Fig 1
THIOREDOXIN REDUCTASE (TRXr) EXPRESSION LEVELS IN
LYMPHOCYTES OF CONTROL HEALTHY VOLUNTEERS (CTRL) AND

MENIERE’ DISEASED PATIENTS (MD)
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Fig 2
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PROTEIN CARBONYLS (DPNH) IN LYMPHOCYTES OF CONTROL
HEALTHY VOLUNTEERS (CTRL) AND MENIERE’ DISEASED
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120 -

100 -

80

60

20 -

CTRL MD




Fig 3
4-HNE IN LYMPHOCYTES OF CONTROL HEALTHY VOLUNTEERS
(CTRL) AND MENIERE’ DISEASED PATIENTS (MD)

A) 140 -

120 - *
100 -
80 -
60 -
40 -
0 -

CTRL MD CTRL MD

- e - -
- - = &
-

4-HNE (D.U.)

B)

el

—

* p<0.01 vs ctrl 4




Fig 4

Hsp72 EXPRESSION IN LYMPHOCYTES OF CONTROL HEALTHY
VOLUNTEERS AND MENIERE’ DISEASED PATIENTS (MD)
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Fig 5

ANHYDRASE CARBONIC II (CAII) EXPRESSION LEVELS IN LYMPHOCYTES
OF CONTROL HEALTHY VOLUNTEERS AND MENIERE’ DISEASED
PATIENTS (MD)
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Fig 6
THIOL STATUS IN LYMPHOCYTES OF CONTROL HEALTHY
VOLUNTEERS AND ALZHEIMER DISEASED PATIENTS
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Fig 7

HO-1 EXPRESSION LEVELS IN INFERIOR PARIETAL LOBULE
OF CONTROL HEALTHY VOLUNTEERS AND ALZHEIMER
DISEASED PATIENTS
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Fig 8
TRXr-1 EXPRESSION LEVELS IN INFERIOR PARIETAL LOBULE
AND CEREBELLUM OF CONTROL HEALTHY VOLUNTEERS

AND ALZHEIMER DISEASED PATIENTS
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Fig 9

HO-2 EXPRESSION LEVELS IN INFERIOR PARIETAL LOBULE
OF CONTROL HEALTHY VOLUNTEERS AND ALZHEIMER
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Fig 10

PLASMA HO-1 EXPRESSION LEVELS OF CONTROL HEALTHY
VOLUNTEERS AND ALZHEIMER DISEASED PATIENTS
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Fig 11

LYMPHOCYTES HO-1 EXPRESSION
LEVELS AND ACTIVITY OF

CONTROL HEALTHY VOLUNTEERS
AND ALZHEIMER DISEASED HO-1 ACTIVITY
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Fig 12

LYMPHOCYTES NOS-2 EXPRESSION
LEVELS AND ACTIVITY OF

CONTROL HEALTHY VOLUNTEERS
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Fig 13

PLASMA NITROTYROSINE
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Fig 14 a)
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LYMPHOCYTES Hsp72 EXPRESSION LEVELS OF AD AND
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. LYMPHOCYTES TRXr-1 EXPRESSION LEVELS OF AD AND
Fig 15 A) CTRL
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Fig 16 Fig 17
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Fig 18

REGIONAL DISTRIBUTION OF Hsp72 IN DIFFERENT BRAIN REGIONS OF
SENESCENT AND AGED RATS
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Fig 19

REGIONAL DISTRIBUTION IN THE LEVELS OF HO-1 IMMUNOREACTIVITY
IN DIFFERENT BRAIN REGIONS OF AGED AND SENESCENT RATS
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Fig 20

REGIONAL DISTRIBUTION OF Hsp90 IN DIFFERENT BRAIN
REGIONS OF SENESCENT AND AGED RATS
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Fig 21

REGIONAL DISTRIBUTION OF Trx PROTEIN IN DIFFERENT
BRAIN REGIONS OF SENESCENT AND AGED RATS
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Fig 22

REGIONAL DISTRIBUTION OF THIOREDOXIN REDUCTASE
(TrxR-1) IN DIFFERENT BRAIN REGIONS OF SENESCENT AND
AGED RATS
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Fig 23

4-HNE AND CARBONYL LEVELS IN DIFFERENT BRAIN
REGIONS OF SENESCENT AND AGED RATS
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NEUROBLASTOMA SH-SYSY CELL LINE
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Fig. 1. Schematic structure of carnosine.

Structure of trehalos
.




