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6.10(m,2H),7.15-7.40(m,5H)ppm.
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W mMARKBEHK pHFEEE 0.8 - KIERAGYWHEE
PR HERABZBEIZIRUSHKME FHEKBRIULZ&
RBE (3x 3FF )Wk - KM pHRAKMEBRFEE 3.0 K%L
R F B (3x 2 FF)E AL o A A DL B 8E B UK R A fe i
ABHABRWE - FHEZE HEBERVESEELEGY
B3 2 MM MR (142 3% > 87% ) ° 'H-NMR (400MHz » CDCl;
» 8§ ) 1.02(m,6H),1.98(m,1H),2.25-2.45(m,3H),5.85
-6.10(m,2H)ppm.

& ] B4 :

A MNEZENEBRENAEBRERME 4.54 % B3R 252 F
RECHER NREEREGYNREAEBERE®ES 1558 A&
L1 s MA 0.052 2 N N-ZHEHEEK - K EIR
EYmMBEE R KB 1N - REAKRERZERME
BRYREE  EBSEELEY BAEBAHMMRY (4.43 7 >

21-
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i

“E B 20)

889 ) o 'H-NMR (400MHz » CDCls> & ) : 1.02(d,3H),1.08
(d,3H),2.16(m,1H),2.40(m,1H),2.45(m,1H),2.68(m,1H)
,5.80-6.10(m,2H)ppm.

= 4l BS :

1.53 38 "B E g > 3.66 EFMER 25 EHA A H KT
WEAE 0C » RBMN 0FE-10CE@MIMA 4.42 5 BS ¥ 25
ZH R HE  KERSGWNR 0CHEE 2/)DEHARNE
KB A BN - BRYOBEN LB (2x)8 2N B E
(3x) ~ BAIRE B G SN B W (1x) R B AN Bl K B W - B BT
B EH o DRI KRER BHRUKEKSE EBE
MR A Y B6 2 M AR (4.13 % > 89%)[a 17b-7"
3(c 1, & f5) - 'H-NMR (400MHz > CDCls>» 6 ) 0.90(d,
3H),0.95(d,3H),1.92(m,1H),2.20-2.30(m,1H),2.35-
2.50(m,2H),2.98(s,3H),3.04(s,3H),5.30-6.10(m,2H)

ppm.

CH(CH,),

H,0(CH,),0 = N’ ?
CH,O .
10(CHy); CH,

CH,0 CH(CH,), o)
(87)
g6
10.7 88 0T NEK®MIESWMEE 60C -
KBLL 2O EERMA 074 1,2- 2R ZKE(HEMR AR
OB FE) - B 63-64°CLL 1S5S D 8ERFRE ZE N A 34.6 % Al
V4 0EF 1L2-SHZERNIEFUNEKRBEER - BA

2.
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A~ BEFEAC )

MANERBRIODBABRHAERERE KEREY
MNETBEEBE > ERAESBAEARDL 10 5K EZE
WEAME 20.4 3 B6> 0.240 2F N-H E gt g F > 0.88
HMERNEHEBE (IR 200 2HA NEKBEM®EN-5E 0C
VW KERGYWXHN 0OE I0CHER IS8 - RABRMA
320 ZFF ONEEEE - B AE R A& W LLZ B (3x 500 2 FF) AR
5 M FE E B DL K (1x 400 2 7t ) K B FD & f 8 K 3 1 (1x 400
EAGE - SHMAERANKRBHRK  BEENREER
TR PR ZEBHM(WE 60F /28 /S 2° 1)
BB EESEELEY BT EMEAHRKY (36.2 7 >
819% )7 8% : TLC R.=0.09(Z Bk " C#he 2 1) 'H-NMR
(500MHz > CDCls > 6 ): 0.82-0.99(m,12H),1.49(m,1H),
1.69(m,1H),1.78-1.98(m,3H),2.10(m,2H),2.17-2.41
(m,5H),2.92(s,3H),3.0(s,3H),3.37(s,3H),3.58(t,2H),
3.84(s,3H),4.10(t,2H),5.26-5.34(m,1H),5.36-5.44
(m,1H),6.64(m,2H),6.78(d,1H)ppm.

