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ABSTRACT

This is the protocol for a review and there is no abstract. The objectives are as follows:

To assess the effects of yoga on health-related quality of life, mental health, and cancer-related symptoms in women diagnosed with

breast cancer who are on active treatment or have completed treatment.

BACKGROUND

Description of the condition

With more than 1.3 million new cases each year, breast cancer is
the most frequently diagnosed cancer in women worldwide (Ferlay
2010). While still more than 450,000 women will die from breast
cancer each year (Ferlay 2010), advances in cancer prevention, di-
agnosis, and treatment have led to a continuous increase in sur-
vival rates (Berry 2005). During breast cancer treatment, about
one third of women experience substantial psychological distress,
mainly depression and anxiety (Stafford 2013), that does not sig-
nificantly decrease over time (Hopwood 2010). These psycholog-
ical impairments can aggravate symptom burden and seriously af-
fect health-related quality of life (Andrykowski 2008). Cancer-re-
lated fatigue is another important symptom that interferes with
usual functioning (Patrick 2003). Up to 90% of women with
breast cancer experience fatigue during chemotherapy (Hartvig
2006; Schmidt 2012), which may endure for several years (Bower
2006; Garabeli Cavalli Kluthcovsky 2012). Sleep disturbance is

also highly prevalent in women with breast cancer, prior to surgery,
during subsequent chemotherapy (Van Onselen 2012), and dur-
ing anti-hormonal treatment (Desai 2013).

Description of the intervention

Yoga has its roots in Indian philosophy and has been a part of tra-
ditional Indian spiritual practice for about 4000 years (Feuerstein
1998). Being a complex intervention, yoga comprises advice for
an ethical lifestyle, spiritual practice, physical activity, breathing
exercises, and meditation (De Michaelis 2005; Feuerstein 1998).
While yoga originally evolved as a spiritual practice, it has be-
come a popular means to promote physical and mental well-being
(De Michaelis 2005; Feuerstein 1998). In North America and Eu-
rope, yoga is most often associated with physical postures (asanas),
breathing techniques (pranayama), and meditation (dyana) (De
Michaelis 2005; Feuerstein 1998). Contrary to popular percep-
tions, meditation and breathing techniques are inherent parts of
yoga practice. Different yoga forms have emerged that put varying
focus on physical and mental practices (Feuerstein 1998). While
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most yoga forms practised in North America and Europe mainly
focus on postures, many yoga traditions only include meditation
(Shannahoff-Khalsa 2005) or breathing techniques (Brown 2005)
without specific physical components. An estimated 15 million
American adults report having practised yoga at least once in their
lifetime, almost half of these adults use yoga explicitly for coping
with disease or promoting health (Saper 2004).

How the intervention might work

It is now widely accepted that therapeutic exercise programs for
women diagnosed with breast cancer who are on active treatment
or have completed treatment can significantly improve physical
functioning and quality of life, and mitigate fatigue (McNeely
2006; Visovsky 2006). In addition, exercise decreases the percent-
age of body fat, improves cardiopulmonary function (Kim 2009;
McNeely 2006), and decreases mortality rates in women who have
completed treatment for breast cancer (Ibrahim 2011). Physical
exercise reduces the blood insulin level (Irwin 2009), strength-
ens the immune system, and promotes the catabolism of stress
hormones and oestrogens (Neilson 2009). Furthermore, exercis-
ing together in a group of similarly affected women should en-
hance the individual’s quality of life (Floyd 2009). While yoga in-
volves physical activity, it differs from purely gymnastic exercise in
that the practitioner focuses her mind on the postures with inner
awareness and a meditative focus of mind (Biissing 2011; Cramer
2013). A proposed mechanism of how yoga could positively influ-
ence mental and physical health is a decrease of dysregulation in
the hypothalamic-pituitary-adrenal axis; this is the stress response
(Carroll 2012; Streeter 2012). Yoga can decrease subjective stress
in healthy adults (Chong 2011) and reduce levels of plasma corti-
sol in individuals with cancer (Banasik 2011; Vadiraja 2009) and
psychiatric patients (Devi 1986; Vedamurthachar 2006). Imaging
studies have shown that yoga can increase endogenous dopamine
release in the ventral striatum (Kjaer 2002) and thalamic gamma-
aminobutyric acid (GABA) levels (Streeter 2010). Both dopamine
(Syvilahti 1994) and GABA (Kalueff 2007) play a major role in
the pathophysiology of psychological distress. It has been hypoth-
esised that by increasing GABA activity, yoga can reduce allostatic
load in stress response systems such that optimal homeostasis is
restored (Streeter 2012).

