the details of randomisation could not be confirmed.
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Table S16 Outcomes considered by the NTWC to be critical or important for decision making: Primary dysmenorrhoea

Review ID
Results availabl 5 o v 8 2 o)
. esults available M o o Py © o
Prioritised outcome X Consensus o o = © ~ ) M ) 3 o) Q 0 0 S = ) 5
. Measured with . for Q ©o QR B c I I SR I s { 1) 5 Q N R
domain rating . N v W 2 [ c o3 N 2 5 )
comparisonlor2? 3 0 c o 2 c S o S © e o c o} s 3 S
c < + o} = 3 c © c c = o @© © € £
o 5 4 g 5§ v 5 ©o g & o F =8 s T
2 e O il g 8 3 v 5z T
< <
. Menstrual Symptom .
Symptom severity . . Y p . Critical ? * ? ? ? X ? * -- ? ? * ? # ?
Severity List or similar

Quality of life SF-36 or similar Critical ? ? ? ? ? ? ? -- ? -- ? ? ? -- ? ?

Pain Visual Analogue Scale Critical * * * * + * * + * * * * X

Anxiety Any validated measure Critical ? ? ? ? ? X ? X ? ? ? ? ?

. . General health
Emotional function . . Important ? ? ? ? ? X ? ? ? ? ? ? ? -- ? ? ?
questionnaire

Depression Any validated measure Important ? ? ? ? ? ? ? ? ? ? ? ? ? ? ? ? ?
Sleep quality Any validated measure Important No ? ? ? ? ? ? ? ? ? ? ? ? ? ? ? ? ?

Abbreviations: SF-36, 36-item short form

Vv A study result is available for inclusion in the synthesis.

* A study result is available and reported in another systematic review nominated as the best available evidence.

X A study result is available for inclusion, but the systematic review reported incomplete data. Due to time and resource constraints, only the information presented in the systematic review is reported.

1 A study result is available for inclusion, but the systematic review only reports the direction of effect. Due to time and resource constraints, only the information presented in the systematic review is reported.

-- The systematic review assessed this outcome but did not find or include any eligible primary studies that reported the outcome.

? The systematic review did not assess this outcome. It is unclear if the outcome was assessed in the primary studies included in the SR. Due to time and resource constraints, only the information presented in the
systematic review is reported.

# The systematic review included relevant data within a meta-analysis that included primary studies not eligible for inclusion in this overview. Individual results from eligible primary studies were not available. Due to
time and resource constraints, only the information presented in the systematic review is reported.
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Comparison 1 (vs sham)
The systematic reviews identified 6 RCTs that compared acupressure with a sham intervention (e.g. light
touch, acupressure on non-acupoint) that contributed data to 2 out of 7 critical or important outcomes.

Pain

Several systematic reviews (Kannan 2014, Chung 2012, Song 2015, Tan 2015, Smith 2016, Armour 2019)
identified 6 RCTs that reported pain intensity measured with a 10 cm visual analogue scale (VAS)
(Pouresmail 2002, Aghamiri 2005, Kashefi 2010, Mirbagher-Ajorpaz 2011, Atrian 2013) or pain severity
measured with the Andersch and Milsom scale (Bazarganipour 2010) at the end of treatment (after one to 3
menstrual cycles).

The VAS is a subjective assessment of pain, reported by participants and measured on a continuous scale
(cm) from O (no pain) to 10 (worst imaginable pain). Higher values indicate worse pain. An MCID for the VAS
is not available in females with primary dysmenorrhoea and can vary from 8 to 40 mm across different
patient groups (mean 17 mm; 95% CI 15 to 19 mm) (60). It is estimated to be 10 mm (or 1 on a 10-point scale)
in females with endometriosis (79).

Pooled results of 4 RCTs (total 380 participants) suggest an effect in favour of acupressure compared with
the sham group (MD -2.23; 95% CI -3.61, -0.85; p = 0.002; 2 = 91%), but the heterogeneity is high. Data from
one RCT (Atrian 2013) was not available to be used in the analysis, with the review authors (Tan 2015) noting
that no difference was found between the acupressure and sham acupressure groups.

The Andersch and Milsom scale is used to assess the severity of menstrual pain and is measured on a four-
point scale: no pain, mild pain without the need for painkillers, moderate pain that can be relieved by taking
painkillers, and severe pain that does not go away with painkiller. Bazarganipour 2010 reported categorical
data (i.e. number of participants who scored in each category) with pain severity reported to be lower in the
acupressure group than in the control group at the fourth menstrual cycle (p < 0.001). One review (Chung
2012) reported these data as “cure rates”, recording the number pf participants who had a pain score of O at
the end of treatment in each group (OR 0.211; 95% CI 0.107, 0.416; p = not reported).

Emotional functioning

One systematic review (Abaraogu 2016) included evidence from 1 RCT (Kashefi 2010) that reported mental
wellbeing measured using the 28-item general health questionnaire (GHQ-28) at the end of treatment (2
menstrual cycles).

The GHQ-28 is intended to screen for general (non-psychotic) mental health problems among primary care
patients (47). Using a timeframe of “in the last two weeks”, the tool consists of 28-items that measure
concerns related to mental health across 4 domains (somatic symptoms, anxiety/insomnia, social
dysfunction and severe depression). Responses are measured on a four-point scale (using a bimodal scoring
method [0-0-1-1]), with higher scores indicating higher probability of psychiatric distress. Total scores that
exceed 4 or 5 out of 28 suggest probable distress. The GHQ-28 is not designed to measure change over time
therefore an MCID is not established.

The results from one study (total 86 participants) suggest an effect that favours acupressure when
compared with the control group (MD -3.58; 95% Cl -4.71, -2.45; p < 0.00001).

Comparison 2 (vs control)
The systematic reviews identified 8 RCTs comparing acupressure with control (no intervention, usual care)
in people with primary dysmenorrhoea that contributed data to 3 of the 7 critical or important outcomes.

Symptom severity

Two systematic reviews (Smith 2016, Armour 2019) included evidence from 4 RCTs (Chen 2004, Chen 2010,
Wong 2010, Charandabi 2011) that reported symptom severity measured with the menstrual distress
guestionnaire (MDQ) at the end of treatment (after one to 3 menstrual cycles).
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The MDQ is a 46 and 47-item scale, reported by participants and measured on a continuous scale from O
(not at all disabling) to 6 (partially disabling). There are 8 subgroups of symptoms relating to pain,
concentration, behavioural changes (e.g. school avoidance), autonomic reactions (e.g., faint, cold sweats),
water retention, negative affect (e.g., crying, loneliness, depression), arousal (e.g., bursts of energy,
excitement), and control (e.g., heart pounding, feeling of suffocation, fuzzy vision). Higher values indicate
worse symptom severity, with scores above 49 points suggesting very acute symptoms. Scores below 16
indicate minor symptoms, scores between 17 and 32 indicate moderate symptoms, and scores between 33
and 48 indicate acute severity (80). An MCID for the MDQ has not been established.

Pooled results from 3 RCTs (total 160 participants) suggest there is no difference between the acupressure
group compared with the control group (MD -1.93; 95% CI -5.57,1.70; p = 0.30; I = 81%). Heterogeneity was
high and the direction of treatment effect was inconsistent.

Smith 2016 noted that data from one RCT (Charandabi 2011) were not able to be used due to data being
presented within subcategories of dysmenorrhoea. The study was reported by Armour 2019 to measure
menstrual symptoms severity on a 5-point Likert scale for 8 symptoms (cramp, headache, back pain, leg
pain, depression, irritability, general pain and abdominal pain), noting that a greater reduction in symptoms
was observed in the acupressure group (not data provided).

Pain

Several systematic reviews (Chung 2012, Jiang 2013, Abaraogu 2016, Smith 2016, Armour 2019, Harvie 2019, Li
2021) included evidence from 7 primary studies (Taylor 2002, Chen 2004, Chi 2004, Chen 2010, Chen 2015,
Wong 2010, Blodt 2018) that reported pain measured with a VAS or numeric pain rating scale (NPRS) at the
end of treatment (range end of 2 cycles to 12 months).

The VAS is a subjective assessment of pain, reported by participants and measured on a continuous scale
(cm) from O (no pain) to 10 (worst imaginable pain). Higher values indicate worse pain. An MCID for the VAS
is not available in people with primary dysmenorrhoea and can vary from 8 to 40 mm across different
patient groups (mean 17 mm; 95% CI 15 to 19 mm) (60). It is estimated to be 10 mm (or 1 on a 10-point scale)
in females with endometriosis (79).

Pooled results from 5 studies (total 383 participants) suggest an effect that favours acupressure when
compared with the control group (MD -1.49; 95% Cl -2.61,-0.37; p = 0.009; I?= 90%). Statistical heterogeneity
was high.

One systematic review (Chung 2012) included one additional RCT (Chi 2004) that measured pain
immediately after treatment. The pain measure used was not reported by the systematic review authors.
The systematic review authors do not report any usable data but describe that the results showed an effect
in favour of acupressure compared with control.

One systematic review (Harvie 2019) included one additional RCT (Blodt 2018) that measured pain with a

numerical rating scale (O to 10) at the end of treatment (6 cycles). The review noted a greater reduction in
pain in the acupressure group compared with control (MD -1.4; 95% CI -2.0, -0.8; p < 0.001) but data were
incomplete and not able to be added to the meta-analysis.