OX VI EY < Wi

2 plCl:

CH,O(CH,),0 ",
CH(CH,),

(CH),CH  Br
CH,O

(Cl)
Z B
3.85 ZFF KRN E 34.2 7 BT K& 385 =EF UG kM L&

23-
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A~ AR )

W BEWBAE OCHEHKER ABRLEST 3 2EFRN
10 % 1.03 2 42.5% o-BiEE A&k 10 % 1.53% N-i® T — Bk
TG - KERASWN 0CEE 00 S EAKRLL 10 0 #EE
BB EAAE0CZOIEFERBEMNABER - BEYWX
BNOCHE 15 @BABLUZEE(Ix 1A R 2x 0.5 FF)E -
A AEESE D INBEE (I1x 0.6 FF) > K (1x 0.6 F) -
Tl G e KB W (1x 0.6 FH) KB AK (1x 0.6 FF) ki - X
BB KRN EEASRATRE FHELR(ZER
HE Ok 1 2 R-25CHEBREELEY C1 20 GME
(27.5% > 72% ) : % B 48-49C : TLC R.=0.09(Z Bt/
Oke2: 1) [al’=44.2(c 1> &) 'H-NMR

(500MHz » CDCls» 6 ): 0.85-1.07(m,12H),1.57-1.65
(m,1H),1.79-2.00(m,3H),2.07-2.27(m,6H),2.62(m, 1H)
2.75(dd,1H),3.37(s,3H),3.59(t,2H),3.86(s,3H),4.02
(m,1H),4.12(t,2H),4.35(m,1H),6.72(dd,1H),6.75(d,
1H),6.81(d,1H)ppm.

D)X V&Y B

OH CH(CH,),

CH,0(CH,),0 N(CHy),

CH,0 (CHY,CH

(D1)
BB DI

6. 50 " HEIEEHmER 400 EA _AFRIBEEY
W ATE 4°C > DL 10 EEE R A 44.8 EI R = 2 R

224.-
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A~ BRABAC )

(LM E ) - EBEEFA & E 20C A 20 % CL Y 80
EACEHGBEREEBESYWHRK 3SCTHEA 18/F - KER
EMANE OCAEZHMHEABOEF 0.SNmHEE - X
ERESWDE=ZTEREROQx20Z2H)EW > RBHE
MMM LLK (500 EF )R BB KA KR (REK > 200 2

FF oy B e o & A A AR DURT BR S IR K o B 0B R R R R IR

c FI & EBH M (WE 60F/ZBZBE/CH 1 1) HE
GYESEELEY DI EMEAHRKRY (9.0 > 68%)

: TLC Re=0.16(Z 8 Z B /S ke 1 1) 'H-NMR (300MHz

» CDC1:) ¢ 6 0.70-0.95(m,12H),1.50-1.95(m,7H),
2.05(m,2H),2.20(m,1H),2.55-2.80(m,3H),2.90(s,3H)
3.05(s,3H),3.30(s,3H),3.45(m,1H),3.50(t,2H),3.80
(s,3H),4.05(t,2H),4.15(m,1H),6.60-6.75(m,3H)ppm.
Eys{ VII (&Y< Wi

CH,C(0)0  CH(CHy),

CH,0(CH;,),0 N(CH,),

CH,0 (CHy),CH

(E1)
Bl EL:

8.30 % DI M 100 EFF —RHFRIZERES 1.54 271
EREGAE 0C - ABBEEMA 1713 Z2F ZE & 0.186 %
4. HEEHEGE  BEAVRERBR I8/AR - RERS
W ] A 300 2= FF oK B DL Z Bk (2x 300 EF)FE A o A M AHE
DLk (300 Z ) 0 5% Tk BE G H KA IR (100 Z FF ) K B K

