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(electrotransport) 2%, & + i A (iontophoresis) ji§ & % & %
£ > 4o 44 3 » Pharmaceutical Research, 2(6): 318
(1986)

15 ABAREMAESERX | Loz Hh ik ETHK
TREREZZH A A-BERCmEF:
ik A

AHRREBA ¥ EEFRE(CNS)AL R4 (210x297 2 %)
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R1

AcO

MeONa /MeOH 2.

Weg A HO

1."R6-l, K,CO,
2. NaOMe / MeOH Weg B

2
I3

e i 2y o
2
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S
I
o

HO

2 b 5 14 e
X

2
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R1 RS o
o HO B 1. Bu,BaNC! / K,CO, R2 o
R2 CH,Cl, / H,0 HO 8
AcO + n
HO
Aco /N . 2. NaOMe / MeOH v
Br Y /
RS € N
A RS |
OAc
R1
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R2
AcO
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H,N—NH,
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WML T E A-B B C ZRBAT B RKRRNA LT AR
BIAREXTEMET 2R BFE@EZGEANE
B BH 1 2 31 bbb FENRFTE A-B &
C- EXNIbehTHEHAEL R LI FEEEF -

ARl THAEMLTHER S BHKE -

WM eEMZITE—FTERRT A

Rote Liste 2001 » % 12 ZAHR R R ZFF A LB AR
Bl o BATHEAREFRAZX 1 st LEZRANBE
MR ZHE - FHRRTEESZIRET U8R T MR
PERETFTEEFRURAASHEIRR»Z QS EDH AL
AR —BERB RSB TR TR HEERN
USAN z USP F £ HBEMRERLMHE - XBHEH
Rockville 2001 -

WEARBOBREFAERE EFM A DI > Hldo o
Lantus® (4 B www.lantus.com) 2z HMR 1964 - 1%
ez fE B £ (£ 8B US 6,221,633) ~ GLP-1 474 # 40 > 4]
4v > 3B 5= % Novo Nordisk A/S 2 WO 98/08871 # #1 1 iR
Z R AR A E RS

DRZE MR aBERERSES  BEA > AREMK
$8 - —BMNEE -~ & @ R B 8 (meglitinides) » =18 '
— B9 #& (oxadiazolidinediones) ~ i 1® £ & — A #B
(thiazolidinediones) - #& #% B§ ¥ 4] & ~ - # 3 & ¥ #
Bl ~ GLP-1 R & & ~ P RERMBEFl &0 > Hlo > HAN
Novo Nordisk A/S 2z WO 97/26265 & WO 99/03861 # ~
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PREFHACE - AHMARENAER/IBERZIITFE LN
FECRNERBRALEF - AEBEERFBZI LS
MER TR T ANELETRERY BRIV RHBERZAE
%4 ~ PPAR 2 PXR % it #| $1 beta #m o = ¥ ATP-1X #8
ZAaFREERZIFERS

HAFRZ—REEA T X 1146 4H % HNGCoA &
B R ¥ #) B d F I A T (simvastatin) - £ &K A ST
(fluvastatin) ~ # 4% 4 T (pravastatin) -~ % X # 7T
(lovastatin) ~ F[ 4% 4 ;T (atorvastatin) ~ & 3 4% 4 5T
(cerivastatin) ~ & & 4 T (rosuvastatin)4a 4 3% % -

PABERZ-—BEREY X T Lo HAEEERK
Hp #) B 4o 4k % 5k B (ezetimibe) ~ % & E (tiqueside) ~ 14 35
A % (pamaqueside) 4 4 3% # o

PABERZ - BREHEF 0 X114 4% PPAR gamma
e % B 4w B ® ¥ A (rosiglitazone) ~ K #& ¥ &
(pioglitazone) ~ JTT-501 ~ GI 262570 4 4 4% % -