Anxiety

One systematic review (Abaraogu 2016) included evidence from 1 RCT (Chen 2004) that reported anxiety
measured with a visual analogue scale at the end of treatment (2 menstrual cycles). One other RCT (Chen
2010) is reported by various systematic reviews to measure anxiety, but no data were provided.

The VAS-A is a subjective assessment of anxiety, reported by participants and measured on a continuous
scale (cm) from O (no anxiety) to 10 (worst imaginable anxiety). Higher values indicate worse anxiety. An
MCID for the VAS-A is not available.

The results from one study (total 69 participants) suggest no difference between the treatment groups

comparing acupressure with control (MD 0.50; 95% Cl -0.54,1.54; p = 0.34).

Comparison 3 (vs active)
The systematic reviews identified 3 RCTs comparing acupressure with another intervention in people with
primary dysmenorrhoea that contributed data to 1 of the 7 critical or important outcomes.

HTANALYSTS | NHMRC | EVIDENCE EVALUATION ON THE CLINICAL EFFECTIVENESS OF SHIATSU 66



SUPPLEMENT 1| ACUPRESSURE

Pain

Three systematic reviews (Jiang 2013, Smith 2016, Armour 2019) included evidence from 3 RCTs (Pouresmail
2002, Behbahani 2016, Zafari 2011) that reported pain intensity measured with a VAS or NPRS at the end of
treatment (range one to 3 menstrual cycles).

Pooled results from 3 RCTs (total 360 participants) reported by Armour 2019 suggest an effect that favours

the control group (ibuprofen) (Hedges g: 0.759; 95% Cl 0.145,1.373, p = 0.015).

Data for the other comparator groups (exercise, fish oil) included in 2 RCTs (Zafari 2011, Behbahani 2016)

were not provided.

S1.10.4 Summary of findings and evidence statements

Comparison 1 (vs sham)

There were 6 RCTs found by the included systematic reviews that compared acupressure with a sham
intervention and contributed data to 2 out of 7 critical or important outcomes. No evidence was found for
other critical or important outcomes.

Acupressure compared to sham for dysmenorrhoea

Patient or population: dysmenorrhoea

Setting: community
Intervention: acupressure
Comparison: sham

Anticipated absolute effects*

Symptom severity —

Certainty of

(95% CI) Relative N2 of the
effect | participants . Evidence statement
Risk with Risk with ©95% Cl) | (studies) evidence
control acupressure (GRADE)

The effect of acupressure
on symptom severity in

- - (O studies) - people with

not reported .
dysmenorrhoea is
unknown

- The effect of acupressure
Quality of life — not . on quality of life in people
- - (O studies) - . .

reported with dysmenorrhoea is
unknown

Pain MD 2.23 points

assessed with: VAS lower (3.61 380

(higher is worse) The mean pain  lower to 0.85 (4 RCTs) o000 Acupressure may reduce

Scale from: 0 to 10 score was 5 lower) - # missing LOW abed pain in people with

follow-up: range points data from 2 dysmenorrhoea**

RCTs (238
one to 3 menstrual .
participants)

cycles

Anxiety - not - The effgct c?f acu prfssgri

reported i i (0 studies) i on anxiety in pec?p e wit
dysmenorrhoea is
unknown

Emotional function MD 3.58 . .

. . The evidence is very
assessed with: The mean points lower uncertain about the effect
GHQ-28 (higheris (471 lower to aO00O

GHQ-28 score 86 of acupressure on
worse) 245 lower) VERY LOW ) L
was 7.57 (1RCT) emotional functioning in
Scale from: 0 to 28 . acefa i
follow-uD: 2 points people with
P- dysmenorrhoea***

menstrual cycles
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Acupressure compared to sham for dysmenorrhoea

Patient or population: dysmenorrhoea
Setting: community

Intervention: acupressure
Comparison: sham

Anticipated absolute effects*

) . Certainty of
(95% CI) Relative N2 of

the

effect | participants Evidence statement

evidence

Risk with Risk with o
(95% 1) (GRADE)

(studies)
control acupressure

- The effect of acupressure
on depression in people

Depression — not

reported = - i _
P (0 studies) with dysmenorrhoea is
unknown
- The effect of acupressure
Sleep quality — not ) ) (0 studies) i or.w sleep quality in pegple
reported with dysmenorrhoea is
unknown

*The risk in the intervention group (and its 95% confidence interval) is based on the assumed riskin the comparison group and the
relative effect of the intervention (and its 95% Cl).

** MCID is estimated to be 1.0 cm in females with endometriosis (79).
** Total scores that exceed 4 or 5 out of 28 suggest probable distress (47).

# 1 RCT suggests an effect favouring acupressure, 1 RCT suggests no difference between groups.

Cl: confidence interval; GHQ-28: 28-item general health questionnaire; MD: mean difference; VAS: visual analogue scale

GRADE Working Group grades of evidence
High certainty: we are very confident that the true effect lies close to that of the estimate of the effect.
Moderate certainty: we are moderately confident in the effect estimate: the true effect is likely to be close to the estimate of the effect,
but there is a possibility that it is substantially different.
Low certainty: our confidence in the effect estimate is limited: the true effect may be substantially different from the estimate of the
effect.
Very low certainty: we have very little confidence in the effect estimate: the true effect is likely to be substantially different from the
estimate of effect.

Explanations

a. No serious risk of bias. Certainty of evidence not downgraded.

b. Serious inconsistency. Point estimates vary widely and confidence intervals do not overlap for some studies. Substantial statistical
heterogeneity (12 >90%) that cannot be explained. Certainty of evidence downgraded.

c. No serious indirectness. The available evidence in people with dysmenorrhoea. Certainty of evidence not downgraded.

d. Serious imprecision. Wide confidence intervals (lower bound overlaps with no important difference). Certainty of evidence downgraded.

e. Publication bias suspected. There is a strong suspicion of non-reporting of results likely to be related to p value, direction or magnitude
of effect. Certainty of evidence downgraded.

f. Inconsistency not able to be assessed (1study). Certainty of evidence not downgraded.

g. Very serious imprecision. Single study with wide confidence intervals (lower bound overlaps with no important difference). Certainty of
evidence downgraded 2 levels.
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Comparison 2 (vs control)

There were 8 RCTs identified by the included systematic reviews comparing acupressure with control (no
intervention, usual care) in people with primary dysmenorrhoea that contributed data to 3 of the 7 critical or
important outcomes.

Acupressure compared to control (no intervention, waitlist, usual care) for dysmenorrhoea

Patient or population: dysmenorrhoea

Setting: community

Intervention: acupressure

Comparison: control (no intervention, waitlist, usual care)

Anticipated absolute effects*
(95% CI) Relative N2 of

Certainty of

- the .
effect | participants . Evidence statement
Risk with Risk with (95% Cl) (studies) evidence
control acupressure (GRADE)
Symptom severity MD 1.93 points
Assessed with: lower (5.57 380 Acupressure mav result in
MDQ (higheris The mean lower to 1.70 (3 RCTs) Iittlepto no effectyon
worse) MDQ score higher) # missing 12100 cymbtom severity in
Scale from:0to? was 24.8 data from 1 LOW abcd };o ple with Y
Follow-up: range points RCT (72 S sr:enorrhoea -
one to 3 menstrual participants) Y ’
cycles
The effect of acupressure
Quality of life — not ) ) (0 studies) i on quality of life in people
reported with dysmenorrhoea is
unknown
Pain intensity MD 1.49 points
assessed with: VAS lower (2.61 363 Acupbressure mav result in
(higher is worse) The mean pain  lower to 0.37 (5RCTs) 00 a rec?uction in a>i/n
Scale from:0to10  score was 4.7 lower) - ## missing N oed - P .
follow-up: range - data from 2 LOW abe intensity in people with
oneto3 r‘.nenstrual RCTs (281 dysmenorrhoea.
participants)
cycles
Anxiety _ The mean MD 0':‘-’0 69 The evidence is very
assessed with: VAS . points higher .

) ) anxiety score (1 RCT) ®OOQO  uncertain about the effect
(higheris worse) was 2.76 (Ci loer e - VERY LOW  of acupressure on anxiet
Scale from:0to 10 . t 154 higher) missing data et ) P ) Y
follow-up: 2 points from 1RCT (71 <elg in people with

) participants) dysmenorrhoea.
menstrual cycles
- The effect of acupressure

Emotional function on emotional function in

—not reported - - (O studies) - people with
dysmenorrhoea is
unknown

Depression — not - The effect of acupressure

reported . ) (0 studies) i on depression in people

with dysmenorrhoea is
unknown
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Acupressure compared to control (no intervention, waitlist, usual care) for dysmenorrhoea

Patient or population: dysmenorrhoea

Setting: community

Intervention: acupressure

Comparison: control (no intervention, waitlist, usual care)

Anticipated absolute effects* Certainty of

(95% Cl) Relative r'l‘—’.of the .
= = = = effect | participants evidence Evidence statement
Risk with Risk with (95% Cl) (studies)

control acupressure (GRADE)

- The effect of acupressure

Sleep quality — not on sleep quality in people
P quallty - ; (0 studies) - 1 Sieep quality In beop
reported with dysmenorrhoea is
unknown

*The risk in the intervention group (and its 95% confidence interval) is based on the assumed riskin the comparison group and the
relative effect of the intervention (and its 95% Cl).

*MCID not established. Scores between 17 and 32 indicate moderate symptoms (80)
**MCID is estimated to be 1.0 cm in females with endometriosis (79).

