LKEFHRERND

2 om %

K H 2~ 67 (3), 176-181 (2007)

AR RE A5 2 FH L 72 DDS

— Hidekazu Toyobuku

KRB AL B BFZERT

1. & C & (<

WL EE D AR ED B2 Wi lEniz L &I
&, EEBESPEF? LKL UL, MiEom
TIRELEERAARTHL EHELTEY, /97
fAOTHFTHY, IhFETITHGD D - 72078
WHZRYED LA ZEEZ, FE2WSHETH
727En,

EHIZEANTIED B05, T TIERNIIE
PREOMBEZEL T, WRLARFNEER S RViEE
W ABER L7, PTh, BAMEIKE SBHST
B VEHFEBERAL T B 2 BRI~ DYy %38 1, ¥
WOAKNIIBIT 2HHREZ D, "AIEH 2 KR
EL, DVTIRBESAICERDLT LuERER 23
B HICBVTh, WkLaTER S vl
DOEDTH D, ARTIE, RHPRAMMNEL HE
VW, Z LU THANZECHE T SN, AARBE S
FMAL7-DDS 2L Y, MDY EEL V)R
WaL L TOMIT B0 7-oTE&F, ThIET
DRI DO W TR L 72w,

2. $ABEHRREEMHBTFZFIAL /- DDS

FHEVHEAMEE N R o720, NEFVIBIZ
(BIEAMAEBER IR IR B B EFE SR TR
EHRAEEREAFHECRB SN LETH
5. RSN THHIE, HNERE (BlkR3ER

HEFRAN 11993 4 3 A ik BLIERL K22 K # B sk 220 e kM
T, NEFEE TR A 2T 1997 4E 9 RIFMIE
MR A AL, 2003 4E 3 A &I KF KB HIRE2A0F
RS ARE T, BAECES. IEDOEy b—1H X
L5 FZIT, RNAFTOZ LIRS, Mk #k,
FHHE,  WPIERRES

KPR OTHED D AR RIFE X %
ENBYRY —LAOEME FHT CTHET 2B
VARY = AT AMEICHFESE TV 2w,
W, )R Y — A KOG BT 5058 T
X, ATNVANEMNGTE0ICR)ZFL 7Y
I— VBT 280 BiThbhvTwiz, L
Lo, VRV —LZRYHAkE LTHY2H#
xBTS ETIILERTRE, AARNEREEICE
JBEER, MBS, MRIERSS T SRR %
R 7200 % B L - SRR O R E ST 2 W
UL 2 M 2 ST &2 4T - 7283 L A L
ENTWhdhoiz, X TRY—E L TEmICHE
KIEBALZEYE= LT Va—L (PVAR) %
HwT, ChoolMEZRRT2-0I10K) v—
=T 4 Y TVRY —LAOXGEHIET 208217 -
7. RY—ICXBREMBHICE Y, ARG
WCBIFLA ML ARSI RY —L21REL, WO
B2 H#ET 5, 5 0VIERNETICNT 2 RE
2N ETHIENTELIEZS5THRINCRERE
LTw5,

YR — AEOKEFEE L, AARNERBEICBT S
HREPRENZ I LB 2 EELRNTTH S, K
Sk aREBHICEY, RKEOEMD I b
O—V3 252 EATE, RBEINICIEY OBHRE % HlH
THILDWETHA., 6T, EHMARMEIZBW
T BERICBT 2 AR EOZX L AITHI A
) BN X —tEEE DO AR A2 L D
Thb. TNHOWNIERZMLT, EEREHROIRE
XORERE N D Y R Y — 2B & BT B L E
ERMIICFH LT, EWIF-> T A AR EEN
ZMMET LB THLILEEANE. ZDOZ

176 3 Al 4 Vol. 67, No. 3 (2007)



Fig. 1.

25 25
° A o B
"=20} ®T20 [
nc-:,E_e g
ES15} ESqst
=9 =Q
To o
SE10f SE0}
S Eel
3 5T 3 °r
o —0 O
0 O”(.\ﬁ L , 0 1 1 1
0 5 10 15 0 5_ . 10 15
Time (min) Time (min)

Uptake of L-[H] Carnosine by HepG2 and WIFB9 Cells Transduced with AdhPEPT1-EYFP.
Time courses of L-[®*H] carnosine uptake were measured in by HepG2 (A) and WIFB9 (B)
cells. Cells were non transduced (O) or were transduced with AdhPEPT1-EYFP at MOI 40
(@). Uptake of L-[3H] carnosine (100 nM) by transduced HepG2 and WIFB9 cells was
measured at 37°C by incubating cells in HBSS at pH 6.0. Data are presented as means +
SEM of four experiments. When SEM was smaller than symbol, it was not shown.
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Fig. 2. Tissue-to-Plasma Concentration Ratio
(Inset) in Various Organs of Mice

(K, Value) of L-[*H] Carnosine and [*C] Inulin
without Transduction (Open Column) or with

Transduction of AdhPEPT1-EYFP (Closed Column) and AdGFP (Striped Column).
K, values were obtained 30 min after intravenous administration of these compounds in
mice with or without transduction of adenovirus. Each value represents the mean * SEM of

three mice.