-25-




222434

Ao~ BB AC Y

(100 Z FF)BE Wk - & A 8 AH DU B 8M R 7K - R IR e 38 A%
BRABRE  MAZHEBMMW(WE 60F/ZB /S 1:1)
CHBBRYVESEELEY El EEAMKY(7.67 %
92%) : TLC Ri=0.27(Z B Z B/ 1: 1) 'H-NMR
(300MHz » CDCls) + 6 0.80-1.00(m,12H),1.65-2.20¢(
m,9H),2.10(s,3H),2.35(m,1H),2.50-2.65(m,2H),3.00
(d,6H),3.40(s,3H),3.60(t,2H),3.85(s,3H),4.15(t,
2H),4.10(m,1H),4.70(m,1H),6.70-6.85(m,3H)ppm.

Fyz=t VI &%) £ % i

OH CH(CH,),
CH,O(CH,),0 N(CH,),
N
CH,0 CHY,CH °
(F1)
= 6 F1 :

0.10% D1 0.024 m B ALK | ZF DIPUR G R
30 CH## 96 /NEF - RIERGM WAl EZEWE - A 30 Z 7
Ko HEHZB (2x 30 ZF)EITEE - & #HHEMEK
(2x 30 ZFF ) R Bk (1x 10 Z F )%k % > LLUEL B 8 iR K
RN R c FIHZEE M (W 60F/ 28 Z B/
Okt 1) HEGRDESEZELGY FL EREAHKRY (
2725 > 29% ) TLC R=0.14(ZB ZB/Ck 1: 1)
'H-NMR (300MHz » CDCls) : & 0.75-0.90(m,12H),1.10
-1.95(m,7H),2.05(m,2H),2.45(d,2H),2.55(d,1H),2.70
(m,1H),2.80-2.95(m,1H),2.95(s,3H),3.05(s,3H),3.20-

226-
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3.35(m,1H),3.30(s,3H),3.50(t,2H),3.80(s,3H),4.05
(t,2H),6.60-6.75(m,3H)ppm.
GO VITT k&Y L B

CH,C(0)O CH(CH,),

CH,O(CH,),0 N(CH,),

N o
CH,0 (CH),CH

Bl Gl

1.17 % E1> 0.392 e B ALK& 11.7 £+ DMPU Z &
G 60CHEE 21 /K RIERSGWA& WAl k(100
EF) c A =T EFER (3x 80 2 )ETEM A
45 H FE B M LUK (3x 100 Z FH) 0 5% ik B & 8 K B )
(100 ZF )R E K (100 ZFH )% Mk - & 0F A # 8 LUK B 5
Bk > RRIEHEABRRBIER - FH RGN (WE
60F/ZBE /T ke 3: 1) BBV ESEELAEY Gl 28
Mk ) (0.83 3 0 76% ) ¢ TLC Re=0.06(Z Bk /T ¥

(G1)

3:1); '"H-NMR (300MHz » CDCls) * -{}-6 0.80-1.00
(m,12H),1.15-1.20(m,1H),1.40-2.20(m,8H),2.05(s,
3H),2.40-2.60(m,3H),3.00(d,6H),3.05(m,1H),3.40(s,
3H),3.60(t,2H),3.90(s,3H),4.15(t,2H),4.75(m,1H),
6.70-6.85(m,3H)ppm.

DX T &EY L HfH

CH,O(CH,),0
CH(CH,),

CH,0 (CH,),CH Ny (H1)

27-
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g Hl HI :

TR FILEAFEROOICZEAZBILBEGYNRZER
B 4/NE REEGWWAEEE > WA 5%KEK K
KB (25 27 HHZEB (2x 202 ) ETEW - & #
AHAEDLRERR K RREEAXZHABER - EK
BeWHEHKEELSYW (EE)  TLC R=0.41(L B
LB /2% 1 1) 'H-NMR (300MHz > CDCls) = 6 0.85-
1.10(m,12H),1.40(m,1H),1.60-2.25(m,8H),2.45(m,1H)
,2.60(m,2H),2.95(m,1H),3.40(s,3H),3.60(t,2H),3.85
(s,3H),4.15(t,2H),4.30(m,1H),6.70-6.85(m,3H)ppm.