Why it is important to do this review

Many women who are currently undergoing treatment or
have completed treatment for breast cancer use complemen-
tary medicine (NIH 2012) to manage the effects of the disease
(Fouladbakhsh 2010), and yoga is among the most commonly used
complementary therapies for breast cancer-related impairments
(Fouladbakhsh 2010). Systematic reviews and meta-analyses have
shown that yoga can improve health-related quality of life in cancer

patients (Buffart 2012; Culos-Reed 2012; Lin 2011; Smith 2009).
However, as individuals with different types of cancer are hetero-
geneous in terms of socio-demographic factors, symptoms, treat-
ment and side effects, meta-analyses should focus on homogenous
cancer groups. It is obvious from previous reviews that the vast ma-
jority of studies on yoga for cancer have involved women on active
treatment or who have completed treatment for breast cancer. Four
systematic reviews so far have explicitly focused on women under-
going treatment or who have completed treatment for breast can-
cer (Cramer 2012; Harder 2012; Levine 2012; Zhang 2012) and
only two of these included meta-analyses (Cramer 2012; Zhang
2012). Based on six randomised trials that compared yoga to no
treatment, Zhang 2012 found significant effects favouring yoga on
health-related quality of life but not on psychological outcomes.
In contrast, Cramer 2012 found positive effects of yoga compared
to no treatment or active control interventions on health-related
quality of life, depression, and anxiety. Besides health-related qual-
ity of life and mental health, only one prior review assessed phys-
ical cancer-related symptoms and this review did not include a
meta-analysis (Harder 2012). Evidence for effects on fatigue was
inconclusive, with three out of seven included trials reporting pos-
itive effects of yoga.

Mainly based on anecdotal evidence, the safety of yoga has been
questioned in the lay press (Broad 2012). As this seems to have
led to a general uncertainty among yoga practitioners and those
interested in starting practice, it seems important to systematically
assess the safety of yoga. However, no prior review on yoga for
women with breast cancer has quantitatively analysed safety data.
Therefore, a comprehensive review of both the efficacy (in terms
of health-related quality of life, physical and mental health) and
safety of yoga for women undergoing active treatment or who have

completed treatment for breast cancer seems warranted.

OBJECTIVES

To assess the effects of yoga on health-related quality of life, mental
health, and cancer-related symptoms in women diagnosed with
breast cancer who are on active treatment or have completed treat-

ment.

METHODS

Criteria for considering studies for this review

Types of studies
All randomised controlled trials (RCTs) assessing the effects of

yoga in women with breast cancer undergoing treatment or who
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have completed treatment, or both. Both full text and abstract
publications will be eligible if sufficient information is available
on study design, characteristics of participants, interventions, and
outcomes.

Types of participants

Women with a histologically confirmed diagnosis of non-
metastatic or metastatic breast carcinoma (Stage I - IV) as de-
fined by the American Joint Committee on Cancer (AJCC) tu-
mor-node-metastasis (TNM) system (Compton 2012).

Women diagnosed with breast cancer and who have completed
treatment (that is, completed initial management of Stage I - IV
breast cancer) will also be eligible.

No limits will be applied regarding age groups or settings.
Studies including participants with other cancer types will be ex-
cluded unless the outcomes for the breast cancer subgroup are re-
ported separately.

Types of interventions

Any form of yoga will be eligible as the experimental intervention
(for example Hatha yoga, Ashtanga yoga, Iyengar yoga, Integrated
yoga therapy, Viniyoga, Bikram Yoga, Sivananda yoga, Kundalini
yoga, Tibetan yoga, Yoga of Awareness, or any other yoga form).
Studies that do not mention a specific form of yoga but simply de-
scribe their intervention as ’yoga’ will also be eligible. Interventions
should include at least one of the following: yoga postures, breath
control, meditation, and lifestyle advice (based on yoga theory or
traditional yoga practices).

Studies on multimodal interventions such as mindfulness-based
stress reduction, mindfulness-based cognitive therapy, or the Mind
Body Program for Cancer by the Benson-Henry Institute for Mind
Body Medicine (that includes yoga amongst other therapies) will
be excluded as the relative effects of yogic practices cannot be
assessed separately in such programs.

Attention control, waiting list control, treatment as usual, no ther-
apy, or any other active therapy will be eligible as the comparator.
Breast cancer treatments such as chemotherapy, radiotherapy, or
anti-hormonal therapy, and supportive care will be allowed as long
as the co-interventions are intended to be comparable between

groups.

Types of outcome measures

Primary outcomes

e Health-related quality of life, assessed by any validated
generic or disease-specific self-report scale

e Depression, assessed by any validated self-report or
clinician-rated scale

e Anxiety, assessed by any validated self-report or clinician-
rated scale

o Fatigue, assessed by any validated self-report scale

e Sleep disturbances, assessed by any validated self-report scale

When there is more than one measure for an outcome, standard
instruments will be preferred over novel instruments and multi-
item instruments over single-item instruments.

Secondary outcomes

o Safety of the intervention, assessed as number of women
with adverse effects and number of women with severe adverse

events
Search methods for identification of studies

Electronic searches

We will search the following databases.

(a) Cochrane Breast Cancer Group (CBCG) Specialised Register.
Details of search strategies used by the CBCG for the identifica-
tion of studies and the procedures used to code references are out-
lined in the CBCG’s module at www.mrw.interscience.wiley.com/
cochrane/clabout/articless/ BREASTCA/frame.html. Trials with
the key words “breast cancer”, “early breast cancer”, “locally
advanced breast cancer”, “advanced breast cancer”, “high risk”,
“yoga”, and “alternative/complementary therapy” will be extracted
and considered for inclusion in the review.

(b) MEDLINE (via PubMed). See Appendix 1.

(c) EMBASE (via EMBASE.com). See Appendix 2.

