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- JEifE 8 (Ask: PICO)

» Formulate an answerable question

=58 1% (Acquire)

» Track down the best evidence
Ex &1 58 (Appraisal: VIP)
» Critically appraise the evidence
- 8= EF (Apply: 3E)
» Integrate with clinical expertise and patient values
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» Monitoring your performance
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Step 1:Asking

Problem Hospice/palliative care of cancer-
4R related symptoms

complementary/ alternative
medicine (CAM)

I ntervention

§ o

Comparison conventional care options

Outcome cancer-related symptoms /quality of life
Tk % %




Step 2:Acquire

D a
UpToDate

HERFRRERME R EHRER
ACP Journal Club v:dence Based Medicine

Pre-filtered {
Secondary

Eodd R E R T e
tematic Reviews

Database of Abstracts of Reviews of Effects
(PubMed, Ovid Medline): Sy§tematic Reviews

@ 3R original studies
(PubMed. Ovid Medline, CINAHL\EMBASE

Cochrane CENTRAL, Google Scholar
CEPSHXEFHT, HXHTIEER))

4, Syntheses

5. Studies

Primary

Model from: Haynes, R. B. (2006). Of studies, syntheses, synopses, summaries, and systems: the "5S"
evolution of information services for evidence-based health care dectsions. ACP Journal Club, 145(3), AS.

5S EBM Resources ()
1. Systems (BRI AR AR BRR A
k RO R R SR SR ’
2. Summaries /. Evidence Dy!!e ng " Up{?u“D‘ate
e Search keywords

it

v"Hospice

v'Palliative

v"Complementary
and Alternative

Medicine

() COCHRANE LIBRARY
vhepesdent N gea'y woidence [ e (v

PublfQed
9)

.ll'.

)CENTRAL
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Oxford Centre for Evidence-Based Medicine 2011 Levels of Evidence

|Question

Step 1
(Level 1%)

[Gtep 2
Level 2%)

Step 3
(Level 3*)

Step 4
[Level 4%)

Itep 5 (Level 5)

How common is the
problem?

Local and current random sample
surveys (or censuses)

Gystematic review of surveys
that allow matching to local
circumstances**

Local non-random sample**

Case-series™*

n/a

Is this diagnostic or
monitoring test
accurate?
(Diagnosis)

ISystematic review

of cross sectional studies with
kkonsistently applied reference
lstandard and blinding

Individual cross sectional
ktudies with consistently

applied reference standard and
blinding

Mon-consecutive studies, or studies without
consistently applied reference standards™*

Case-control studies, or
["poor or non-independent
reference standard**

Mechanism-based
reasoning

What will happen if
we do not add a

Systematic review
lof inception cohort studies

Inception cohort studies

Cohort study or control arm of randomized tral*

Case-series or case-
control studies, or poor

n/a

intervention help?
(Treatment Benefits)

COMMON harms?
(Treatment Harms)

What are the

lof randomized trials or n-of-1 trials

trials, systematic review

lof nested case-control studies, n-
lof-1 trial with the patient you are
raising the guestion about, or
lpbservational study with dramatic
effect

a',"SE'E'I'I'IEEIC Teview of rangomized

or observational study with
dramatic effect

namwvigual rangomized tria

or (exceptionally) observational
tudy with dramatic effect

study**

on-randomiZed controlled cono

What are the RARE
harms?
(Treatment Harms)

Systematic review of randomized
trials or n-of-1 tral

Randomized trial
or (exceptionally) observational
tudy with dramatic effect

therapy? quality prognostic cohort
(Econoeil otk
Does this Systematic review Fandomized trial Mon-randomized controlled cohort/follow-up Case-series, case-control [Mechanism-based

studies, or historically
controlled studies**

onow-up

study (post-marketing surveillance) provided
there are sufficient numbers to rule out a
commaon harm. (For long-term harms the
duration of follow-up must be sufficient.)**

Case-celles, case-CONLol,
or historically controlled
studies**

reasoning

echanism-based

reasoning

Is this (early
detection) test
worthwhile?
(Screening)

Systematic review of randomized
trials

Fandomized trial

study**

Mon -randomized controlled cohort/follow-up

Case-series, case-control,
or historically controlled
ctudies**

Mechanism-based
reasoning

* Level may be graded down on the basis of study quality, imprecision, indirectness (study PICO does not match questions PICO), because of inconsistency between

studies, or because the absolute effect size is very small; Level may be graded up if there is a large or very large effect size.

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

Oxford Centre for Evidence-Based Medicine. http://www.cebm.net/index.aspx?0=5653 2011
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Adult Treatrment approach
Pediatric Diagnosis
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Patient Differential diagnosis
Graphics

Palliative care: Assessment and management of nausea and vomiting

Summary and recommendations
Management

Fatient assessment
FPathophysiology and etiology
Frevalence

Pediatric palliative care

Summary and recommendations
Non-pharmacologic approaches — Complementary and integrative
medicine measures (eg, acupuncture, ginger, guided imagery, progressive
muscle relaxation, music therapy) have some evidence for benefit in control
of nausea and vomiting; however, almost all studies have been conducted in
patients with CINV . Very few studies have examined the benefits of any of
these complementary therapies, including acupuncture or acupressure, in
patients with chronic nausea unrelated to chemotherapy, and the benefits in
palliative care populations remain uncertain

Topic Outline Show Graphics (16)

SUMMARY AND RECOMMENDATIONS
INTRODUCTION
PREVALENCE
« Cancer patients

- Radiation theragpy

- izhemotherapy

- Unrelated to cancer therapy
« Other palliative care patients
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Summary and recommendations
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The benefits of acupuncture for CRF are unclear. However, given the
overall safety of this approach, interested patients may be referred for a trial
of acupuncture if symptoms of moderate to severe fatigue persist despite
other forms of therapy.