# 1 RCT with incomplete data that suggest a greater reduction in symptom severity in the acupressure group compared with control.
## 2 RCTs with incomplete data that suggest a greater reduction in pain in the acupressure group compared with control.

Cl: confidence interval; MD: mean difference; MDQ: menstrual distress questionnaire; VAS: visual analogue scale

GRADE Working Group grades of evidence
High certainty: we are very confident that the true effect lies close to that of the estimate of the effect.
Moderate certainty: we are moderately confident in the effect estimate: the true effect is likely to be close to the estimate of the effect,
but there is a possibility that it is substantially different.
Low certainty: our confidence in the effect estimate is limited: the true effect may be substantially different from the estimate of the
effect.
Very low certainty: we have very little confidence in the effect estimate: the true effect is likely to be substantially different from the
estimate of effect.

Explanations

a. No serious risk of bias. Certainty of evidence not downgraded.

b. Serious inconsistency. Point estimates vary widely and confidence intervals do not overlap for some studies. Substantial statistical
heterogeneity (12> 80%) that cannot be explained. Certainty of evidence downgraded.

c. No serious indirectness. The available evidence in people with dysmenorrhoea. Certainty of evidence not downgraded.

d. Serious imprecision. Wide confidence intervals (lower bound overlaps with no important difference). Certainty of evidence downgraded.

e. Publication bias suspected. There is a strong suspicion of non-reporting of results likely to be related to p value, direction or magnitude
of effect. Certainty of evidence downgraded.

f. Inconsistency not able to be assessed (1study). Certainty of evidence not downgraded.

g. Very serious imprecision. Single study with wide confidence intervals (lower bound overlaps with no important difference). Certainty of
evidence downgraded 2 levels.

S1.10.5 Forest plots

Outcome results for people with dysmenorrhoea (where additional analyses were required and able to be
carried out) are presented in Figure S7 (symptom severity), Figure S8 (pain), Figure S9 (anxiety) and Figure
S10 (emotional functioning).
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Figure S7 Forest plot of comparison: Acupressure vs sham or control (no intervention, waitlist, usual
activities): dysmenorrhoea - symptom severity

Acupressure Control Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
5.1.1 vs sham
Subtotal (95% ClI) 0 0 Not estimable

Heterogeneity: Not applicable
Test for overall effect: Not applicable

5.1.2 vs control (no intervention, usual care)

Charandabi 2011 (1) 0 0 36 0 0 36 Not estimable
Wong 2010 (2) 257 57 11 272 5.1 9 249%  -150[-6.24, 3.24] B E—
Chen 2004 (3) 237 56 35 23159 34 348%  060[-2.12,3.32] ——
Chen 2010 (4) 197 26 36 241 38 35 402% -4.40[-5.92, -2.88] —&—

Subtotal (95% Cl) 82 78 100.0%  -1.93 [5.57, 1.70] —l—

Heterogeneity: Tau? = 7.96; Chi? = 10.38, df =2 (P = 0.006); I* = 81%
Test for overall effect: Z = 1.04 (P = 0.30)

10 5 0 5 10
Favours [acupressure]  Favours [control]

Footnotes

(1) Data from Amour 2019: a greater reduction in symptoms in the acupressure group. No data reported.
2) Data from Smith 2016: High risk of bias. 3 cycles.

3) Data from Smith 2016: High risk of bias. 2 cycles
)

(
(
(4) Data from Smith 2016: High risk of bias. 3 cycles
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Figure S8 Forest plot of comparison: Acupressure vs sham or control (no intervention, waitlist, usual
activities): dysmenorrhoea - pain

Acupressure Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
5.2.1 vs sham
Atrian 2013 (1) 0 0 33 0 0 33 Not estimable
Bazarganipour 2010 (2) 0 0 88 0 0 84 Not estimable
Mirbagher-Ajorpaz 2011 (3) 16 198 15 49 137 40 236%  -3.30[-4.39,-2.21] —
Pouresmail 2002 (4) 17 15 72 25 4 72 242%  -0.80[1.79,0.19] T
Kashefi 2010 (5) 57 16 40 7 16 41 258%  -1.30[-2.00,-0.60] —u
Aghamiri 2005 (6) 22 18 50 57 12 50 26.3%  -3.50[4.10,-2.90] =
Subtotal (95% Cl) 177 203 100.0%  -2.23[-3.61,-0.85] -

Heterogeneity: Tau? = 1.80; Chi? = 35.22, df = 3 (P < 0.00001); I>=91%
Test for overall effect: Z = 3.16 (P = 0.002)

5.2.2 vs control (no intervention, usual care)

Blodt 2018 (7) 0 0 1M 0 0 110 Not estimable

Chi 2004 (8) 0 0 30 0 0 30 Not estimable

Wong 2010 (9) 279 158 19 43 174 21 189%  -1.51[-2.54,-0.48] —
Chen 2004 (10) 292 168 35 304 254 34 19.0%  -0.12[-1.14,0.90] —
Chen 2010 (11) 287 199 36 46 135 35 203% -1.73[-2.52,-0.94] —

Taylor 2002 (12) 39 15 28 73 14 26 203% -3.40[4.17,-2.63] —

Chen 2015 (13) 358 156 65 424 151 64 215% -0.66[-1.19,-0.13] -
Subtotal (95% Cl) 183 180 100.0%  -1.49[-2.61,-0.37] e

Heterogeneity: Tau? = 1.45; Chi? = 39.95, df = 4 (P < 0.00001); I* = 90%
Test for overall effect: Z = 2.62 (P = 0.009)

5.2.3 vs other intervention

Behbahani 2016 (vs exercise) 0 0 40 0 0 40 Not estimable

Behbahani 2016 (vs ibuprofen) (14) 0 0 40 0 0 40 Not estimable

Zafari 2011 (vs fish oil) 0 0 60 0 0 0 Not estimable

Pouresmail 2002 (15) 1697 1486 36 1.758 166 72 283%  -0.06[-0.68, 0.56] 4

Zafari 2011 (vs ibuprofen) (16) 16 05 60 12 05 76 71.7% 0.40[0.23, 0.57] [ ]

Subtotal (95% Cl) 96 148 100.0% 0.27 [-0.14, 0.68] 3

Heterogeneity: Tau? = 0.05; Chiz = 1.98, df = 1 (P = 0.16); I> = 50%

Test for overall effect: Z = 1.30 (P = 0.19)
} } t }
-4 2 0 2 4

Favours [acupressure] ~ Favours [control]

Footnotes
(1) Reported by Tan 2015. 3 cycles. No difference was found between true and sham acupressure groups.

(2) Data from Smith 2016. 2 cycles. Pain severity was lower in the acupressure group than in the control group (p < 0.001)
(3) Data from Smith 2016. 1 cycle. Data are skewed.

(4) Data from Kannan 2014. 1 cycle.

(5) Data from Smith 2016. 2 cycles

(6) Data from Smith 2016. High risk of bias. 2 cycles.

(7) Data from Harvie 2019: MD -1.4, 95% ClI -2.0, -0.8 reached clinical significance after 6 cycles. Data not reported.

(8) Data from Chung 2012: MD -0.475, 95% Cl -0.988 to 0.038. High risk of bias.

(9) Data from Abaraogu 2016. High risk of bias. 3 cycles

(10) Data from Smith 2016: High risk of bias. 2 cycles

(11) Data from Smith 2016: High risk of bias. 3 cycles

(12) Data from Jiang 2013. High risk of bias. 2 cycles

(13) Data from Li 2021. 12 months

(14) Reported by Armour 2019. Hedges g -1.369 (95% CI -1.852, -0.882)

(15) Data from Jiang 2013. vs. Ibuprofen.1 cycle.

(

)
)
)
)
)
)
)
)
0
1
2
3
4
5
6) Data from Smith 2016. 3 cycles

1
1
1
1
1
1
1
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Figure S9 Forest plot of comparison: Acupressure vs sham or control (no intervention, waitlist, usual
activities): dysmenorrhoea - anxiety

Acupressure Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% ClI IV, Random, 95% ClI
5.3.1 vs sham
Subtotal (95% CI) 0 0 Not estimable

Heterogeneity: Not applicable
Test for overall effect: Not applicable

5.3.2 vs control (no intervention, usual care)

Chen 2004 (1) 326 223 35 276 216 34 100.0% 0.50 [-0.54, 1.54] _‘._

Chen 2010 (2) 0 0 36 0 0 35 Not estimable

Subtotal (95% Cl) 35 34 100.0% 0.50 [-0.54, 1.54] .
Heterogeneity: Not applicable

Test for overall effect: Z=0.95 (P = 0.34)

Total (95% Cl) 35 34 100.0% 0.50 [-0.54, 1.54] ?
Heterogeneity: Not applicable L 52 (I) é i

Test for overall effect: Z=0.95 (P = 0.34)
Test for subgroup differences: Not applicable
Footnotes

(1) Data from Abaraogu 2016: 2 cycles

(2) 3 cycles.

