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EFAERBMALT ChTARPXRER T LM

AKXBTRIH VCAM-1 9B S WM A F ik, HHRAFOLEDKR
5 BEBAGCOEERRIBRARGAS TR, ORLHARXE
RGO AR
AWHF
BE, SefARELEARIZNAETRA. LAY 90% HS
hEFERBRLHADRBERBL. SLTAREETERERERL, &
10 ¥5eB8hE. HKasif VCAM-1 EaF AL @mIe P ey kR,
B N2 B 85 dn JE o 3 BE o E
SHEAEAERIRCAETARY-—HEZGLRA L. 27K
FORMEMBAOEA. HELTHE, BEOr-ARwWE: JLERKE,
BKERERKREZAQGLL) ., KEEBEG DL FASEAKES
15 (HDL). LEREIZLAEH4ATHH =B AREBEAHIKE A
BAMegEl. VIDL £ ARHES RGO H b MR EHBKE PR
Cag, DLk ARAsiAY I an P RAELEE
w42, HDLie SR RARMSENN. FKERARILLER
4 % B LDL. Brown # Goldstein, %A # 4t F % % (Ann. Rev.
20 Biochem).52 #9,223 W (1983); Miller, E 3 % +F (Ann. Rev.
Med).31 1,97 7 (1980). s+ F LDL 426y & &, BV L BRI MK
WA,
AIEEASAEEHFEARAL QHESHBERE. LA B
BRI AR, BA RS- H T EAGERIBI L bR EHELK
25 ¥, REBRKAEAEZEESEAFALGCHERY. M. &
HRBHEL, ERABRLCTERYLLHE,
wROCEZEHTHEERRERXWHSE LDL(HKAE) RN,
BT E2RBRAFEABIKILDL S 4% 5 A THIKLDL 568 JLE
Lot gaEeN, IR (RAK)F I-BA--FAXK-AHES
30 A(HMG CoA)sE BRlsdp . £ FH X AN E (fibrate) T2 WA
MAEHBIEY, BFLEECHP—RKESMH. HMG CoA & R B F
B M ARz AT £ (statins) KA T XK (vastatins). ITEZL
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BWATAAGEESeESRARXY LT EY, Lo EabT
(Pravchol, Bristol Myers Squibb). M3t 477 (atrovastatin)
(Warner Lambert/Pfizer). F & 4 iT (Zocor,Merck). & &4 iT
(Mevacor, Merck) #= £ 4%4% 7T (Lescol).

5 HTHSEE, ZEREAERAEA—HBLBEAALRST. &
f, T LDLEEEEGEBA TS T 200meg/dl 9 & H K4, § &4
AT HIDL & FHKS50% XL E. 2ASEAE-AMNETHRSK
je LDL B3| s A2 B, {2 F il %36 A B8 T 20-30% . B, T LDL
Je B 85 &Fh 200-400mg/dl 9 R SR AU SIEER R EEH, AT

10 X% LDL 2HELEKT 100ng/nl, EEHKLLABRHIANEL
REZHNGaEHH. RIAKRELSAREABEBES LA, T3 LDL
S THAK 45-55%; MR BMALSMMBARITES, TAKRKY 50-
60%; MEBRAEITRS, TWUHMKY 50%; Ko AR HEASH
W, iThBR=HEHAES, TARKEEAT0%.

15 REHAN: KEERETG (LMK mRBHEBAFR KSR
WYL RS HERNR. EFHALBETARAGREAAKR, 7
VAFLBT LDL ¢ A ALS 46, 5 X8, & LDL x&KBZIHRT,
EFAEITFEZLEREBET HRBHBIAIAE, XL ERL Carew
¥, 3R EX#HF % %I (Proc. Natl. Acad. Sci. U.S.A) 84:

20 7725-7729(1987). EFAAMM, W T4 ¥ AL 6 HEEWFEE
FOHE, ARERARLYN, TARVRESGLZTAALRE.

EFAEANFLE 2 pAGRBEMMNZ, [3]-RTA-4-%
AXAPRBHO) M 2,6-—RTE4-FEAXH BIDAX. ALF 4L %
A4, 4-(FEAXR)N(Q2,6-=RTEER).

25 B, $TAXITERATHRRGEAELAEE S o F B S
. EFALEFTARNMNHBXLH, AT Lorelco” %M. X%
R, EFAEINLFRETAK, ARRESKREH. FEL, BTEY
HAEER TaREFGE AP AFTRERE, LK, BERBRER
MEFHE, BREFTHAERAERRH BT, FAREARERME

30 EHBXHR. FB, FSTRRABRBA, SFFEAFNGRAKERA
BEEF, BHTELRE. E—RAHRF Heeg ¥, 2 AP S ROMR
MEBEARETEST ALK E, LaNouvelle Presse Medicale, 9:
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2990-2994(1980)), XA AmAERAZR, £ FHE G hiFdER
BHERFSX 20 4. An—Ast% P, Kazuya F, BEHILLE
(J.Lipid.Res)32; 197-204(1991) X #: 3 WA WA 50uM £ F 4
RG24 DME, RAKTY lpg EFHH/10°mBRA.