Longitudinal intake of the nursing home patient
Decision making

Show More Results
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INTRODUCTION
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- Anemic patients
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Cancer pain

Top

[ »

Related Summaries * | Treatments for Bone Pain

) S e D
Overview Invasive Pain Management

~ Complementary Therapies
General Information F ' .

Recommendations Acupuncture:

Pain Acsessment + acupuncture may reduce cancer-related pain (level 2 [mid-level] evidence)

o based on Cochrane review with limited evidence

o systematic review of 5 randomized trizls evaluzting zcupuncture in 285 adults with cancer pain
o 3 trials compared true acupuncture to sham

Patient Education and
Self-Manzgement

Anzlgesics * « 2 courses of ear needle acupuncture significantly decreased mean pain intensity at 1-2 months vs. sham ear acupuncture or ear seeds in
Adjunctive " « 3 daily sessions of electroacupuncture significantly decrezsed mean pain intensity up to 2 days post treatment vs. sham in 1 trizl with 60
Medications « no significant difference in mean pain scores comparing electrozcupuncture (2-3 times per week for 10 sessions) vs. sham electrozcupul

Treatments for Bone with 21 women with recurrent ovarian or peritoneal cancer, uterine cancer, or tumors of fallopian tubes

Pain o 2 trials compared zcupuncture to oral anzlgesia
) ) « = 31% reduction in pain intensity in 94.1% with acupuncture vs. 87.5% with oral analgesic medication (according to World Health Org

::11‘-@5"-‘9 F'a”t] (p < 0.05, NNT 16) in 1 trizl with 66 adults with |ate but unspecified cancer

Znagemen
- « analgesia according to WHO guidelines significantly decrezsed analgesic consumption vs. filiform needle or point injection acupuncture 3

Complementary treatment but no significant differences at other timepoints in 1 trial with 48 adults with stomach carcinoma

Therapies L] o trials either did not report adverse events or reported that there were no adverse events resulting trestment
Care Management o Reference - Cochrane Database Syst Rev 2015 Oct 15;(10):CDO07753
Quality Improvement Hypnotherapy:
Guidelines and « hypnotherapy may be associated with pain reduction in advanced cancer (level 2 [mid-level] evidence)

Pasources v o based on systematic review of studies with limited methodological quality

o systematic review of 27 studies (1 randomized trizl, 1 observational study, 1 retrospective questionnaire, 24 case reports) with 199 patients with
11 e in randomized trizl of 50 patients hvonotherapy zessocizted with reductions in

B TR iRE s
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SCIENTIFIC REPg}RTS

Effectiveness of acupuncture and
related therapies for palliative care
~of cancer: overview of systematic

Received: 18 March 2015 -

n
accepted: 16 Octover 2015 - @\ @W'S

Published: 26 November 2015
Xinyin Wu'?, Vincent CH Chung®?, Edwin P Hui'?, Eric TC Ziea®, Bacon FL Ng¥,
. Robin ST Ho?, Kelvin KF Tsoi®*, Samuel ¥5 Wong®? & Justin CY Wul®

® Oxford CEBM Critical Appraisal Sheets (for systematic review)
PR SRFAEEE P R E DR
2AF R AR AHEE F0i T i BIBT N8 DTRR % 7
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SR Ry e N AR, -SRI - WA TP S R T S e
"T‘i(ﬁ’;"mﬁﬂ X% 7\1—\}3 3T 4 (valid) e F* § 7L ?
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SYSTEMATIC REVIEW: Are the results of the review valid?

What question (PICO) did the systematic review address?

What is best?

Where do I find the information?

The main question being addressed should be clearly
stated. The exposure, such as a therapy or diagnostic
fest, and the outcome(s) of interest will often be
expressed in terms of a simple relationship.

The Title, Abstract or final paragraph of the Introduction
should clearly state the question. If you still cannot
ascertain what the focused question is after reading these
sections, search for another paper!

This paper: Yes [0 No 0  Unclear [

Comment:

Problem ;5 4 £ 4% - Intervention /i » & ¥ - Comparison ¥ ik

Outcome &/ 5 %

(-




4 o Title Intervention

Effectiveness oﬂ acupuncture and related theraaies |for

palliative care of cancer: overview of systematic reviews
® Abstract Problem

Acupuncture and related therapies such as maxihustic‘-paﬂﬁﬁ'lscutaneuus electrical nerve
stimulation are often used to manage'cancer—related symptoms, |but their effectiveness and safety

are controversial. We conducted this overview to summarise the evidence on acupuncture for
palliative care of cancer. Our systematic review synthesised the results from clinical trials of patients
with any type of cancer. The methodological quality of the 23 systematic reviews in this overview,
assessed using the Methodological Quality of Systematic Reviews Instrument, was found to be
satisfactnryl There is evidence for the therapeutic effects of acupuncture for the management of

cancer-related fatigue, chemotherapy-induced nausea and vomiting and leucopenia in patients with

ancer. There is conflicting evidence regarding the treatment of cancer-related pain, hot flashes
nd hiccups, and improving patients’ quality of life. The available evidence is currently insufficient

o support or refute the potential of acupuncture and related therapies in the management
erostomia, dyspnea and lymphedema and in the improvement of psychological well-be?

Mo
® Interventions & control treatments Yas

For control treatments,we included SRs that summarised studies that included type of
intervention without acupunctureor the related treatments described above. Th nN
e gne
/

interventions included conventional treatment, behavioural therapy, Chinese h
\___treatment, sham acupuncture, addition to a waiting list or no treatment.




e

2. |y W RE O R
1 R L i St

F - Is it unlikely that important, relevant studies were missed?