(d) World Health Organization (WHO) International Clin-
ical Trials Registry Platform (ICTRP) search portal (http://
apps.who.int/trialsearch/Default.aspx) for all prospectively regis-
tered and ongoing trials. See Appendix 3.

(e) Clinicaltrials.gov (http://clinicaltrials.gov/). See Appendix 4.
(f) IndMED (http://indmed.nic.in/indmed.html). See Appendix
5.

(g) CENTRAL (2013, Issue 3). See Appendix 6.

Searching other resources

(a) Bibliographic searching.

We will try to identify further studies from reference lists of iden-
tified relevant trials or reviews. A copy of the full article will be
obtained for each reference reporting a potentially eligible trial.
Where this is not possible, attempts will be made to contact au-
thors for them to provide additional information.

(b) Grey literature searching.

Conference proceedings of the following congresses and annual
meetings of societies will be searched for relevant abstracts:
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e International Congress on Complementary Medicine
Research (ICCMR);

e European Congress for Integrative Medicine (ECIM);

e American Society of Clinical Oncology (ASCO).

Data collection and analysis

Selection of studies

Titles and abstracts of studies identified during the literature search
will be screened independently by two review authors (HC and
RL). Potentially eligible articles will be read in full by two review
authors (HC and RL) to determine whether or not they meet the
eligibility criteria. Disagreements will be discussed with a third
review author (PK) until consensus is reached. If necessary, addi-
tional information will be obtained from the study authors.
Excluded studies will be recorded in the ’Characteristics of ex-
cluded studies’ table.

The study selection process will be documented in a PRISMA flow
chart (Moher 2009).

No language restrictions will be applied. Studies in languages
other than English, German, French, Russian, Chinese, Norwe-
gian, Swedish, or Islandic will be professionally translated.

Data extraction and management

Two review authors (PK and SL) will independently extract and
enter data from all included studies into the ’Characteristics of
included studies’ table in the Review Manager software (RevMan).
Disagreements will be discussed with a third review author (HC)
until consensus is reached. A third review author (HC) will check
the extracted data.

The information collected will include the following.

e Methods: study design, methods of allocation, allocation
concealment, blinding, dropout rates and reasons for dropping
out.

e Darticipants: country of origin, setting, sample size,
diagnosis, age, ethnicity.

e Intervention: type, program length, frequency, duration
(for experimental and comparator interventions).

e Outcomes: type of outcomes, assessment instruments,

assessment time point, and follow-up time point.

For studies with more than one publication, the first publication
will be considered as the primary reference but data will be ex-
tracted from all of the publications.

Assessment of risk of bias in included studies

Two review authors (PK and SL) will independently assess risk of
bias using Cochrane’s risk of bias assessment tool (Higgins 2011).
Risk of bias will be assessed for the following domains.

Random sequence generation.
Allocation concealment.

Blinding of participants and personnel.
Blinding of outcome assessment.
Incomplete outcome data.

Selective outcome reporting.

Other sources of bias.

Each domain will be judged as either:

o ’low risk of bias’ if the requirements are adequately fulfilled,
as described in Higgins 2011;

e ’high risk of bias’ if the requirements are not adequately
fulfilled, as described in Higgins 2011;

e ’unclear risk of bias™ if insufficient data for a judgement are

provided.

Risk of bias will be incorporated in judging the quality of evidence
for each outcome according to the GRADE recommendations
(Guyatt 2008).

Measures of treatment effect

Primary outcomes will be classified as continuous outcomes and
expressed as standardised mean differences (SMD) with 95% con-
fidence intervals (CI) according to the Cochrane Handbook for Sys-
tematic Reviews of Interventions, chapter 7, section 7.7.3 (Higgins
2011). SMD will be calculated as the difference in means between
groups divided by the pooled standard deviation using Hedges’
correction. Where available, final values will be preferred over
change scores. A positive SMD will be defined to indicate ben-
eficial effects of the experimental intervention compared to the
comparator intervention for quality of life, while a negative SMD
will be defined to indicate beneficial effects for mental health and
cancer-related symptoms. If necessary, scores will be inverted by
subtracting the mean from zero (Higgins 2011).

Secondary outcomes will be classified as dichotomous outcomes
and expressed as risk ratios (RR) with 95% CI. RR will be calcu-
lated by dividing the risk of an event in the experimental group
(that is the number of participants with the respective outcome
divided by the total number of participants) by the risk of the
event in the control group. RRs less than 1.0 will be defined to
favour the experimental group (that is fewer adverse events than
in the comparator group) and RRs greater than 1.0 will be defined
to favour the comparator group (Higgins 2011).

Unit of analysis issues

Special issues in the analysis of studies with non-standard designs
will be handled according to the suggestions of the Cochrane Hand-
book for Systematic Reviews of Interventions (Higgins 2011). For
cross-over trials, paired data will be analysed if available. Elsewise,
only data from the first active treatment phase will be used. If
repeated outcome assessments are presented, the time frames will
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be defined as short term (up to six months), medium term (six
to 12 months), and long term follow-up (more than 12 months).
For studies that contribute multiple, correlated comparisons, all
relevant experimental intervention groups of the study (for exam-
ple groups with yoga interventions of different intensities) will be
combined into a single group and all comparable relevant control
intervention groups (for example groups with exercise interven-
tions of different intensities) will be combined into a single control
group. Control groups with different types of interventions (for
example waiting list control and exercise) will not be combined in

a single meta-analysis but analysed separately.