PARBERZ BB T X 1isHE PPAR alpha
1% 3 Bl 4o GW 9578 ~ GW 7647 4 4 3% % -

HABERAZ-EBA T X TieHERSZ PPAR
alpha/gamma 4% & # v+ GW 1536 - AVE 8042 - AVE
8134 ~ AVE 0847 ~ AVE 0897 = % it # WO 00/64888 ~
WO 00/64876 ~ WO 03/20269 % #a & % % -

HABERHZ—BEBEHAT X T b HE-RAFHK
(fibrate) 4w JF ¥ B 4% (fenofibrate) ~ H R T &

-21-

AUFKREBR ¥ EERZECNS)A4 R4 (210x297 2% )

e

R W



200418870

ST P o ow 352 H o 30 e X gl o S B4 S

A7
B7

A~ A (20)

10

15

20

(clofibrate) ~ 3 #F JE /& (bezafibrate)4n 4 3% #& -

WABERAZ—BEBH T 0 X Tb 48 MTP 4] %
4o B & 31 3%k (implitapide) ~ BMS-201038 ~ R-103757 4
B

WABERZ—BEBA T 0 X T bS8 MER R
%) B (£ BB US 6,245,744 % US 6,221,897)4 HMR 1741
wmAekE -

WABERZ BB T X I 448 CETP # 4l
# 4o JTT-705 A & 4% & -

WABERAZ—ERHA T XN T ILEHBERESERR
W B dw #F R M BE (cholestyramine) ~ # R # # B
(colesevelam)n & 3% % o

PAERZ AR F > X 1b4h8e LDL £ 8B H
B (% B US 6,342,512)% HMR 1171 - HMR 1586 4 4
HE

HARBERHZ BB T 0 X I ibeihft ACAT 4]
) 4o [T 4%, 4~ A (avasimibe)#a 4 3% & o

HARERZ-BEREA T X I e HEREAIE L
OPC-14117 A & 3% % -

HARBERZ BB T X I b BEBREER
Hp ) #] 4o NO-1886 4 A 3% % -

PABERZ BB Y X 1o ATP-EREE

BE 7K R B H#p ) %) ko SB-204990 %1 A 3% &
NABRZ —BERBATF X I toHWBEEHERE

-22.
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#p %) # 4o BMS-188494 2 4 3% % -

WABERZ—BERBEAT X I oW EBETFERR
Bldo CI-1027 At 8kt £ 4% # -

WARERZ AR T 0 X 1 1t 4h 8185 85 37 5] B
4o B K # (orlistat)sm & 4% & -

WARERZ-—BAERBHAFT X 1 oW BRETASL
FE -

WABERAZ—BERAT > X I o HBBREAKWTF
F 72 T Bk (tolbutamide) ~ # %] 3% B (glibenclamide) ~ #% 7|
"t ok (glipizide) s # %] % Bk (glimepiride)4a 6~ 4% %

WABERZ BB T X T bW BERNEL L
#. 84 (metformin)4a & 3% # -

WABERZ-—BERA T X T bohBEERE AR
(meglitinide) 4w # 4 %] @it (repaglinide)4a & 3% % o

PABERAZ-BERAT XN I oW ERBRR=
BR 8 4o ¢ & 3 4 (troglitazone) ~ & *%fé*z}(ciglitaione) .
RSN - BEAERRXB TN Reddy F AR E L€
WO 97/41097 » £ £ & 5-[[4-(3,4-= §.-3-F £ -4-5 £ -2-
okok K F AA)RAIF A 24-Fokir — BG4 1RE -

PAERAZ —BRAT > X 1 e HE a-B BB
%] Bl 4o 3k A% 5] B2 (miglitol) % FT & & #% (acarbose) 42 & #%

e
o

HNABRH —BAEHY X [t — %% beta
min ) ATP-R B BREZXI TR T XE T

-23.
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(tolbutamide) -~ # %] K (glibenclamide) ~ # 7| ot =&
(glipizide) ~ #& %] % Bk (glimepiride) &% % #% 7] @t 42 & 3%
# o