5 Parthasarathy ¢ £ 85,262,439 5+ A F T T HEHET A X
En, ETRABARRETALG - ANAXBAEEAAR T ZALE
HREE, E—AEZEFTEY, aRERFTEDL ST HE 14
BB, R BE, T oBE., FoEE., 2B FToREXAMR
TH - REOREEANE. A A ERFTEY, EFTATHEDRA

10 FEXNE, APOESARAIGE, IBREAIBHEASAGER
Mk gt &4, A4S smEi stEipsi

— R EREFRAFTELLETHAE ST A B BB KM
B e B5 K 1 Fr2168137 (M 4-Z A X X RR A 88); Fr2140771 (%
FHhEML,2,3,4-9RAELLRAHEE); Fr2140769 (£ F A &

15 X%k RAKBRITEY); Fr2134810 (M- (3 A -5-&H A -4~
ek -5 R)XAR)5K; FR2133024( R - (4- WBAKLERL))
;Ao Fr2130975 (s (4- K RSB A A) -F A K) 1K) .

£H5,155,250 5 EHMAFT 2,6-—RA-4-FEREEDARYD
WRBAERALEA. 4 1995 % 6 A 15 B 2 JF 4 W095/15760 & PCT

20 BBFTAFTRAESALSGHEASERFEEEXMN. £8 5,608, 095
FERAFTRANS - FaEEEESTHH LDL AL, B
hFEEBELSThrH VCAM-1 694X, BARA THEFTHIRBHE
A

VCAM-1 # k&

25 HFChEERARSRHEARAROIE AL LABRT BB A
mAEAEEN, AALREABREEARGTFHFH. SHABRE
BHESERLSFEALSEMBABNRTHRBEIAAN, ALL
Febftomi. SR ERARFFEBHRS FHohtaisn
2 F-1(VCAM-1). #fmi&jal %6 B 4T -1 (ICAM-1) = E-i& 4% (ELAM),

30 REAASBRITIAFHIEERS LIV amE (LHME. @i
fork PG Mml). DHRBHEELBETORTIHNE, FAAHFH
VCAM-1 R R AR AR AR EEERZA VA4 B amenid
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BREE W T VIA A AL P RO BB M AR A% PHE
WAk medFEREEAR, AANTAFEHamRGAERER X
W, VCAM-1 RIFEFEEH. VCAM-1 AN E 5 ERXE, A+
BEHEXELER. ERERLYEFE S LRABBER. #l, %%
5 FAE VCAM-1 F» ICAM-1 #9 & A3 . Pilewski, J.M., ¥, £B-f
Bmie s F A% F %A (An. J. Respir. Cell Mol.Biol.)12, 1-
3(1995) ; Ohkawara, Y., ¥, £ ESA @k T EHF L E
(Am. J. Respir. Cell Mol.Biol.)12, 4-12(1995). % sk, Afra%k
ORI HBRLERL K EER P, B VCAM-1 fo ICAM-1 64 ¥ 4
10 %K (5 3NAVLA-4f LFA-1)ip 4 T F Rk 2 £ .Rabb, 11. A, ,
¥, FH T RPHFEFLEE (An J. Respir. Care Med. ) 149,
1186-1191(1994). A XN BHTBEGHKRET ALY, RABHS T
3 VCAM-1 89 A X &£ 3 M 7 . Koch,A.E. ¥, % % ¥ X
(Lab. Invest. )64, 313-322(1991); Morales—Ducret,J ¥, £ K F
15 (Immunol). 149, 1421-1431(1992). 4t} VCAM-1 R} R %4k VIA-4
B b Ao AR ST AE R B A K R AR KRR A AEAR (NOD < R) 69 4B
KB % 8 X 4. Yang,X.D. ¥, £ R B £ # 5§ K Ik #&
(Proc. Natl. Acad. Sci. U. S. A. )90, 10494-10498 (1993) ; Burkly, L. C.
% %% (Diabetes) 43, 523-534(1994); Baron, J.L. ¥, WK
20 % Ze&E(J.Clin. Invest)93, 1700-1708(1994). 2 R # 44 H 4
Foah PR ¢, VCAM-1 82 LR ALARA SR, XLHN:
ral VCAM-1 WA X THRAEABLESHM R ME. Oroez, C.G F,
% % % 4R (Inounol Lett.)32,7-12(1992).
AR S A X TE W X AL VCAM-1. VCAM-1 # T M
235 BABFEASFEF LT RNA@RGLLHE, EAARTTHERE
4 R E K. Koch,A.F. %, # % (Nature), 376, 517-519(1995). =T
BH VCAM-1 AP MNEABLALHME, TRAATESRE
ABALTAEARRSWABOIENBEE KP4, Folkuan, J., F
Shing, Y., £ # 4% (Biol. Chem. ) 10931-10934 (1992) .
30 ZH$B AP FmBPEFrait-1(IL-D) A EFLET
(INF-a) 7E4LE, VCAM-1 £ AHA LT AL @R F &K, XL HT
RFRBHBE BB THRE.
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i ERAKEL MK (foamy macrophages), X ¥
BRI X EERET. KB FPREFINFNGER, KAtk
TampR¥iath b mExE. FENSRIEE. A A DR S0P R R
R4 AR, 3 Bh Bk 35 AF B AL BE BT 4F R 09 R Sh A R A A

5 BRAXEGAVCAM-1 AHGAY LGS FoWED: #HXR
¥ B F4 B F-kB(NF-kB) &, NF-kB H- 4 4% G F VCAM-1 A B A &
GANERHBRRATAETEH4A. UZXRTREOR, XEEAR
@i bR BTN G FH DNA B o84 k& (R H)
GEETHORRAL, EPHENBETFAH BT AAZABRER

10 &, #HA “BFHF”, EHRNAGESRFTEBF.

