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No. at risk
Standard of care 559 513 443 369 302 241 196
Alternative medicine 280 222 174 137 104 77 61
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Acupuncture*
Ayurveda*
Biofeedback*
Chelation therapy*
Chiropractic care*

Deep breathing
exercises

Diet-based therapies
Vegetarian diet
Macrobiotic diet
Atkins diet

Pritikin diet

Ornish diet

Zone diet

Guided imagery
Homeopathic treatment
Hypnosis*

Massage*

Meditation

Megavitamin therapy

Natural products
(nonvitamin and
nonmineral, such as
herbs and other
products from plants,
enzymes, etc.)

Naturopathy*

* Prayer for health

reasons

* Prayed for own health

* Energy healing therapy* . Others ever prayed for
* Folk medicine*

your health

Participate in prayer
group
Healing ritual for self

Progressive relaxation
Qi gong

Reiki*

Tai chi

Yoga



o Nutrition

 Mind-body practices

« Manipulation practices
 Spirituality

e Energy practices

* Whole body system practices
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Jin Fus Mang
Liu J%. 1887
Lius JX. 20010

Risk Ratio
195% C1p

0.85 (084 to 1.13)
Q61 (076 fo 1.10)
0.88 (085 10 1.14)
046033 to 0.7}
0.66 (047 10 0.53)
084 (076 10 1.12)
D80 (088 10 0.96)

0.75 (0S8 1o 097}
0.75(0.58 K 0.97)

0.53 (041 1o 068
0.73 (062 10 0.88)

Favors Chematherapy Alone

Risk Ratio
{85% Clj

—.— 0.91(0.74 10 1.13)

| | 065 (0.5 to 082)
| | 0.83(0.75 to 1.14)

[ ] 052082 19 104)

= 0.85(0.73 to 1.00)

D8R (074 o 108)
D85 (0.74 10 1.08)

079067 to 092)
079 (067 fo 0.02)

085 (077 to 0.04)

Treatmerd  Conbrol  Weight (%)

Trestment  Contrel  Weight (%)

£
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35450
134178

o, of Events
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155174
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Risk Ratio Na. of Events

Study 185% CI) Treatment  Control  Weight (%)
Al Di Zhu She Ye

Wang C, 2002 1.29(0.53 10 313}

Gao P, 2003 118 (0.7 1o 1.85)

Zhang NS, 2003 118 (0.79 1o 1.78)

Lu J, 2003 1.24 (D69 to 2.20)

Chen WC, 2003 1.23(0.73 1o 2.09)

Zhang LH. 2003 115 (0.71 o 1.88)

Wang DU, 2004 118 (0.79 1o 1.78)
Subtotal 119 (0.99 10 1.44)

Astragalus combinations.
Wang JX, 1997 1.4 (067 10 230
Weng Jr, 1688 1.13 (0.67 fo 2 25)
Li TS, 1959 1.1 (1,16 1o 313)
Liu Q. 1968 286 (D87 to 8.43)
Chu GT, 1980 1.33 (108 10 1.61)
Li DY, 2000 1.56 (0,69 10 2.72)
Chen GP, 2000 143 (027 o 7.7}
Sui D, 2001 0.83(0.28 Yo 2.51)
Bun SX, 2002 1.33(1.03 1o 1.71)
Wang ZL. 2002 1.62(0.74 to 310}
Yu YL, 2003 104 (0.78 to 1.39)
Zhou H. 2003 1.88(1.26 to 2&2)
Zhou HF, 2003 1.43 (065 10 239)

Fan FY. 2003 1.15 (0,60 to 1.68)
Cao ¥, 2003 110 (0.65 10 1.84)
Fei CB, 2003 1.75(0.84 to 3 28)
Jia ¥J, 2004 1.21 (060 10 245)
Liu 55, 2004 131 (074 10 231)
Subtotal 133(1.21 10 1.47)

Astragalus single agent
Gaa CR, 2001 207 (1.34 0 3.19)
Zou YH, 2003 1.09{0.57 to 207}
Subtotal 1.57 (0.85 10 2.93)

Jin Fu Kang
Liw JX, 1997 1.32{0.47 to 274} 18
Liu JiX. 20010 1,64 (0.8 10 4.40) 1TED
Liu X, 20018 TE(116 10270} 420D
Subtotal 176{122 10 253) 70232

1.34(1.24 1o 1.45) 8411308 42371064 1000

©2006 by American Society of Clinical Oncology McCulloch M et al. JCO 2006;24:419-430
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Study

Ai Di Zhu She Ye
Wang C, 2002
GaoP, 2003
Zhang XH, 2004
Wang DJ, 2004

Subtotal

Astragalus combinations

Chu GT, 1999
FanFY, 2003
Zhou H, 2003
Liu SS, 2004
Jia YJ, 2004
Subtotal

Astragalus single agent
Zou YH, 2003
Subtotal

Jin Fu Kang
Liu JX, 2001b
Liu JX, 2001a

Subtotal

0.5

Favors Chemotherapy Alone

©2006 by American Society of Clinical Oncology

1.0
Risk Ratio

2.0

Favors Herbs + Chemotherapy

Risk Ratio
(95% Cl)