* Significantly increased at a dose of 1% 10° PFU/mouse compared with non-transduced

mice by Student’s ¢-test (p<0. 05).

& 2 CIZMEHEINDOXRTF KT v AR—
5 — @738 A%, PEPT1 OE & 7% 2 W) Ol
TR TN —IZHHTH W HEEAVR S R
7=,

ZOMFT, ~FEF L X, HTAEWIC
B350 0B L CHBARZHORES T —
RICETF LT NELR SRV ETH o7, ED
WFREICH DN YRED 4 4R REFEFAICDOWT
W DB STz L B LTS, T/, K
W T+ I v AR =¥ —@in % oMEN T
JRAEZIET 720V B F A SEIEFET T/
TANVADOREIZRALPERDELTLESD
Wi, STBCEYoaEREL, o Bk
HHOBEAFEHIE, ThULEZ 572t B8LT 5.
COTAHMD, WIRICITHE S LIRS LRI N
FMTHLILEZFHNEEFICLATORS LX)
Lol MEARE V) HTIE, RBRLEZTHIERS
BOVENLZED D, BAETORGRTRHEDD &
AWEFED 5 1A 8 72 BT IR IR IS IRIC 72 5
72K LTS,

KIZ, HALE RIS 2 WA D 2 Ik PR b
7V AR=F —OEEHICEH L2 YT YA
V=T MDD SR TV N3,
LB IR & REWH & MG 1L 6

178 ¥ Al 4 Vol

W RN RBE%R TS 5 Y AR—F —BEI%R
BHLTwLIEPMEEINh TS, hTH, RFF

F b5y AR—=%— (PEPT1) &, /Mg ERAIIC
BHEL, YRFFFBIPMIRTF FOARTERL
B-7 7 % AHUEWME X WET S, TDX D%, W
BWrF YV AR—= —Z2EMIZLT, L-doap DT
F FFEARMEIC X 0 IR WIS 3G & 3R 7= PR 3R i
P LERIROIRER R EN TS D, L LA
5, invitro DEBRRAIZBVWTRTIFF T VX
A—=F —ICHBREINLZEIHHEINTVBITH»
b 5T, REITORIED»EBRIIZR L&Y A3
KT 5, 22T, ROWEHREL LT, PEPT1 ®
FETH Y LHD, invive (2B 5 TIPWEHD KWL
WOV E, PEPT1 OBR#E 3 %b b pHIC
XV in vivo UV THIEIASI RE A % WHHEIZ 3 5 0F
RICETERT VN2 36),

PEPT1 OEE) 2 FIH L CXTF FB I UOXRTS
F FHALEW OWIN % &5 5 72® 12, Eudragit
L100-55 # 71 b G BE R ETVES T L L
TERIRUZZ ARG TIE, BREMBBICBOOUEE
HEST & LCOMMERDE DY, T8 FHEN
WCHVEFINVEEZALTWSED, BENTT o
FrE)Y =255 EA LTS, KIFZET
X, RESTOHMEL LB, BERO pH 23K

67, No. 3 (2007)



100 , 8

9 A B
g 75 .
2 6
2
& 501 1 s
2 4
«
x 25
[=]
© .
2
0 10 20 0 10 20

Eudragit concentration (%) Eudragit concentration (%)
. 50 8
g Cc D
s 40 1
2 307 &
= I
8 [
< m'l | 4
x
T 101
o

0- 2+

0 10 20 0 10 20

Eudragit concentration (%)

Fig. 3. Influence of Eudragit 1.100-55 on the In Situ

Absorption Profile of Zwitterionic B-Lactam
Antibiotic Cefadroxil or Dianionic Cefixime
and pH of the Intestinal Content Expelled
from the Segment.
One mM cefadroxil or 0.5 mM cefixime was
administered to intestinal loop of SD rats.
(A) cefadroxil (CDX) absorption; (B) pH of
the intestinal content in the presence of
CDX; (C) cefixime (CFIX) absopiton; (D) pH
of the intestinal content in the presence of
CFIX. Each column represents the mean
S.E.M. of three experiments.
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Fig. 4. Oral Absorption Profile of Cefixime after
Administration of the Drug (2.3 mg/kg) to
Rats in the Absence of Polymer (O), in the
Presence of Eudragit L100-55 (500 mg/kg)
(@) and in the Presence of Eudragit RS PO
(500 mg/kg) ().
Each point represents the mean+S.E.M. of
five experiments. When SEM was smaller
than symbol, it was not shown.
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Fig. 5. Transmission Electron Micrographs of Lipid/
siRNA Complexes.
(A) Surface structure of lipid/siRNA com-
plexes revealed by negative staining electron
microscopy. (B) Inner structure of lipid/
siRNA complexes revealed by freeze-fracture
electron microscopy
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