Dealing with missing data

Where standard deviations are missing, they will be calculated
from standard errors, confidence intervals, or t values, or attempts
will be made by e-mail to obtain the missing data from the trial
authors (Higgins 2011). If these data are not available, the missing
standard deviation will be substituted with the mean of the stan-
dard deviations of available studies which used the same outcome
scale. Where means are missing, attempts will be made by e-mail
to obtain the missing data from the trial authors.

Sensitivity analyses will be conducted by excluding studies where
missing data had to be substituted (see below).

The potential impact of missing data on the findings of the review
will be discussed in the ’Discussion’ section.

Assessment of heterogeneity

Statistical heterogeneity between studies will be assessed using the
Chi? test (Cochran 1954). A P value < 0.10 will be regarded
to indicate significant heterogeneity. Additionally, the I statistic
(Higgins 2003) will be used. The magnitude of heterogeneity will
be categorized as: I? = 0% to 24%, low heterogeneity; I? = 25%
to 49%, moderate heterogeneity; I? = 50% to 74%, substantial
heterogeneity; and I2 = 75% to 100%, considerable heterogeneity.

Assessment of reporting biases

Ifat least 10 studies are included in a meta-analysis, funnel plots of
effect estimates against their standard errors (on a reversed scale)
will be generated using Review Manager software (RevMan). Pub-
lication bias will be assessed by visual analysis of funnel plots,
with roughly symmetrical funnel plots indicating low risk and
asymmetrical funnel plots indicating high risk of publication bias
(Higgins 2011). One should be aware that funnel plot asymmetry
might also arise from other sources, and that publication bias need
not lead to asymmetry in the funnel plots. Further attempts will
be made to avoid publication bias by searching trial registries and
conference proceedings for unpublished studies.

Duplicate publication bias will be addressed as studies with more
than one publication will be included only once. If there is doubt

whether multiple publications refer to the same data, attempts will
be made to contact the trial authors by e-mail.

Location bias will be addressed by searching multiple databases,
including one of Indian journals, and by including non-English
language journals.

Language bias will be avoided by including studies irrespective of
the language of publication.

Data synthesis

For continuous outcomes, data will be pooled using a random-
effects model (inverse variance method). For dichotomous out-
comes, a random-effects model (DerSimonian and Laird) will be
used. All analyses will be performed using RevMan 5 software
(RevMan).

To grade the quality of evidence, the GRADE approach will be
used (Brozek 2009). The software GradePro will be used. A’Sum-
mary of findings’ table will be created to present the evidence for
the primary outcomes (health-related quality, depression, anxiety,
fatigue, and sleep disturbances).

Subgroup analysis and investigation of heterogeneity

Subgroup analyses will be conducted for the following.
I) Current treatment status:

1. women with breast cancer undergoing active cancer
treatment (radiotherapy or chemotherapy);

2. women who have completed active treatment.

IT) Time since diagnosis:

1. women with breast cancer diagnosed < five years before
time of study entry;

2. women with breast cancer diagnosed > five years before
time of study entry.

III) Stage of cancer:

1. metastatic breast cancer at time of study entry;

2. non-metastatic breast cancer at time of study entry.

Further subgroup analyses will be conducted for the type of yoga
intervention:

1. complex yoga interventions including physical exercise and
at least one of the following: breath control, meditation, and
lifestyle advice (based on yoga theory or traditional yoga
practices);

2. exercise-based yoga interventions (based on yoga theory or
traditional yoga practices) without breath control, meditation, or
lifestyle advice;

3. meditation-based yoga interventions including at least one
of the following: breath control, meditation, and lifestyle advice
(based on yoga theory or traditional yoga practices) without an
exercise component.

Subgroup differences will be tested using the Chi? test for hetero-
geneity across subgroups. The I? statistics for subgroup differences
will be computed as the percentage of the variance between the
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different subgroups that is due to genuine subgroup differences  outcome assessors, and studies with high risk of attrition bias.
rather than chance (Higgins 2011).
If statistical heterogeneity is present in the respective meta-analy- ~ where missing data had to be substituted and by excluding studies

Further sensitivity analyses will be performed by excluding studies

sis, subgroup and sensitivity analyses will also be used to explore  that were unpublished or published only in abstract format.
possible reasons for the heterogeneity.

ACKNOWLEDGEMENTS

Sensitivity analysis

Sensitivity analyses will be performed by subsequently excluding ~ Theauthors would like to thank the editorial team of the Cochrane
studies with inadequate random sequence generation, studies with ~ Breast Cancer Group for their help throughout the process of
inadequate allocation concealment, studies without blinding of  writing this protocol.

