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Patient’s Concerns

e \Whether traditional chinese medicine (TCM) may reduce the side-
effects of chemotherapy in breast cancer patients?



Background question

e There are some short term side effects that occur
during the course of treatment and generally
resolve within months of completion of therapy.

e They include fatigue, phlebitis, alopecia, nausea,
vomiting, mucositis, anemia, and
myelosuppression or neutropenia.



Background question

e The prevalence of cancer-related fatigue increases to
In patients undergoing chemotherapy.

e Chemotherapy-induced nausea and vomiting can be
either acute (commencing shortly after administration
and most severe during the next 6 to 8 hours) or delayed
(occurring after 24 hours).

e Chemotherapy-induced mucositis Is an important, dose-
limiting, and costly side effect of cancer therapy. It
occurs In approximately of patients who receive
cancer chemotherapy.



Foreground question

e Do Chinese medicinal herbs treat the side-effects
of chemotherapy In breast cancer patients?
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»

Patient

breast cancer patients receive chemotherapy

Intervention

Chinese medicinal herbs

C

Comparison

Nil

O

Outcome

reduce side-effects of chemotherapy
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Search Strategy Design



Search Secondary Database

Examples

UpToDate /\ Computerised decision

DynaMed
ynaMe System\s support systems (CDSS)

ACP journal club /

Evidence-Based Synopses Evidence-based journal

abstracts

Cochrane Syntheses Cochrane reviews
Reviews

PubMed Studi Original published
SUMsearch Hales articles in journals
Google

Figure  “457 levels of organisation of evidence from research.



Search Strategy Design

Up ToDate
ACP Journal Club
DynaMed

The Cochrane Library
Pubmed
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chemotherapy in breast cancer patients (Review)
e Search methods

* We searched The Cochrane Breast Cancer Specialised Register
(15/02/2007), The Cochrane Central Register of Controlled
Trials (CENTRAL); (The Cochrane Library 2006, Issue 4);
MEDLINE (1966 to December 2006); EMBASE (1990 to
Decem)ber 2006); and Chinese Biomedical Literature (2006,
Issue 4).

* A number of journals were hand searched.
o Selection criteria

« Randomised controlled trials comparing chemotherapy with or
without Chinese herbs in women with breast cancer.

o Data collection and analysis

e Two authors independently extracted the data, which were
analysed using RevMan 4.2. For dichotomous data, we estimated
the relative risk. For continuous data, we calculated the weighted
mean difference.



Chinese medicinal herbs to treat the side-effects of
chemotherapy In breast cancer patients (Review)

Main results

We identified <cven randomised controlled trials involving -7 breast cancer
patients undergoing or having recently undergone chemotherapy.

All studies were conducted and published in

We did not pool the results because few studies were identified and no more
than two used the same intervention.

All were of low quality and used CMH plus chemotherapy compared with
chemotherapy alone.

CMH combined with chemotherapy showed no statistically significant
difference for the outcomes of phlebitis and alopecia. Only one study showed
an improvement in nausea and vomiting, and in fatigue. Three indicated an
improvement in white blood cells in the group receiving CMH. Two showed
an increase in percentage changes in T-lymphocyte subsets CD4 and CDS8.
One study showed a statistically significant difference for CMH in percentage
changes in T-lymphocyte subsets CD3, CD4 and CD8. Two herbal
compounds may have improved quallty of life. One study reported that CMH
may have some effect on reducing toxicity in liver and kidney, but differences
were not statistically significant.



Chinese medicinal herbs to treat the side-effects of
chemotherapy In breast cancer patients (Review)

o Authors’ conclusions

e This review provides about the
effectiveness and safety of Chinese medicinal herbs in
alleviating chemotherapy induced short term side
effects.

« Chinese medicinal herbs, when used together with
chemotherapy, to breast cancer
patients in terms of

, but the evidence Is too limited to make
any confident conclusions.

» Well designed clinical trials are required before any
conclusions can be drawn about the effectiveness and
safety of CHM in the management of breast cancer
patients.




Analysis 1.1. Comparison 1 Chinese medicinal herbs plus

chemotherapy versus chemotherapy alone,

Outcome 1 Nausea and vomiting.

Reviews (Chinese medicinal herbs to treat the sida-sffects of dhemaotherapy in breast cancer patients

Comparisorc | Chinesa medicnal herbs plus chemaotherapy versus chemotherapy alone
Outcomes | Mausea and vomiting
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Analysis 1.2. Comparison 1 Chinese medicinal herbs plus
chemotherapy versus chemotherapy alone,
Outcome 2 Nausea and vomiting improved.

