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Development of risk assessment and prevention of cerebral amyloid
angiopathy-related cerebral hemorrhages
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MR R OMEEE (Z£30) : We investigated cerebral amyloid angiopathy (CAA) and CAA-related
hemorrhages to develop methods of risk assessment and prevention. We propose a table
of biomarkers and risk factors to predict future development of CAA-related hemorrhages
and other disorders. We established an 7n vitro model of CAA. We revealed that natural
phenolic compounds inhibited fibril formation and oligomerization of amyloid B -protein
(AB) in in vitro and in vivo models.
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Z 1. Biomarker findings and risk factors for
cerebral amyloid angiopathy (CAA) and
CAA-related intracerebral hemorrhages (ICH)
and other cerebrovascular disorders (Yamada M.
Front Neurol 2012)

[1] Biomarkers

a. Biomarkers suggestive of CAA:

- Amyloid imaging with greater occipital uptake
- Cerebrospinal fluid markers with a decrease of
AB4O0 levels

b. Biomarkers suggestive of CAA-related ICH
and other cerebrovascular disorders:

- Symptomatic lobar intracerebral hemorrhages
on CT/MRI

- Microhemorrhages in lobar cortical-subcortical
regions on MRI*

- Convexal, non-aneurysmal subrachnoid




hemorrhages or superficial siderosis on MRI*

- Cortical microinfarcts on MRI**

- Subacute leukoencephalopathy compatible with
CAA-related inflammation or angiitis on MRI

[2] Risk factors

a. General factors:

- Old age

- Alzheimer’s disease

b. Genetic factors:

- CAA-related gene mutations in familial
cases***

- Apolipoprotein E gene in sporadic cases: ¢4 for
CAA and g2 for hemorrhage.

c. Non-genetic factors to induce CAA-related
hemorrhages:

- Thrombolytic, anti-coagulation, and
anti-platelet therapies

- Hypertension

- Minor head trauma

d. Anti-amyloid therapies

*Gradient echo T2* or susceptibility-weighted
images are recommended to detect
microhemorrhages or focal superficial siderosis.
**Euture development of MRI scanners with a
higher spatial resolution is necessary to detect
cortical microinfarcts.

***Some mutations in the ABPP and presenilin
genes are associated with severe CAA [see a
review (Yamada M, Naiki H. Prog Mol Biol
Transl Sci 2012)].
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