REFERENCES

Additional references

Andrykowski 2008
Andrykowski MA, Lykins E, Floyd A. Psychological health
in cancer survivors. Seminars in Oncology Nursing 2008;24

(3):193-201. [PUBMED: 18687265]

Banasik 2011
Banasik J, Williams H, Haberman M, Blank SE, Bendel
R. Effect of Iyengar yoga practice on fatigue and diurnal
salivary cortisol concentration in breast cancer survivors.
Journal of the American Academy of Nurse Practitioners 2011;
23(3):135-42. [PUBMED: 21355946]

Berry 2005
Berry DA, Cronin KA, Plevritis SK, Fryback DG, Clarke L,
Zelen M, et al. Effect of screening and adjuvant therapy on
mortality from breast cancer. 7he New England Journal of
Medicine 2005;353(17):1784-92. [PUBMED: 16251534]

Bower 2006
Bower JE, Ganz PA, Desmond KA, Bernaards C, Rowland
JH, Meyerowitz BE, et al. Fatigue in long-term breast
carcinoma survivors: a longitudinal investigation. Cancer

2006;106(4):751-8. [PUBMED: 16400678]

Broad 2012
Borad WJ. How yoga can wreck your body. The New York
Times 5 January 2012.

Brown 2005
Brown RP, Gerbarg PL. Sudarshan Kriya Yogic breathing
in the treatment of stress, anxiety, and depression. Part II--
clinical applications and guidelines. Journal of Alternative
and Complementary Medicine 2005;11(4):711-7.

Brozek 2009
Brozek JL, Akl EA, Alonso-Coello P, Lang D, Jaeschke
R, Williams JW, et al. Grading quality of evidence and
strength of recommendations in clinical practice guidelines.
Part 1 of 3. An overview of the GRADE approach and
grading quality of evidence about interventions. Allergy
2009;64(5):669-77.

Buffart 2012
Buffart LM, van Uffelen JG, Riphagen II, Brug J, van
Mechelen W, Brown W], et al. Physical and psychosocial
benefits of yoga in cancer patients and survivors, a systematic
review and meta-analysis of randomized controlled trials.

BMC Cancer 2012;12:559. [PUBMED: 23181734]

Biissing 2011
Biissing A, Edelhauser F, Weisskircher A, Fouladbakhsh
JM, Heusser P. Inner correspondence and peacefulness with
practices among participants in eurythmy therapy and
yoga: a validation study. Evidence-Based Complementary
and Alternative Medicine 2011;Article ID 329023:9 pages.
[PUBMED: 20953427]

Carroll 2012
Carroll BJ, Iranmanesh A, Keenan DM, Cassidy F, Wilson
WH, Veldhuis JD. Pathophysiology of hypercortisolism
in depression: pituitary and adrenal responses to low

glucocorticoid feedback. Acta Psychiatrica Scandinavica
2012;125(6):478-91. [PUBMED: 22211368]

Chong 2011
Chong CS, Tsunaka M, Tsang HW, Chan EP, Cheung
WM. Effects of yoga on stress management in healthy
adults: A systematic review. Alternative Therapies in Health
and Medicine 2011;17(1):32-8. [PUBMED: 21614942]

Cochran 1954
Cochran WG. The combination of estimates from different
experiments. Biometrics 1954;10(1):101-29.

Compton 2012
Compton CC, Byrd DR, Garcia-Aguilar J, Kurtzman SH,
Olawaiye A, Washington MK. A/CC Cancer Staging Atlas.
A Companion to the Seventh Editions of the AJCC Cancer
Staging. Manual and Handbook. 2. New York: Springer,
2012.

Cramer 2012
Cramer H, Lange S, Klose P, Paul A, Dobos G. Yoga for
breast cancer patients and survivors: a systematic review
and meta-analysis. BMC Cancer 2012;12:412. [PUBMED:
22988934]

Yoga for women diagnosed with breast cancer (Protocol)

Copyright © 2013 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd.



Cramer 2013
Cramer H, Lauche R, Haller H, Langhorst J, Dobos G,
Berger B. “I'm more in balance™ A qualitative study
of yoga for patients with chronic neck pain. Journal of
Alternative and Complementary Medicine 2013;19(6):
536—42. [PUBMED: 23336342]

Culos-Reed 2012
Culos-Reed SN, Mackenzie M], Sohl S, Jesse MT, Zahavich
AN, Danhauer SC. Yoga & cancer interventions: a review
of the clinical significance of patient reported outcomes
for cancer survivors. Evidence-Based Complementary and
Alternative Medicine 2012;Article ID 642576:17 pages.
[PUBMED: 23125870]

De Michaelis 2005
De Michaelis E. A history of modern yoga: Patanjali and
western esotericism. London, UK: Continuum International

Publishing Group, 2005.

Desai 2013
Desai K, Mao JJ, Su I, Demichele A, Li Q, Xie SX, et al.
Prevalence and risk factors for insomnia among breast
cancer patients on aromatase inhibitors. Supportive Care in
Cancer 2013;21(1):43-51.

Devi 1986
Devi SK, Chansauria JP, Udupa KN. Mental depression and
kundalini yoga. Ancient Science of Life 1986;6(2):112-8.
[PUBMED: 22557558]

Ferlay 2010
Ferlay J, Shin HR, Bray F, Forman D, Mathers C,
Parkin DM. GLOBOCAN 2008 v1.2, Cancer Incidence
and Mortality Worldwide: JARC CancerBase No. 10.
International Agency for Research on Cancer, 2010.
Available from http://globocan.iarc.fr.