CZLES VCAM-1 40 ICAM-1 89 B 3h FH L T A4, 4,
BEHEIBHTHER S TH5HFH-F NF-kB £ 4% DNA A 5 T 4.
Iademarco,M.F. ¥, 4 # 4 ¥ %4 & (J.Biol.Chem)267, 16323-
16329(1992).

S BEF-BR—FALBAANSLELBZRTF, Ldd—-K4A
FREHEGXERANELZ TaRERAPEL, HES K ERXMNH
TNFa, IL-1B. B A F A RNARH. AR X EXRACERESH
BHBAPSH 0, AR FRXEMEN. RESFHNF-kBHARGLE
WRFEST R kot REHFTATTRIEF S IRBHBLY LR

20 BEFf “BR RE#dhaii. BE, SoEPBRBEFALT
o Tz,

EHAZZTH T AR T NF-kB & 46 77 24k 4 A M 8 7
P HE, RPRAAN S N-TBEF AR PSR —RA
RPRE. IHEN-ARAEY: B3RP AHGALTERNEELR

25 NF-kB, R AWAREFZHMA. I T NF-kBHEZRTFALALET AL
ERHBMGT X AT VCAM-1 B & T #E, BEBHEAN: Sk
FHELR TSR BT TAL XA AL RS A REZH
YEAkBRY VCAM-1 AR kAR EZ/ERN. £H 5,380,747 5+ 4
(PCT/US93/10496) H AN F T @it L ¢ — AR AL TRE (&1

30 MBI ARATEE) TAHHNLETNA P VCAM-1 69X . B
i, R B RARATPEETUARATEACREARK, FLEFHRIE
WEREBHECRTALAZIERAEhE & VO FL.
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LRABRWAD: FBRAHRIALE EIEE G (LDL) B4% s LDL
AACK A5 (ox-LDL), X Z BFHhAibiksh B H e F .o F4.
Steinberg ¥, # %A ZE F 4 (N Engl.J Med. ) 1989; 320:
915-924. LDL RAHR —#H L L 4H, S HETRHF LIRS

5 fALHBANR, ERE-FVRRCNESTAATAREE TELS
BROFARAL., BHRATAADH oL d R &I AH (13-
HPODE) 3 s A BB SRR Y S 4, £ & LDL &4tH o — 4
TERAS.

LERE: BEMRBEHALSALGER L -—RALEE,

10 ZRAKERBEEHER LDL. REABITBELEFR/XRAREALS
Meg i, AR T LDLAAKE KRR, ARG d: FHREGA
EmBe B BRESHTERTEA T RAMNGG SR,
PCT/US95/05880 NI T $ AP BRA L AL AL IFETALS
BRA Rt VCAM-1 # & &, {27 § ICAM-1 X E-# ke K &,

15 AMBFRAABRATRACEBRBATEINASY. XA T
VCAM-1 A 3 M4 ERAHELAAM AP EDFERG—AMEAL
K #,. PCT/US95/05880 £ ¥ 7T — A AL TR & (LS AR
APBE) s s R BBBRALAT ALY VCAM-1 8 3#
¥.

20 HFChYSFERENALRIZHATRE, AREERBET
XEEROHTE., — A BERAIEL—FHHOEMN, CTURAKRS
FalEaS bR, HEaERHH AL A AW P VCAM-1 8K 4.

B, KXW - ABGLIRB—FFEPAasB R THH
VCAM-1 9 &, BANRATHEACRE ARG A .

25 AEXBEGH - ABHIRB-—FEFChEARG T ERES
Y, CETARNAEFHEAE R, HRLERRRHN 2T NELHE
Jr VCAM-1 #) & 3K .
Kk

BRI £ FAHE GRS A ZOLE B KR B 8. 4K LDL

30 Aodpd) VCAM-1 69 A ik, BRI AP TURAMEE G g KH.
HTERSYRANEF = HEZHCLERPEN, RATARA—
HEDHARLIMA SRR LA RHFNELR. ITARGZE TR
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ANA F By — BB

SARERER: RRCIBBHAORAALANETALALEH LS
EFWEG W VCAM-1 &KX, EFALH _BPHOTEELFARARERY
" VCAM-1 ¥ Rk ik, 12245 A4 £ mIral VCAM-1 69 f &,

5 HIEER: EFALSLEARENARIBELIRKEY
HDL, /2 xR &Aofey HDL. R, £ FH X RARARIBEL
M4 LDL, 42 8 # %1€ HDL. 4&77 £ 4K LDL, ~T 48 % *5 & X % » HDL.

ASEERR: EFAEGLE, FANRAETAL G ERMRE (L
E#MZAh “MSE” )2 BHEHMAIDRAEL BT TINF £3589

10 VCAM-1 #o MCP-1 #53L ] & ik, {22} ICAM-1 69 X B £ X L A % 77. MSE
A% NF-kB 9 E4L. AL M MSE A EF AL L8 F. A
MSE# A # FRAEATHAEFE, LAFFERANRXLAHLH.