1.09(0.73 to 1.62)
152 (1.09 to 2.13)
122 (0.98 to 1.52)
1.30 (1.04 to 1.63)
1.28 (1.12 to 1.46)

1.35(1.09 to 1.68)
1.16(0.96 to 1.37)
1,65 (1.15 to 2.36)
1.52(1.10 to 2.11)
1.30(0.99 to 1.71)
1.32(1.16 to 148)

1.22(0.98 to 1.52)
1.22(0.98 to 152)

1.22 (1.04 to 1.43)
2.35(1.82 10 3.04)
1.68 (0.82 to 3.44)

1.36(1.21 to 1.54)

McCulloch M et al. JCO 2006;24:419-430

Treatment

1114
30/35
28/30
43/49
112128

73/80
941100
1671180

501/564

No. of Events

Control  Weight (%)

13/18
18/32
23/30
33/49
871129

40/64
42/55
16/30
21/39
21/31
1401219

333/531 100.0
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Ginseng Placebo Ginseng Placebo
4 weeks 8 weeks

Change from baseline
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Ginseng Placebo Ginseng  Placebo Ginseng  Placebo Ginseng  Placebo

Worse Same/<10% Responded 210% Responded >230%

© The Author 2013. Published by Oxford University Press. All rights reserved. Barton D L et al. JNCI J Natl Cancer Inst 2013;105:1230-
For Permissions, please e-mail: journals.permissions@oup.com. 1238
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Table 1. Included Studies

Summary
Topic No. Studies of Results*

Screening and comprehensive  Informal consensus used
assessment
Nonpharmacologic treatment
Physical medicine and Two systematic reviews, Table 8
rehabilitation three RCTs
Integrative and Six systematic reviews Table 9
neurostimulatory
therapies
Interventional therapies One systematic review, three Table 10
RCTs, two observational studies
Psychological approaches  Seven systematic reviews Table 11
Pharmacologic treatment
Adjuvant analgesics 10 systematic reviews, one RCT  Table 12
Cannabinoids Five systematic reviews, one Table 13
RCT, one observational study
Opioids Six systematic reviews, one RCT  Table 14
Risk assessment, mitigation, Two guidelines, one systematic —
and universal review, 16 comparative
precautions studies

Abbreviation: RCT, randomized clinical trial.
*Available in Data Supplement.

Table 1. Included Studies

Published in: Judith A. Paice; Russell Portenoy; Christina Lacchetti; Toby Campbell; Andrea Cheville; Marc Citron; Louis S. Constine; Andrea Cooper; Paul Glare; Frank Keefe; Lakshmi
Koyyalagunta; Michael Levy; Christine Miaskowski; Shirley Otis-Green; Paul Sloan; Eduardo Bruera; JCO 2016, 34, 3325-3345.

DOI: 10.1200/JC0.2016.68.5206

Copyright © 2016 American Society of Clinical Oncology



Table 4. Disciplines and Interventions for Chronic Pain
Disciplines Examples of Possible Interventions

Physical medicine and Physical therapy, occupational therapy, recreational
rehabilitation therapy, individualized exercise program, orthotics,
ultrasound, heat/cold
Integrative therapies Massage, acupuncture, music

Interventional therapies Nerve blocks, neuraxial infusion (epiduralfintrathecal),
vertebroplasty/kyphoplasty

Psychological approaches Cognitive behavioral therapy, distraction, mindfulness,
relaxation, guided imagery

Neurostimulatory therapies TENS, spinal cord stimulation, peripheral nerve
stimulation, transcranial stimulation

Abbreviation: TENS, transcutaneous electrical nerve stimulation.

Table 4. Disciplines and Interventions for Chronic Pain

Strength of Evidence and Recommendation

Evidence-based; benefits outweigh harms; evidence
quality: intermediate; strength of recommendation:
moderate

Evidence-based; benefits outweigh harms; evidence
quality: low; strength of recommendation: weak

Evidence-based; benefits outweigh harms; evidence
quality: intermediate; strength of recommendation:
moderate

Evidence-based; benefits outweigh harms;
evidence guality: intermediate; strength of
recommendation: moderate

Evidence-based; benefits outweigh harms;
evidence quality: low; strength of
recommendation: weak

Published in: Judith A. Paice; Russell Portenoy; Christina Lacchetti; Toby Campbell; Andrea Cheville; Marc Citron; Louis S. Constine; Andrea Cooper; Paul Glare; Frank Keefe;
Lakshmi Koyyalagunta; Michael Levy; Christine Miaskowski; Shirley Otis-Green; Paul Sloan; Eduardo Bruera; JCO 2016, 34, 3325-3345.

