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Stroke and Aging * & & ¥ # 5

o Stroke Is aging related diseases. Stroke becomes the
secondary cause of death In human diseases

worldwide and the first cause in China.
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prevalence

Type

Mortality
(1yr mortality 20-25%)
(overall mortality 30%)

Financial burden
Residual Disability

Practice

780000 /yr
(600000 new , 180000
recurrent)

87% 1schemic, 10% ICH,
3% SAH

273000/yr
(3" Jeading cause of death)

Cost $ 65.5 billion
>50%

16000/yr

'70% 1schemic ,30%
ICH/SAH

3500/yr
HK - 31 ]eading cause of
death

China - 1% cause of
death

>50%

China

66% Chinese doctor apply
on stroke

63% believe to be
effective
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Current Progress of Diagnosis and
Treatment for Stroke
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Cerebral Haemorrhage Ischaemic stroke
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The penumbra on CT perfusion

Post tPA
MRA

Patient imaged with multimodal CT at 3.5 hours after stroke. M1 occlusion on CT angiography (CTA)
(lower left). Small area of reduced cerebral blood volume (CBV) in lentiform nucleus and deep
white matter but surrounded by much larger areas of reduced cerebral blood flow (CBF)/prolonged
mean transit time (MTT) consistent with ischemic penumbra. Minimal change seen on non-contrast
CT (NCCT). Patient treated with intravenous (IV) thrombolysis and had major early neurologic
iImprovement, complete recanalisation on follow-up magnetic resonance angiography (MRA) (lower
right), and only a small amount of infarction on follow-up diffusion-weighted imaging (DWI)
(corresponding to pre-treatment areas of reduced CBV).



Top: 18F-fluoromisonidazole (FMISO) PET scan
performed 7 hours after stroke onset. The PET scan is
co-registered to the delayed CT scan outlining final infarct
at 7 days. At 7 hours after stroke onset, a significant
volume of penumbral tissue that is potentially viable is
observed surrounding the infarct core.

Middle: Construction of the penumbragram. Central
(yellow), peripheral (red), and external (blue) zones of
the infarcted volume are shown. In the penumbragram,
superior and inferior halves of the infarcted volume are
defined by the horizontal plane. The inner, middle, and
outer circles represent the central, peripheral, and
external zones.

Lowest: Temporal evolution of the penumbragram.
Composite penumbragram for each time epoch (< 6,
6-16, 16-24, and 24-48 hours) after stroke onset are
shown. The number in each region refers to the
percentage of hypoxic volume. Higher volume of
hypoxic tissue is observed in the central region
within 6 hours.

Ebinger M,et al. J Clin Neurosci. 2009 Feb;16(2):178-87


http://www.ncbi.nlm.nih.gov/sites/entrez?Db=pubmed&Cmd=Search&Term="Ebinger M"[Author]&itool=EntrezSystem2.PEntrez.Pubmed.Pubmed_ResultsPanel.Pubmed_DiscoveryPanel.Pubmed_RVAbstractPlus
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Neuroprotection: the end of an era? (Lancet 2006)
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(A large RCT 1033 patients from 83 centers in 27 countries
failed to show a benefit of surgery over conservative
treatment in acute ICH. Mendelow AD, et al. Lancet.

2005;365(9457):387-397)
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* Whether Traditional Chinese Herbal Medicine can
Help the Rehabilitation in post-Stroke Patients ?




No sufficient evidence
ﬁ' ‘*’ ﬁ*h‘%vﬁ' ‘1’ Eﬁ.&?% ﬁﬁ#ﬁ supporting the clinical

efficacies

Meta-Analysis of Traditional Chinese Patent Medicine Poor deSign_S in
for Ischemic Stroke methodologies

Bo Wu, MD, PhD; Ming Liu, MD; Hua Liu, MD; Wei Li, MD; Song Tan, MD, PhD;
Shihong Zhang, MD; Yuan Fang, MD Blases Of evaluatlon

Background and Purpese—A large number of traditional Chinese patent medicine (TCPM) are widely used for ischemic
stroke in China. The aim of this study was to systematically review the existing clinical evidence on TCPM for ischemic
stroke.

Methods—We identified all TCPM that were listed in the Chinese National Essential Drug list of 2004 and those
commonly used TCPM in current clinical practice for ischemic stroke. Fifty-nine TCPM were identified for further
evaluation. We applied Cochrane systematic review methods. We searched for reports of randomized controlled trials
and controlled clinical trials on any of the 59 TCPM for ischemic stroke comparing one TCPM with control. Primary
outcomes included death or dependency at the end of follow-up (at least 3 months) and adverse events. Effects on
neurological impairments were a secondary outcome.