What is best?

Where do I find the information?

The starting point for comprehensive search for all
relevant studies is the major bibliographic databases
(e.g., Medline, Cochrane, EMBASE, etc) but should also
include a search of reference lists from relevant studies,
and contact with experts, particularly to inquire about
unpublished studies. The search should not be limited to

English language only. The search strategy should
include both MESH terms and text words.

The Methods section should describe the search strategy,
including the terms used, in some detail. The Results
section will outline the number of titles and abstracts
reviewed, the number of full-text studies retrieved, and the
number of studies excluded together with the reasons for
exclusion. This information may be presented in a figure or
flow chart,

This paper: Yes L No [l  Unclear [J

Comment:

-
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2.0 B W AR E R A RV A BRE A B
TR R

Literature search. We searched four international databases (MEDLINE, EMBASE, the Cochrane
Database of Systematic Reviews and the Database of Abstracts of Reviews of Effect ) and three Chinese
databases (Chinese Biomedical Databases, Wan Fang Digital Journals and laiwan Periodical Literature
Databases) from their inception through July 2014 to identify potential SRs. For MEDLINE and EMBAGSE,
a specialised search filter for SR articles was used****, Comprehensive searches of each database with a
full Boolean search strategy were conducted, and the details are reported in Appendix 1.

Characteristics of included SRs.

Sixteen SRs summarised the evidence on a single outcome, including CRP®1321.2236.27 fat03e%2431 hot
flashes'™'", chemotherapy-induced nausea and vomiting (CINV)"-" hiccups= and irradiation-induced
xerostomia'®, The remaining seven SRs®712202%3032 reported evidence on a wide range of outcomes in the
palliative care of patients with cancer. The characteristics of these SEs can be found in Tables 1-3. Table 1
describes the SRs that included only RCTs on needle acupuncture. Table 2 reports the SRs that included
RCTs that focused on acupuncture-related therapies. Table 3 highlights the SRs that included resulfg from
various study designs on both needle acupuncture and related therapies. The methodologi v of
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Citations identified through electronic databases search (n=236)

Cochrans Database of Systematic Reviews (CDSR) {n= 74)
Databass of Abstracts of Reviews of Effect (DARE) [n=12)
MEDLINE [n= 48)

EMBASE (n= 83}

Chinese Biomedical Database {CBM) [Chinese] (n= 10)
Wan Fang Digital lournals [Chinese] (n= 7)

Taiwan Periodical literature databases [Chinese] (n= 4)

—» Exclude duplicates (n=27)
¥

Screening of titles and abstracts (n= 199)

'l Excluded after reviewing titles and abstracts (n=168)

49

Excluded (n=9) ‘3‘%&% S

Full -text as;essed for eligibility {r=31) ﬂﬁ ?‘;j-_pg ‘?’ éﬁ.% é

Incloded both cancer and non-cancer patients and cancer specific

results are not reported ssparately (n=2) % ; }g{ '?]
—— -

Mot a SE {n=3)

L

Acupunciurs was nol separated from other remments (n=3)

Previous version of an up<dated SR (n=1)

L J

5Rs that met the inclusion criteria (n= 22)

.
-

Additional SR identified from existing overview [n=1}

SRs included in this overview of SRs {n= 23)

Figure 1. Flowchart of literature selection on systematic reviews of acupuncture for cancer palliative
care Keys: SR, systemalic review.
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A - Were the criteria used to select articles for inclusion appropriate?

What is best?

Where do I find the information?

The inclusion or exclusion of studies in a systematic
review should be clearly defined a priori. The eligibility
criteria used should specify the patients, interventions or
exposures and outcomes of interest. In many cases the
type of study design will also be a key component of the
eligibility criteria.

The Methods section should describe in detail the
inclusion and exclusion criteria. Normally, this will include
the study design.

This paper: Yes [0 No 0 Unclear CJ

Comment:
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The contradictory results of these individual SRs make it difficult to draw conclusions on the potential
effectiveness of acupuncture and related therapies. An overview of the existing SRs is needed to provide
an update on all synthesised clinical evidence on acupuncture and related therapies for palliative cancer
care'”. Although such an overview!! has already been conducted, its trustworthiness is limited for the
following reasons: first, the search dates were limited to 2000 to 2011; hence, SRs published outside this
time frame, including those published or updated sincer 12 1 were not included. second, the search
stralegy ol the previous overview did not Include Chinese-Tanguage databases, which may have led To the
“omission of clinical evidence . Third, the methodological quality of the included SRs was not appraised
with a validated Instrument™, which limits the Interpretation of their overall trustworthiness.

TG overcome these Imitations, we conducted an up-to-date overview ol SRs to evaluate the methodo-
logical quality of SRs and meta-analyses of acupuncture for management of symptoms for palliative care
of cancer and to describe the clinical evidence reported in these SRs and meta-analyses.

Participants. To be eligible, the SRs had to include clinical trials that recruited patients with a
diagnosis of any type of cancer who have received acupuncture and related therapies for supportive or
palliative care.

EA TP RE T
(4 7}5 e 1T & supportive or palliative care.
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e Study Groups
23SRs,248 primary studies and 17,392 patients.

Overall, these SRs reported the results from 248 }_wimar}r studies (median, 7) and 17,392 patients
(median, 548). Three SRs (13.0%) were published in Chinese, and the rest were written in English. Three
(13.0%) were Cochrane SRs. Thirteen (56.5%) SRs included only RCTs, and the rest included multiple
study designs, including both clinical trials and observational studies. Seventeen (73.9%) of the SRs cov-
ered various types of cancer. Three SRs focused on patients with breast cancer®™ !, and three other SRs
summarised only evidence on patients with prostate cancer'®, head and neck cancer'® and lung cancer™.