)
CH,0(CH,),0
CH(CH,),
CH,0 (CH,),CH
(H1)
] H2 :
SSEFH G 2R HHEBER KEWU K 1 27 HEIE

EYERRE 16/ RERBGVWHAEZER > WA S5
ix B G oK W (S 2 ) RBEH S B (2x 10 2FF)EITE
W &M AERMLUMBMAR KL REEABZRABRE -
HOAKBEGMHEHREEMLGY H1(0.043 5T > 93%) 5 TLC
R=0.41(ZB L “Ck 1 1) H-NMR (300MHz
CDCls) 6 0.85-1.10(m,12H),1.40(m,1H),1.60-2.25
(m,8H),2.45(m,1H),2.60(m,2H),2.95(m,1H),3.40(s,3H)
,3.60(t,2H),3.85(t,2H),3.85(s,3H),4.15(t,2H),4.30

28-
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HEWHEA(C )

(m,1H)),6.70-6.85(m,3H)ppm.
DA ITT &Y & 8

[ J1:
HyC 1 . CH
, on’ “E-T S o
CH,0 — (CH,)), ~ O N—g-—c-c"-m«, (J1)
|
' CH,0 N Lo
’ He” i~ on, ™ °
< B fig

5.1 % HI > 41.82 % 3-fc & -2,2-“H EKWNEEIL > 2.28
2-FRMIENR SOOI ZBEHA=ZZLERZCBEBEEGWHN 90CHE® 16
INEF - RIB 33 EFZZEMBELUL 0.5 NIFRF R AR BB
BN O0CHEE 8.5/ K - v RIEREGYI LB L F
(3x 500 2= F+) - B I MR B & 80 /K B ¥ (1x 500 = 7+ ) K Bl
&AL E R (1x 500 7+ )2 aHAEKMEL 100 %
MBS K BERNEEAZRRBERE BHRYUKHKK
FESHBEEZEALEY FLEHRD (18458 » TERER)
(HPLC 2 %E 43 47 * 88.5% ) ¢ TLC R.=0.13(Z 8 Z E /C
Bt 4@ BEK  TLCR=0.13(ZB LB /Tt 41 1)

'H-NMR (500MHz » CDCls> & ): 0.85-0.96(m,
12H),1.23(s,6H),1.30-1.40(m,1H),1.53-1.80(m,SH),
1.82-1.93(m,1H),2.06-2.14(m,3H),2.45-2.57(m,2H),
2.87-2.92(m,1H),3.13(d,1H),3.32-3.52(m,3H),3.36
(s,3H),3.59(t,2H),3.84(s,3H),4.12(t,2H),5.51(bs,
1H),6.01(bs,1H),6.43(t,1H),6.72(dd,1H),6.75(d,1H)
,6.81(d,1H)ppm.