HTARETAXEERENR LT AL LRARBREMY AL
mME ARG ST VCAM-1 #F4%, BRENTAATET G

15 VCAM-1 A~ 384Tk %, OEDRBHREL, FRHBLAEFKRE.
ARBIKER. SERPLECLTER, AAB VCAM-1 4-F0 3
S KK, XENSWAETUAATHRFSEBSHIEFRAL.

HAERBGHEGHRETRA T aTRFAGILGEHET, XTH
THBIG WAL, XRELSWR TH 4ok & 0163 BB A AL,

20 RETERBAEARFE. SRIKRARPPCERGEIELT. TALH
KBRS ARENIIHFARAMETRBREF O E LR, XHF
RMABIRNFALAOLC LT RAR. IELEPETAELE F
BEHFZHRTRIRA.

LELpAN, RARNEGEALPETREIHEAPIIRCLEY

25 MEAHBMGLEFRRE, AmAEFLE “B8 AKBHMEA.

B ARRAESTEFEF, BAEANAFHLSHTHTER
VCAM-1 A F @ X HABER, HHMA VCAM-1 A FHAAR A WmEAE
#, Lol RmT: %%, A8 BHEHAX. FEFRAR.
2R PEAC LR TR a6 3 A R A,

30 EH-—AERFEP, TRAERLEAFGI OB ERLEFTHEREG
MmN FHREMER.

FRARSEER FS

10
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H1REFHAEL AR PETHELERED 2.5uM. 5pM.
10puM Fo 100uM B 3t HAEC @ e VCAM-1 &k 69 #E At ATt & g B
A .
B2RALEFALZEEAREA LT AL EREN 2.5pM. 5pM.
5 10uM A 100puM B 5+ HAEC s jie & ICAM-1 £ 644 M T ik 9 B
B.
A 3% 10uMeg 4 F A% LM E. 50uM 695 F & &4 INF &
A ZHERPA R e (HAEC) & MCP-1 £ 2 g At Tk s E M .
BA4XkFEFTHE LEARE (10 F 25pM) o F A (50pM) 2+
10 HAEC w A B & A 6545 M.
B 5 REFALLEMREPETFALZABERELR T
B4 RgENA.
MOoAL=ZHNMMHE, AhRTFTEFAT P LETFAL L5AR
Bk ERITHEOELE.
15 7R FENERRE, § 5454 L5308 &2 B 8 f i &
BEATEaFEESERR.
B8 AXENEGETHAELEARENRERALTEREE
B%2. LDLc. VLDLc, ILDLc, HDLc A+ TG &9 R EL H.
B9 RALZOBEREIAFAANET AL LR mA LGN
20 (RBEATHREEZGIDIRADRTSLKA.
BI0RELETALZELRHREN RS FTBER)EAIBFXK
SR
B 1l RORET AL LPRHKRESD ApoE-KO M KAt Bad &
FME LB B2, VLDL. IDL. LDL. HDL Ao = Bs b 47 2 sk 69 B2
25 B, ¥4 mg/ml.
B 12 AARAETF AL AGMEERNARNESERE s
#F LDL o 75 & F R0 6] R 3 69 B B .
HBURBAHEARSLERTYEFAL L RMEBEE T oA LDL &
RS ETLHE.
30 14 ATXKATRETFTAHL £ EH A 1000mg/kg/d # 2 s
BEG. 5 BRE. NIB. bR ALEFAEEAEG P Aft B
MK ELE UEE £4L).

11
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B AFRKAORET AL L8 E 1000ng/keg/d & 2 H 2
AEG B AEIELTHE A RBRAAKEKGELER (X
& E4).
Ak
S I =3
HAEAGRE “EFAXLLER” 0¥ (G)4R 5, 262,439 5+
M BT —FHETAELLE, #lb, BREPFP_BRBEALYE;
(DWEFHAEZALAZHZARENF ARG XZEE. B4 LDL
AR 4 VCAM-1 2 A E— R ET A5 28, b fapk,
10 A—AZRFEP, LFALEROBLT AL O _KRE, e
ARTHEBB, KB OB, Fo8. X8 LT _BFMTH
HHEBE. B AERFTEY, SAOCERBEEREHRETAH
EXRKEMERGETERA, LERARTRARAIRP —RBERARLE.
aAEBALYE AmesmARLE KA. AALE smi R
15 BRESE FH-AEAFTET SALAGETRAL OGRS, HRE.
B, BmE. KRR, $RASA. B CO)-HRkA-SOH,
£ 4w @A AH-(CH).-. -(CH).~CO-. -(CHy).~N-. -(CH:).-0-.
(CH.) ,-S—. - (CH,0)-. - (0CH;)-. ~(SCH;)-. - (CH:S-). - (5 %-0-)-.
-(0-F X))~ -(HE-0 -, -(0-%K)— n A 0. 1. 2. 3, 4. 5.
20 6. 7. 8. 9% 10; C(O)-BlBA-SO:M, AP MALE, ARTHAT
M, e 4P, C(0)-1 K X -POH,, C(0)-M Kk POM,, C(0)-
) K & -PO.HM. C (0) - ‘KX - POH, C(0)-1 % A -POM. SOM.
-PO;H;. -PO:M.,. -PO:HM. &858 & . $ARKKE. B C(O)-HK
A-[0CLHER), ] AT nZ b pAH 1.2K3,-[0C )]
25 BRAKERAE. KamtpAaki, LN-SREAREKE A,
ek AR A, sk AR, Gk R KAk R SRR A
k. Eedk A KA A, KRR AR, Dk AKA BRI, N-
ok kL vk R B R N-R kR AR B e AR AR
vk AR . wrk Bk R IR A A SR AR L.
30 Kt “THBAT LW BERLSGhehdrAdd, L H5E5HE
GRS HE XA ERMARALSBAEECA S B RENR.
KiE “ABF L TEMOE LA HAKARSAES TR