® Intervention

Eleven SRs®7141820-26 jncluded any type of acupuncture or related therapy either with or without needle
insertion. Nine SRs**1217192730 jncluded only acupuncture with needle insertion and excluded other
forms of related therapy, including TENS, laser acupuncture, acupressure and moxibustion. The remain-
ing three SRs focused only on one particular form of acupuncture or related therapy, including TENSY,
moxibustion®! and acupoint injection™.

e Qutcomes

Sixteen SRs summarised the evidence on a single outcome, including CRP®!1321:252627 " fatigue®**!, hot
flashes'”'®, chemotherapy-induced nausea and vomiting (CINV)'*%, hiccups® and irradiation-induced
xerostomia'”. The remaining seven SRs®1#20:283032 reported evidence on a wide range of outcomes in the
palliative care of patients with cancer. The characteristics of these SRs can be found in Tables 1-3. Table 1 /
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Acupuncture with needle insertion: ne Mo restriction on type of
gcupuncture or electro-acupuncture. control. Controls induded
Only Breast Mg - .
Lee, 2009b | pop cancer b00% Related therapies including laser sham acupuncture,
wﬂm‘e and moxibustion were conventional care or
uded. relaxation.
Mo restriction on type
of control Controls
Peng, 2010 Egl‘_[:.'r Various Ilzul;;m NEEdJE acupuncture, electro-acupuncture, induded conventional care, | [Cancer related pain. T (534) Mo
or auricular acupuncture. ham acupuncture or no
treatment.
fausea, vomiting and treat-
Pu, 2010 Eg'll' Various Ilzutljlél;? ”f'ﬂe acupuncture or Conventional care. t related gastrointestinal || & (461) Yes
electro-acupuncture. rse reaction.
Needle acupuncture, auricular .

' Omly . Apr. : Sham acupuncture or Cancer related pain, opera- .
Choi, 2012a RCT Various 011 :::upuﬂcture. electro-acupuncture or “fire conventional care. ion e -y 15 (1157} Yes
Hurlow, Cmly . Chct. . Placebo or placebo plus .

2012 ROT Warious 010 Single or dual channel TENS conventional care. Cancer related pain. 3 (88) Mo
Only . {lun. Penetrating acupuncture: including needle} = Sham acupuncture or )
Faley, 2012 RCT Wiritreg 2012 gcupuncture or auricular acupuncture. conventional care. ancer related pain. 3 (204) Ho
Mo restriction on type of
Posadzki, Omly Vari Mo N]:Edle amwnu:ture-plu_: control. Controls incuded ancer-related fati - (348) No
2013 RCT arious ||z | electro-acupuncture; or needle sham acupuncture or e gue (
acupuncture plus education. ;
conventional care.
Only May Meedle acupuncture. Trials using i}::::;gﬁ:r:::e‘“"_ Cancer-related fatigue,
Zeng, 2013 RCT Variouws 013 acu udI;Et_UIE without needle insertion was acupressure, no t;zaunent ]uaul_ﬂ;;ﬂife. functional 7 (889} Yis
or waiting list. rE B
miting, abdominal
iscomfort, diarrhea,
ipheral neuropathy;
. Meedle acupuncture or Chemotherapy, conventional cer pain, post-operative
Lian, 2014 electro-acupuncture care or sham acupunciure inary retention, guality of 33 (2503) Mo
ife, vasomotor syndrome,
B | e
Table 1. Characteristics of included systematic reviews of RCT on needle acupuncture for cancer

palliative care. Keys: RCT, randomized controlled trial; TENS, Transcutaneous electrical nerve stimu]a.tiunj




Various outcomes, incuding
Mo restriction on type of nausea and vomiting, tumor
control. Controls included response, quality of life

MNeedle acupuncture, acupoints
injection, moxibustion, and

Chen, 2013 | Only RCT | Lung cancer | Jun. 2013 applications of acupoint plaster )| \conventional care or CHM {measured by Karnofsky 31 (1758) Yes
or magnet. alone. performance status &
EORCT-QLQ-C30).
Moxibustion (direct, indirect,
Lee, 2014 Only RCT | Various Apr. 2013 heat-sensitive, moxa burner, or Conventional care. Cancer-related fatigue 4 (374) Yes
natural moxibustion).
Cancer related pain,
Acupoints injection with Chinese chemotherapy-induced nausea
Cheon, 2014 | Only RCT || Various Mar. 2013 herbal extract solution; or with Conventional care and vomiting, lleus, hiccup, 22 (2459) Yes

conventional medications. fever, quality of life and

gastrointestinal symptoms

Mo restriction on type of
control. Controls included
conventional care, sham
acupuncture, or conventional
care plus sham acupuncture.

WA
Table 2. Characteristics of included © =" " "7 of RCT on acupuncture and related therapies
for cancer palliative care. Keys: CHM: Chinese herbal medicine; RCT, randomized controlled trial; TENS,

Transcutaneous electrical nerve stimulation.

MNeedle acupuncture;
acupressure; electro-acupuncture
or TEMS.