NABERZ—ARBH YT X I b EN—HL
AL Hio B —BEAREERAA - E—BEAKRARM TR
BB RERA - BREFR—BEAK BEER
FRA BREFRBEEDL  BREEFRBACTE AL
#E

whH—REBe Y X 1iédhit CART BAE F(£ R
"t AR I BRETE R OEERY
BRERE 2, > Asakawa A Z A M. (B ZFRRH
7 % (2001) » 33(9)’ 554-558) ~ NPY 4% i » 4o %-1-5%

B {4-[(4-me K vEkf 2- KB A)FA]- B XA F X8
B 5 &1t & (CGP 71683A) » MC4 4% i #| (ko 1-B¢ & -
1,2,3,4-m & 2% -2-#% 8 [2-Ca-F £ -2-F & 3-8 £ -

2,3,32,4,6,7-7 &, ok & H [4,3-c]w ww -5- & )-1-(4- . % £)-
2-8, ¢ X )-8 Bk 5 (WO 01/91752)) » & # % (orexin)# 41
Bl (ko 1-(2-F A X o2 obk-6-£)-3-[1,5]Fw-4-£ 0% ; &
it & (SB-334867-A)) > H3 42 # # (- %-1-(4,4-=
¥ A -1,4,6,7-m &, ok % # [4,5-clbog-5-K)Rm-1-8 B Bk BB
(WO 00/63208)) ; TNF 42 i #| » CRF 4% #u | (2o [2- F % -
9-(2,4,6-= F A £ £)-9H-1,3,9-= oW % -4-£A]= & A K
(WO 00/66585)) * CRF BP # 41 # (% B # B %
(urocortin)) » B Ao B R AR & &) > B3 12 & & (0 1-(4-K

-24-
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bw B A F & K K)-2-[2-(2,3-= F A -1H-75] ok -6- K &,
Z B £ & (WO 01/83451)) » MSH (&
Fobm - BT @ R )R A > CCK-A 42 i #] (¥ {2-[4-(4-
AEFXA)S-Q-BORATHE)E L -2- K- F
B A]-5,7-—F A ok-1-A)-2 8% Zf E8BE (WO
99/15525)) » fa % % (serotonin) & & &k #p 4] | (kv & 3 £,
P B (dexfenfluramine)) » R & X 4 & 7F & & $#t iE 3 & 4+
B EALA W (k0 WO 00/71549) » SHT R & # > 4 1-(3-T
AR Fokvh-7-K)-wot ¥ BB (WO 01/09111) » & & &
(bombesin){% & & - H & Ak (galanin)E L &l © £ KT &
R ABERTABR) £ RTRE-BRILEHO6-F
ARE-IQ-—ERABACAR TR A)34-— &-1H-
Bosoff-2-% 8 % =-T X & (WO 01/85695)) » TRH 4% #&
B (%88 > 4o » EP 0462884) k184 % &% 2 % 3 A
B F > 4 4 & (leptin)4€ i & (£ BB > 5 4v > Lee, Daniel
W.; Leinung, Matthew C.; Rozhavskaya-Arena, Marina;
Grasso, Patricia. 4 & ¥R & B 14 B 6 B B KB 2 5
% KRR EH2001) > 26(9) > 873-881) » DA ﬁiﬁs’iﬁd(i;%
[ = (bromocriptine) » % % ¥ (Doprexin)) * A5 B /B #» B&
¥ %] B (ke WO 00/40569) > PPAR #H & F (% WO
00/78312) » RXR A & F & TR-p 42 i& & -
NABERZ—ERBF > F—FHRAHER T
2B Ble o THEFXEHEARREE, 0 Salvador,

Javier; Gomez-Ambrosi, Javier; Fruhbeck, Gema, # £ 4

-25-
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Bz BP9 R A(2001) 2(10) > 1615-1622 «