Feview: (Chinese medicinal herbs to treat the sida-affects of dhemotherapy in breast cancer patients
Comparisorc | Chinesa medicnal herbs plus chemotherapy versus chemotherapy alone

Outcomes 2 Mauszea and vomiting improved

Mean Mean
Study or subgroup Treatmenit Diffarerce Diffzrerce

M A W Fixed 95% C [VFized95% Cl

| Aifukang capsules plus chemotherapy versus chemotharapy alons

Sy 2005 &l 721 {4 . ] fug4 [ 057, 111 ]
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Analysis 1.3. Comparison 1 Chinese medicinal herbs plus
chemotherapy versus chemotherapy alone,
Outcome 3 Alopecia.

Feview: Chiness mediczinal herbs to treat the side-sffects of chemaotherapy in breast cancer patients
Comparisorc | Chinese medicnal herbs plus chemotherapy versus chemotherapy alone

Outcome: 3 Alopada

Risk Ratiz

M-H,Fixed 353 C

Study or subgroup Treatrnent

N
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Analysis 1.4. Comparison 1 Chinese medicinal herbs plus
chemotherapy versus chemotherapy alone,
QOutcome 4 Fatigue.

Feview: Chiness medicinal herbs to treat the side-sffects of dhemnaotherapy in breast cancer patients
Comparisorc | Chinese medicnal herbs plus chemotherapy versus chemotherapy alone

Outcome: 4 Fatigue

Mean Mean
Study or subgroup Treatmearit Diffzrerce Diffzrerce

Mean{S0) i Mean{50n) Z 'Y Fixed 5% O]

| Aifukang capules plus dhemothearapy versus dhemaotherapy alone

Situ 2005 0,80 [ 037, 1.23 ]
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Analysis 1.5. Comparison 1 Chinese medicinal herbs plus
chemotherapy versus chemotherapy alone,

Outcome 5 Phlebitis.

Feview: Chinese medicinal hers to treat the side-effects of chemaotherapy in breast cancer patients
Comparisore | Chinese medicnal herbs plus chemotherapy versus chemotherapy alone

Outcorme: 5 Philebitis

Study or subgroup Treatrnent Control Rizk Ratic Risk Ratic
rh rh M-H Faed, %53 Cl M-H Fixed 25% Cl

| Aidi injectiors plus chemaotherapy varsus chemotherapy alone

Tang 2004 17721 W2 - LOZ [ Qe Let]
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Analysis 1.6. Comparison 1 Chinese medicinal herbs plus
chemotherapy versus chemotherapy alone,

Outcome 6 White blood cell reduction.

Feview: Chinese medidnal herbs to treat the side-sffects of chemothearapy in breast cancer patients
Comparisore | Chinese madicnal herbs plus chemotherapy versus chemotherapy alona

Outcorme: & White Blood cell reduction

Study or subgroup Treatrnernt Control Rizk Ratic Risk Ratic
M i M-H Fixed,95% Cl M-H Fixed 5% O

| Aidi injectiors plus chemaotherapy wersus chemotherapy alone

Tang 2004 27131 252 T Q%8 [0al, 18]
2 Shengi fizheng njections plus chemotherapy versus chemaotherapy alone
Li 2002 | 240 I 8/35 ' QS8 [ 033, 103]
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Analysis 1.7. Comparison 1 Chinese medicinal herbs plus

chemotherapy versus chemotherapy alone,

Outcome 7 White blood cell change after treatment.

Review: Chinese medicnal herbs to treat the side-sffects of chemotherapy in breast cancer patiants

Comparisorc | Chinese medicnal herbs plus chemotherapy versus chemotherapy alone

Outcome: 7 White blood cell champe after treatment

Mean Mean
Study or subgroup Treatment Control Diffararce Diffararce
| Mean{50)) M Mean (a0} [ Frxed, 755 I I Fied 5% 1
| Chinese herbs decoction plus chemotherapy versus chemotherapy alone
Fang 1995 30 T2 (1.2 38 =l - L20[ 1.7, 273 ]
2 Shenmai injectiors plus dhemaotherapy versus dhemotherapy alone
Liu 2000 40 53 (1.3} 40 4.7 (1.2 * el [O0E, 1LI5]
3 Jiawei Guilu Erxian Dan plus chemaotherapy versus chemotherapy plus batilol alone
Hong 2005 62 486 (L37) 30 395 (171} [ 051 [0de, 176 ]
1 1 1
-10 o 5 4]

Faeours contral

Fawcurs treatment




Analysis 1.8. Comparison 1 Chinese medicinal herbs plus
chemotherapy versus chemotherapy alone,

Outcome 8 Percentage change of CD3-positive cells (Tlymphocyte
subsets).