Results—One-hundred ninety-one trials (19 338 patients) on 22 TCPM were available and included, of which 120 were
definite or possible randomized controlled trials and 71 were controlled clinical trials. The methodological quality of
included trials was generally “poor.” Few trials reported methods of randomization. Three trials were randomized.
double blind, and placebo-controlled. Primary outcomes: one trial on Puerarin and one trial on Shenmai injection
assessed death or dependency at the end of long-term follow-up (at least 3 months) and found no statistically significant
difference between 2 groups. The reported adverse events including allergic reaction. headache, nausea. diarrhea,
bellyache. blood pressure change. and subcutaneous ecchymosis. Most of the adverse events were not severe. Secondary
outcomes: analysis of the secondary outcome, “marked improvement in neurological deficit,” showed apparent benefits
of about the same magnitude for all the TCPM studied. Of the 22 TCPM. 8 drugs (Milk vetch, Mailuoning. Ginkgo
biloba. Ligustrazine, Danshen agents, Xuesetong. Puerarin, and Acanthopanax) had relatively more studies and patient
numbers.

Conclusions—There was insufficient good quality evidence on the effects of TCPM in ischemic stroke on the primary
outcome (death or dependency). We considered the apparent benefit on neurological impairment was as likely to be
attributable to bias from poor methodology as to a real treatment effect. However, because the agents assessed appeared
potentially beneficial and nontoxic. further randomized controlled trials are justified. Eight drugs could be further
research priorities. (Stroke. 2007;38:1973-1979.)

Key Words: ischemic stroke m meta-analysis ® systematic review m traditional Chinese patent medicine




Complex Traditional Chinese Medicine for Poststroke
Motor Dysfunction

A Systematic Review

Zhang Junhua, MD: Francesca Menniti-Ippolito, MSc: Gao Xiumei, MD: Fabio Firenzuoli, MD;
Zhang Boli, MSc: Marco Massari, MSc: Shang Hongcai, MD: Huang Yuhong, PhD: Rita Ferrelli. MD:
Hu Limin, MD: Alice Fauci, MA; Ranieri Guerra, MD; Roberto Raschetti. MSc

Background and Purpose—For 115 current dimensions, stroke represents the world’s primary health challenge. In China
stroke is the second most common cause of death. Traditional Chinese Medicine (TCM) has for many centuries been
used, and it is still widely used today in countries of south and east Asia for the treatment of people with stroke. The
objective of this systematic review was to evaluate whether complex Traditional Chinese Medicine (¢CTCM) improves
poststroke motor recovery. In particular, we defined ¢TCM as intervention that included at least acupuncture and
Chinese herbal medicine.

Methods—An extensive search including PubMed, EMBASE, CBM, and the Cochrane Library was performed up to

—December 2007_Randomized clinical trials (RCTs) about ¢TCM for motor dysfunction of poststroke were searched
irrespective of any language. The quality of each trial was assessed according to the Cochrane Reviewers’ Handbook 4.2.6.

Results—After selection of 11 234 articles, 34 RCTs and quasi-RCTs were included. All these trials were conducted in
China and published on Chinese joumnals. All trials but one reported results in favor of ¢cTCM treatments suggesting a
strong publication bias. Because of the significant clinical and methodological heterogeneity, no meta-analysis was
performed and thus no cumulative result was obtained pooling data of RCTs.

Conclusions—What appears from this systematic review is that scant data are available to evaluate efficacy of ¢cTCM for
poststroke motor dysfunction. Most of the primary studies available for this review were inadequately designed trials
characterized by unknown dropout rates and definitiondl VAZUCTESS T OUCOMES MeaSUIes. INONe of e stodies
approached important end points like death, survival limes, rate of dependency, reduction in length of stay in hospital,
etc. The key to lead to evidence-based practices is establishing a consensus on standardized relevant outcome measures

and then designing and conducting appropriate RCTs that adopl those standards. (Stroke. 2009:40:2797-2804.)

Key Words: traditional Chinese medicine m systematic review = stroke m rehabilitation
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Comments, Opinions, and Reviews

Acupuncture in Poststroke Rehabilitation
A Systematic Review and Meta-Analysis of Randomized Trials

Ping Wu, MD, MSc: Edward Mills, MSc, PhD: David Moher, MSc, PhD: Dugald Seely. ND, MSc

Background and Purpose—Acupuncture is a low-risk treatment with purported claims of effectiveness for poststroke
rehabilitation. To comprehensively assess the efficacy of acupuncture in poststroke rehabilitation, we conducted
a systematic review and meta-analysis of all randomized clinical trials of acupuncture for poststroke rehabilitation.

Methods—We searched 7 English and 2 Chinese databases from inception to September 2009. Eligible studies
included randomized clinical trials that evaluated the clinical efficacy of acupuncture in adult patients with
disability after stroke. We extracted data on trial quality, protocol, and outcomes assessed. A summary OR was
calculated based on pooled dichotomous results. 1> was used to infer heterogeneity and we conducted
metaregression to determine if specific covariates explained heterogeneity.