Favours [acupressure] ~ Favours [control]

Figure S10 Forest plot of comparison: Acupressure vs sham or control (no intervention, waitlist, usual
activities): dysmenorrhoea - emotional functioning

Acupressure Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% ClI IV, Random, 95% CI
5.4.1 vs sham
Kashefi 2010 (1) 399 269 43 757 267 43 100.0% -3.58[4.71,-2.45] !
Subtotal (95% CI) 43 43 100.0%  -3.58 [-4.71, -2.45]

Heterogeneity: Not applicable
Test for overall effect: Z=6.19 (P < 0.00001)

5.4.2 vs control (no intervention, usual care)

Subtotal (95% CI) 0 0 Not estimable
Heterogeneity: Not applicable

Test for overall effect: Not applicable

40 5 0 5 10
Favours [acupressure]  Favours [control]

Footnotes
(1) Data from Abaraogu 2016. 2 cycles
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S1.11 Pregnancy and childbirth

S1.11.1 Description of studies

Seven (7) citations (81-86) corresponding to 7 systematic reviews (Direkvand-Moghadam 2013, Mollart 2015,
Makvandi 2016, Smith 2017, Najafi 2018, Harvie 2019, Smith 2020) were identified in the literature that
assessed acupressure compared to sham, control or an active intervention in pregnant females (more than
34 gestational weeks, requiring labour induction or in active labour)k. No additional reviews were identified
in the Departments public call for evidence (see Appendix C2). There were 4 systematic reviews awaiting
classification (87-91) (see Appendix C3.2) and no ongoing reviews (see Appendix C4.2).

An overview of the included systematic reviews and their overlap with eligible RCTs is provided in Table S17.
Review details, including all outcome domains and measures and the risk of bias of the included studies are
provided in Appendix F1.2.

The RCTs included by the systematic review authors were conducted in pregnant females, typically at-term
(37+ gestational weeks) and undergoing spontaneous or induced labour. The studies were judged to be
somewhat applicable to the population evaluated in shiatsu (post-term mothers), noting that post-term
births are not common in Australia (0.6% of live births) and are associated with worse outcomes (92). Sixteen
(16) studies compared acupressure with a sham intervention (Lee 2004, Kashanian 2010, Hjelmstedt 2010,
Kordi 2010, Samadi 2010, Salehian 2010, Kordi 2011, Salehian 2011, Aghdam 2012, Hamidzadeh 2012, Dabiri
2013, Sehhatie-Shafaie 2013, Gregson 2015, Akbarzadeh 2015, Mefetoni 2015, Torkzahrani 2016); 18 studies
compared acupressure with control (no intervention, usual care) (Chung 2003, Ingram 2005, Hjelmstedt
2010, Kordi 2010, Samadi 2010, Kordi 2011, Salehian 2011, Dabiri 2013, El Hamid 2013, Akbarzadeh 2014, Calik
2014, Mefetoni 2015, Torkzahrani 2015, Mollart 2016, Ozgoli 2016, Torkzahrani 2016, Hamlaci 2017 Mansouri
2018), noting many studies included 2 intervention or comparator groups. One study (Chung 2003)
compared acupressure with another intervention (effleurage). The comparator group for 4 RCTs was not
recorded by the systematic review authors (Chang 2004, Heidari 2008 Hamidzadeh 2010, Akbarzadeh 2013).

S1.11.2 Critical appraisal

Three reviews (Makvandi 2016, Smith 2017, Smith 2020) were judged to probably provide an accurate and
comprehensive summary of the available studies that address the question of interest (i.e. met, or partially
met, critical AMSTAR-2 domains (4, 8,9 and 11).

Three (3) systematic reviews (Mollart 2015, Harvie 2019, Najafi 2018) had at least one critical flaw (i.e. did not
meet, or partially meet one critical AMSTAR-2 domain [4, 8, 9 or 11]. Of these, one systematic review (Najafi
2018) did not justify publication restrictions, failed to adequately describe the included studies in detail and
did not use a satisfactory technique for assessing the risk of bias of individual studies (domains 4, 8 & 9). The
other 2 systematic reviews (Mollart 2015, Harvie 2019) did not perform a meta-analysis (domain 11).

One systematic review (Direkvand-Moghadam 2013) did not meet AMSTAR-2 domains 4, 8,9 or11.

A summary of the strengths or limitations of the included systematic reviews assessed against each
AMSTAR-2 domain is provided in Appendix E2.

k Systematic reviews that focused on acupressure in early pregnancy or only on labour pain were not prioritised as the
evidence in shiatsu was focused on labour induction (see Appendix C5).
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Table S17 List of included systematic reviews and overlap with eligible RCTs (per outcome): Pregnancy and childbirth
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Study ID
™M
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SR Outcome 3 I 883 0 9 @8 o 2 2 5 - 5 8 3 mbH LR ¢« 35 R v o R E B
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Review ID ilable* domains N8Nch%wRN‘;‘cggwmmuE%gmC-EgNNgfl‘-:
available’ = © o = — ° - =  C © — ©
measures) 2 & o E5 2 2 % 5 % 5 £ 5 5 3 %z E 6 % ox % oo 6 £ Eo5 £ OB 3
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£ J < 99 £ £ = ¢ 5 2 5 X = @ 8 T 5 & o © ¢ 9 ¥ 2 XN B & §
) O £ I g o E n 5 o g’ £ Q9 o ® Q9 Q9 5 5 £ = o <X I &8
¢ T & © X < X x o o) >
T T < s < < = =
%)
Direkvand- Birth .
| experience
Moghadam X (bishopscore) - I - - . - - - - - - - - E - - - - - - - e e e e e
2013 (81) P
Blrthexpene.nce S S S
Mollart 2015 (labour duration)
(82) t Pregnancy-related
i el 2 I 2 el - - . ..o 2 — - 2 o,
pain (VAS)
Makvandi 2016 v Birth experience | ' 5 | 5
(83) (labour duration) ’ ’ :
. Birth experience
Smith 2017 (93) v . P - - R e e T S S ! ! - ! - -
(bishop score)
. Pregnancy-related
Najafi 2018 (85) + gnancy - e
pain (VAS)
. Birth experience
Harvie 2019 (11) T . P - - - = = - ? ! - - - -
(bishop score)
Smith 2020 v Pregnancy-related |
(86) pain (VAS) ’
Abbreviations: VAS, visual analogue scale
* Best available information (in any order) means the systematic review meets AMSTAR-2 domain 4, domain 8,domain 9 and domain 11
(see Framework for selecting the systematic review from which to extract data [Appendix B2])
Vv Systematic review meets (or partially meets) prespecified critical AMSTAR-2 domains (4, 8, 9 &11)
1 Systematic review meets (or partially meets) some, but not all, prespecified critical AMSTAR-2 domains (4, 8,9 &11)
X Systematic review does not meet prespecified critical AMSTAR-2 domains (4, 8,9 &11)
Y RCT isincluded in the systematic review, meets our PICO criteria & a study result is reported for the listed outcome measure [result available]
? RCT is included in the systematic review, meets our PICO criteria but a study result is not available [data isincomplete; result may be available in another SR]
I RCT isincluded in the systematic review, meets our PICO criteria but the SR indicates that the study does not measure the listed outcome [not measured]
-- RCT is not included in the systematic review
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S1.11.3 Effect of intervention

Outcomes considered by the NTWC to be critical or important for decision making in pregnant women are
listed in Table S18.

Table S18 Outcomes considered by the NTWC to be critical or important for decision making:
Pregnancy and childbirth

Review ID
M
o o s — (o)
Prioritised R.esults )| 5 ~ o o o
Measured consensus available for ° N3 ~ 5 s 5 Iy
outcome . . . & £ o 35 I rC\DJ N Q
! with rating comparisonlor > @ ¢ ° < = ) c
domain 2 S8 = T = o > =
¢ - C [e) § E © © E
[a) 87 > © w0 z T %)
z z

. . Duration of -

Birth experience Critical Yes -- T X v X v
labour

Pregnancy-related -

sghancy VAS Critical Yes 20X 2 2 X 2 ¥
pain

Quality of life NR Critical No -- ? ? ? ? ? ?
Functional capacity NR Critical No ? ? ? ? ? ? ?
Perceived stress NR Critical No ? ? ? ? ? ? ?
Maternal morbidity NR Important No ? ? ? ? ? ? --
Foetal health Apgar score Important No ? ? ? - ? ? --

Abbreviations: NR, not reported; VAS, visual analogue scale

v A study result is available for inclusion in the synthesis

X A study result is available for inclusion, but the systematic review reports incomplete data. Due to time and resource constraints, only the
information presented in the systematic review is reported.

1 A study result is available for inclusion, but the systematic review only reports the direct of effect. Due to time and resource constraints,
only the information presented in the systematic review is reported.

-- The systematic review assessed this outcome but did not find or include any eligible primary studies that reported the outcome.

? The systematic review did not assess this outcome. It is unclear if the outcome was assessed by the primary studies included in the SR.
Due to time and resource constraints, only the information presented in the systematic review is reported.

Comparison 1 (vs sham)

The systematic reviews identified 16 RCTs comparing acupressure with sham in pregnant females (requiring
labour induction or in labour) that were eligible for this comparison and contributed data to 2 out of 7
critical or important outcomes.

Birth experience (duration of labour)

Several systematic reviews (Mollart 2015, Makvandi, Najafi 2018, Smith 2020) identified 9 RCTs that reported
the duration of labour based on a total duration (minutes) or based on time in active stages of labour (stage
1 and/or stage 2) (Lee 2004, Hamidzadeh 2010, Kashanian 2010, Salehian 2010, Aghdam 2012, Hamidzadeh
2012, Dabiri 2013, Akbarzadeh 2015, Mefetoni 2015). It was not always clear when measurements started, but
typically was at the onset of regular contractions and when the cervix had dilated between 3and 7
centimetres. Active labour usually lasts between 240 and 480 minutes.