Feview: Chinese medidral heros to treat the side-sffects of dhemothearapy in breast cancer patients
Comparisorc | Chinese medicnal herbs plus chemotherapy versus chemotherapy alone

Cutcome: 8 Percentage dhange of CO3-positive cells {Thmphoote subsets)

Mean Mean
Study or subgroup Treatrnerit Cortrol Differerice Diffzrarce
M Mean{S0) M Mean (S0 IV Fized 5% IV Fred 35% C
| Shengi fuzheng njections plus chemotherapy versus chemotherapy alone
Li 2002 40 S3.9 (9.8) 35 524 (105 — T |50 [-208 &al18]
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Analysis 1.9. Comparison 1 Chinese medicinal herbs plus
chemotherapy versus chemotherapy alone,

Outcome 9 Percentage change of CD4-positive cells (Tlymphocyte
subsets).

Review: Chinese medicdnal herbs to treat the side-sffects of chemotharapy in breast cancer patiants
Comparizorc | Chinese medicnal herbs plus chemotherapy versus chemotherapy alona

Cutcome: 9 Percentage dhange of CO4-positive cells {Thmphoote subsets)

Mean Mean
Study or subgroup Treatrment Control Differenca Diffararce
! Mean(50) ! Mean(50) IV Fixoed 555 Cl [VFied 5% O
| Shengi fuzheng njection plus chemaotherapy versus chamotherapy alone
L 2002 40 38 (8) 5 35(73 T J00[-046, 646 ]
2 Aidi injection plus chemctherapy varsus chemotherapy alone
Yang 2004 3 46.7 (&5} 28 51 {54) - | L60[ 8536, 14.64 ]
3 Shenmai injection plus chemotharapy versus chemotherapy alone
Liu 2000 40 3515 520 40 2949 (397 - 566 [ 164, 7.68 ]
1 1 1 1
-10 -5 0 5 [+

Fawours contral Fawcurs treatment




Analysis 1.10. Comparison 1 Chinese medicinal herbs plus
chemotherapy versus chemotherapy alone,

Outcome 10 Percentage change of CD8-positive cells
(Tlymphocyte subsets).

Feview: Chinese medicinal herbs to treat the side-sffects of dhemotherapy in breast cancer patients
Comparisorc | Chinesa medicnal herbs plus chemnotherapy versus chemotherapy alone

Cutcome: |0 Percentage change of CO8-postive cells (Thmphocyte subsets)

Maan Mleam
Study or subgroup Treatment Control Difference Diffarance
M Mean{5CY) M Mean(50) ["Fixad 5% Cl ['Fiseed, 95% C
| Shengi fuzheng njection plus chemotherapy versus chermotherapy alone
Li 2002 40 25.6 (3.3) 15 8 (6d) T -LI0 [ 483, 043 ]
2 Aidi injection plus chemaotherapy versus chemaotherapy alone
fang 2004 3l 7.1 {35} 28 21430 - 570 [4.02,7.38 ]
3 Shenmai injection plus chemotherapy varsus chemotherapy alone
Liu 2000 40 21.42 (4.38) 40 19.34 (2.04) - 08 [058 3.58 ]
1 1 1 1
-10 -5 H] 5 I

Fawours comtrod Fawours treatrmient




Analysis 1.11. Comparison 1 Chinese medicinal herbs plus
chemotherapy versus chemotherapy alone,
Outcome 11 Thrombocytopenia.

Feview: Chinesa medicinal herbs to treat the side-effects of chemaotherapy in breast cancer patients

Comparisorc | Chinese medicnal herbs plus chemotherapy versus dhemotherapy alone

Outcomes | | Thrombocytopenia

Study or subgroup Treatrnert " Rizk: Ratic Risk Ratiz
r'll I “-H.Fizoed, 75% F-H Fized 25% Cl

| Shengi fuzheng njections plus chemotherapy versus chemotherapy alone
Li 2002 240 335 Q58000 3297

&l az o0& | 2 o

Fawcurs treatment Faeours control



Analysis 1.12. Comparison 1 Chinese medicinal herbs plus
chemotherapy versus chemotherapy alone,
Outcome 12 Quality of life: EuroQLQ-BR23 symptoms scores.