Results—Thirty-five articles written in Chinese and 21 articles written in English were included. The overall quality
of the studies was “fair” and most studies were small (median n=86; range, 16 to 241). The majority (80%) of the
studies reported a significant benefit from acupuncture: however, there was some evidence of publication bias. In
38 trials, data were available for meta-analysis and metaregression, yielding an OR in favor of acupuncture
compared with controls (OR=4.33, 95% CI: 3.00 to 6.08; I’=72.4%). Randomization, modes of delivery, method
of control, study source country. and reporting of randomization may explain some of the heterogeneity observed
between the studies.

Conclusions—Randomized clinical trials demonstrate that acupuncture may be effective in the treatment of poststroke
rehabilitation. Poor study quality and the possibility of publication bias hinder the strength of this recommendation and
argue for a large, transparent, well-conducted randomized clinical trial to support this claim and implement changes to
clinical practice. (Stroke. 2010:41:¢171-¢179.)

Key Words: acupuncture m cerebral infarct m cerebrovascular disease m meta-analysis m metaregression
m systematic review m therapy
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354 of records identified through

None of additional records

database searching identified through other sources
v 255 of records excluded
ikl J= Studies not reporting clinical
: 7 trials
title/abstract
- Case report

4

99 of full-text articles assessed for
eligibility

v

19 of studies included in qualitative
synthesis

h 4

18 of studies included in
meta-analysis

- Study lack of comparison group

80 of full-text articles excluded
- Not real RCTs with admission
sequence used for allocation (7)
- Unclear of the onset time (40)
- Not conform to the diagnostic
criteria (21)

- Adopt nonstandard efficacy
criteria (9)

- Adopt other Chinese herbal
medicine in the treatment (3)




Meta-analyses of the total effective rate of BHD therapy for
acute ischemic stroke

3 TRRioR b &P £

EX AP ER

;eigﬂﬁ 3

Sl or s Experimental Control Weight Risk ratio Risk ratio
Events Total Events Total M-H, random, 95% CI M-H, random, 95% CI

Chen, 2007 [32] 28 32 21 32 3.0% 1.33 [ 1.00, 1.77)

Cui et al., 2005 [34] 49 50 25 30 6.6% 1.18 [1.00, 1.39] e

Fang et al., 2005 [27] 58 65 47 72 5.5% 1.37 [ 1.13, 1.65] —

Guo, 2009 [25] 56 57 27 30 9.1% 1.09 [0.96, 1.24] =

Jia et al., 2010 [26] 30 32 21 28 4.1% 1.25 [0.99, 1.58] —

Kang, 2006 [30] a5 36 35 A8 10.4% 1.06 [0.95, 1.18] S -3

Lin, 2008 [31] 30 32 22 30 4.0% 1.28 [1.01, 1.61] e

Liu, 2010 [35] 52 55 40 55 6.2% 1.30 [1.09, 1.55] ———

Lv, 2009 [39] i3 is 30 35 7.0% 1.10 [0.94, 1.29] T

Run, 2001 [37] 21 24 14 24 1.8% 1.50 [1.04, 2.17] e B

Shind Siving, 1993 17 21 12 00 1.5% 1.35 [0.89, 2.04] T

[36] .

Wang and Yu, 2005 [38] 62 64 55 64 10.4% 1.13 [1.01, 1.26] !

Wu and Luo, 2011 [23] 33 35 29 35 6.3% 1.14 [0.96, 1.35] o

Yan and Mei, 2004 |33] 55 60 52 60 9.1% 1.06 [0.93, 1.20] _—

Zhang, 2004 [24) 36 40 25 40 3.4% 1.44 [1.11, 1.87] e

Zhang et al., 2010 [12] 77 82 67 82 9.7% 1.15 [1.02, 1.29]

Zheng et al., 2004 [40] 24 27 13 22 1.8% 1.50 [1.04, 2.18] @

Total (95% CI) 747 697 100.0% 1.18 [1.12, 1.24] ; . —

Total events 696 535 63,07 1 13 ¢

Favours Favours
Heterogeneity: Tau* = 0.00; Chi* = 24.82, df = 16 (P = 0.07); I* = 36% control  experiment

Test for overall effect: Z = 6.02 (P < 0.00001)
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Funnel plot of the total effective rate of BHD therapy for
acute ischemic stroke
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Whether randomized clinical trials
(RCT) support that Acupuncture
Treatment can help the
rehabilitation of post-stroke
patients?