Feuerstein 1998
Feuerstein G. The yoga tradition. Prescott: Hohm Press,
1998.

Floyd 2009
Floyd A, Moyer A. Group vs. individual exercise
interventions for women with breast cancer: a meta-analysis.
Health Psychology Review 2009;4(1):22—41. [PUBMED:
20607139]

Fouladbakhsh 2010
Fouladbakhsh JM, Stommel M. Gender, symptom
experience, and use of complementary and alternative
medicine practices among cancer survivors in the U.S.
cancer population. Oncology Nursing Forum 2010;37(1):
E7-E15. [PUBMED: 20044334]

Garabeli Cavalli Kluthcovsky 2012
Garabeli Cavalli Kluthcovsky AC, Urbanetz AA, de
Carvalho DS, Pereira Maluf EM, Schlickmann Sylvestre
GC, Bonatto Hatschbach SB. Fatigue after treatment in
breast cancer survivors: prevalence, determinants and
impact on health-related quality of life. Supportive Care in
Cancer 2012;20(8):1901-9.

Guyatt 2008
Guyatt GH, Oxman AD, Vist GE, Kunz R, Falck-Ytter Y,
Alonso-Coello P, et al. GRADE: an emerging consensus on

rating quality of evidence and strength of recommendations.

BM]J 2008;336(7650):924—6.

Harder 2012
Harder H, Parlour L, Jenkins V. Randomised controlled
trials of yoga interventions for women with breast cancer:

a systematic literature review. Supportive Care in Cancer

2012;20(12):3055-64. [PUBMED: 23052917]

Hartvig 2006
Hartvig P, Aulin J, Hugerth M, Wallenberg S, Wagenius
G. Fatigue in cancer patients treated with cytotoxic drugs.
Journal of Oncology Pharmacy Practice 2006;12(3):155-64.
[PUBMED: 17022870]

Higgins 2003
Higgins JPT, Thompson SG, Deeks JJ, Altman DG.
Measuring inconsistency in meta-analyses. BM] 2003;327:
557-60.

Higgins 2011
Higgins JPT, Green S (editors). Cochrane Handbook
for Systematic Reviews of Interventions Version 5.0.1
[updated March 2011]. The Cochrane Collaboration,

2011. Available from www.cochrane-handbook.org.

Hopwood 2010
Hopwood P, Sumo G, Mills J, Haviland J, Bliss JM. The
course of anxiety and depression over 5 years of follow-
up and risk factors in women with early breast cancer:
results from the UK Standardisation of Radiotherapy
Trials (START). Breast 2010;19(2):84-91. [PUBMED:
20042330]

Ibrahim 2011
Ibrahim EM, Al-Homaidh A. Physical activity and survival
after breast cancer diagnosis: meta-analysis of published
studies. Medical Oncology 2011;28(3):753-65. [PUBMED:
20411366]

Irwin 2009
Irwin ML, Varma K, Alvarez-Reeves M, Cadmus L, Wiley
A, Chung GG, et al. Randomized controlled trial of acrobic
exercise on insulin and insulin-like growth factors in breast
cancer survivors: the Yale exercise and survivorship study.
Cancer Epidemiology, Biomarkers & Prevention 2009;18(1):
306-13. [PUBMED: 19124513]

Kalueff 2007
Kalueff AV, Nutt DJ. Role of GABA in anxiety and
depression. Depression and Anxiety 2007;24(7):495-517.
[PUBMED: 17117412]

Kim 2009
Kim CJ, Kang DH, Park JW. A meta-analysis of aerobic
exercise interventions for women with breast cancer.
Western Journal of Nursing Research 2009;31(4):437-61.
[PUBMED: 19176403]

Kjaer 2002
Kjaer TW, Bertelsen C, Piccini B, Brooks D, Alving J, Lou
HC. Increased dopamine tone during meditation-induced

change of consciousness. Brain Research. Cognitive Brain

Research 2002;13(2):255-9. [PUBMED: 11958969]

Yoga for women diagnosed with breast cancer (Protocol)

Copyright © 2013 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd.



Levine 2012
Levine AS, Balk JL. Yoga and quality-of-life improvement in
patients with breast cancer: a literature review. International
Journal of Yoga Therapy 2012;22:95-9. [PUBMED:
23070679]

Lin 2011
Lin KY, Hu YT, Chang KJ, Lin HE Tsauo JY. Effects of
yoga on psychological health, quality of life, and physical
health of patients with cancer: a meta-analysis. Evidence-
Based Complementary and Alternative Medicine 2011;Article
659876:12 pages. [PUBMED: 21437197]

McNeely 2006
McNeely ML, Campbell KL, Rowe BH, Klassen TP,
Mackey JR, Courneya KS. Effects of exercise on breast
cancer patients and survivors: a systematic review and meta-
analysis. CMAJ: Canadian Medical Association journal 20065
175(1):34—41. [PUBMED: 16818906]

Moher 2009
Moher D, Liberati A, Tetzlaff J, Altman DG, PRISMA
Group. Preferred Reporting Items for Systematic Reviews
and Meta-Analyses: The PRISMA Statement. Annals of
Internal Medicine 2009;151(4):1-7.