Chemotherapy-induced nausea

or vomiting, or

Erzo, 2014 Only RCT | Various, 11 (1247) Yes




Needle acupuncture, ear acupuncture
electro-acupunciare. Other related . .
. . Feh. o Eecim acup Comventinnal care o) | ‘Cancer related pain, -
Lee, 2005 (haasi-BCT) | Various therapies induding laser acupunciare, . . T (368) No
00 acupressure, moxibustion and TENS were sham acupuncture. opemtion reated pain.
nok reviewed.
Chemotherapy
BCT ar Needle acupuncture, dectro-acupunchme almme ar chemiother.
Lu, 2007 wag RO | | Various 00 with warming needle or acupuncture point || apy with vilamins Leukocytes level 11 (%) Yes
& injection with saline. ar nog-|
supplements
RCT,
quas-BCL L progste  (fDec. || Meedte o
. I acupuncture, dectro-acupunctrs . ) -
Las, 20052 or nbu'r WHR or auricular soup Comventional care. Hit fshes. & (132} Mo
vatianal
studies
Mo restriction an
RCT, qua Cancer therapy-relaied
S-BCT.or || Breast  |Joct || Peudle acupuncture, dectro-acupunciure, || type of control adverse events: bot Bashes, . .
Chaza, 2002 . — acupnints mjection, self-acupressure ar Comtrols incuded and 36 [ 1548y Na
G SETIES [ e acupoints stimulation by devices. placsba, comvention f | P52 voamiting,
study care or no trestmer || | rmpbedema, levkopenda.
Mo restriction on
type of control Cancer therapy-relaied
Meedle acupuncture, dectro-acupunchure, Comntrols induded adwerse events: hiot flashes,
.IDI]TIJSMH E:;ldu cﬂreu‘l. ":'I;"Eg acupunciure plus acupressure or auricular || sham acupuncture, fatigae, pain, dyspoea, 12 (&61X) No
acupunchure. comventional care, peychinlogical well-being,
waiting list or mo lymphedema and vomitng,
ireximent.
Needle acupunicture or
. Head dectro-acapunciure. ‘Noo-neediing R
(Sullivan, RCTs and Eham acupunchere ¢ Irradiatiom-imduced _
BCTe | and medk  (FRDI0 trchniques inchuding laser acupunctare, . . 3{123) Mo
o SR of “ | cancer acupressure or acupunciure-like TENS entinaal care. rerns
were not considered.
Meedle acupuncture or
dectro-acapunchare. Oiber relaied
Choi, RCT and . [l therapies, induding laser acupunchare, & C lated T
12k quas-RCT = LNy acupressure, auricular acapunchare using Com el = hiccups.
pressure device, acapoints injection and
memcbastion were nol considered.
Finneg-
an-Jahm, E% Various I'IIIL:TT-_. Meedle acupuncture or acupressure. Eham acupunchere. Cancer-related Gtigne
013 -
Fheng, RCT and . Needl: acupuncture alone or nesdle Conventional care .
4 quasi- ICT Nairan 013 acupuncture plos comventional care. alome. Cancer related pain 5 (393) s
HMa restricticn an
type of control
Frigk, 7014 RCT and Needle acupuncture, electro-acupunchure Comtrols induded Mo
[ SETIES ar auricular acu comventional care, B
z
A A2
Table 3. Characteristics of included systematic reviews of various study design on acupuncture and

related therapies for cancer palliative care. Keys: RCT, randomired controlled trial; SR, systematic review;
TENS, Transcutaneous electrical nerve stimulation.
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A - Were the included studies sufficiently valid for the type of question asked?

What is best?

Where do I find the information?

The article should describe how the quality of each study
was assessed using predetermined quality criteria
appropriate to the type of clinical question (e.q.,

The Methods section should describe the assessment of
quality and the criteria used. The Results section should
provide information on the quality of the individual studies.

randomization, blinding and completeness of follow-up)

This paper: Yes [  No I Unclear [J

Comment:

The methodological quality of the SRs included in this overview was satisfactory. Good performance
in the following areas was noted: conducting duplicate study selection and data extraction, implement-
ing comprehensive literature search, assessing the scientific quality of included studies and appropri-
ately incorporating scientific quality in the formulation of conclusions. At the same time, improvements
should be made in the following areas.
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First anthor and
[Iﬂ.i:llinlmr 1 2 3 4 5 G 7 B 9 10 11
Lew, 2005 N i b M Y M i M MNA B M
La, 2007 N b ¥ Y Y b b Y ¥ M N
Lee, 2009 N i A T M Y T Y NA M N
Liee, 2009k N i b T N b 1 i hi M N
Chan, 2009 N i A M ' Y T ¥ NA M N
Peng, 20010 N i b T N N T Y NA M N
Dias Santos, 2010 N i b MR i Y Y ¥ MNA M N
P, 2000 N i A NE ' it i i ¥ M N
OrSulltvan, 2000 Y MR Y T ¥ Y Y Y MNA M N
Chid, 20123 N i Y T N Y b i hi M N
Hurow, 2012 Y NR Y NE Y Y Y Y NA M N
Paley, 2012 Y NR Y T Y b Y i NA M N
Chod, 2012h N Y Y Y ' Y b ¥ hi M N
Posadrkl, 2013 N ¥ Y Y M N b Y NA M N
feng, 2013 N i b M N N b Y ¥ M N
Finnegan-John, 2013 N i A M M b Y b NA M N
Chen, 2013 N i A T M ! b N ] M N
Lheng, 2014 N i b MR M N b ¥ ¥ M N
Lee, 2014 Y i Y T ] b b ¥ b M N
Frisk. 2014 N NR Y M ] N N N NA M N
Cheon, 2014 N | Y T ] N b Y Y N
Ezzo, 2014 ¥ ¥ Y T Y N b N N
Ltan, 2014 N Y Y N N N y N mY'i
# of Yes (%) 5[21.7) 18 {78.3) 23 [ 10D0) 13 [35.5) 6 {261] 12 (52.2) 22 (95.8) 18 {78.3) o] 0 (0.0 es'

Table 4. Methodological quality of included systematic reviews on i >urN16e

and related treatment for cancer palliative care.