Fig 24
NEUROBLASTOMA SH-SYSY CELL VIABILITY AFTER SIN-1 (4h)
TREATMENT IN PRESENCE AND ABSENCE OF CRNS
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Fig 25

NEUROBLASTOMA SH-SYSY CELL VIABILITY AFTER SIN-1 (4h)
TREATMENT IN PRESENCE AND ABSENCE OF CRNS
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Fig 26

NEUROBLASTOMA SH-SYSY CELL VIABILITY AFTER SIN-1 (7h)
TREATMENT IN PRESENCE AND ABSENCE OF CRNS
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* Significant vs control (p<0.05); **significant vs SIN-1 (p<0.05)



Fig 27

NEUROBLASTOMA SH-SYSY CELL VIABILITY AFTER SIN-1 (7h)

20 H

120 -
E\i 100 -
>
o
o
-
o
2
<
|
>
-
-
=
@
0

80 -

60 -

40 -

TREATMENT IN PRESENCE AND ABSENCE OF CRNS

*%*
** *% Sk
IiII____|III IIII |III IIII

CTRL CRNS CRNS CRNS CRNS-T SIN-1 CRNS CRNS CRNS CRNS-T
300pM 1mM 10mM 1mM ImM 300pM -6h 1mM-6h 10mM -6h 1mM -6h
+SIN-1 ImM+SIN-1 1mM+SIN-1 ImM+SIN-1 ImM

* Significant vs control (p<0.05); **significant vs SIN-1 (p<0.05)



Fig 28

NEUROBLASTOMA SH-SYSY CELL VIABILITY AFTER SIN-1 (ImM)
TREATMENT AT DIFFERENT TIMES
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Fig 29

CARBONYL GROUPS CONTENT (DPNH) IN NEUROBLASTOMA SH-SYSY CELL
LINE AFTER SIN-1 TREATMENT AT DIFFERENT CONCENTRATIONS AND
TIMES
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Fig 30

4-HNE EXPRESSION LEVELS IN NEUROBLASTOMA SH-SYSY CELL LINE
AFTER SIN-1 TREATMENT AT DIFFERENT CONCENTRATIONS AND TIMES
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Fig 31

HO-1 INDUCTION IN NEUROBLASTOMA SH-SYSY CELL LINE AFTER SIN-1
TREATMENT AT DIFFERENT CONCENTRATIONS AND TIMES
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Fig 32

Hsp72 EXPRESSION LEVELS IN NEUROBLASTOMA SH-SYSY CELL LINE
AFTER SIN-1 (1ImM) TREATMENT IN PRESENCE AND ABSENCE OF CRNS AT

DIFFERENT CONCENTRATIONS
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Fig 1A
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Fig 34

NF1 HETEROZYGOUS NONSENSE MUTATION IN EXON 41

'(ATCTTCCCTZCCTCTTCACGT [CATCTTCCCTAACT CTT CCACGT
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CATCTTCCCTACCTCTTCCACGT CATCTTCCCTAACTCTTCCACGT

¢.6243C>A
p.Y2081X



Fig 35

NF1 HETEROZYGOUS NONSENSE MUTATION IN EXON 36

CAATGC(T CTCAAGCTAGCTC CAATGUICITCIAGLC TIACCTC

ﬂ "l M !
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CAATGCTCTCAAGCTAGCTC CAATGCTCTCTAGCTAGCTC

¢.5170A>T
p.K1724X




Fig 36

NF1 HETEROZYGOUS SPLICING MUTATION IN INTRON 23 (ACCEPTOR-SITE)
CAUSING EXON 24 SKIPPING

CACCAT TCTATAGGAATAACGATC CACCATTCTAT CGAAFAAAAAGI
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CACCATTCTATAGGAATAAGATGG CACCATTCTATGGAATAAGATGG

IVS23-2delA
c.3114-2delA



Fig 37
NF1 HETEROZYGOUS MISSENSE MUTATION IN EXON 17
ACTIVATING A CRIPTIC SPLICING SITE
g-DNA c-DNA
CTCCTTTTTTACGCGGCTAGGATQG CTTARAAATAAGCACCCAGITAGAAG
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c.1885G>A Gasparini P. et al., Hum. genet. 1996 97(4):492-495