-29-
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KBREGUEMPRA THEY

B K1

H,c CH

oH' “8-° CHy o

H | ‘ (Kl)
CH,0 — (CH,), - O N—-ﬁ-—t':-c-NH,
' cH,
CH,0 c NH o
: He H cH, °

< B

78 .4 %@ (HPLC # & 72 7 © 88.5% ) FI(M)F 3.92 5 Pd/C
S AR T22FZBENR 100 2H7E = -TEHEREE
THREABBRER 3I.OEGAK 3 /NE - XEREGWKEHERE
ALK DL 300 275 = - 7 B B LBk ot ok - JE YR E M DL 400
ZEF NG A K 400 2B OKYE W - ABKMELE = -
TEHER (2x 40027 )ZEH - &H A ML 100 5T 5 B
MK R AEARRIRG - BBEYWES 7.31 R KT K-8 KB
BR2WO0OZALEHBRERT - BEREABEHEER
B 104 KN 3SCHEBMN 1.THZE - -FEBEKERE 10 %
BEALGH (PR TR BB )RR EERE#EE 17 /N
- BEFEREAEOCR 2NN EREMNBRER - B Y
LLZFE (3x 200 2 )k AR 35C HEZ= K - EEE
EEEMKI(PRTHE _BRE)EHASLE(59.57 > 81%
FHEH J1) © -{}-"H-NMR (360MHz > DMSO-de) s & 0.7-
0.9(m,12H),1.04(s,6H),1.27(m,3H),1.4-1.8(m,4H),
1.94(m,2H),2.23(m,1H),2.35(dd,J=8.4, 8.0Hz,1H),
2.45(m,1H),3.08(m,2H),3.2-3.5(m,2H), 3.24(s,3H),

-30-
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3.47(t,J=6.4Hz,2H),3.74(s,3H),3.97(t,J=6.4Hz,2H),
6.37(s,1H),6.68(dd,J=8.0,2.0Hz,1H),6.77(d,J=6Hz,
1H),6.80(bs,1H),6.83(d,J=8Hz,1H),7.13(bs,1H),7.49

(t,J=6Hz,1H).
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W RS (482 445 o Process for.the preparation of substituted )
octanoyl amides

Compounds of formula XII

(XII),

wherein R; and R; are, independently of one another, H, C;-
Cealkyl, C,-Cshalogenalkyl, C;-Cgalkoxy, Ci-Cesalkoxy-C;-Cealkyl,
or C;-Cealkoxy-C;-Ce¢alkyloxy, R; is C:-Cealkyl, Ry, 1is C;-
Cealkyl, and Rs is C;-Cealkyl, Ci-Cshydroxyalkyl, C;-Csalkoxy-
Ci-Ce¢-alkyl, Ci-Cealkanoyloxy-C;-Cealkyl, Ci-Csaminoalkyl, C,-
Cealkylamino-C,-Ce-alkyl, Ci-Ce¢-dialkylamino-C;-Cs-alkyl, Cy-Ce¢-
alkanoylamido-C;-Cg¢-alkyl, HO(0)C-Cy-C¢-alkyl, Ci-Cealkyl-0-
(0)C-Cy-Cgalkyl, H;N-C (0O) -C;-C¢alkyl, Ci-Csalkyl-HN-C (0)-C;-
Cealkyl or (Cy-Cealkyl),N-C(0)-C;-Ce-alkyl, R¢ is hydrogen, C;-
Coalkyl, Cs-Cy2cycloalkyl, Cs-Cizcycloalkyl-Cy-Csalkyl, Ce—
Cioaryl or Ce-Cio—aryl-C;-Cealkyl, Re is Ci-Cealkyl, Ry 1is C;-
Cealkyl or Ci-Csalkoxy, or Re and Rio together are
tetramethylene, pentamethylene, 3-oxa-1, 5-pentylene or
—-CH,CH,0- substituted if necessary with C;-Csalkyl, phenyl or
benzyl,

are simultaneously halogenated in the & position and
hydroxylated in the 4 ©position under lactonization, the
halolactone is reacted with an amine to form a carboxamide,
the halogen is replaced with azide, if necessary after the
introduction of a hydroxy protecting group, the resulting
azide is converted to a lactone, the lactone is amidated and
then the azide converted to the amine group, in order to

obtain compounds of formula I or a salt thereof

_2._2._
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AS
BS

WAL (AL A |

wherein Rs 1s C;-Cealkyl, C;-C¢hydroxyalkyl, C,-Cealkoxy-C;-
Cealkyl, Ci-Csalkanoyloxy-C;-Cealkyl, C;-Csaminoalkyl, Cy-
Csalkylamino-Cy-Cealkyl, Ci-Cedialkylamino-C;-Cg¢-alkyl, Cq-
Csalkanoylamido-Cy-Cealkyl, HO(0)C-Cy-Cealkyl, Ci-Cgalkyl-0-
(0)C-Cy-Cealkyl, H,N-C (0) -C;-Cealkyl, Ci1-Csalkyl-HN-C(0)-C;-
Cesalkyl or (C,-Cealkyl),-N-C(O)-C;-Cealkyl.