Results did not favor Acupuncture Treatment
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A: Activities of daily living (Barthel Index) after intervention periods

sty B g0y v g ol S <— T o™ Ten of 664 relevant studies
T R e & SaEm & snioowis g met inclusion criteria. For
Huang'® 29.48 (17.25) 40 8.36 (14.38) 20 1.27 (0,69 to 1.86) H =

" 4 K . -0. . .- :
g WG A Aemw % 5 eavisy T acute and subacute stages
Overall 197 m 0.47 (-0.02 to 0.96) LN E’

. R EE after stroke, seven trials were
B T e o e included. A meta-analysis of

-Hedstrom'? ; ; : 23 (- SSis . .
raene il < v e B o Bl st ) e the five studies revealed that
Schuler'® 13.6 (24.22) 41 166 (23.24) 40 -0.13(-0.56t0 0.31) +

o e emeveen | N assessed functionality did not
C: Activities of daily living (Barthel Index) after follow-up ShOW a Significant difference

Acupuncture Sham acupuncture Standardized mean
Study Mean {SD) Total  Mean (SD) Total difference (95% CI) : .I: .I: t s t h
Gosman-Hedstrom'? 41.94(25.78) 37  37.17(26.28) 34  0.18(-0.29 t0 0.65) — I n avor 0 aCU p U n C U re y WI
Hopwood'* 9.4 (a39) a7 9 (468) 45  0.09(-0.32t0 0.50) —— . .
Schuler'* 145 (3543) a1 13 (2978) 40  0.05(-0.39 to 0.48) — h | g h h ete ro g e n e |'ty
Overall 125 19 0.10(-0.15t0035) | p_ge ‘
A 05 o0 0.5 1

D: Global neurologic defect

Acupuncture Sham acupuncture Standordized mean
Study Mean (SD) Total Mean (SD) Total difference (95% C1)
Gosman-Hedstrom'* 9.27 (9.23) 37 9.47(737) 34 0.01(-0.45 to 0.48) = =
Schuler' 5 (19.56) a1 5.7(19.42) 40 -0.04 (-0.47 to 0.40) = 5=
Xie'® 6.45 (3.1) 2 417(3.72) 32 066 (0.15t01.16) w .
Overall 10 06 0.20(-023t0062) | p_son ‘ Kong JC, Lee MS, Shln BC, Song YS,
2 3 o 1 2 Ernst E.
ifinatiste For Qlotl el oloul i Acupuncture for functional
Acupuncture Sham acupuncture Standardized mean O
swudy Wean GD) Total Mean (D) Total _ditference (95% recovery after stroke: a systematic
Gosman-Hedstrom'? 9.27 (3.23) 37 917(7.37) 38 0.01(-0.45 to 0.48) _._, review of sha m-co ntrol Ied
Schuler' 5 (19.56) 41 5.7(19.42) 40 -0.04 (-0.47 to 0.40) — _ 2 -
i " i abieassar (NS randomized clinical trials.
———— CMAJ. 2010 Nov 9; 18

-1 0.5 0 05 1

Standardized mean
difference (95% Cl)



http://www.ncbi.nlm.nih.gov/pubmed?term="Kong JC"[Author]
http://www.ncbi.nlm.nih.gov/pubmed?term="Kong JC"[Author]
http://www.ncbi.nlm.nih.gov/pubmed?term="Kong JC"[Author]
http://www.ncbi.nlm.nih.gov/pubmed?term="Kong JC"[Author]
http://www.ncbi.nlm.nih.gov/pubmed?term="Kong JC"[Author]
http://www.ncbi.nlm.nih.gov/pubmed?term="Kong JC"[Author]
http://www.ncbi.nlm.nih.gov/pubmed?term="Lee MS"[Author]
http://www.ncbi.nlm.nih.gov/pubmed?term="Shin BC"[Author]
http://www.ncbi.nlm.nih.gov/pubmed?term="Song YS"[Author]
http://www.ncbi.nlm.nih.gov/pubmed?term="Ernst E"[Author]

Results Favor Acupuncture Treatment
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®  Thirty-five articles written 1n Chinese and 21 articles written in English were included. The overall quality
of the studies was "fair" and most studies were small (median n=86; range, 16 to 241). The majority (80%)
of the studies reported a significant benefit from acupuncture; however, there was some evidence of
publication bias In 38 trials, data were available for meta-analysis and metaregression, yielding an OR 1n
favor of acupuncture compared with controls (OR=4.33, 95% CI: 3.09 to 6.08; [2=72.4%). Randomization,
modes of delivery, method of control, study source country, and reporting of randomization may explain
some of the heterogeneity observed between the studies.

® CONCLUSIONS: Acupuncture may be effective in the treatment of poststroke
rehabilitation. Poor study quality and the possibility of publication bias hinder the
strength of this recommendation, and argue for a large, transparent, well-conducted
RCT to support this claim and implement changes to clinical practice.