Neilson 2009
Neilson HK, Friedenreich CM, Brockton N'T, Millikan
RC. Physical activity and postmenopausal breast cancer:
proposed biologic mechanisms and areas for future research.
Cancer Epidemiology, Biomarkers & Prevention 2009;18(1):
11-27. [PUBMED: 19124476]

NIH 2012
NIH. What Is Complementary and Alternative Medicine?
. Available at: http://nccam.nih.gov/health/whatiscam.
2012.

Patrick 2003
Patrick DL, Ferketich SL, Frame PS, Harris JJ, Hendricks
CB, Levin B, et al. National Institutes of Health state-of-
the-science conference statement: symptom management in
cancer: pain, depression, and fatigue. Journal of the National
Cancer Institute 2003;95(15):1110-7. [PUBMED:
12902440]

RevMan [Computer program]
The Nordic Cochrane Centre, The Cochrane Collaboration.
Review Manager (RevMan). Version 5.1. Copenhagen:
The Nordic Cochrane Centre, The Cochrane Collaboration,
2011.

Saper 2004
Saper RB, Eisenberg DM, Davis RB, Culpepper L, Phillips
RS. Prevalence and patterns of adult yoga use in the United
States: results of a national survey. Alternative Therapies
in Health and Medicine 2004;10(2):44-9. [PUBMED:
15055093]

Schmidt 2012
Schmidt ME, Chang-Claude J, Vrieling A, Heinz J, Flesch-
Janys D, Steindorf K. Fatigue and quality of life in breast
cancer survivors: temporal courses and long-term pattern.

Journal of Cancer Survivorship 2012;6(1):11-9.

Shannahoff-Khalsa 2005
Shannahoff-Khalsa DS. Patient perspectives: Kundalini
yoga meditation techniques for psycho-oncology and as
potential therapies for cancer. Integrative Cancer Therapies
2005;4(1):87-100.

Smith 2009
Smith KB, Pukall CE An evidence-based review of
yoga as a complementary intervention for patients with
cancer. Psycho-Oncology 2009;18(5):465-75. [PUBMED:
18821529

Stafford 2013
Stafford L, Judd E Gibson P, Komiti A, Mann GB, Quinn
M. Screening for depression and anxiety in women with
breast and gynaecologic cancer: course and prevalence of
morbidity over 12months. Psycho-Oncology 2013;22(9):
2071-8.

Streeter 2010
Streeter CC, Whitfield TH, Owen L, Rein T, Karri SK,
Yakhkind A, et al. Effects of yoga versus walking on mood,
anxiety, and brain GABA levels: a randomized controlled
MRS study. Jjournal of Alternative and Complementary
Medicine 2010;16(11):1145-52. [PUBMED: 20722471]

Streeter 2012
Streeter CC, Gerbarg PL, Saper RB, Ciraulo DA, Brown RP.
Effects of yoga on the autonomic nervous system, gamma-
aminobutyric-acid, and allostasis in epilepsy, depression,
and post-traumatic stress disorder. Medical Hypotheses 2012;
78(5):571-9. [PUBMED: 22365651]

Syvilahti 1994
Syvilahti EK. Biological aspects of depression. Acta
Pyychiatrica Scandinavica. Supplementum 1994;377:11-5.
[PUBMED: 7914394]

Vadiraja 2009
Vadiraja HS, Raghavendra RM, Nagarathna R, Nagendra
HR, Rekha M, Vanitha N, et al. Effects of a yoga program
on cortisol rthythm and mood states in early breast cancer
patients undergoing adjuvant radiotherapy: a randomized
controlled trial. Integrative Cancer Therapies 2009;8(1):
37-46. [PUBMED: 19190034]

Van Onselen 2012
Van Onselen C, Cooper BA, Lee K, Dunn L, Aouizerat
BE, West C, et al. Identification of distinct subgroups of
breast cancer patients based on self-reported changes in
sleep disturbance. Supportive Care in Cancer 2012;20(10):
2611-9.

Vedamurthachar 2006
Vedamurthachar A, Janakiramaiah N, Hegde JM, Shetty
TK, Subbakrishna DK, Sureshbabu SV, et al. Antidepressant
efficacy and hormonal effects of Sudarshana Kriya Yoga
(SKY) in alcohol dependent individuals. Journal of Affective
Disorders 2006;94(1-3):249-53. [PUBMED: 16740317]

Visovsky 2006
Visovsky C. Muscle strength, body composition, and
physical activity in women receiving chemotherapy for
breast cancer. Integrative Cancer Therapies 2006;5(3):
183-91. [PUBMED: 16880422]

Yoga for women diagnosed with breast cancer (Protocol)

Copyright © 2013 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd.