Fig 38

NF1 HETEROZYGOUS SPLICING MUTATION IN EXON 11 (ACCEPTOR SITE)
CAUSING FIVE CODONS IN-FRAME DELETION

g-DNA c-DNA
TTTITCTATAGAT CTGCCIGG CACTTTAAGATCTCGCCTGG(
CTRL ”
TTTTTCTATGG/T CTGCC GG CACTTIAAGAACTCCCCCT(
NF1 ﬂ

IVS10-2A>G Ars E. et al., J. Med. Genet. 2003, 40(6):¢ 82



Fig 39

NF1 HETEROZYGOUS IN-FRAME MICRODELETION MUTATION IN EXON 47

ATTTCAACTCTAACTTTAACTTTCCAT TCGCT ATTTIAACT CTARCT TTCACT TGLU TELGLAU

! }

CTRL NF1

ATTTCAACTCTAACTTTAACTTTGCATTGGTT ATTTCAACTCTAACTTTAACTTTGCATTGGTT

¢.7097-7101delAACTTT
p-2366-2367Asn-Phedel

Abernathy et al., Human Mutation 3:347-352, 1994



Fig 40

NF1 HETEROZYGOUS FRAMESHIFT MICRODELETION MUTATION IN
EXON 34 CAUSING A PREMATURE STOP CODON

TCCATACCTGCCTCCTC(AGAGCA CCATACCTCGGCCCCCCAALCAC
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TGCATACCTGGGTCCTCCAGAGCA TGCATACCTGG@I‘CCTCCAGAGCA
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c.4577delG
p.-15251s1552X



Fig 41

NF1 HETEROZYGOUS FRAMESHIFT MICROINSERTION MUTATION IN
EXON 33 CAUSING A PREMATURE STOP CODON

[CATAACTGACGCCAATGTGCT TCATAAGT CACCCCAATCTGCT

! !

CTRL NF1

TCATAAGTGACGGCAATGTGCT TCATAAGTGACTGGCAATGTGCT

c.4441 insT
p-1480Aspfs1508X



Fig 42

NF1 HETEROZYGOUS FRAMESHIFT MICROINSERTION MUTATION
(insATTC) IN EXON 22 CAUSING A PREMATURE STOP CODON

\GAGCTCGCCTTCAGTATGAT 1 G/GCTGCCITTCATTATGAT

} }

l I

GAGCTGCCTTCAGTATGATT GAGCTGCCTGAATTCAGTAT
(REVERS STRAND) (REVERS STRAND)
CTRL NF1

¢.2930-2931insATTC
p-Gly978Phefs982X



Fig 43

NF1 HETEROZYGOUS MISSENSE MUTATION IN EXON 1
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p.V14G
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Fig 44

NF1 HETEROZYGOUS MISSENSE MUTATION IN EXON 57

ACAAGGAGA/CCTTGAACTCTCC ACAACGAGFATATTCAACTCTCT

! !

CTRL NF1

ACAAGGAGAACGTTGAACTCTCC ACAAGGAGAACATTGAACTCTCC

¢.8332G>A
p.V27781



Fig 45
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Fig 46 MLPA-NF1
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SUMMARY OF THE NOVEL MUTATIONS IDENTIFIED

CLINIC CASES EXONS MUTATION
NF-1 41 €.6243C>A p.Y2081X
NF-1 23 IVS23-2delA c¢.3114-2delA
NF-1 33 c.4441insT p.1480Aspfs1508X
NF-1 47 ¢.7095-7101delAACTTT

P-2366-2367Asn-Phedel

NF-1 34 c.4577delG p.1525 fs1552X
NF-1 57 ¢.8332G>A p.V27781
NF-1 1 c.41T>G p.V14G
NF-1 11 IVS10-2A>G
NF-1 17 c.1885G>A
NF-1 36 ¢.5170A>T p.K1724X
NF-1 21 ¢.2693T>C p.L898P
NF-1 22 k.2930-2931insATTC p.Gly978PheFs982X
NF-1 54 ¢.7978A>G p.12660V
NF-1 Deletion Ex1 (MLPA) Deletion Ex1 (MLPA)
NF-1 Genomic deletion (MLPA) Genomic deletion (MLPA)




ALZHEIMER'S DISEASE

TABLE 1. DEMOGRAPHIC CHARACTERISTICS OF SUBJECTS

Postmortem
Sample (n=6) Age (vears)  Gender (M/F)  Interval (h)

Control 85.8+4.1 4/2 29+023
AD 845+ 5.2 4/2 2.1+£047




MENIERE'S DISEASE

Table 1 Crisis frequency in a year

Crisis frequency Crisis duration

2¢nsis per year 3 patient (76%)  Lessthan 1h 8 (20.4%)
4 ¢nsis per year 19 patients (48.71%) From 1w 7h 18 46.1%)
5 cnsis per year 8 patients (204%)  From 8o 21 h 10 (25.6%)
7 ensis per year 6 patients (15,3%)  More than 30h 3 (7.7%)

§ cnisis per year 3 patient (7.6%)

Table 2 Staging of patients with MD at admission

Stage of MD Tone average  Numbers  Percentage
(dB) of patients

Mild heanng threshold — 20-40 1 17.9

Milder hearmg threshold — 40-70 21 538

Severe hearmg threshold — 70-90 1 28.2
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