Feview: Chinese medicinal herbs to treat the side-effects of chemotharapy in breast cancer patients

Comparisorc | Chinese medicnal herbs plus chemotherapy versus chemotherapy alone

Outcome: |2 Quality of ife BurcQLO-BRE2 symptoms scores

Study or subgroup Treatrnent

M Mean(5D)

| Aifubang capules plus dhemaotherapy versus chemaotherapy alone
[98.25 (7.25) 53 B3.76 (1044) " 447 [ 11.24, 1770 ]

s ot [ =

Sitw 2005 gl

Favours treatmment




Analysis 1.13. Comparison 1 Chinese medicinal herbs plus
chemotherapy versus chemotherapy alone,
Outcome 13 Quality of life: improvement in Karnofsky performance

status.

Feview: Chinese medicinal herbs to treat the side-sffects of dhemaotherapy in breast cancer patients
Comparisore | Chinesa medicnal herbs plus chemotherapy versus chemotherapy alone

Outcome: |3 Qualtty of e mprovement in Kamofsky performance status

Study or subgroup Treatrnernt Control Rizk Ratic Risk Ratic
it 't M-H Fized, 95% Cl M-H Fixed 5% Cl

| Shengi fuzheng njections plus chemotherapy versus chemotherapy alone

L 2002 20440 B35 — ZI19] 110, 433]
2 Aidi injectiors plus chemaotherapy versus chemctherapy alone
Yang Z004 1731 8/28 | .92 [ 098, 3.74 ]
1 1 1 1 1 1
a9z 05 12 I (¥

Fawcurs controd Faeours treatrment




Analysis 1.14. Comparison 1 Chinese medicinal herbs plus
chemotherapy versus chemotherapy alone,
Outcome 14 Liver toxicity.

Review: Chinese medicinal herbs to treat the side-effects of chemaotherapy in breast cancer patients

Comparisorc | Chinesa medicnal herbs plus chemotherapy versus chemotherapy alone

DOutcome: |4 Liver tomcty

Study or subgroup Treatrnent Risk Ratic

r'fs “-H Fized 953 O M-H Fized 2525 Cl

| Shengi fizhang njections plus chemotherapy verse chemotherapy alone

Li 2002 340 335 088 [, 408 ]

Ql az

Fawours treatment Fawours control



Analysis 1.15. Comparison 1 Chinese medicinal herbs plus
chemotherapy versus chemotherapy alone,
Outcome 15 Kidney toxicity.

Feview: Chinese medicnal herbs to treat the side-effects of chemotherapy in breast cancer patiants

Comparizorc | Chinese medicnal herbs plus chemotherapy versus chemotherapy alona

DOutcomre: |5 Kidrey toxicrty

Study or subgroup Treatrnert = Fizk Ratic Risk Ratiz

r'M VI M-H,Fized %5% CI M-H Fixed35% C

| Shengi fuzheng njection plus chemaotherapy verses chamotherapy alone
Li 2002 [ M40 1435 Q.88 [ Q06, 1348 ]

al az o0& 1 2 Lo

Fawcurs treatment Favours comtrod
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e Chinese medicinal herbs to treat the side-effects of
chemotherapy in breast cancer patients{(Review)

— Level of evidence: l1a

— Source: Cochrane Database Systematic Review, 2009
— Authors: Zhang M, Liu X, Li J, He L, Tripathy D



. Did the review ask a clearly-focused question? Can'ttell U No

Consider if the question is focused’ in terms of:

— the population studied
— the intervention given or expostire

— the outcomes considered

Aim: find whether traditional chinese medicine(TCM) may
Improve the side-effects of chemotherapy in breast cancer
patients

This review identified seven studies of six different herbal
remedies to treat the side effects of chemotherapy in breast
cancer patients.

All studies compared CMH plus chemotherapy versus
chemotherapy alone.

All the reported outcomes were measured at the end of
treatment.