Wu P, Mills E, Moher D, Seely D. Acupuncture in poststroke rehabilitation: a systematic review and meta-
analysis of randomized trials. Stoke. 2010 Apr;41(4):e171-9.



http://www.ncbi.nlm.nih.gov/pubmed?term="Wu P"[Author]
http://www.ncbi.nlm.nih.gov/pubmed?term="Mills E"[Author]
http://www.ncbi.nlm.nih.gov/pubmed?term="Moher D"[Author]
http://www.ncbi.nlm.nih.gov/pubmed?term="Moher D"[Author]
http://www.ncbi.nlm.nih.gov/pubmed?term="Moher D"[Author]
http://www.ncbi.nlm.nih.gov/pubmed?term="Seely D"[Author]
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Meta-analysis of moxibustion for stroke

A, Motor function. B, Activities of daily living.

A Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight [V, Random, 95% CI IV, Random, 85% Cl
Chen 2008 1629 971 32 117 991 30 451% 0.46 [-0.04, 0.97] Bl
Chol 2003a 136 75 20 84 45 20 282% 0.82 [0.18, 1.47) —
Choi 2003b 165 9 20 8 65 20 26.7% 1.06 [0.39, 1.73) -
Total (85% CI) 72 70 100.0% 0.72 [0.37, 1.08] L 2
Heterogeneity: Tau? = 0.01; Chi® = 2.11, df = 2 (P = 0.35); P = 5% ; _2 o 2 4

Test for overall effect: Z = 4,03 (P < 0.0001) ool 5ontol. Eeious Mabiaton

B Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Welght [V, Random, 85% Ci N,M\dtrn.mu
Chol 2003a 22 37 20 09 16 20 335% 0.45 [-0.18, 1.08]

Lee 2008 242 58 21 1857 42 21 3286% 1.08 [0.43, 1.73] -
Yun 2007 475 2604 20 395 2655 20 339% 0.03 [-0.59, 0.65]
Total (95% CI) 61 61 100.0% 0.51 [-0.08, 1.10]

Heterogenelty: Tau? = 0.17; Chi = 5.27, df = 2 (P = 0.07); I* = 62%
Test for overall effect: Z = 1.69 (P = 0.09)

4 2 0 2 4
Favours control Favours moxibustion

RESULTS: Nine randomized clinical trials met inclusion criteria. Three RCT reported favorable effects
of moxibustion plus standard care on motor function versus standard care alone (N=142; standardized

ean difference=0.72; 95% confidence interval, 0.37 to 1.08; P<0.0001). Three RCT compared the
ibustion on activities of daily living alone but failed to show favorable eff
iveness of moxibustion was found as an adjunc
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Whether Scalp Acupuncture treatment can help the
rehabilitation of post-stroke patients?

References:

1. Wang Y, Shen JG*, Wang XM, Fu DL, Chen CY, Lu LY, Lu L, Xie CL, Fang JQ, Zheng GQ.
Scalp Acupuncture for acute ischemic stroke: a meta-analysis of randomized controlled
trials. Evidence-based Complementary and Alternative Medicine 2012, Article ID. 480950

2. Zheng GQ, Zhao ZM, Wang Y, Gu Y, Li Y, Chen XM, Fu SP, Shen JG*. Meta-analysis of scalp
acupuncture for acute hypertensive intracerebral hemorrhage. J Altern Complement Med.

2011; 17(4):293-299.
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Scalp acupuncture could reduce rapidly neurological dysfunction in spontaneously
hypertensive stroke -prone (SHR-SP) rats

Day 0 (Stroke onset Day 1 Day 2
Grade 4 Grade 4 Grade 3

S
A

[\
2

Grade of Paralyses

o

4 0 1 2 3 4 s
Day after Stroke Onset

Day 3 o Day 4
Grade 2 Grade 0

Figure 1 Photographic pictures taken during 4 days after stroke onset demonstrating the scalp acupuncture effect on paralyses appearing in a rat
after suffering a stroke. Scalp acupuncture was treated for 10 min each day. The graph shows a plot of the grade of paralyses of this rat during the

5 days after the stroke onset.
( Inoue et al; Scalp acupuncture effects of stroke studied with magnetic resonance imaging: different actions in the two
stroke model rats. Acupunct Med 2009;27:155-162)
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Meta-Analysis of Scalp Acupuncture for Acute
Hypertensive Intracerebral Hemorrhage (ICH)

Methods: Seven independent trials (230 patients) were included in this
study. All trials described the methods of randomization in which four
trials had adequate concealment of randomization at the level of grade A,
but no trial included sham acupuncture as a control group.

The primary outcome measures were death or dependency at the end of
long-term follow-up (at least 3 months) and adverse events.

The secondary outcome measure was neurological deficit improvement at
the end of the treatment. The criteria of neurological deficit score were
adopted based on the Modified Edinburgh-Scandinavian Stroke Scores.

