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Haemorrhage Stroke CT Image
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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
improvement, 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).
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EPR pO2 imaging and diffusion weight MR image show the site of the ischemic lesion
(hyper intense region). The permeability coefficient color map demonstrates regions of
high and low permeability with regions of high permeability corresponding to BBB
breakdown

Shen JG, et al. Journal of Cerebral Blood Flow and Metabolism 2009; 29(10):1695-703.

P sk 2 Mg m¥e | PET/CT

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
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Neuroprotection: the end of an era?
(Lancet 2006)
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Early surgery versus initial conservative treatment
(STICH Tral)
1033 primary ICH patients c')'
ICH onset within 72 hrs

Favourable outcome at months
® Farly surgery: 26%

® Initial conservative: 24%
(p=0.414)

A large RCT 1033 patients from 83 centers in 27 countries failed to show a benefit of
surgery over conservative treatment in acute hemorrhagic stroke. (Mendelow AD, et al.
Lancet 2005;365(9457):387-397)
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Western Medicine

Experiments
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Knowledge & Theory

“Direct clinical trials”
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Shen J.,Chen X. Drug Discovery from Traditional Chinese Medicine for Neurogenesis: Implications for Stroke and
Neurodegenerative Diseases. In: James D., Adams, Jr.Traditional Chinese Medicine - Scientific Basis for its Use,Royal
Society of Chemistry Publishing Group, London, 204-237, 2013.
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Shen J., Chen X. Drug Discovery from Traditional Chinese Medicine for Neurogenesis: Implications for Stroke and
Neurodegenerative Diseases. In: James D., Adams, Jr. Traditional Chinese Medicine - Scientific Basis for its Use, Royal
Society of Chemistry Publishing Group, London, 204-237, 2013.
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Shen J., Chen X. Drug Discovery from Traditional Chinese Medicine for Neurogenesis: Implications for Stroke and
Neurodegenerative Diseases. In: James D., Adams, Jr. Traditional Chinese Medicine - Scientific Basis for its Use, Royal
Society of Chemistry Publishing Group, London, 204-237, 2013.
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Shen J., Chen X. Drug Discovery from Traditional Chinese Medicine for Neurogenesis: Implications for Stroke and
Neurodegenerative Diseases. In: James D., Adams, Jr. Traditional Chinese Medicine - Scientific Basis for its Use, Royal
Society of Chemistry Publishing Group, London, 204-237, 2013.
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Sham control
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Proliferation (BrdU/NeuN dual) Differentiation (DCX/NeuN dual)

Sham control

MCAO14+BHD-01

Effects of BHD-01 on improving neurogenesis in hippocampus
area in experimental ischemic stroke rat models at day 14
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354 of records identified through
database seatching

|

None of additional records
identified through other sources

255 of records excluded
354 of records s sdon - ?tudles not reporting clinical
title/abstract i
- Case report

- Study lack of comparison group

80 of full-text articles excluded

- Not real RCT with admission
99 of full-text articles assessed for e g g en |
cligibility - Undlear of the onset time (40)
- Not conform to the diagnostic
criteria (21)
- Adopt nonstandard efficacy
criteria (9)
19 of studies included in qualitative - Adapt oth Chinsse hérbal

synthesis

medicine in the treatment (3)

I

18 of studies included in
meta-analysis

3
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Meta-analyses of the total effective rate of BHD therapy for
acute ischaemic stroke.

Experimental Control 5 Risk ratio Risk ratio

Study or subgroup Weight

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] [~
Fang et al,, 2005 [27) 58 65 47 72 5.5% 1.37 [1.13, 1.65] —_
Guo, 2009 [25] 56 37 27 30 9.1% 1.09 [0.96, 1.24] —
Jia etal,, 2010 [26] 30 32 21 28 4.1% 1.25[0.99, 1.58] ==
Kang, 2006 [30] 35 36 35 38 10.4% 1.06 [0.95, 1.18] i o
Lin, 2008 [31] 30 32 2 30 4.0% 1.28 (101, 1.61] —
Liu, 2010 (35] 52 55 40 55 6.2% 1.30 [1.09, 1.55] =
Lv, 2009 [39] 33 35 30 35 7.0% 1.10 [0.94, 1.29] ) g
Run, 2001 [37] 21 24 14 24 1.8% 1.50 [1.04, 2.17] [
?;‘;]‘"’d g 1995 17 21 12 20 1.5% 1.35 (0.89, 2.04] =
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] N -
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] ——
Zhang etal., 2010 [12] 77 82 67 82 9.7% 1.15[1.02, 1.29]
Zheng etal., 2004 [40] 24 27 13 22 1.8% 1.50 [1.04, 2.18] L2
Total (95% CI) 747 697 100.0% 118 [1.12,1.24] —_—_—
Total events 696 535 o r,%;.,,, ! Fa::ursz
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)

FEEN A ZBERERENFEFERR
Funnel plot of the total effective rate of BHD therapy for acute
1schaemic stroke.
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