Pooled results of 6 RCTs (total 559 participants) suggest an effect in favour of acupressure compared with
the sham groups (MD -78.82; 95% CIl -116.42, —41.23; p < 0.0001) but there was substantial statistical
heterogeneity (1> = 88%; p < 0.00001) therefore the standard mean difference was considered (SMD -0.87;
95% CI -1.10, —0.64; p < 0.00007; I2 = 42%).

Data from 3 RCTs were not able to be included in the meta-analysis. Of these, 2 RCTs suggested an effect
favouring acupressure in the first stage of labour, but not the second stage, and one RCT suggested there
was no statistically significant difference in the duration of the first or second stage of labour between
groups.
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Labour pain

Several systematic reviews (Mollart 2015, Makvandi, Najafi 2018, Smith 2020) identified 12 RCTs that reported
labour pain measured with a 10 cm visual analogue scale ora O to 10 numeric pain rating scale (NPRS) (Lee
2004, Heidari 2008, Hjelmstedt 2010, Kashanian 2010, Kordi 2010, Salehian 2010, Samadi 2010, Kordi 2011,
Hamidzadeh 2012, Dabiri 2013, Sehhatie-Shafaie 2013, Mefetoni 2015). It was not clear when pain
measurements were taken (e.g. end of contractions, end of active labour).

The VAS is a subjective assessment of pain, reported by participants and measured on a continuous scale
(cm) from O (no pain) to 10 (worst imaginable pain). Higher values indicate worse pain. The NPRS is a
segmented numeric version of the visual analogue scale. An MCID for the VAS is not established for labour
pain, noting results in this population can be unreliable, possibly due to a ‘ceiling effect’ (94, 95). The MCID
can vary from 8 to 40 mm across different patient groups (mean 17 mm,; 95% CI 15 to 19 mm) (60).

Pooled results of 9 RCTs (total 935 participants) suggest an effect in favour of acupressure compared with
the sham groups (MD -1.44; 95% Cl -2.33, -0.55; p = 0.002) but there was substantial statistical heterogeneity
(I = 95%; p < 0.00001) that did not materially change when the standard mean difference was considered

(I = 89%). The clinical importance of the change is not clear.

Data from 3 RCTs (Heidari 2008, Kordi 2010, Kordi 2011) were not able to be included in the meta-analysis
(not reported).

Comparison 2 (vs control)

The systematic reviews identified 18 RCTs comparing acupressure with control (usual care) in pregnant
females (requiring labour induction or in labour) that were eligible for this comparison, of which 14 RCTs
contributed data relevant to 2 of the 7 critical or important outcomes. There were 4 RCTs (Hjelmstedt 2010,
Torkzahrani 2015, Mollart 2016, Torkzahrani 2016) that did not contribute any data as they did not report any
critical or important outcomes.

Birth experience (duration of labour)

Several systematic reviews (Mollart 2015, Makvandi, Najafi 2018, Smith 2020) identified 9 RCTs that reported
the duration of labour based on a total duration (minutes) or based on time in active stages of labour (stage
1 and/or stage 2) (Chung 2003, Ingram 2005, Salehian 2011, Akbarzadeh 2013, Dabiri 2013, El Hamid 2013, Calik
2014, Mefetoni 2015, Hamlaci 2017). It was not always clear when measurements started, but typically was at
the onset of regular contractions and when the cervix had dilated between 3 and 7 centimetres. Active
labour usually lasts between 240 and 480 minutes.

Pooled results from 4 RCTs (total 338 participants) suggest an effect in favour of acupressure compared
with control groups (MD -45.02; 95% Cl| -76.35, -13.69; p = 0.005) but statistical heterogeneity was high (> =
74%; p < 0.00001) therefore the standard mean difference was considered (SMD -0.68; 95% Cl| —-0.94, —-0.41;
p < 0.0000T7; I2 = 25%).

Data from 5 RCTs were not able to be included in the meta-analysis. Of these, 2 RCTs the data suggested an
effect favouring acupressure (El Hamid 2013, Chung 2003), but for 3 RCTs (Ingram 2005, Dabiri 2013, Calik
2014) any observed effect was not statistically significant (data not reported).

Labour pain

Several systematic reviews (Mollart 2015, Makvandi, Najafi 2018, Smith 2020) identified 9 RCTs that reported
labour pain measured with a 10 cm visual analogue scale or a O to 10 numeric pain rating scale (NPRS)
(Kordi 2010, Akbarzadeh 2013, Dabiri 2013, Calik 2014, Mefetoni 2015, Ozgoli 2016, Hamlaci 2017, Mansouri
2018). It was not clear when pain measurements were taken (e.g. end of contractions, end of active labour).

The VAS is a subjective assessment of pain, reported by participants and measured on a continuous scale
(cm) from O (no pain) to 10 (worst imaginable pain). Higher values indicate worse pain. The NPRS is a
segmented numeric version of the visual analogue scale. An MCID for the VAS is not established for labour
pain, noting results in this population can be unreliable, possibly due to a ‘ceiling effect’ (94, 95). The MCID
can vary from 8 to 40 mm across different patient groups (mean 17 mm; 95% CI 15 to 19 mm) (60).
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Pooled results of 8 RCTs (total 615 participants) suggest an effect in favour of acupressure compared with
the control groups (MD -1.72; 95% CI| -2.58, —-0.85; p = 0.0001) but there was substantial statistical
heterogeneity (I> = 88%; p < 0.00001) that did not materially change when the standard mean difference was
considered (12 = 82%). The clinical importance of the change score is not clear.

Data from 1 RCT (Calik 2014) was not able to be included in the meta-analysis. An effect favouring
acupressure was noted (p < 0.001).

Comparison 3 (vs active)

The systematic reviews found one RCT (Chung 2003) comparing acupressure with an active intervention
(effleurage) in pregnant females (requiring labour induction or in active labour). There were no data
reported for this comparison.

S1.11.4 Summary of findings and evidence statements

Comparison 1 (vs sham)

There were 16 RCTs identified by the included systematic reviews that compared acupressure with sham in
pregnant females (requiring labour induction or in labour) and contributed data to 2 critical or important
outcomes.

Acupressure compared to sham for pregnancy and childbirth

Patient or population: pregnant females (requiring labour induction or in active labour)
Setting: community or hospital

Intervention: acupressure

Comparison: sham

Anticipated absolute effects*

Certainty of

(95% CI) Relative N2 of the
effect | participants . Evidence statement
Risk with Risk with (95% CI) (studies) evidence
control acupressure (GRADE)
Birth exper!ence The mean MD 78.82 559
assessed with: . lower (116.42 (6 RCTs) .
Duration of labour duration lower to 4123 Acupressure may result in
(mins) (higher is ranged from lower) ’ # data from 3 12100 a large reduction in the
worse) 9 360 minutes RCTs (350 LOW abcde  duration of labour in
(range 185 to participants) pregnant females.
follow-up: not included
. . 891.4)
immediately after here
- The effect of acupressure
Quality of life — not on quality of life in
reported pregnant females is
unknown
Pain MD 1.44 lower 935
d with: VAS . 233 t .
assesse WI . The mean pain ( OWEr to (9 RCTs) Acupressure may result in
or NPRS (higheris 0.55 lower) o o000 T .
score was 7.26 - ## missing Scefq areduction in labour pain
worse) oints datafrom3 ~ LOW=eee in pregnant females. **
Scale from: 0 to 10 P RCTs (226 pres ’
follow-up: unclear participants)
Perceived stress — = The ef‘Fec.t ofacu pressure
hot reported ) ) ) i on perceived stres.s in
pregnant females is
unknown
Functional capacity = The effect of acupressure
— not reported = - - - on functional in pregnant

females is unknown
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Acupressure compared to sham for pregnancy and childbirth

Patient or population: pregnant females (requiring labour induction or in active labour)
Setting: commmunity or hospital

Intervention: acupressure

Comparison: sham

Anticipated absolute effects* . . Certainty of
(95% CI) Relative N2 of the

- - - - effect | participants evidence Evidence statement
Risk with Risk with (95% Cl) (studies)

control acupressure (GRADE)

- The effect of acupressure

Maternal morbidity during pregnancy on
— not reported maternal morbidity is
unknown.

- The effect of acupressure

Foetal health — not ) ) ) i during pregnancy on fetal
reported health at birth is
unknown.

*The risk in the intervention group (and its 95% confidence interval) is based on the assumed riskin the comparison group and the
relative effect of the intervention (and its 95% Cl).

A As a rule of thumb, an SMD of 0.2 is considered a small difference, 0.5 is medium, and 0.8 is large difference (14).

AA In the absence of an MCID the effect estimate was considered based on three levels: small (MD less than 10% of the scale), moderate
(MD between 10% to 20% of the scale) or large (MD more than 20% of the scale

*MCID is unknown™. Mean MCID of 1.7 cm (range 0.8 to 4.0 cm) reported across different patient groups (60).

# 2 RCTs suggested an effect favouring acupressure in the first stage of labour, but not the second stage, and one RCT suggested there
was no difference between groups.

## No data reported.

Cl: confidence interval; MD: mean difference; NPRS: numeric pain rating scale; VAS: visual analogue scale

GRADE Working Group grades of evidence
High certainty: we are very confident that the true effect lies close to that of the estimate of the effect.
Moderate certainty: we are moderately confident in the effect estimate: the true effect is likely to be close to the estimate of the effect,
but there is a possibility that it is substantially different.
Low certainty: our confidence in the effect estimate is limited: the true effect may be substantially different from the estimate of the
effect.
Very low certainty: we have very little confidence in the effect estimate: the true effect is likely to be substantially different from the
estimate of effect.