Zheng GQ, Zhao ZM, Wang Y, Gu Y, Li Y, Chen XM, Fu
SP, Shen J]G,. Journal of Alternative and
Complementary Medicine 17(4):293-299, 2011



Neurological deficit improvement in
hemorrhage stroke patients after SA therapy

Review: Meta-analysis of scalp acupuncture for acut intracerebral hemorrhage
Comparison: 01 scalp acupuncturel
Qutcome: 01 scalp acupuncture
Study scalp acupuncture Control WD (random) Weight WD (random)
or sub-category N Mean (SD) N Mean (SD) 95% Cl % 95% Cl
zhao gj z5 7.01(6.15) Z5 10.92(7.17) 8.68 =391 [~2.6l; =0.21]
zhang sy 3z 13.66(Z.99) 30 15.80(Z.78) —— 19.46 -2.14 [-3.58, -0.70]
dong jw et al 30 10.65(3.06) 30 14.53(4.28) — 1l6.81 -3.88 [-5.76, -Z.00]
litetal 50 Z6.66(7.49) 50 30.90(6.53) —_— 12.25 -4.24 [-6.99, -1.49]
zhao b et al 30 11.50¢3.50) 30 13.50(4.40) —— 16.07 -Z.00 [-4.01, 0.01]
yuan p 30 12.78(4.17) 30 15.36(5.13) —_— 14.14 -Z2.58 [-4.95, -0.21])
lijjetal 33 13.73(5.44) 33 21.30(5.67) +—— 1z2.59 -7.587 [-10.25, -4.89]
Total (95% CI) 230 228 o 100. 00 -3.57 [-4.92, -2.22]
Test for heterogeneity: Chi?=15.11,df =6 (P = 0.02), I7=60.3%
Test for overall effect: Z=5.17 (P < 0.00001)
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e Conclusions: No evidence is available
whether SA therapy can be used to treat
. acute ICH according to the primary outcome
'k measure. However, the SA therapy appears
. . to be able to improve neurological deficit in

the acute hypertensive ICH patients.

WD ed)

Funnel plot of publication bias analysis

Zheng GQ, Shen ]G, et al. JACM 2011
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Meta-Analysis for Scalp Acupuncture on Acute Ischemic
Stroke

Group I with homogeneous clinical characteristics

Review: Meta—analysis of scalp acupuncture for acute ischemic stroke
Comparison: control v scalp acupuncture
Outcome: control vs scalp acupuncture
Study scalp acupunciure control WD (fixed) Wieight WD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% Cl % 95% Cl
Tanz—ai ane2004 35 9.51(5.98) 35 14.46(7.79) _— z.30 -4.95 [-8.20, -1.70]
Hang-yan et 212007 31 9.90{3.90) 20 1z.60(4.20} E — 5.88 -2.70 [-4.74, -0.66]
Hei-tiehua et 212005 32 18.53(6.80) 21 23.90(6.77) _— 2.17 -5.37 [-8.72, -2.02]
Xie=jing2005 32 11.54(10.26) 28 16.54(11.20) —— 0.96 -5.00 [-10.03, 0.03)
¥u-huibin et al2007 61 13.24(1.87) 61 17.21(1.23) e 77.27 -3.97 [-4.53, -3.41]
Yu-changde et 212004 30 9.43(3.76) 30 11.70{3.63) — 6.97 -z.27 [-4.14, -0.40]
Yu-changde et 212010 z0 13.20{6.49) z0 19.55({z.67) 2.58 -6.35 [-9.43, -3.27]
Zhu-wenzeng et 212006 30 9.61(7.03) 30 14.10(7.26) 1.86 -4.49 [-8.11, -0.87]
Total (95% CI) z71 275 2 100.00 -2.91 [-4.40, -3.42]
Test for heterogeneity: Chi?=817, df =7 (P =0.32),17=14.4%
Test for overall effect: Z =15.52 (P = 0.00001)

-10 -5 i} 5 10

scalp acupuncture  control

fRZDNREE ISy - 8RB A EFM: (x2=8.17 » P=0.32>0.05) , 5
HAHEEE - SKEH A EE RIS TG SE £ tH4L R ih 1T > (z=15.52
P<0.01) -

Neurological deficit scores were improved by the SA
treatment



FRELIETE L RERIGERNEHFE?
Whether Meta analysisisa “golden

standard’ “ in the evaluations of clinical trials?
A AR ERNES Y, HIRELERNEES

As the observing population, evaluation methods and
the criteria of sample selections and justifying clinical
efficacies and others in original clinical trials are
heterogeneous, there are high risks to get wrong
conclusions.

B. sMEZMNEH R EEEEARAIEBTANERE

The bias from the reviewers in selections of the
iterature into the systematic reviews impact on
' the results.