2. Did the review include the right type of study? d canttell U No

Consider if the included studies:

— address the review's question

— have an appraopriate study design

e Types of studies: RCTs, regardless of blinding,
language or publication status.

e Types of participants: Female breast cancer patients
receiving chemotherapy and experiencing
chemotherapy-induced side effects.

e Types of interventions: traditional chinese medicine

e TCM with conventional therapy vs. conventional
therapy



3. Did the reviewers try to identify all d canttell dNo

relevant studies?
Consider:

— which bibliographic databases were used

— if there was

— if there was personal contact with experts

— if the review arched for unpublished studies

— If the reviewers searched for non-English-language
studies

e Authors of the review searched the following
electronic databases regardless of language and
publication status

e Database: Cochrane Stroke Group Trials, CENTRAL,
MEDLINE, EMBASE, CINAHL, AMED, ISI Science
Citation Index

e Search reference lists of all relevant papers

e Authors of relevant studies were contacted to elicit
any unpublished or on-going studies



4. Did the reviewers assess the quality of the d canttell dNo
included studies?

Consider:

— if a clear, pre-determined strategy was used to

determine which studies were included. Look for:
— a scornng system

— more than one assessor

e Two authors independently allocated each trial to one of the three quality
categories described in the Cochrane Reviewers’ Handbook (Alderson 2004).
When disputes arose about category allocation, again we attempted resolution
by discussion or by consulting a third author.

We assessed trial quality according to the following criteria (Schulz 1995).
e 1. Minimisation of selection bias.
a) Was the randomisation procedure adequate?
b) Was allocation concealment adequate?
e 2. Minimisation of performance bias - were the patients and individuals
administering treatment blind to group allocation?
e 3. Minimisation of attrition bias.
a) Were withdrawals and dropouts completely described?
b) Was analysis by intention to treat?
e 4. Minimisation of detection bias - were outcome assessors blind to the
intervention?



5. If the results of the studies have been d yes dcanttel dNo
combined, was it reasonable to do so?

Consider whether:

— the results of each study are clearly displayed

—the re e similar from study to study
(look sts of heterogeneity)

s for any variations in results are

e The results of each study are clearly displayed.
e The results are not similar from study to study.
e The reasons for the variations in results are not discussed.



6. How are the results presented and what is
the main result?

Consider:
— how the results are expressed (e.qg. odds ratio,
refative nsk, etc.)

— how large this size of result is and how
meaningful it is

— how you would sum up the bottom-line result of
the review in one sentence

CMH combined with chemotherapy showed no statistically significant difference
for the outcomes of phlebitis and alopecia.

Only one study showed an improvement in nausea and vomiting, and in fatigue.
Three indicated an improvement in white blood cells in the group receiving CMH.

Two showed an increase in percentage changes in T-lymphocyte subsets CD4
and CD8.

One study showed a statistically significant difference for CMH in percentage
changes in T-lymphocyte subsets CD3, CD4 and CD8.

Two herbal compounds may have improved gquality of life.

One study reported that CMH may have some effect on reducing toxicity in liver
and kidney, but differences were not statistically significant.

A total of participants were included in the seven studies.



7. How precise are these results?

Consider:

— if a confidence interval were reported. Would
yvour decision about whether or not to use this
intervention be the same at the upper
confidence imit as at the fower confidence
limit?

— if a p-value is reported where confidence
intervals are unavailable

e Chinese medicinal herbs, when used together with chemotherapy, may
offer some benefit to breast cancer patients in terms of bone marrow
improvement and quality of life, but

e Well designed clinical trials are required before any conclusions can be
drawn about the effectiveness and safety of CHM in the management of
breast cancer patients.



8. Can the results be applied to the local ‘es ) canttell [ No
population?

ler whether:

revit

— you can provide the same intervention in your
setting

e The population sample covered by the review Is not
different from my population.

e My local setting doesn’t differ from that of the
review.

e | can provide the same intervention in my setting.



9. Were all important outcomes considered?

Consider outcames from the point of view of the:
— individual

— policy makers and professionals

e Breast cancer patients treated with chemotherapy

e Chinese herbal medicine, when used together with
chemotherapy, may

, but
the evidence is too limited to make any conclusions with
confidence.

e Clinicians

e There are currently no data to make specific recommendations
on whether herbal therapy should be used, and which specific
regimens would be suited to specific conditions.

e Funders and policy makers

e This review does not provide sufficient evidence to either
support or refute the use of TCM or CMH combined with
chemotherapy for alleviation of the side effects of
chemotherapy in breast cancer patients.



10. Should policy or practice change as a result of d ves O canttel No
the evidence contained in this review?

Consider:

— whether any benefit reported outweighs any
harm and/ st Ifthisi o is not
reported can it be filled in from elsewhere?

e This intervention seems to have enough supporting
evidence from both ancient practice and modern
studies to be

e This review does not provide sufficient evidence to
either support or refute the use of TCM or CMH
combined with chemotherapy for alleviation of the side
effects of chemotherapy in breast cancer patients.

e There has been only
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Thanks for your attention
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