Explanations

a. No serious risk of bias. Certainty of evidence not downgraded.

b. No serious inconsistency. Statistical heterogeneity explained by variances in study design and timing of outcome measurement.
Certainty of evidence not downgraded.

c. No serious indirectness. The available evidence isin non-complicated pregnancies undergoing spontaneous or induced labour. Certainty
of evidence not downgraded.

d. Serious imprecision. Wide confidence intervals (upper and lower bounds overlap with both large and moderate important difference).
Certainty of evidence downgraded.

e. Publication bias suspected. There is a strong suspicion of non-reporting of results likely to be related to p value, direction or magnitude
of effect. Certainty of evidence downgraded.

f. No serious inconsistency. All studies are indicating benefit. Statistical heterogeneity explained by variances in study design. Certainty of
evidence not downgraded.

g. Serious imprecision. Wide confidence intervals (upper and lower bounds overlap with both large and small important difference).
Certainty of evidence downgraded.

Comparison 2 (vs control)

There were 14 RCTs identified by the included systematic reviews that compared acupressure with control
(no intervention, waitlist or usual care) in pregnant females (requiring labour induction or in labour) and
contributed data to 2 outcomes.
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Acupressure compared to control (no intervention, waitlist, usual care) for pregnancy and childbirth

Patient or population: pregnant females (requiring labour induction or in active labour)

Setting: commmunity or hospital
Intervention: acupressure

Comparison: control (no intervention, waitlist, usual care)

Anticipated absolute effects*

Certainty of

(95% Cl) Relative N2 of the
effect | participants . Evidence statement
Risk with Risk with (95% Cl) | (studies) evidence
control acupressure (GRADE)

SOPTNE  fromenn 6502
Duration of Iabour duration IowertoB. - (4 RCTs) Acupressure may result in
(mins) (higher is ranged from - ’ i #datafrom5  @@OO  areduction in the
worse) g 241.4 minutes RCTs (526 LOW abcde  duration of labour in

(range 216.6 to participants) pregnant females.
follow-up: 913.1) not included
immediately after : here
Quality of life — not - - - - - The effect of acupressure
reported on quality of life in

pregnant females is
unknown
Pain MD 1.72 lower 615
d with: VAS . 258 | t .
zisljlis;s (\r/:/i' herie Themean pain ( 5 szxerr)o (8 RCTs) 6600 Acupressure may result in
worse) N SCEelE WE . - ## missing Low scefe @ reduction in labour pain
3 data from 1 o ; ok

Scale from: 0 to 10 8.235 points RCTs (193 in pregnant females.

follow-up: unclear

participants)

Perceived stress —
not reported =

The effect of acupressure
on perceived stress in
pregnant females is
unknown

Functional capacity
—not reported =

The effect of acupressure
on functional in pregnant
females is unknown

Maternal morbidity
—not reported

The effect of acupressure
during pregnancy on
maternal morbidity is
unknown.

Foetal health — not
reported

The effect of acupressure
during pregnancy on fetal
health at birth is
unknown.

*The risk in the intervention group (and its 95% confidence interval) is based on the assumed risk in the comparison group and the
relative effect of the intervention (and its 95% Cl).

A As a rule of thumb, an SMD of 0.2 is considered a small difference, 0.5 is medium, and 0.8 is large difference (14).
An In the absence of an MCID the effect estimate was considered based on three levels: small (MD less than 10% of the scale), moderate
(MD between 10% to 20% of the scale) or large (MD more than 20% of the scale

** MCID is unknown™. Mean MCID of 1.7 cm (range 0.8 to 4.0 cm) reported across different patient groups (60).
# An effect favouring acupressure suggested in 2 RCTs, no effect observed in 3 RCTs (data not reported).

Cl: confidence interval; MD: mean difference; NPRS: numeric pain rating scale; VAS: visual analogue scale
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Acupressure compared to control (no intervention, waitlist, usual care) for pregnancy and childbirth

Patient or population: pregnant females (requiring labour induction or in active labour)
Setting: commmunity or hospital

Intervention: acupressure

Comparison: control (no intervention, waitlist, usual care)

Anticipated absolute effects*

) . Certainty of
(95% CI) Relative N2 of

the

effect | participants Evidence statement

evidence

Risk with Risk with o
(95% 1) (GRADE)

(studies)
control acupressure

GRADE Working Group grades of evidence
High certainty: we are very confident that the true effect lies close to that of the estimate of the effect.
Moderate certainty: we are moderately confident in the effect estimate: the true effect is likely to be close to the estimate of the effect,
but there is a possibility that it is substantially different.
Low certainty: our confidence in the effect estimate is limited: the true effect may be substantially different from the estimate of the
effect.
Very low certainty: we have very little confidence in the effect estimate: the true effect is likely to be substantially different from the
estimate of effect.

Explanations

a. No serious risk of bias. Certainty of evidence not downgraded.

b. No serious inconsistency. Statistical heterogeneity explained by variances in study design and timing of outcome measurement.
Certainty of evidence not downgraded.

c. No serious indirectness. The available evidence in females with non-complicated pregnancies undergoing spontaneous or induced
labour. Certainty of evidence not downgraded.

d. Serious imprecision. Wide confidence intervals (upper and lower bounds overlap with both large and moderate important difference).
Certainty of evidence downgraded.

e. Publication bias suspected. There is a strong suspicion of non-reporting of results likely to be related to p value, direction or magnitude
of effect. Certainty of evidence downgraded.

f. No serious inconsistency. All studies are indicating benefit. Statistical heterogeneity explained by variances in study design. Certainty of
evidence not downgraded.

g. Serious imprecision. Wide confidence intervals (upper and lower bounds overlap with both large and small important difference).
Certainty of evidence downgraded.

S111.5 Forest plots

Outcome results for pregnant females (requiring labour induction or in active labour) (where additional
analyses were required and able to be carried out) are presented in Figure S11 (labour duration) and Figure
S12 (labour pain).
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Figure S11 Forest plot of comparison: Acupressure vs sham or control (no intervention, waitlist, usual
activities): pregnancy and childbirth - labour duration (minutes)
Acupressure Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Random, 95% ClI 1V, Random, 95% ClI
6.1.1 vs sham
Aghdam 2012 (1) 0 0 50 0 0 50 Not estimable
Akbarzadeh 2015 (2) 0 0 100 0 0 50 Not estimable
Dabiri 2013 (3) 0 0 50 0 0 50 Not estimable
Hamidzadeh 2012 (4)  146.4 475 50 1854 408 50 20.9% -39.00 [-56.36, -21.64] -
Hamidzadeh 2010 (5) 144 48 50 186 60 50 20.5% -42.00 [-63.30, -20.70] -
Salehian 2010 (6) 216.6 5486 30 26563 683 30 19.0% -49.03 [-80.38, -17.68] -
Lee 2004 (7) 138.6 62 36 1912 837 39 187% -52.60 [-85.77,-19.43] -
Kashanian 2010 (8) 2524 1085 60 4414 1559 60 16.1% -189.00[-237.06,-140.94] —
Mefetoni 2015 (9) 628.1 3611 52 8914 4348 52 4.7% -263.30[-416.92, -109.68]
Subtotal (95% CI) 278 281 100.0% -78.82[-116.42, -41.23] X 2
Heterogeneity: Tau? = 1678.56; Chi? = 41.52, df = 5 (P < 0.00001); 1> = 88%
Test for overall effect: Z = 4.11 (P < 0.0001)
6.1.2 vs control (usual care)
El Hamid 2013 (10) 0 0 50 0 0 50 Not estimable
Ingram 2005 (11) 397.8 0 66 316.2 0 76 Not estimable
Chung 2003 (12) 0 0 43 0 0 42 Not estimable
Dabiri 2013 (13) 0 0 50 0 0 49 Not estimable
Calik 2014 (14) 0 0 50 0 0 50 Not estimable
Hamlaci 2017 (15) 244 988 22 2603 1152 22 159% -16.30 [-79.72, 47.12] —
Akbarzadeh 2013 (16)  183.6 612 50 2166 0.67 50 40.1% -33.00 [-49.96, -16.04] L
Salehian 2011 (17) 179.5 60.6131 60 225 20 30 40.2% -45.50 [-62.42, -28.58] =
Mefetoni 2015 (18) 628.1 3611 52 9131 4326 52  3.8% -285.00[-438.16,-131.84] -
Subtotal (95% CI) 184 154 100.0%  -45.02[-76.35, -13.69] <
Heterogeneity: Tau? = 561.66; Chiz = 11.43, df = 3 (P = 0.010); I2 = 74%
Test for overall effect: Z = 2.82 (P = 0.005)
0 250 500

Footnotes
4) Data from Smith 2020.

8) Data from Smith 2020.
9) Data from Smith 2020.
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Data from Makvandi 2016.
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5) Data from Najafi 2018 (active stage). Comparator group not clear.
6) Data from Najafi 2018 (active stage).
7) Data from Smith 2020. Numbers different in Najafi 2018: (active stage) 108.30 mins vs 146.30

) Data from Makvandi 2016. MD -3.430; 95% Cl -4.238 to -2.622; p<0.001
) Data form Mollart 2015. Shorter (total labour duration) in standard care group; p=0.19. No other data provided.