A meta-analysis of the dose-response relationship
between vitamin E supplementation and total mortality
by using data from randomized controlled trials.

PATIENTS: 135,967 participants in 19 clinical trials. Of these trials, 9 tested vitamin E alone and 10 tested
vitamin E combined with other vitamins or minerals. The dosages of vitamin E ranged from 16.5 to 2000 IU/d
(median, 400 IU/d).

DATA SOURCES: PubMed search from 1966 through August 2004, complemented by a search of the
Cochrane Clinical Trials Database and review of citations of published reviews and meta-analyses.

DATA SYNTHESIS: 9 of 11 trials testing high-dosage vitamin E (> or =400 IU/d) showed increased risk (risk
difference > 0) for all-cause mortality in comparisons of vitamin E versus control. The pooled all-cause
mortality risk difference in high-dosage vitamin E trials was 39 per 10,000 persons (95% CI, 3 to 74 per 10,000
persons; P = 0.035). For low-dosage vitamin E trials, the risk difference was -16 per 10,000 persons (CI, -41 to
10 per 10,000 persons; P > 0.2). A dose-response analysis showed a statistically significant relationship
between vitamin E dosage and all-cause mortality, with increased risk of dosages greater than 150 IU/d.

LIMITATIONS: High-dosage (> or =400 IU/d) trials were often small and were performed in patients with
chronic diseases. The generalizability of the findings to healthy adults is uncertain. Precise estimation of the
threshold at which risk increases is difficult.

CONCLUSION: High-dosage (> or =400 IU/d) vitamin E supplements
may increase all-cause mortality and should be avoided.

Miller ER 3rd, Pastor-Barriuso R, Dalal D, Riemersma RA, Appel LJ, Guallar E. Meta-analysis:
high-dosage vitamin E supplementation may increase all-cause mortality. Ann Intern Med. 2005
Jan 4;142(1):37-46.
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Comments and Suggestions:

Comments

Ann Intern Med. 2005 Jan 4:142(1):75-6. ; Ann Intern Med. 2005 Jul 19;143(2):155; author reply 156-8.

J Fam Pract. 2005 Mar;54(3):199-200. ; Evid Based Nurs. 2005 Jul;:8(3):82.

ACP J Club. 2005 Jul-Aug;143(1):1. ; Ann Intern Med. 2005 Jul 19;143(2):143-5. Ann Intern Med. 2005 Jul 19;143(2):150-1; author
reply 156-8.

Ann Intern Med. 2005 Jul 19;143(2):151; author reply 156-8. ; Ann Intern Med. 2005 Jul 19;143(2):151-2; author reply 156-8.

Ann Intern Med. 2005 Jul 19;143(2):152; author reply 156-8. ; Ann Intern Med. 2005 Jul 19;143(2):152-3; author reply 156-8.

Ann Intern Med. 2005 Jul 19:;143(2):153; author reply 156-8. ; Ann Intern Med. 2005 Jul 19:;143(2):153-4; author reply 156-8.

Ann Intern Med. 2005 Jul 19:143(2):154; author reply 156-8. ; Ann Intern Med. 2005 Jul 19:143(2):155; author reply 156-8.

Ann Intern Med. 2005 Jul 19:143(2):155-6; author reply 156-8.

Summary for patients in: Ann Intern Med. 2005 Jan 4;142(1):140.

Following meta-analysis:

Hayden KM, Welsh-Bohmer KA, Wengreen HJ, Zandi PP, Lyketsos CG, Breitner JC; Cache County Investigators. Risk of mortality
with vitamin E supplements: the Cache County study. Am J Med. 2007 Feb;120(2):180-4.

igh ME, Lawson KA, Weinstein SJ, Pietinen P Taylor PR, Virtamo J, Albanes D. ngher baseline serum concentratl NS