Keys: N, no; NA, not applicable; NR, not reported,; Y, yes (SR fulfilling the criteria); # of Yes, number

of yes. /
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*T - Were the results similar from study to study?- ¢
What is best?- Where do I find the information?- ¢
|deally, the results of the different studies should be The Results section should state whether the results are |+
similar or homogeneous. If heterogeneity exists the heterogeneous and discuss possible reasons. The forest
authors may estimate whether the differences are plot should show the results of the chi-square test for
significant (chi-square test). Possible reasons for the heterogeneity and if discuss reasons for heterogeneity, if
heterogeneity should be explored. « present. «

This paper: YesO  NoT  Unclear T« :
E I
| 2=0 = perfect homogenous >258 <001 A¥HF

| 2= 0~ 25% = low heterogeneity

| 2 =25% ~ 50% = moderate heterogeneity
| 2> 50% = high heterogeneity
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Cancer related pain
This SR inclueded the same low RoB RCT as Lee 2005 did. all
. . . the other six studies suggested positive effect of acupuncture
Total response rate Cne RET m?h IZDW Kb r_epurl.ed that auricular acupuncture provides in reducing CRF, althnL%EBh they are j to have high RoB
Feng, 2010 ar VAS statistically significant relief on CRP when compared to sham acu- acconding fo the Jadad acale. Five oot of the six sindies nued
puncture on Day 30 (p=10.02) and Day &0 {p < 0.001). B .' )
: total response rate as the primary outcome, which was not a
validated outcome.
Acupuncture showed positive add-on effect on response rate when Considerable heterogeneity (I == &67%) was observed in all
Choi. 20123 Validated scales compared to conventional care alone. Mo significant differences were three meta-analyses. One study was the same low RoB trial
ol or VAS found in the comparisons of acupuncture versus conventional care on identified by Lee, 2005. All the other trials had poor reporting
response rate, of acupuncture versus sham acupuncture on pain score. | quality, and}lw'em judged as having unclear RoB.
When comparing TEMS with placebo, the results suggested that TENS | All the three trials had small sample sizes (n= 15, 24 and 49).
Hurlow, 2012 Validated scales may improve bone pain during movernent. Mo superior effect in other | All of them had either unclear RoB for allocation concealment
pain outcomes when comparing TENS with placebo or sham TENS. or blinding of outcome assessment.
One RCT with low RoB found that auricular acupuncture provided Evidence from the only well designed RCT indicated effective
Paley, 2012 Walidated scales statistically significant relief on CRP when com to sham acu- ness of auricular acupuncture in relieving CRP. The other two
puncture on Day 30 (p=0.02) and Day &0 {p < 0.001). studies were non-blinded and had incomplete outcome data.
N . . L RoB of the six studies were assessed with Jadad scale in this 5K,
Lian, 2014 WAS or efficacy rate Eﬁu”il;fmc';;u six studies suggested that acupuncture is effective in of which all scored 2-3 out of a total of 5. However, rationale
§LEE for supporting these ratings was not given.
Cancer related fatigne
In the two trials with low RoB, one (n= 29) reported significant re-
: duction in fatigue level at 2 weeks in the needle acupuncture group, as . .
Posadzki, 2013 "-"alldate_d 5-:_3:9: for compared with the sham acupuncture group. Another study (n= 23} A-l:i.q:lun-;lu:e ma]]:'all::{edl:;e{;d ﬁ:rrﬂ;edu.cmlf CRF but both trials
measuring faligus found no significant difference between the acupuncture and sham WeTE URCerpowe Smatl sample size.
acupuncture groups.
All the comparisons had high heterogeneity (1° values ranged
General CRF All four sets of comparison favored acupuncture; however, only one from 65% to 94%, under random effect model). Three tri
Zeng, 2013 chil;f ¢ score comparison (acupuncture plus education versus conventional care) had low RoB while the other four trials was judged to have
B reached statistically significant difference on general CRF level high RoB. One had incomplete outcome data the other three
lacked of allocation concealment and blinding.

Table 5. Clinical evidence on the effectiveness of needle acupuncture on cancer
palliative care related symptoms-evidence from SR of RCT.
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Hot Flashes

Lee, 2004h

diary or logbooks

Results from meta-analysis suggested that acupuncture is effective in
reducing hot flashes frequency during treatment when compared to
sham acupuncture. However, such difference was not seen afier the
treatment.

These studies were judged to have low RoB using the Jadad
scale, with scoring ranged from 4 to 5 out of 5. Allocation
concealment procedures were properly implemented.

Nausea and vomiting

Results from meta-analyses indicate that electro-acupuncture and

Clinical evidence was from one single clinical trial with poor

Pu, 2010 Effective rate conventional care had similar effect for reducing CINWV. reporting quality. RoB of this trial was judged to be undear.
Quality of Life
) - . These three studies had low RoB. Considerable heterogeneity
Change in general | Acupuncture showed no favorable effect in improving (pol. when o B ]
Zeng, 2013 (ol scores compared to sham acupuncture at 10-week fu]fl:m-up_ zﬂﬂmﬁﬁ the three studies (I°=92%, random effect
Quality of Life
ol assessment Both studies suggested that acupuncture plus conventional care can These two trials were judged to have 2 or 3 scores out of 5 in
Lian, 2014 scales and various | significantly improve guality of life in cancer patients compared to the Jadad scale. However, no rationale was provided on how
indexes conventional care alone. these scorings were rated.
Other symploms
Choi, 2012b Response rates on | Results from meta-analysis suggested a favorable effect of acupuncture | All the three studies had poor reporting quality on BoB related

reducing hicoup

on response rate for patients” hicoup as compared to conventional care.

information, and were judged to have unclear RoB.