DOI: 10.1200/JC0.2016.68.5206
Copyright © 2016 American Society of Clinical Oncology



Table 7. Adverse Effects Associated With Long-Term Opioid Use

Persistent common adverse effects

Constipation

Mental clouding

Upper Gl symptoms (pyrosis, nausea, bloating)

Endocrinopathy (hypogonadism/hyperprolactinemia)

Fatigue

Infertility

Osteoporosis/osteopenia

Reduced libido

Reduced frequency/duration or absence of menses

Neurotoxicity

Myoclonus

Other changes in mental status (including mood effects, memory problems,
increased risk of falls in the elderly)

Risk of opioid-induced hyperalgesia (incidence and phenomenology
uncertain, but escalating pain in tandem with dose escalation raises
concern)

Sleep-disordered breathing

Increased risk of concurrent benzodiazepine in patients predisposed to
sleep apnea

New-onset sleep apnea

Worsening of sleep apnea syndromes

NOTE. Data adapted.?' 53

Table 7. Adverse Effects Associated With Long-Term Opioid Use

Published in: Judith A. Paice; Russell Portenoy; Christina Lacchetti; Toby Campbell; Andrea Cheville; Marc Citron; Louis S. Constine; Andrea Cooper; Paul Glare; Frank Keefe;
Lakshmi Koyyalagunta; Michael Levy; Christine Miaskowski; Shirley Otis-Green; Paul Sloan; Eduardo Bruera; JCO 2016, 34, 3325-3345.

DOI: 10.1200/JC0.2016.68.5206

Copyright © 2016 American Society of Clinical Oncology



-B- Control
@ Electroacupuncture

=
<
>

2 3 4 5 6 7
Time(day)




All Modalities Combined
Treatment Contral SMD (fixed)
Mean (5D} Mean (SD) 95% CI
1.75 (2.66) 2,75 (1.38)
1.B7 {1.06) 1.37 [0.81)
1.00{0.78) 1.12 {0685}
262 (1.45) : 2,85 (1.53) —0 16, -0.83 o 0.52
2.08 {1.53) 2.27 (1.58) ! ~0.12, -0.28 10 0.04
0.61(0.83) a9 0.58 (0.84) 5 0.02,-0.42 to 0.46
0.71(0.56) 233(3.12) ~0.72,-1.38 10 -0.08
555 0,11, 0,25 10 0.02
Tenhrlmmmkr 3 =600, df = 6 (P= 321" = 14.2%
Test for gverall effect: Z = 1.63 (P = 10}

-1.0 -08 (2]

Favors Acupunclure-Point Stimulation Favors Control

Acupuncture {manual acupuncture only, no electroacupuncture trials)
Study or Marwal Acupunclure Control SMD (fixed) SMD (fixed)
Sub-Category N Mean (SD) N Mean (SD) 95% CI % 95% CI
Strosbarger 2003 41 061 (0.83) 0.58 {0.94) 4 002, -0.42 1o 0.46

Total (95% CI} a1 3 ! 002, -0.42 10 0.46
Tt o hotan ot applicable
T hor cverall elect: Z = 0.10 {F = 92)

-0 05 0w 0 10
Favors Manual Acupuncture Favors Contral
Acupressure
Study or Acupressure Control SMD (fixed) Weight SMD (fixed)
Sub-Catagory Mean (50) Mean (50) 95% CI % 5% Cl

Disble: 2000 . 2.75 (1.38) ! 046, -1.42 1o D.51
Rnsane 2003 B9 1. : 2.27 (1.55) ! ~0.18, -0.37 10 0.00

Total (95% C1) 1 ~0,18,~0.38 to 0,01
Test for heterogens:

T—
Tost for overnll efieet: 7 = 2. INP- 0‘3]
-0 05 1 ! 10
Favors Acupressure Favors Control
Noninvasive Electrostimulation

Study or Electrostimulation Control SMD (fixed) Waight SMD (fixed)
Sub-Categary N Mean (30) Mean (3D) 95% CI % 95% C

15 1T (1.068) : 1.37 (0.1} 3 0.52, ~0.20 10 1.24
8 1.00 {0.78) 1.12 {0 65) : ~1.14 10 0.82
13 261 (1.46) : 206 (1.53) . ! .
220 2.19{1.55) 227 (1.88) 0, ~0.24100.13
19 0.71(1.56) 233312} 165, =1.31 10 0.02

~0.07, -0.23 10 0.10

275
for holomgenatty: " = S 65, df w4 (P = 23), s 20.0%
Tt e vt alloct: 2 = 0 (8 = 43)

~1.0 =08 o0 o5 .0
Favars Noninvasive Electrostimulation Favors Control

Fig 2. Mean nausea severity in first 24 hours after chemotherapy. All manual acupuncture, acupressure, and noninvasive electrostimulation trials used
modern antiemetics; no electroacupuncture trial reported on nausea severity.

Published in: Jeanette Ezzo; Andrew Vickers; Mary Ann Richardson; Claire Allen; Suzanne L. Dibble; Brian Issell; Lixing Lao; Michael Pearl; Gilbert Ramirez; Joseph A. Roscoe; Joannie
Shen; Jane Shivnan; Konrad Streitberger; Imad Treish; Grant Zhang; JCO 2005, 23, 7188-7198.

DOI: 10.1200/JC0.2005.06.028

Copyright © 2005
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