BB T R FHERTALERLIFESTRR
Ik fb 4 o

- BB e Y B - F MRS A G RN A
(fenfluramine) 2 & 3 £ 4L 84 °

- BB F 5 - FH RS A EA B B
(sibutramine) °

w— BB Y 0 B —F MRS A E R E (orlistat) o

W—BEEE P o B —F MRS A B %k (mazindol) 2,
%~ % 3z A (phentermine) o

N—EBEA Y X Tt EBRBEBAGRE &
AR BEZHERBE (LB 6l A I H
(carob)/Caromax® (Zunft HJ; % A > &% & & B 8 &0 JE
%z f 3 4 (carob pulp) = ¥ # - ADVANCES IN
THERAPY (2001 Sep-Oct) > 18(5) » 230-6) - Caromax 44
— # & Nutrinova, Nutrition Specialities & Food
Ingredients GmbH, Industriepark Hochst, 65926 % @ 5
BwFZ AT AR o AT RHE Caromax®4a &7
— # B K #H KX 1 itsd e Caromax® 5 B 3% % -
Caromax® 78 T B sb A & 4 & & Xl 2o BB & & & F
47 4+ 4% #% (muesli bars) ©

BEEEMNRATALGHANE-—RSZHELED
BREEMR R4 HEALBE LI EIE BT Hs
HMERAMAARERAMAEIRENRN -
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CH,
CH, o N o~
HN
Cr \”/‘\ ; OPC-14117
JTT-705 -
7, (0]
00
Br C o
f ' $B-204950 HO
N O CH:
H “/O\V/
i PN
N
NO-1886

Q OH
OH 0
Hac?t\/\ /\/j( s
d (o]
HyC o,

HO_ //
SUSUS IV
7 \/O
0 (l) H,C.0,CHs
BMS-188494 ~0 “CH,

CH,

CH3

Cl-1027

CH,
OL\ OH
\ .
N o H

o
o CHs
\ P G 262570 O
N
N © o7 H

JTT-501
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R Tl mzBBERENDIBRABZ A 5%
e AERZ  HAERKaESZETEANE | HRE 2
ﬁ%ﬁ%°&kA%TEk§ﬁﬁ%&%E% [ fo 4% /&
MR D (LA kR Bl ) 5 A -

AN Lo TE-FBERANTARREEELRB K
ZHEBBG  FloEFRE REAERYE  HREEAR X
EBEF R CHEE - AL ETREER 2R
JE > BBk AEAL ~ B X~ RRER - B KR E KB L
AIDS ~ &% ~ FEHRE - BE KB - TEERK

