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Onset of Alzheimer’s Disease= no hope
=The end of life

Nun study
Sister Mery, she was cognitive active in 100 years old

However after her death, her brain was typical AD brain



Cognitive reserve

Even anatomical AD brain can show the cognitive normal

Possibility

Cognitive normal = Decrease in pathogen which induces the cognitive
abnormal

This pathogen= Homocysteic acid



The cognitive recovery

Even AD brain can show the cognitive activity

Bring back the cognitive reserve ability

Decrease in pathogen = Decrease in Homocysteic acid
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Onset of Dementia !!

Blood Brain Barrier
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3xTg-AD (12 month-old male) with normal food

No memory

Control

Anti-HA antibody n=10

Normal memory

n=10

Trial day




Table 2
HA level in urine of 3xTg-AD (12 months old) (n=5)

Excretion into urine

Control 25.1+50 u M

Anti-HA antibody treatment
12.8+9.1u M

Decrease in urinary excretion




3xTg-AD mice was developed by amyloid
hypothesis

3xTg-AD mice was recovered its memory problem by anti-HA antibody

Amyloid is not primary pathogen, HA is primary one

However family AD patients really accumulate amyloid, then amyloid is
not pathogen, but the reinforcement of the disease condition.



Clinical observation: the relationship between
MMSE score and urinary HA level



r=0.31, p=0.008, n=70

Urinal HA level was lower, then
. . the cognitive ability was low
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Relationship between Urine HA level and MMSE score
(n = 70; females, n = 44, males, n = 26; age, 75.8 £ 8 years).



MMSE score

Effect of HT and DM on urinary HA and MMSE score

in Female
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MMSE score

Effect of Smoking on Urinary HA and MMSE score

in Male
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Blood HA level (uM)
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Relationship between urinary HA and blood HA

When urinal HA becomes low,
. HA appeared in blood.
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r=-0.6, p=0.007, n=19

urinary HA level (mM)
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Blood HA and MMSE score

MMSE score
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Decrease in HA in blood = the recovery of cognition
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Change relationship between HA and MMSE

When HA level decresed in blood,
the cognitive ability was recovered.

HA change(After-before)/before x100
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Effect of HBF on blood HA
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Table NM scale D4k

Before After
N=91
5.5+4.1 , » 21.1+9.3 N=60 P<0.001
B W
259+ 70 42.3 + 6.3 N=31 P<0.001
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Conclusion
(1) The pathogen of AD is a Homocysteic acid.

(2) AD cognitive impairment can be recovered by
adequate treatments.