Zhang 2012
Zhang ], Yang KH, Tian JH, Wang CM. Effects of yoga
on psychologic function and quality of life in women with
breast cancer: a meta-analysis of randomized controlled
trials. Journal of Alternative and Complementary Medicine
2012;18(11):994-1002. [PUBMED: 22909345]

* Indicates the major publication for the study

APPENDICES

Appendix |. MEDLINE

#1 yoga [mh]

#2 yoga* [tiab]

#3 yogic [tiab]

#4 meditation [tiab]

#5 asana* [tiab]

#6 pranayama [tiab]

#7 dharana [tiab]

#8 dhyana [tiab]

#9 #1 OR #2 OR #3 OR #4 OR #5 OR #6 OR #7 OR #8
#10 breast neoplasms [mh]

#11 breast neoplasm* [tiab]

#12 breast cancer [tiab]

#13 breast carcinoma* [tiab]

#14 breast tumor* [tiab]

#15 mamma carcinoma* [tiab]

#16 mammary neoplasm* [tiab]

#17 mammary carcinoma* [tiab]

#18 mammary gland carcinoma* [tiab]

#19 #10 OR #11 OR #12 OR #13 OR #14 OR #15 OR #16 OR #17 OR #18
#20 randomized controlled trial [pt]

#21 controlled clinical trial [pt]

#22 randomized [tiab]

#23 placebo [tiab]

#24 clinical trials as topic [mesh: noexp]

#25 randomly [tiab]

#26 trial [ti]

#27 #19 OR #20 OR #21 OR #22 OR #23 OR #24 OR #25 OR #26
#28 Search #7 AND #17 AND #25

#29 Search animals{[mh] NOT humans[mh]

#30 Search #26 NOT #27
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Appendix 2. EMBASE

#1

randomised AND controlled AND trial
#2

randomized AND controlled AND trial
#3

controlled AND clinical AND trial

#4

randomi*ed:ab

#5

placebo:ab

#6

randomly:ab

#7

trial:ab

#8

groups:ab

#9

#1 OR #2 OR #3 OR #4 OR #5 OR #6 OR #7 OR #8
#10

’breast neoplasm’

#11

’breast cancer’/exp OR ’breast cancer’
#12

’breast tumour’

#13

’breast tumor’/exp OR ’breast tumor’
#14

’breast carcinoma’/exp OR ’breast carcinoma’
#15

’mamma carcinoma’/exp OR ’‘mamma carcinoma’
#16

’mammary neoplasm’

#17

’mammary carcinoma’/exp OR ’‘mammary carcinoma’
#18

’mammary gland carcinoma’

#19

#10 OR #11 OR #12 OR #13 OR #14 OR #15 OR #16 OR #17 OR #18
#20

’breast cancer survivor’

#21

’breast cancer survivors’

#22

#20 OR #21

#23

#19 OR #22

#24

’yoga’/exp OR yoga

#25

yogic

#26
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meditation

#27

asana

#28

pranayama

#29

dharana

#30

dhyana

#31

#24 OR #25 OR #26 OR #27 OR #28 OR #29 OR #30
#32

#9 AND #23 AND #29

#33

#30 AND [humans]/lim AND [embase]/lim

Appendix 3. WHO ICTRP search portal

Basic searches:

1. Yoga for women with breast cancer and breast cancer survivors

2. Breast cancer AND yoga

3. Breast cancer survivors AND yoga

Advanced searches:

1. Title: Yoga for women with breast cancer and breast cancer survivors

Recruitment Status: ALL

2. Condition: breast cancer

Intervention: yoga OR yogic OR meditation OR asana OR pranayama OR dharana OR dhyana
Recruitment Status: ALL

3. Condition: breast cancer survivor*

Intervention: yoga OR yogic OR meditation OR asana OR pranayama OR dharana OR dhyana
Recruitment Status: ALL

4. Condition: breast cancer AND survivor

Intervention: yoga OR yogic OR meditation OR asana OR pranayama OR dharana OR dhyana
Recruitment Status:

ALL

Appendix 4. Clinicaltrials.gov

Basic searches:

1. Yoga for women with breast cancer and breast cancer survivors

2. Breast cancer AND yoga

3. Breast cancer survivors AND yoga

Advanced searches:

1. Title: Yoga for women with breast cancer and breast cancer survivors
Recruitment: ALL

Study Results: ALL

Study Type: ALL
Gender: ALL

2. Condition: breast cancer
Intervention: yoga OR yogic OR meditation OR asana OR pranayama OR dharana OR dhyana
Recruitment: ALL

Study Results: ALL
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Study Type: ALL
Gender: ALL

3. Condition: breast cancer survivor
Intervention: yoga OR yogic OR meditation OR asana OR pranayama OR dharana OR dhyana
Recruitment: ALL

Study Results: ALL

Study Type: ALL
Gender: ALL

4. Condition: breast cancer AND survivor
Intervention: yoga OR yogic OR meditation OR asana OR pranayama OR dharana OR dhyana
Recruitment: ALL

Study Results: ALL

Study Type: ALL
Gender: ALL

Appendix 5. IndMed

(yoga OR yogic OR meditation OR asana OR asanas OR pranayama OR dharana OR dhyana) AND (breast neoplasm OR breast
neoplasms OR breast cancer OR breast carcinoma OR breast carcinomas OR breast tumor OR breast tumors OR mamma carcinoma

OR mamma carcinomas)

Appendix 6. CENTRAL

#1 MeSH descriptor: [Breast Neoplasms] explode all trees

#2 breast cancer survivor®

#3 #1 or #2

#4 yoga or yogic or meditation or asana or pranayama or dharana or dhyana
#5 #3 and #4
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