RS RERREMRER  BRERRSEERESE 1 AR
F2ABABRERAGRERBABAMRZIGEIESL - X
JE A% B RO BE o

LemZ FHR R4 T -

B %F - RE% D85 3 #H Ak % (brush border) B 56
£

BBz ) Bl B REEREGREAEY
Mg it B ik 4T » 3| T/ AN e B B tm o 3 2 87N 60
Z 7 k% 2 Tris/HCl % 4% & (pH 7.1)/300 mM & # &
B2 05 £ EGTA - Lk A G RBRKHEZEZ 300 £
# # L Ultraturrax(18 shaft » IKA Werk Staufen » FRG)
N AN R Z T5%EF 2x1 H 483 — 4L i B &F Lok A4 -
M 3 B IM 2z MgCl, & (& & EE 10mM)
%o BRAMEN OCTHE 15 24 - oA Mg H#
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BT Rl IK &% B S8 m o ie B OBR & WMot R o
3000xg(5000rpm » SS-34 # F)#kw 15 4tk EE
By o K oa e B MK K B8 LEF R K
26700xg(5000rpm » SS-34 #& F)gk.w 30 4548 - EFE L F
& 0 ¥ U B 4 LA Potter Elvejhem 3 — % (Braun -
Melsungen > 900 rpm > 10 =X 4% B (strokes))# 60 =
Tris/HCl1 % # % (pH 7.1)/60 mM & & & & » 5 =
EGTA J$3 —4t - sjm A 0.1 48 IM 2 MgCl, &%
W 0CTF3A& 15 248 0 B F B R 3000xg B 15
4 - kR 46000xg(20000rpm » SS-34 # F)F k
s 30 448 o LB BA 30 &2 20 mM &) Tris/Hepes
% 47 7% (pH7.4)/280mM 8 # H 822 R » i 5L — Potter
Elvejhem 344t £ # 20 R#ERIY — A - » 48000 x
g(20000rpm > SS-34 #& F)#E . 30 4484 > WEH L 0.5
% 2 & F+ 8y Tris/Hepes 4 %5 & (pH7.4)/280mM # H & &
(B BE A 20 ZR/EH)RRKR > it A& 4 B % (tuberculin)
48 27 A FEEMAZ o b E (vesicles) T A& #14
BEHANRIXRBERRT RN 4 TRA—HHAE
#-196CZ AT - ABRNMNHEBRREHEE > X
B SE sk M4 6 £ 10 x M Wistar & (# & 7
Kastengrund » FT L3R #7 & 5h 8] ) > BB B 3L 2L S &)
SR BKHEE BB EALINRER - BEMNKE
Blado P XEITZ - ABBR BT RG> FIRK
B2 2L KSCN 4k & 4% /& (chaotropic)# F & ¥ X -

F
F
57\
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BERBRIBORMAKEKE X 05 242 25 &
% T - B (tetracaine) HCl1~ 100 & & &4 M -T &gz 8 25
E % 89 £ 5o ¢ s (mebezonnium iodine)Z K X & 4F $% Bk i:
St BT - B KA AEEREKE R
5 Z-80CRTARNEBRFIEAF4IZE 128 - LHEBER
o UKRBKALARZIDBERE 30C > BF5 5%
oo Bk o Ly K& T mEF
HBERBERIDGBORMBKEE  BHETHRIENER
BAAKAERBABR  ERNBOCRTARNER
10 % o Bifhdo bl 7 X & 4T M HAHF -

BRFXFAREBR KRG I8 &
BRFXFARHEGRMAKGE L EHRE Biber £ A

ZHEHF - HER 6 FE 8 & E(R00 E 250 )M FRE
15 & 1 ERZBEHFFTRWA - BRI 30 A e K%

12mM Tris/HCl (pH7.4)/300mM 32 B - it 3 K b A %p 65

24 Ultraturrax shaft(% & 180V)3 — 4t 4x30 £ o # % fo

A 850 #49ey IM z MgCl, 44 v N 42 & F Kk % % 43
@ Koo 0C FH 15 4484 L& 4500 rpm (Sorvall SS-34
4 20 #fHEES 15 o4 - EENEY K LF R 16000
% rpm B 30 448 BB 10 RBREER 60 B
f # ¢ 6mM Tris/HCl % % & (pH 7.4)/150mM # % &
;% /2.5mM EGTA # Potter-Elvejhem 35 — 2 % (900 rpm) A&
4

2 pa o 720 #5FH ey 1mM MgCl, ik > #Z2 7 0°C2 & 15
:

EY

® -33-
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Z o~ EBARA (32)

S48 o A 4500 rpm (SS-34 # F)EE . 15 H4Bi4 RS 2
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W B EAHE (FAXLHE T Novel heterocyclic fluoroglycoside
derivativ% medicaments containing these
S

compounds, and the use thereof

The invention relates to substituted heterocyclic fluoroglycoside derivatives of

the formula |
HO
R1
WV O
R2"
/
R3 A X\
/Y I
R4 ()m

R5
in which the radicals have the stated meanings, and their physiologically

tolerated salts and processes for their preparation. The compounds are
suitable for example as antidiabetics.
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