12
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BOGAH, OERLARTANRIANAS T. THAMEF. st (&
BlermF(RA)C(0)), aitemi. Aamif TEE), A,
BB RS, HLBR S o Bk B B
ERAFAEAELSFRUGET AL EHEALLETHAREA
5 FREDRBHERAUPLECSCAEREIRER. HALECHARRAZAR
THERARABGERP BB ARER. BT ChEEAFB - ANARLESGE
RFEF, AP S HARBRENER AL EEEFZARNLEHY
BB S F.
TUBIEEEFT XL ZEBRLS DR AL ES DB RE
10 #, TELBAFXOERARTLILB 0 aRABHREH, &
hfgdoldisnh @FAXMNEELEHN 0. 1-500mg/kg €, %
B EREBR—KHBEXRBAEHE. LEHMARLT LHE2
-6 AAAHEBHK.
AShELEF P, TTUERAREEEFTLEIRTERI R
15 REDHMABAABK I ENEHL2HERTAE. BhH A 54,
2-5mL 4 A %4 1-500mM AL 5B RS RESHeGTH AERAE 1-5
ARAKETE%H. g, EBETAGXAARE, ACEEHRRLE
HE, FRAoPBTRCOEREFLEFTELY.
AERASHRATMNENE T EREA T REBRIIMHF
20 REAKEKRIKREARBRETATIRZHALE “RE™ . BRES
HERBBEETEMAY 2-6 AH, FlETRBEZ 0.5-500mg/kg & F (3o
Ry RAHERX—KREER=ZK).
TUERAKMERAGLEGARATERRESLE. KNER
TGRS, HNETRMEA 0.5-500mg/kgth &, LHRRAIFAHKX
25 —REHBRZK.
FRNSHETARNFEAAKRIRARBAZAPRPRBAZE L
B, RTRAVRERAEFHEALZEZABRFYFFHARE
JER_M .
FRNSBTAERECRATEAC AT ARG HKESLYH, K
30 At a3 A B A B A B de B R Tk, 3 ofe B 3K N B e A2 R
HYERAELEH, SRARRAY Bl R, RALPHER
¥, FRREHCE ACE)HH MOl FREHNPEREH, pp-

13
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FR BT ) B do £ 258 R A A A R (terbutalol) feE R . KAW
ML BETAEEEHRR X BGBEESA G oA &35, m%%%\#
Wk, THAE. REME. 4. KAAKEHETALE AR
FEBRASSH.

5 EDLRBH P, 2 THANAMNEL 256 MSE (150mg/kg/ XA 3
#1) LB B P LPS—i% 569 VCAM-1 A= MCP-1 e X B K i&

EHBLERAER P, ok MSE(150mg/kg/X)6 ZHTHILE &
. 5 Ap0-BE A LIRS E. ToaRPESEYGTRESEAR
WHADRBHEBILRELR. EXBIEE AR VCAM-1 #54& 4,

10 fefe B BER 4 C57 2 & F0 apoE- B hoh ) AR F, ok MSE %
ERTHENEBGILS apoBHE TS, A DL AAEH. £5EA
S g HBEERN Y, oRMSEBERN THKELRAH LDL B, ©
K% & HDL.
B RE P, MSE R ZFEA. KA X 1000ng/kg/ X 69
15 MSURMEBAENEFRFHLT, thFibt B i hmicrts A
BEAH®. TAMRE A LDH. B8 8. SGOT #» SGPT A 7
5, EEALBUEEALRTTFER, LXAGHEABASFRARTE
it..

W RERBHFRABERTHEARBRERR, HAFGHESIEER

20 BRABREKOBX, AOARGHTLERIRER/ETER. £
FHAELRLMAERF ETHSH. BFLRK, BAREKESA2
HKEEY SR 10GLEHRTUREZTN. & 7B T LA ECs/ICs,
R ECeo £ 47 %] VCAM-1 £ i 50% Hegie oMk E, ICAxtmi
50% AU HALSHRE, TUAT AR, HEEHRFRSE

25 FABMEHRAR A SH-BF AN T MO FHE, LETAHERREK
AR Smeg K.

Tl gt — 5 EEALS, XL p A MSE 4 A #R
bt EANER FEARLY, FRERPNAXNGRE. @d s
AR EHEMGFX, RAZLGHTRCET AL LB TAL

30 BAChEFRRAIMEER.

LN 1 AZBHBKALWIE T VCAM-1 8 &4

B 1REFAZERMREPET AL EREA 2.5uM. 5uM.