http://www.ncbi.nlm.nih.gov/pubmed/15579660
http://www.ncbi.nlm.nih.gov/pubmed/15579660
http://www.ncbi.nlm.nih.gov/pubmed/15579660
http://www.ncbi.nlm.nih.gov/pubmed/15579660
http://www.ncbi.nlm.nih.gov/pubmed/15579660
http://www.ncbi.nlm.nih.gov/pubmed/16027469
http://www.ncbi.nlm.nih.gov/pubmed/16027469
http://www.ncbi.nlm.nih.gov/pubmed/16027469
http://www.ncbi.nlm.nih.gov/pubmed/15755368
http://www.ncbi.nlm.nih.gov/pubmed/15755368
http://www.ncbi.nlm.nih.gov/pubmed/15755368
http://www.ncbi.nlm.nih.gov/pubmed/15755368
http://www.ncbi.nlm.nih.gov/pubmed/15755368
http://www.ncbi.nlm.nih.gov/pubmed/15755368
http://www.ncbi.nlm.nih.gov/pubmed/15755368
http://www.ncbi.nlm.nih.gov/pubmed/16021711
http://www.ncbi.nlm.nih.gov/pubmed/16021711
http://www.ncbi.nlm.nih.gov/pubmed/16021711
http://www.ncbi.nlm.nih.gov/pubmed/16021711
http://www.ncbi.nlm.nih.gov/pubmed/16021711
http://www.ncbi.nlm.nih.gov/pubmed/15989289
http://www.ncbi.nlm.nih.gov/pubmed/15989289
http://www.ncbi.nlm.nih.gov/pubmed/15989289
http://www.ncbi.nlm.nih.gov/pubmed/16027457
http://www.ncbi.nlm.nih.gov/pubmed/16027457
http://www.ncbi.nlm.nih.gov/pubmed/16027457
http://www.ncbi.nlm.nih.gov/pubmed/16027460
http://www.ncbi.nlm.nih.gov/pubmed/16027460
http://www.ncbi.nlm.nih.gov/pubmed/16027460
http://www.ncbi.nlm.nih.gov/pubmed/16027460
http://www.ncbi.nlm.nih.gov/pubmed/16027460
http://www.ncbi.nlm.nih.gov/pubmed/16027460
http://www.ncbi.nlm.nih.gov/pubmed/16027462
http://www.ncbi.nlm.nih.gov/pubmed/16027462
http://www.ncbi.nlm.nih.gov/pubmed/16027462
http://www.ncbi.nlm.nih.gov/pubmed/16027461
http://www.ncbi.nlm.nih.gov/pubmed/16027461
http://www.ncbi.nlm.nih.gov/pubmed/16027461
http://www.ncbi.nlm.nih.gov/pubmed/16027461
http://www.ncbi.nlm.nih.gov/pubmed/16027461
http://www.ncbi.nlm.nih.gov/pubmed/16027463
http://www.ncbi.nlm.nih.gov/pubmed/16027463
http://www.ncbi.nlm.nih.gov/pubmed/16027463
http://www.ncbi.nlm.nih.gov/pubmed/16027463
http://www.ncbi.nlm.nih.gov/pubmed/16027463
http://www.ncbi.nlm.nih.gov/pubmed/16027466
http://www.ncbi.nlm.nih.gov/pubmed/16027466
http://www.ncbi.nlm.nih.gov/pubmed/16027466
http://www.ncbi.nlm.nih.gov/pubmed/16027465
http://www.ncbi.nlm.nih.gov/pubmed/16027465
http://www.ncbi.nlm.nih.gov/pubmed/16027465
http://www.ncbi.nlm.nih.gov/pubmed/16027465
http://www.ncbi.nlm.nih.gov/pubmed/16027465
http://www.ncbi.nlm.nih.gov/pubmed/16027467
http://www.ncbi.nlm.nih.gov/pubmed/16027467
http://www.ncbi.nlm.nih.gov/pubmed/16027467
http://www.ncbi.nlm.nih.gov/pubmed/16027470
http://www.ncbi.nlm.nih.gov/pubmed/16027470
http://www.ncbi.nlm.nih.gov/pubmed/16027470
http://www.ncbi.nlm.nih.gov/pubmed/16027468
http://www.ncbi.nlm.nih.gov/pubmed/16027468
http://www.ncbi.nlm.nih.gov/pubmed/16027468
http://www.ncbi.nlm.nih.gov/pubmed/16027468
http://www.ncbi.nlm.nih.gov/pubmed/16027468

PR kS FRWAFL G EOLERFE
Major shortcoming in meta analysis on TCM
clinical trials

c AR LRFFENE

Poor qualities in the designed “RCT” clinical trials

© TRAF L ER Y bk A

Publication bias exists in both clinical trials themselves
and meta-analysis on these clinical trials.




RAC FERAFL TR T AT Libou

¢ BETRARARIAEF I REH DR

¢  Well designed “RCT” Trials are essential for evaluations of Chinese herbal medicine and
acupuncture treatment.

o REAEIRE G P LB RA

® Clinical trials should be conducted with the grounds of TCM theory and practices. The
RCT studies on a TCM therapeutic approach without the instruction of TCM theory
may include the patients with particular TCM clinical types who should not use the
formula or acupoints although those patients are diagnosed as stroke. Thus, the systemic
errors will bring artifacts into the studies

°* BEBREARFTT H henk Fiten

® The evaluations on the effects of “so called” herbal medicine, acupuncture or
moxibustion with meta-analysis are not scientific and conclusive if without considering
the particular acupoints and herbs or formula involved. With the diverse theraples an
neity of research topics in a single meta-analysis, the studies can
western medlcme instead of a particu
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