Table 5. Clinical evidence on the effectiveness of needle acupuncture on cancer

palliative care related symptoms-evidence from SR of RCT.
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acupoint injection in alleviating CRE. While
the other one failed to find any positive effect
from acupoint injection.

Cancer related pain

Controversial results were reported among . . . o

the eight studies. As compared to conven- ﬂdlﬁﬁﬂﬁﬁnﬂgimﬁﬁiﬁéﬂﬁiTg’
Cheon, 2014 Response rate tional care, seven studies suggested benefit of All the included trails used response rate as the

primary outcome, which was not a validated
instrument.

Cancer related fatigue

Lee, 2014

Response rate

Compared to conventional care alone,
combination of moxibustion and conventional
care showed favorable effect on response rate
for CRE

All the four trials had poor reporting quality.
They were judged as hﬁg mﬁlear%lgﬂ I'|:+T1?r
both allecation concealment and blinding of
outcome assessment. Considerable heterogene-
ity (I*=T74%) was found in this random effect
meta-anahysis.

Nausea and vomiting

Effective rate in reducing

The occurrence of chemotherapy-induced
nausea and \rq:-mi.ti;g at Grade II-IV was

The SR authors did not provide details on RoB

and Mean nausea/nau-
s2a severity

of delayed vomiting episode, and in reducing

severity of acute or delayed nausea.

Chen, 2013 of nausea and vomiting | remarkably reduced in the acupuncture plus ; .
{Grade I1-IV) conventional care when compared to conven- | M908 the induded studies.
tional care alone.
Acupoints injection is suggested to be more All the included trials had high RoB for blinding,
Cheon, 2014 Response rate effective than conventional care for CINWV. and unclear RoB on allocation concealment.
. ) Acupuncture is effective in reducing the pro-
P].-E_Ipﬂnm.'t.uf patients portion of patients experiencing acute vom- The authors mentioned that only trials with low
Ezzn, 2014 with vomiting/nausea iting, but not in reducing the mean number RoB were included, but there are no detailed

assessment results on RoB for each of the trials.

Quality of Life

Acupuncture can improve (ol for lung can-

The SR authors did not provide details on RoB

reducing hiccup

reached statistically significance while the
other did not.

Chen, 2013 QLO-C30 total score cer patients as compared to conventional care. | assessment for these two studies.

Chen 2010 |Reonter e (10| s Mol el | i v e o e
er rate: 50M% versus 25%, p« 0.01). provided by the SR anthors.

Other symptoms
Both trials reported a higher responder rate

Cheon, 2014 Response rates on :2 ?ﬂixﬂ&msxc::;ﬁr?miﬁzﬂﬁ The two studies had unclear RoB for allocation

concealment and high RoB for blinding.

Table 6. Clinical evidence on the effectiveness of acupuncture related therapies on cancer

palliative care related symptoms-evidence from SR of RCT.
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Cancer related pain
Evidence from the only well designed RCT
. One RCT with low EoB found auricular acupuncture provides indicated the effective ness of aurloular acupunciure
- VAS or patients
Lee, 2005 statistically sigmaficant relief on CRF when compared 1o sham on relleving CRP. The other studles were etther

verbal assessment

acupuncture on Day 30 (p=0.02) and Day &0 (p < 0001},

non-blinded (n= 2) or designed as case sertes
(m=4d)

Controverstal results were reported among the three studies.
Sgnificant posttive effect from acupuncture was found tn

RoR of the three studies were assessed with ladad
scale In this SE. Mo detalls on each RoB domain

Chao, 2009 VAS studies wsing VAS and number of analgesia applied (p < 0.05) .
a5 measures for CHP, but such result was not seem on Sedation Eturﬂewpfmﬂﬁfml litate judgment on the overall
score (p> 0.05). oy ol € )
- ! Ome study was the same low RoB trial 1dentified by
Doz Santos, 2010 \-_-!.SI + or validated E:'mnfm‘?p},mh studies suggested that acupuncture Is usefid Lee, 2005. The other study was judged to have high
& : Fol for lack of allecation concealment and blinding.
All the incheded studies were judged to have high
RoB for alkecation concealment and blinding.
Theng. 2014 Symploms Insufficlent evidence to fudge the effectiveness of wrist ankle However, no rationale supporting the RoB assessment
g = Improvement rate acupuncture In treating cancer pain. results were provided. Symptom Improvement rate
was used as the primary outcome, which was not a
validated instrument.
Cancer related faligue

MNeedle acupuncture group had symificantly higher

This trial was juedged to have low RoB by the SR

Doz Santos, 2010 | MEI improvement {36%) when compared bo elther acupressare
growp {19%}) or sham acupressure (0.6%) group. authors.
E:}Tl;legan-hhn. MH This SE. identfied the same trial as Dos Santos, 2010 See interpretation on results from Dos Santos 20010,
Hot Flashes
The onty low RoB RCT compared needle
(One trial with low RoB found both needle acupuncture and acupuncture with electro-acupuncture; no other
Lee. 20092 Validated scales or | needle ure + electro- ure were effective for COMYPArISan was ed by the SR authors. The
- patient diary treating het flush in prostate cancer ents when compared other five trials was judged to have high FoB with
with baseline. No between group difference was found. the Jadad scale, but no rationale were ghven on how
the scoring was given.
One trial with low RoB reported significant positive effect of
Chao, 2005 Self-admimistrated | acupuncture in reducing hot flushes when compared with sham "'st ul&fglﬁw ml s;:ﬂ:icwf:url::i;digfdtﬁ ':?‘l}nfnfﬁrfnﬂ
questionnalres ure. However, other low RoB trial did not find any g ries stisdbes. '
dufference between the two growps. st sefies st
Current evidence from two trials with low RoB
Daily diary/log Twao trials with low Rol found that acupunciure was more stggests that acupuncture may be useful n reducing

Dios Santos, 2010

reconds Mo, of hot
flashes

effective In reducing hot flushes when compared to sham
z.c;—q;.mcture althowgh the results from one of them did not
stical significance.

hot flashes in breast cancer pattents. However, two

of the other three trials had high RoB. One did not

implement no allocation concealment or biinding;
the other one was only a case serbes sbudy.