14
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10uM F= 100uM B fE4R 5P 2F A £ 50 Bk A K fm o VCAM-1 £ ik 694 F1 49
WA, VLB INF#F$6 VCAM-1 Ak a o B X A F. £AREL
BAAP, Ikmg e 37TC T Amp3EiRA I 16 Ioat. 353 16
PEE, k&, A VCAM-1 69 AR, A A VCAM-1 A6 kiR
5 SRAMHEESRAKRITILE ELISA 2 kAL L0 @Bk
$. 4R ZF, EXMEHAT, MSE 4] VCAM-1 69K %, Mk AM
BB EF AL VCAM A A
kB 2 AN KB P ICAM-1 6§ K ik
B2REFAZEEMREFET AL AREA 2.5uM. 5pM.
10 10puM#= 100pM B RS2 A Z 2Bk A A e ICAM-1 R A 9 4E M &
WAL, vA¥ 4k TNF 3569 ICAM-1 A2 a o BA A7, A@ARE
i mP, XEMmief STCTE@BIERAPIZFR 16 8. 32k
16 M B 5, zkfmig, B ICAM-1 93 sk, B A ICAM-1 34k &
R TN BRESTARRAITILE ELISA Sk HZ LD @B e
15 ®R4hET. BREF, EZXBLEHT, MSE 2 af ICAM R XA HHBHAA,
BuaReRERBERE; mEFAE ICAMAXZAER.
kb 3 AEFHBRAK BT MCP-1 6 Rk &
B 32 10uM 6% 5 % & L 95308 8. 50uM ¢4 & ¥ & # f TNF &f
AESBA K MG (HAEC) ¥ MCP-1 2 A 9 M AT B EBE. X
20 Stk INFRER INFA I0RBERET AL LRAREKS
e, WKE@MEERE, ERAATHEES ELISA 9 #kE ¥
MCP-1 84 %. BREF: EFHALEMUETALLAFAZRER
Edp ) MCP-1 89 k k. MCP-1 R —#iLF51F &G, REDFKBHR
RBEFLEELHME.
25 LA 4 RIIATHHRAR BT ETAX L EHRENAB
B 4 & VCAM-1 #= MCP-1 J& B & i& 6§ RNA f7 3 547, 3t ¥ 649 RNA
&M LPS-# & 49 ApoE BIR A M P 5 E5 8. &K T L% MSE.
EFHFEfo BA 400ng, H 90 RAKAMN. 1 EWE, XEHHK
30 BERES Ilmg/kg LPS. M e iX xahdh, AAMA T RNA &
F. BT TR 1.ONEEBERE L RANZ RNA B X P#IT5485 5,
HAHBB R, BDR JE-4 L P #7949 cDNA RAFEAT &

15
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X, REWE, LR DE VCAM-1 45 54 cDNA B R BB-M3h & & 4
SbE cDNA #E 4+t fr & .

LB 5 MEREALFEST AL LRam B o X2 B B0 ¥
")

5 B S5 REFALTLEHBENETALHBERRL P RS
EEEAREOREESSEZOENGEEE. A4H 0.5%E 310
MSE X EFHAXGHIEAY (0.5%H B 3%YMHMFh)RLEL =2
M. ABERRSEHORNHLYRA. AR RBEERELRT
SEREORSY, FHoERAELE. SEFEMALEEBECAL

10 5 L%E%%ﬁ % A A 25 5 HDL A= B 8% & B1K (p<0. 05).

LB 6 L BELGHEEEAYIENE, MSEREFTHE RE R
JE 6y Ak

EERERY (0.5%E BA 3% MFih) P, MSE R &% 4 # L
0.5%F B AR EASRLHIEH ALBRMARFRRESGH, A%

15 BRAREEH#IToN. EXB 7 MSE SpEFTAHAEG YL EM,
REw B EROF, ENASDT O REEEREEOLS 0K
AA S %W EF.

F 3% 7 MSE st NF-kB & 4084 ¥ -4
¥ 3% A TNF & 4 B TNF 484 25 # B /R MSE & PDTC & A £ 3 M

20 AE@E 1M, 200X 408, imE, HEmPHEERY,
Wi VCAM-1 B3 FHEARARBEAAB M. £REH: MSE XPW
NF-kB #7646, @ PDTC 4741 NF-kB #4 i 1k.

Kb 8 AIERERAELE6ZHME, MSEXERHL Y
RakyareE g 0.5% Wt REsHE6 0.5FF ﬁi

25 wémwmeO%M&ﬁi%?ﬁ%%%ﬁ&;aﬁsim.Es
AXENMELF AL L HEMRENBEARE L9 &2 E 5. LDLc.
VLDLc, ILDLc, HDLc foH b Z 8 (TO)MEMEHE. 6 EHME, A
&ﬁﬁﬁ@%Aéﬁﬁ?%ﬁﬁﬁﬁé,%%m@%#ﬂmzﬁﬁ%