) Data from Makvandi 2016. MD -2.12; 95% ClI -3.642 to -0.598; p<0.006

) Data from Makvandi 2016. No statistically significant difference in the duration of the first or second stage of labour between groups.
) Data from Makvandi 2016. Shorter duration (1st and 2nd stage) in the acupressure group but no data provided.
)
)
)
)

Data from Najafi 2018 (active phase). Comparator group not clear.
Data from Najafi 2018 (active stage). Data for 2 acupressure groups (SP6 & LI4) combined.

Favours [acupressure] ~ Favours [control]

1) Data from Makvandi 2016. 1st stage MD -1.250; 95% CI -1.488 to -1.012; p<0.001; 2nd stage MD -3.4; 95% CI -10.307 to 3.388; p=0.326
2) Data from Makvandi 2016: Gp1 1st stage MD -0.55; p=0.001; 2nd stage MD -3.72 p=0.268; Gp 2 MD -0.75; p<0.001 & MD -2.99; p=0.400
3) Data from Makvandi 2016. No statistically significant difference in the duration of the first or second stage of labour between groups.
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Figure S12 Forest plot of comparison: Acupressure vs sham or control (no intervention, waitlist, usual
activities): pregnancy and childbirth - labour pain

Acupressure Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% ClI
6.2.1 vs sham
Kordi 2010 (1) 55 24 27 0 0 28 Not estimable
Heidari 2008 (2) 43 24 0 41 25 0 Not estimable
Kordi 2011 (3) 403 25 0 445 236 0 Not estimable
Mefetoni 2015 (4) 65 25 26 81 23 52 10.0% -1.60[-2.75,-0.45] -
Dabiri 2013 (5) 65 22 25 76 22 50 103% -1.10[-2.16,-0.04] ]
Lee 2004 (6) 64 18 36 76 19 39 109% -1.20[-2.04,-0.36] —_—
Salehian 2010 (7) 53 12 30 68 17 30 111% -1.50[-2.24,-0.76] ——
Kashanian 2010 (8) 587 177 60 679 152 60 11.4% -0.92[-1.51,-0.33] —
Hamidzadeh 2012 (9) 85 21 50 99 03 50 114% -1.40[-1.99 -0.81] —_
Sehhatie-Shafaie 2013 (10) 56 17 42 98 05 42 115% -420[-4.74,-3.66] —_
Hjelmstedt 2010 (11) 74 182 71 814 181 141 115%  -0.74[-1.26,-0.22] -
Samadi 2010 (12) 32 06 41 35105 90 119% -0.30[-0.58,-0.02] ™
Subtotal (95% CI) 381 554 100.0%  -1.44[-2.33,-0.55] @

Heterogeneity: Tau? = 1.72; Chi? = 163.91, df = 8 (P < 0.00001); I* = 95%
Test for overall effect: Z = 3.16 (P = 0.002)

6.2.2 vs control (usual care)

Calik 2014 (13) 0 0 9 0 0 98 Not estimable
Mansouri 2018 (14) 93 106 16 99 14 53 24%  -0.60[-5.81,4.61]

Kordi 2010 (15) 55 24 27 6 26 28 11.7%  -050[-1.82,0.82 —
Mefetoni 2015 (16) 65 25 26 88 18 52 129%  -2.30[-3.38,-1.22] —_—
Dabiri 2013 (17) 65 22 25 87 15 49 134%  -2.20[-3.16,-1.24] —
Akbarzadeh 2013 (18) 495 165 50 648 191 50 146%  -1.23[-1.93,-0.53] —
Hamlaci 2017 (19) 76 12 22 86 07 22 150%  -1.00[-1.58,-0.42] —_
Salehian 2011 (20) 7 15 60 82 12 30 150% -1.20[1.77,-0.63] —_
0Ozgoli 2016 (21) 50 2 70 95 09 35 151%  -3.60 [-4.16,-3.04] —

Subtotal (95% Cl) 296 319 100.0%  -1.72[-2.58, -0.85] <o

Heterogeneity: Tau? = 1.21; Chi? = 59.74, df = 7 (P < 0.00001); I* = 88%
Test for overall effect: Z = 3.89 (P = 0.0001)

6.2.3 vs other
Chung 2003 (22) 02 13 37 07 13 73 100.0% -0.50 [-1.01, 0.01] !
Subtotal (95% Cl) 37 73 100.0%  -0.50 [-1.01, 0.01]

Heterogeneity: Not applicable
Test for overall effect: Z = 1.91 (P = 0.06)

4 2 0 2 4
Favours [acupressure] ~ Favours [control]

Footnotes

1) Data from Smith 2020. Comparator group data not available (not in English).

2) Data from Najafi 2018. Comparator group not known. Group numbers not reported (total 128) (study not in English)

3) Data from Najafi 2018. Comparator group not clear (sham & usual care). Group numbers not reported (total 102) (study not in English)
4) Data from Smith 2020.

5) Data from Smith 2020.

6) Data from Najafi 2018.

7) Data form Najafi 2018.

8) Data from Smith 2020.

9) Data from Smith 2020. Data from Najafi 2018 does not match (different timepoints)

) Data from Smith 2020.

Data from Smith 2020. Control groups are combined (sham + usual care)

Data from Najafi 2018. Not clear of complarator group (assumed sham and control group data combined).

Data from Smith 2020. Data are in medians and not able to be included. An effect favouring acupressure noted (p<0.001)
Data from Smith 2020.

Data from Smith 2020.

Data from Smith 2020.

Data from Smith 2020.

Data from Najafi 2018. Comparator group not clear.

Data from Smith 2020.

Data from Smith 2020. 2 acupressure groups combined. Data from Najafi 2018 does not match (different timepoints?)
Data from Smith 2020.

Data from Smith 2020. COmbined control groups (effleurage + usual care)
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S1.12 Recovery after minimally invasive surgery

S1.12.1 Description of studies

Three citations (36, 96, 97) corresponding to 3 systematic reviews (Hewitt 2009, Lee 2015, Waits 2018) were
identified in the literature that assessed acupressure compared to sham, control or an active intervention in
patients recovering after minimally invasive surgery. No additional reviews were identified in the
Departments public call for evidence (see Appendix C2). There are 3 systematic reviews awaiting
classification (98-100) (see Appendix C3.2) and one ongoing review (101) (see Appendix C4.2).

An overview of the included systematic reviews and their overlap with eligible RCTs is provided in Table S19.
Review details, including all outcome domains and measures and the risk of bias of the included studies are
provided in Appendix F1.2.

The studies were in people receiving minimally invasive surgery (gynaecological laparoscopy, endoscopic
retrograde cholangiopancreatography) and are directly applicable the populations evaluated in shiatsu
(laparoscopic surgery)'. Eight studies compared acupressure with sham intervention (Harmon 1999,
Schlager 2001, Agarwal 2002, Boehler 2002, Samad 2003, Sadigha 2008, Igbal 2012, Liu 2012, White 2012) and
one study (Liu 2012) compared acupressure with control (no intervention) described as sleep hygiene
education.

Table S19 List of included systematic reviews and overlap with eligible RCTs (per outcome): Recovery
after minimally invasive surgery

Study ID

Review ID Best SR Outcome domains
available* (measures)

Harmon 1999
. Schlager 2001
' Agarwal 2002
. Boehler 2002
' Samad 2003
' Sadigha 2008
' Igbal 2012
i Liu 2012
' White 2012

Post-operative complaints

Hewitt 2009 (96) v e --
(nausea and vomiting)

Lee 2015 (97) v Post-operative complalnts
(nausea and vomiting)

Waits 2018 (36) v Sleep quality

* Best available information (in any order) means the systematic review meets AMSTAR-2 domain 4, domain 8,domain 9 and domain 11

(see Framework for selecting the systematic review from which to extract data [Appendix B2])

v Systematic review meets (or partially meets) prespecified critical AMSTAR-2 domains (4, 8,9 &11)

1 Systematic review meets (or partially meets) some, but not all, prespecified critical AMSTAR-2 domains (4, 8,9 &11)

X Systematic review does not meet prespecified critical AMSTAR-2 domains (4, 8,9 &11)

Y RCT isincluded in the systematic review, meets our PICO criteria & a study result is reported for the listed outcome measure [result
available]

? RCT is included in the systematic review, meets our PICO criteria but a study result is not available for the listed outcome measure [data
is incomplete; result may be available in another SR]

-- RCT is not included in the systematic review

S1.12.2 Critical appraisal

All 3 included systematic reviews (Hewitt 2009, Lee 2015, Waits 2018) were judged to probably provide an
accurate and comprehensive summary of the available studies that address the question of interest (i.e.
met, or partially met, critical AMSTAR-2 domains (4, 8,9and 11).

'"There were 11 other systematic reviews that focused on acupressure in people recovering after other types of surgery
(e.g. major cardiac, obstetric) that are not included here as evidence in shiatsu was focused on minimally invasive
procedures. (see Appendix C5).
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A summary of the strengths or limitations of the included systematic reviews assessed against each
AMSTAR-2 domain is provided in Appendix E2.

S1.12.3 Effect of intervention

Outcomes considered by the NTWC to be critical or important for decision making in people recovering
after minimally invasive surgery are listed in Table S20.

