OMe

/v
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Acetanilide Hypervalent lodine

hypervalent iodine

phenol aniline N-arylamide
acetanilide phenylioding( )bis(trifluoroace-
tate) (PIFA) N-arylamides trifluoroacetamide
phenyl p-iodophenylation
N-arylamide phenyl N-arylamide
PIFA CF;CO0O phenyl para para
hydroxy
=
+ O R
H O R QI ey
| \
N-C-R pIFA : N or Q pathb
path a
N-lodophenylation
O H H
N- C R CF3COO N-C-R H,0

~ ) -
+© CF5CO0 HO

Para-Hydroxylation

N-Acylaminophthalimide Phenyliodine(l11) Bis(trifluoroacetate)
nitrenium ion Gassmann
N-methoxyamide N-methoxy- N-acylnitrenium
ion N-O N-N

electron deficient nitrogen (nitrenium ion)
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N-acylaminophthalimide phenyliodine(III) bis(trifluoroacetate) (PIFA)

N-phthalimido- N-acylnitrenium ion arene N-aryl
? PIFA 0 NHoNH,H;0 0
I Nehin P Ps
CHy” N E— CH N/NPhth cH I\I,NHZ
4 arene 3 g
Ar Ar

CH
CF3CH,O @CHZ)P path b @/ 2\(CHz)n_l path a @\—(CH D
- e |
-Cs kl >:O HFIP .Cs
H N™~=0 TFEA N or N° O

+
_ NPhth @ ) !

path a

[5]

5CnA(n=2,4,6,8) (TAPA) SDS
5CnA

5C2A (R)TAPA SDS CD

5C2A M

P 5C4A

5C6A 350nm

5C2A  5C6A 11
CD 5C2A

CD
23 kecal / mol

-117-



5C2A TAPA

5TH TAPA TAPM 5TH (R)TAPA 5C2A TAPM
(5] (5HM)
(PC)
(Cho) pPC 5HM
CD D-PC 5HM P L-PC M
5HM PC Uv CD
5HM
uv CD PC
PC
5HM Cho
(Epi) 5HM DPPC D Cho
Epi L Cho
PC 5HM Cho Epi GCs
OH D-DPPC
Cho Epi L-DPPC Cho
Epi Cho Epi Epi
Cho Cs
5HM PC
Z

(AZ) (AAZ)
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BAZ HAAZ X CD
D-5PheZ D-5TrpZ D-5ValZ P
L-
M CD
D- NH...OC
D-5AlaZ
P M
P M D-5AlaZ
L-5AlaZ
(P)-D-5AlaZ (M)-L-5AlaZ
PM3 P D-5AlaZ
LD-5PhePheZ P
D-PheZ
S
S deAdoMet S
AdoMetDC S AdoMet
deAdoMet HPLC
HPLC
deAdoMet
deAdoMet
deAdoMet
deAdoMet 30 HPLC
2
5'-deoxyaminoadenosine 0.1 pmol
deAdoMet HPLC
AdoMetDC RI
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deAdoMet S
1.5 nmol/g deAdoMet

elF-5A

1,4- 4
HTC 100 y mol/L

96
48 72 24

48 172

24 48

24
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/ NL- (SSAT)
HPLC SSAT (HPLC )
SSAT SSAT pQE-30 (pQE-30/h SSAT)

SDS-PAGE MALDI-TOF-MS

RI SSAT SSAT
HPLC SSAT
RI SSAT N'-
(DNS-NSpm) SSAT
DNS-NSpm HPLC HPLC
(PFOA)
PFOA
PFOA 95
(Nagase analubminemic rat, NAR) PFOA
Splague-Dawley (SDR) [1CIPFOA Sephadex-G75
15 PFOA
SDR PFOA
NAR SDR PFOA 5 NAR

127 nmol/h/kg  SDR (5.1 nmol/h/kg) 25 NAR
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2.5 nmol/h/kg NAR PFOA SDR

90
PFOA PFOA
(PFOA)
PFOA LD50 189 mg/kg
1
PFOA
PFOA
PFOA 20 mg/kg 3 B
7.4 3
PFOA B
20 12 6.6 0.1
0.2 0.3 12 9 13 16 40 946 661 701
16 33 mL/day/kg PFOA

PFOA
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(SCD)

(C8, C9
PCE

c8 (9

Cc8 (€9

(PFCA)
PFCA
18:1(-9)  181m-7)
palmitoyl-CoA chain elongase (PCE)  stearoyl-CoA desaturase
SCD palmitolelyl-CoA chain elongase (POCE)

PFCA 810 PFCA
C10) 5 SCD c9 Ci10
C10 POCE

in vitro =~ PFCA SCD 400 ?M
C10 25% 75% PCE
70% 95% 99% POCE PCE
C10 PFCA 117 461 419 nmol/g liver
PFCA Cc9 C10 18:1(n-9)
18:1(n-7) PFCA
18:1(n-9) SCD PCE

in vitro

DDS MS
PPG
W/0
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PPG

PPG W/0
MS
PPG PPG
PPG
Tight junction
tight
Caco-2
D_
6-carboxyfluorescein 6-CF RITC- RD-10
RD-10 2.1nm
6-CF :0.56nm
FITC- Texas Red
Caco-2 6-CF RD-10
9 2nm
13 :0.34nm
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In vitro

Chromatographic Broadening Method(CBM)

18 1-

Lipophilic index

10
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(TT)

40 % TT
TT CLint

(- CYP2C9

CLint TT

poly (MPC-co-BMA) /
( )
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MIC

DSC

poly (MPC-co-BMA)

in vitro

In vivo

15

in vivo
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(LSE-high) (EN)

LSE-high
LSE-high
LSE-high
LSE-high H+
LSE-high
B
B2 3 49 79 491

single nucleotide polymorphism SNP

SNPs B
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B
1343 PCR RFLP
B
1023 (wiw)
B
p 0.025
B
HMG-CoA
HDL
7350

DNA
20 47 367 654 1023

20 47 367

654 1343 /) (/
654
B 27
(p 0.05)
HDL
HMG-CoA
1
HDL-
Yamada
HDL-

260+ 36 mg/dL 160+ 33 mg/dL 62+ 15 mg/dL

2 3 0.87 0.79
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3 4 0.77 0.82

HDL- HDL-
0.8
TCL
10% RPMI 1640 24
4
DNA
CoA
CG
DNA 0.25mM
1mM
CoA
CoA
DNA CG
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2001 9 10 10 6
33
100

QOL
He

He 62 AML ALL
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In vitro

OECD
integrity

TEWL

HPLC

TEWL

24

—OECD

in vitro

integrity

(TEWL)
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TEWL

He

integrity

H