e R 8, BRMEFT AL LML, A AGE-3 £HEH K

30 L@%uﬁﬁmbﬁmL¢%L@%%ﬁ %

LG 9 HAEERERE T AGE-3 st kB AL TR
o Fat 8 PHEGR, KFLHK. EHKARTIVEA

16
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&, P ECHREE. BIZ AL THMERAS &M MSE & 2 84 5
AREARETREINIIRA BRI NMLE. BZ AGE-3 LM E
HkF e, TANAEFALZLRMBRBAERGR T HRBAFR
¢ B 1K,
5 AR VCAM-1 X Ram-11 R R kst Z L T B h HT LR F
&9 M VCAM-1 A AR Ed @R E. A AGE-3 &2 8 8 %48 VCAM-
1 HARFPERBEREBAKXT5%). EEMGBERY, T8
KVCAM-1 9 A B EEmBORET &, FAHANZTET AL AR
2% 3 (0T 25%).
10 LB 10 52 B 5 f5 B P AGE-3 T 1% 3 4K LDL
BRIRREGBERABGAYEHREIAGEE S hE, RERL
3% AGE-3. XE M AGE-3 B u %3 2 £4 (100mg/kg/ X). £t
B, B h LDL R B BB @ o b B A 4-60%. ARG IELH,
AF 29 RS nFlRAELE. BARSTREIINLEITHA
1s F, HEFLEZKF.
S 10
BI10REFH L LRARE BER)GLREEFHIERFXEK
GEHEE. AT, MEXNRLSEXLAEL4HBER.
Fap 11
20 B 11 Rufp & FHHEpEakss (150ng/kg/ X)) B ERE B
ApoE-KO K Ao st B4 %2 B 5. VLDL. IDL. LDL. HDL fe# i =
B (4 nmg/ml) e BELE.
% 12
BH1I2AERAETALZLEMBERNNRARMNEZSGHE HIEE
25 EpofgEH-T LDL KB ia) K #0677 4 BK .
£ 345 13
BI3EAGZNEEEaERYET AL L Enm i aif LDL 654
ReHEKH.
£ 4] 14
30 Bl4ATKAURETHAA LA 1000mg/ke/d & E Jp»f
EEO. 5. BERE. A R EEF8HAEESGSAPIRA
M BB E (& $£45).

17
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% #4815

B 15 AT KARET HE L5508 E 1000ng/ke/d & £ %
BEa. LR, kBRPEREOFTH YA BARILESENE (X
& AE).

5 BiZEE: ATHEPRESSH LDL %%, MELARKA
tt, MSE fo-F A X e94/F M2 H K 51 65. MSE %K /e B & #o LDL t94F
A, ExfPREHESLTOXRAERFS. £DA T, MSELE
FhHhELAMPAGEE, PRt X HABF AR GEL AR
AR, Ra, EAAMNXGSHHFFE P, MSE T hipH VCAM-1 &

10 kik.

111 #mat

A R FPLECHBAALERADH, RELEARLH
EHEE —~FHEAROLE VCAM-1 A FH s hFRBP XMEAR, T
ABARNEFLBAETHARKIBBEMNTAREY - HREFH L

15 BRZHLSHRELTERMADRERRTES. IRERDR
TABIHEMEEGERLS, FlooRk, FHELH. BKLH.
ERALYH. KTREFLY.

RAMAGAETHRALERAR SRR ERENEALD T ER
MELECRZHNGHHGEI RS, cNETFTRIEHRETEGAR

20 FHEE., ZREGERMNBLEASY Q) ANE Fldr., S8,
RE., BB T)OEMmAL, EANE Fleli. 8 AL
B, HBR. FRR. AXL®. XPR. B8, RB2ER. 1K,
RBAB. Ro®. 258, RYABER)BAGHE, b5 24
2EMBETHEET. BHT. &85F. ABZF. 45 F. 88

5 F.RET. BET. RET. BB T. AETFAPETFF)HAN
Bl AELSANBE THERGHEMRE, A FOAEMEETH
NN-ZFR LB D-ARAHIBE. £ . WLABER T E; % (c) (a)
o (b)ega oM, PlwEagits.

ERNLHOLLLETHRARKIBEANT, L ZRANEFELE

W BALOBARKETARINRLARAFETFH IR ¥ THALER
e AR, KA FHRALESHHNETLEYS 0.1-500mg/ke, ik 1-
100mg/kg/ XK. AREFERALS AL HH T, TUTEETHMNITAE

18
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hORBHNECH., pRITEHAFEFRER, TUASAMEHGE
TRBLOZESFEARANZ, AL BT RGRREBRAAR D
HREHFXMSEHBALE.

ST E58d, S TUAEZTELALANB T AL

5 #, GIERARAMR T4 1-3000mg. 4k 5-500mg EHE R 5 /4L F] A .
BF 25-250mg O RA ERE R, LHERRLS L EEERLS
Bregi i R R E LIS 0.1-1000M. £ 1-10mM. X Z TRiE
ey, blrB e HREHERRELRLEXRTRKRAR PO ERRS
BRI, RERFERIGAALMNLH,

10 BHESHPERRESHERBERRESDGRK. 5HF. &7
AR EUARAARBEGBARAAGC OO L CHETRE. HiKE
T REMTRBEARGFERGLE, AEAELTRAK LT, &
FEEM: s THEMALAGHNE, REMAMEEZRLSEARTIERS
BARGREREPE, S HEMHAELEKGHNZRE, LA FRGRE