Table S20 Outcomes considered by the NTWC to be critical or important for decision making:
Recovery after minimally invasive surgery

Prioritised ) Review ID
. Consensus Results available for
outcome Measured with . A Hewitt Waits
) rating comparison 1or 2? Lee 2015
domain 2009 2018
No measures
Clinical recovery reported in eligible Critical No ? ? ?
studies
Post-operative Incidence of nausea .
p. . Critical v v ?
complaints and vomiting
Post-operative Visual analogue .
. P 9 Critical No ? ? ?
pain scale

Time between first

Bowel recove .
v and last defecation

Important No ? ? ?

Pulmonary

. Oxygen saturation Critical No ? ? ?
function

Abbreviations: VAS, visual analogue scale

v A study result is available for inclusion in the synthesis

? The systematic review did not assess this outcome. It is unclear if the outcome was assessed by the primary studies included in the SR.
Due to time and resource constraints, only the information presented in the systematic review is reported.

Comparison 1 (vs sham)

The systematic reviews (Hewitt 2009, Lee 2015) identified 8 RCTs comparing acupressure with sham in
people recovering after minimally invasive surgery that were eligible for this comparison and contributed
data to one out of 5 critical or important outcomes.

Post-operative complaints

Two systematic reviews (Hewitt 2009, Lee 2015) included 8 RCTs (Harmon 1999, Schlager 2001, Agarwal 2002,
Boehler 2002, Samad 2003, Sadigha 2008, Igbal 2012, White 2012) that reported the incidence of both
nausea and vomiting O to 24 hours post-operative.

Pooled results (total 606 participants) suggest the number of nausea episodes was reduced in the
acupressure group (121/305) compared with the sham group (168/301) (RR 0.71; 95% CI 0.52, 0.98; p = 0.04;
[2=68%). Similarly, the number of vomiting episodes was reduced in the acupressure group (49/308)
compared with the sham group (127/289) (RR 0.37; 95% Cl 0.20, 0.68; p = 0.001; 12 = 74%).

Comparison 2 (vs control)

There were no RCTs found by the included systematic reviews comparing acupressure with control (no
intervention, usual care) in people recovering after minimally invasive surgery that contributed data
relevant to the 5 critical or important outcomes.

Comparison 3 (vs active)
There were no RCTs found by the included systematic reviews comparing acupressure with an active
comparator in people recovering after minimally invasive surgery.
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S1.12.4 Summary of findings and evidence statements

Comparison 1 (vs sham)
There were 8 RCTs found by the included systematic reviews comparing acupressure with sham in people
recovering after minimally invasive surgery that contributed data to 2 critical or important outcomes.

Acupressure compared to sham for recovery after minimally invasive surgery

Patient or population: recovery after minimally invasive surgery
Setting: hospital

Intervention: acupressure

Comparison: sham

Anticipated absolute effects* . . Certainty of
(95% CI) Relative l:l—.of e .
= = = = effect | participants evidence Evidence statement
Risk with Risk with (95% Cl) | (studies)

control acupressure (GRADE)

- The effect of acupressure
on clinical recovery in

Clinical recovery -

- - (O studies) - people recovering after
not reported L . .
minimally invasive surgery
is unknown.
Post-operative 396 per 1000 Acupressure may result in
nausea - total (290 to 547) a slight reduction in post-
. . ) RR 0.71 . .
episodes (higher is 606 [1210]0) operative nausea in
558 per 1000 (0.52to bed .
worse) (8 RCTs) LOW abcde  neople recovering after
0.98) A L . .
Follow-up: O to 24 minimally invasive
hours (laparoscopic) surgery.
- The effect of acupressure
Post-operative pain . on post—operat!ve pain in
- - (O studies) - people recovering after
- not reported L . .
minimally invasive surgery
is unknown.
- The effect of acupressure
on bowel recovery in
Bowel recovery — . )
- - (O studies) - people recovering after
not reported L . .
minimally invasive surgery
is unknown.
- The effect of acupressure
Pulmonary on pulmonary function in
function — not - - (O studies) - people recovering after
reported minimally invasive surgery
is unknown.
Post-operative 163 per 1000 Acupressure probably
vomiting —Fotal . (88t0299) RR 0.37 o000 results inala rge red uc?t.ion
episodes (higheris 597 in post-operative vomiting
439 per 1000 (020 to MODERATE . .
worse) (8 RCTs) in people recovering after
0.68) A abcef . . .
Follow-up: O to 24 minimally invasive
hours (laparoscopic) surgery.

*The risk in the intervention group (and its 95% confidence interval) is based on the assumed risk in the comparison group and the
relative effect of the intervention (and its 95% Cl).

A A 25% relative reduction was considered important (i.e. RR <0.75).

Cl: confidence interval; MD: mean difference; NPRS: numeric pain rating scale; VAS: visual analogue scale
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Acupressure compared to sham for recovery after minimally invasive surgery

Patient or population: recovery after minimally invasive surgery
Setting: hospital

Intervention: acupressure

Comparison: sham

Anticipated absolute effects*

Certainty of

(95% Cl) Relative r'l‘—’.of the .
= = = = effect | participants evidence Evidence statement
Risk with Risk with (95% Cl) (studies)

control acupressure (GRADE)

GRADE Working Group grades of evidence
High certainty: we are very confident that the true effect lies close to that of the estimate of the effect.
Moderate certainty: we are moderately confident in the effect estimate: the true effect is likely to be close to the estimate of the effect,
but there is a possibility that it is substantially different.
Low certainty: our confidence in the effect estimate is limited: the true effect may be substantially different from the estimate of the
effect.
Very low certainty: we have very little confidence in the effect estimate: the true effect is likely to be substantially different from the
estimate of effect.

Explanations

a. No serious risk of bias. Certainty of evidence not downgraded.

b. Serious inconsistency. Statistical heterogeneity is high (1> >68%) and not able to be explained. Certainty of evidence downgraded.

c. No serious indirectness. The available evidence in people undergoing minimally invasive surgery. It is not clear if the type of acupressure
applied is considered part of shiatsu (Korean hand point K-K9 or SP6 bands). Certainty of evidence not downgraded.

d. Serious imprecision. Wide confidence intervals (lower bounds overlap with no important difference). Certainty of evidence downgraded.

e. Publication bias not suspected. Certainty of evidence not downgraded.

f. No serious imprecision. Certainty of evidence not downgraded.

Comparison 2 (vs control)
No studies found.

S1.12.5 Forest plots

Outcome results for recovery after minimally invasive surgery (where additional analyses were required and
able to be carried out) are presented in Figure S13 (incidence of nausea) and Figure S14 (incidence of
vomiting).
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Figure S13 Forest plot of comparison: Acupressure vs sham or control (no intervention, waitlist, usual
activities): recovery after minimally invasive surgery - incidence of nausea (0-24 hours)

Acupressure Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
7.1.1 vs sham
Agarwal 2002 5 50 18 50 7.7% 0.2810.11, 0.69]
Boehler 2002 16 40 28 40 153% 0.57[0.37,0.88] -
Harmon 1999 7 44 16 39 93% 0.39[0.18, 0.84] -
Igbal 2012 9 20 7 20 94% 1.29[0.60, 2.77] N
Sadigha 2008 (1) 40 51 46 52 20.2% 0.891[0.74, 1.06] —ar
Samad 2003 12 25 7 25 97% 1.71]0.81, 3.63] T -
Schlager 2001 9 25 17 25 123% 0.5310.29, 0.95] -
White 2012 23 50 29 50 16.3% 0.7910.54, 1.16] -
Subtotal (95% CI) 305 301 100.0% 0.71[0.52, 0.98] ‘
Total events 121 168

Heterogeneity: Tau? = 0.12; Chi? = 22.00, df = 7 (P = 0.003); I* = 68%
Test for overall effect: Z=2.10 (P = 0.04)

7.1.2 vs control (no intervention, usual care)

Subtotal (95% CI) 0 0 Not estimable
Total events 0 0

Heterogeneity: Not applicable

Test for overall effect: Not applicable

005 02
Favours [acupressure]

Footnotes
(1) High risk of bias.
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Figure S14 Forest plot of comparison: Acupressure vs sham or control (no intervention, waitlist, usual
activities): recovery after minimally invasive surgery - incidence of vomiting (0-24 hours)

Acupressure Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% ClI M-H, Random, 95% ClI
7.2.1 vs sham
Agarwal 2002 2 50 13 50 9.3% 0.1510.04, 0.65] -
Boehler 2002 9 40 20 40 15.9% 0.4510.23, 0.86] -
Harmon 1999 3 47 6 47 101% 0.501[0.13, 1.88] L
Igbal 2012 0 20 2 20 34% 0.20[0.01, 3.92]
Sadigha 2008 (1) 10 51 46 52 16.7% 0.2210.13, 0.39] —
Samad 2003 15 25 13 25 17.3% 1.1510.70, 1.89] -
Schlager 2001 4 25 12 25 129% 0.33[0.12, 0.89] -
White 2012 6 50 15 30 14.3% 0.24[0.10, 0.55] -
Subtotal (95% Cl) 308 289 100.0% 0.37 [0.20, 0.68] <@
Total events 49 127

Heterogeneity: Tau? = 0.49; Chi? = 26.85, df = 7 (P = 0.0004); I = 74%
Test for overall effect: Z = 3.23 (P = 0.001)

7.2.2 vs control (no intervention, usual care)

Subtotal (95% Cl) 0 0 Not estimable
Total events 0 0

Heterogeneity: Not applicable

Test for overall effect: Not applicable

0.01 0.1
Favours [acupressure]

Footnotes
(1) High risk of bias.
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