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Figure 100 A: Increase in expression of mature neural cell markers, Bl1I-tubulin and MAP2, by Ang Il stimulation.

B: GFAP expression was not changed by each treatment.

*:p <0.05vs no treatment. T: p <0.05vs Ang Il. Values are expressed as mean = SEM, n = 3.

Control MMS2-siRNA

Figure 200 Representative photos of neurospheres treated with
control-siRNA or MMS2-siRNA.
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Figure 30 Comparison of total response and avoidance rate in
age-matched wild-type mice and AT: receptor-deficient mice.
*:p<0.05vs WT. Values are expressed as mean + SEM, n =
10 for each group.
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Figure 40 Comparison of MMS2 expression by real-time PCR
method in age-matched wild-type, AT receptor-deficient and
valsartan-treated AT: receptor-deficient mice.

*: p <0.05 vs non-ischemic area, Values are expressed as mean
+ SEM, n =5 for each group.
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Angiotensin Il type 1 receptor blockers (ARB) have been widely used as antihypertensive drugs. They are expected
toyield potential benefits including prevention of stroke and improvement of post-stroke cognitive decline. The aim of
our study was to clarify molecular mechanisms. Angiotensin Il treatment in neurospheres enhanced neural differentia-
tion, leading to an increase in one of the ubiquitin conjugating enzyme variants, MM S2. Knocking down of MM S2 gene
by small interfering RNA (siRNA) treatment significantly reduced a number of neurospheres with loss of sphere forma-
tion. ARB, valsartan enhanced such neurosphere differentiation and MM S2 expression, whereas an angiotensin |1 type 2
(AT2) receptor antagonist, PD123319 inhibited them. After undergoing middle cerebral artery permanent occlusion, AT>
receptor mMRNA expression was significantly increased in the ischemic side of brain. To evaluate the cognitive function,
mice were subjected to a passive avoidance task. The avoidance rate was significantly impaired in ATz receptor null
(Agtr2-) mice compared with wild-type mice. Treatment with valsartan restored such cognitive decline in wild-type
mice, yet yielded aweaker effect in Agtr2— mice. Inischemic brain regions, MM S2 was increased in wild-type mice, but
not in Agtr2—- mice. Valsartan also enhanced MM S2 expression to a greater degree in wild-type mice. These findings
indicate a unique mechanism of the AT2 receptor in brain protection. (3 Jpn Coll Angiol, 2006, 46: 377-382)
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