15 EEAAREZFFRY, FRERNAEZLXREPASHGLER LK.
FHRRGSTR—RBLHE, LT g RET DR ELKEHENE KL
.

ORASHBFORAEEREMNRTREARKE. SMNTUAREAR
BEEFTRERAAN. AToRLFLHEGBY, TRELESBHTUSE

20 HWiARS, REAIN BRHRKE. ETUASHEF LREGREH
Fo /R HEABESHH —F5H.

AR, Hl. BEEFENFTRALEEESTHAAIRE Z £M
Lot BAMPREHELT. TTRAVK MR B RL
B, REAPeERE. WABRK (Primogel ) X E KEH; BHFMN

25 Wl RERAE N SALHE W, BIAR Pl ik R AL E; Sk A B e
ERIBH, RAFARNbFFh. KHR T ERBELAHARN
(orange flavoring). Y MELLAHBXAKEN, BT A LM
RPWRST, CETAESHERAB AR BB H. B9, MNELEHX
TAERFEECEZHEEATMNELEHEL XY RAH ol B HE

30 EBEE e e K.

FHAASH R AL THREIST A TR4EARN,. REMN. BR
M, BEAREMNROABANEFHBLE, b AEHRS, BEAN

19
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RTUSFEEABRMNGEBAREEGEN. 4. FEMNP A%

.
BARNESHRATHERAMTADRI L AR TR S R B LA

FEAMOATERRIBESLY, RELHBAMELEAGYHAR

5 BALH, #lidkdk RABAMN. RXAARBENLESS. FHA
SMETARESHAEANA: oG AN L FAL PR, ok
EEHHANB K, R XNALEtEZRhFARSFLIER;
BREAMB AP ELEME WEAALPHERTF, T FRIHL
B (ACE) W H Al e FHRLEAHMPERLF, fFp-HEMNFLERE

10 K. #¥H& K (terbutalol) B WA R, X BLSHETREEH
ARXABAKESLEH oA &, BréF. MHEK, FEEH. F
XE. BRXE&E. W, BAEGHWETRERARLAERESLH.

FmELY, AAALYG. ATRAAERLHEMNERIARERT
ARIETI RS LAHOHBMNFAmEHdAK 2F2EKRER. XH&

15 A, BL_B. b, A-BRACEREN, RAMNG X TEH
RABERAEXTRTE; RAAANH wRIC2BR EAKEHN; £4 7
Pl LW LB, AN CBRE SHERERFBRL AR
A AEEREGEAMNF LI ABXAHE. FHALSHM AN TUAREA
ZH., —KABREHZEREHABIXBARM ARG E A Z DM P.

20 EXRNGHLEREHN BRI Ly, RN, REMN. &
. 8. B, srH. wEMN. M. #HM. g8ELH. ATH
HHOAEMNAPAETER. Bl. SRoBEEBEGERN.

TAERAERN. RENFPBEHNANELHFAEASYH. EA
Moyl o LA B8, TRKART 5%, ERAMNH Il 28,

25 HAHMNP T Hh., FERBRAATLDIALH. AFERANPKFT
F 7T L 3 L B,

TR A RA LH KR R MR N AR E G AR
YR oG B SRR B F A 6G Ak, T XA AP HE R R BR, 4F 8RR
A& T oEs A ® 65 A BT L.

30 EHALSDTEERAR—RINEGE MERKTAZRFALSIAK T
RiE B, HleEFHN, OEEAAMNPRKEL G E5%. TUAEHA
A EE. AOMEBRES PP CHCRLUHR. REF. RO

20
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B, KE. REREFELR. XSG F &7 08 TN
FEREREPABRBRGRAARNTRA LS.

PREKRLE Y, A BEARIERZEIKRIAFAREZ S HEK
(PBS).

5 BERAEHETURBIZRA LY. WEEA RO 7 AR
BAABRAARR L6, #lR R Brown, L., & Langer,R., #H %
& X BH, EFHFF(Transdermal Delievery of Drugs, Annual
Review of Medicine) 39: 221-229(1988), fEst3I A4 K4,

BEHR—AFERFTEY, ERLEGHERE—RINE, HEHAKT

10 ABEFHEWARE TAEEKARERL, tledfHNA, QRN
RELBZG. RTRRALEDIGERE. EHRERRESHHIBTLEL
BMUWE. RS, RLUER. KA. RERGERELR. X EHMNG
HEFENABRBEAARA AR EDH R, IXYRETUH A
Alza /8] #2 Nova Pharmaceuticals Inc. AR EM LT AHH

15 THARK IETAAIAGRRGERAARC S 404, #
iz B L H 4,522,811 S HAREGHF (FEEHELERIIAKES
A2E). Bl lBREPNFTAIHEN G b oL (B o8 i 55
BMALERK. Bt AR A ER,. —TRBEAZKELA AR
EE)ETAMEMNY, REAABEN, E5EA0GT—AT

20 BUMBELAE. REREFBRNGDAAL LHRE. WEREP/X=
BB EDORERNMAINZEET. AT RSB EBED A
BEBRABSBBERAK, IHHMABAKE TR,

AR BRGEBAARRETEGRETRAEHERS KK AHE
BB RE. MAX LSRR TG T EHNBIALALBYRRZ
25 AL

21
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8 MSE

1000.00 B ETHE
<t B8
800.00 O =
*n <0.05
600.00
400.00| ¥
#*
200.00 [ll
0.00 S&Jj_ﬁfzﬁ
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A4 MSE X EF ALY SRS WRRRIFLE
P3G 65 do 3 S E

20
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