Hesults indicated that acupuncture treatment can reduce hot
flashes in women with breast cancer and men with prostate

The SR authors reported all the seven trial scored

: = 5
Frisk, 2014 Not reported N nths pertod. Nevertheless, 1t 1s not reported ﬁ;;:;r:s:l&i:tnﬂ;[adafﬁhnwm:m
.. . H:lat II‘I.E‘IZIIJ measired. scorl = )
7 Clinieal aovadoane 2T ST n'F acrtintinetiira and rolatod thao
—CHAHEAHEeWHEEACE  BoRthe-eHeectHveness-otracupunectureanafrerateatAe

Fapies-en cancer
O
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First author and | Crutcome
publication year | assessment method | Main resolts Noles on interpretation
1
Nausea and vomiting
One trial with low FoB reporied positive effect of The rematning 10 trials were fedged to have high
Chao, 2009 Validated scale electro-acupunciure In treating CINY when compared with RoB by the [adad scale, of which two of them were
- - sham acupuncture or conveniional care. The effect persisted for | case series studbes. However, no rationale on the
five days. and It was not sustained from ninth days omward. sCOrings was given.
Nausea and vomiting
Total no. of Patients In electro-acupunciure group had significantly greater This evidence was from one clinical trial with bow

Dins Santos, 20010

vomiting eplsodes
and no. of yomiting
iree days

proparton of nausea-and-vomibdng-iree days than patients in
the other two groups durlng a 5-day treatment period; this
benefit did not persist onward to the ninth days follow wp. This
SR identified the same kow EoR trial as in Chao, 2009 above.

RoB for allecation concealment and blinding of
outoome assessment. However, RoB for blinding of
participants and personnel were high

Other sympiowms
Results from meta-analysls sugpested that acupunclure . . .
Lu, 2007 Lewcopenta (change | plus conventbonal care was an effective opton for iﬂuﬁu:n:ﬂ:r]uﬁc};hﬁuiar?{iﬁcﬂ I‘;ﬂfﬁf&ﬁ?
in WEC count E:;_Tua?ﬂl.];irm-lndutcd leukopenta as compared {0 conventional was provided on how these scorings were rated.
- - The authors reported that WEBC level were increased but mo ‘ i
Chao, 2009 RILP further details were provided The result 1s reported from 2 small case series stsdy.
In both 5Bs, acupuncture was found to be effective in treating
Chao, 2009 & RCRL. It &5 mentioned that the participants” body ciroulation was
; - RCRL enhanced, and sense of heaviness was reduced. Patients have also | The result 1s reported from a small case series stsdy

Dios Santos, 2000

reported significant improvement on the range of movements,
nclisding shoulder flexion and ahduction of the affected Hmbs.

Chol, 2002

Response rates on
reducing hicoup

Resulls from meta-analysis suggested a favorable effect of
acupunciure on response rale for patients’ hlcoup as compared
o comventional care.

All the three studies had poor reporting quality on
RoB related information, and were judged to have
unclear Rof.

OSulltvan, 2011

[mprovement on
Xerostomia as
measired by SFR

All three trials reported significant improvement on SFR. when
compared to baseline (p < 0,05), but no significant differences
were seent between acupuncture and sham acupuncture group.

All the three studies used objective outcome meas-
urements to reduce detection bias. One irial has low
RoB for allocation concealment while the other two
have unclear RoB.

Oiher symploms
In both groups, stgnificantly improvement on dyspnea scores
Dios Santos, 2010 Rating scale on were observed Immediately afier treatment (p= 0.003). Dyspoea | The trial was judged to have low BoB, but there & a
’ ' dyspnea scores were slightly higher iIn acupuncture group than sham lacking of blinding of personnel.

group, however, no significant diferences were seen.

Table 7. Clinical evidence on the effectiveness of acupuncture and related therapies on cancer
palliative care related symptoms-evidence from SR on various types of study design.
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challenging because it includes a wide variety of techniques™. Different researchers may use different
techniques, and in other cases the treatment protocol can be individualised according to Chinese medi-
cine diagnostic principles. Such variation is reflected in the included SRs—many adopted a less-restrictive
approach and embraced various techniques®™!*!820-2%.25 "whereas others focused only on a single tech-
nigue such as moxibustion®! and TENS!. As a result, the meta-analyses often pooled trials with highly
heterogeneous acupuncture and control interventions'**, which makes interpretation of their results
very difficult. Network meta-analysis®® could be a solution that takes into account the heterogeneity
amongst treatments in both groups. Unfortunately, the exact intervention protocols used in trials are
often not reported®!, which prevented us from performing such an analysis. Finally, the interpretability
of the reported results is also limited because of the wide variations in the choice of outcome measures.
For example, pain was measured with a visual analogue scale in some primary sgadies, but in others it
was reported as a binary response rate™. Future trials should choose the most clj y relevant endpoint
as the primary outcome® and measure it using a validated method"' so as to e he future

clinical evidence*!.
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Step 4:Apply
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evidence, experience, expectation
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Step 5:Audit
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