(35 md v T - B N B e 5 )
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me P EAME (RAZ LM UK BB E Rk

,?hm T ———
R XIT L&Y ¢ !
‘f&“% G- #\Lfﬁai
R, R,
R = N.
R10
R o)
R, 3
(XII),

HP R B R DB H C,-CoftFE - C-ComiEHE ~ C-Cohn
G 3 C-CeME-C-Colt HEB C-Cet & -C-Co e & E » Ry
BC,-Colt®E >R, B C,-CelgE - RiBC-CeltE R0 R/
C,-Ce i B C,-Coit & E > WRBER KA/ MEHFE
AR E3-FHE-1,5-fF K& B -CH,CH,0-7] 2L C,-Co ke & -
EEHBRFERAK AFAREBEARETH SHLENKIUR
A BRI NAERERKERRZEE - FR5EER
HEBRENFATUBREER BRFEEAHEXAE
NERE A REBAEAKERESA [LEYWIH

Bt

puasi

H o Ry C,-Cq bt # 3 -HN-C(0)-C,-Cq £z % -
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W R XIS (4R 2 g4 0 Process for the preparation of substituted )

octanoyl amides

?ﬁﬁwiﬁ.ﬂ: Letvn g
Compound of formula XII 1%§$ %ﬂ T
: F L

R‘IO

(x11),

whereianandRzare,independentlyofoneanother,H,Cy%%alkyl,
Ci-Ce¢halogenalkyl, Ci-Cgsalkoxy, Ci1-Cealkoxy-Ci-Csalkyl, or
Ci-Cealkoxy-Ci-Cealkyloxy, Rz is C1-Cgalkyl, Ry is C;-Cgalkyl,
Ry is C;-Cgalkyl, Rip is C;-Cgalkyl or C;-Cealkoxy, or Ry and
Rio together are tetramethylene, pentamethylene,
3-oxa-1,5-pentylene or -CH;CH;0- substituted if necessary
with C;-C4alkyl, phenyl or benzyl,

are simultaneously halogenated in the 5 position and
hydroxylated in the 4 position under lactonization, the
halolactone is reacted with an amine to form a carboxamide,
the halogen is replaced with azide, if necessary after the
introduction of a hydroxy protecting group, the resulting
azide is converted to a lactone, the lactone is amidated and
then the azide converted to the amine group, in order to obtain
compounds of formula I or a salt thereof

whrein Rs is C;-Cgalkyl or HyN-C(O)-C;-Cgalkyl.

r-2-1-

AR R B EEARRE (CNS) A4 (210X297T0 % )

( SEdm e o B v Bl o3k )
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D £ ey { A ?7 I
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e e e o

90115738 %% "R FMEESINE  HAX
(934 7 BEIE)
A H 3 E A
L —EHER [ LAYRHEBTESIHE 2 H %

| OH R,
R, Ry NH, 0 (1)

H &
R]& R2 ﬁg”% H-» C]'Cs ﬁ"[}% N C]'C6 @iﬁ% N C)'Céijdﬁ

BE - C-Co Bt & -C-Co e E B C-C4 ST & -C,-Cs 1T &
HE R B C-ColeE R, B C-CettELUK Ry B C,-Cs
fe & B HN-C(0)-C,-Co it ZFE=BETIHF K
a)X IItkEY

(11,

B R;-NH, BN =8B HE 40CE 150CCHBERER
A Itk E?
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N~ FEEA S E

BB
b)E 0CE 20002 MERR 11l ke BAEEE
REBKE  DETEMABERERSBS 1 L
Mo ZFEBERER 11 LEWIREH

O IVHE Y

(IV),

Hp XR ClBr & I HEREBRBBE-30CE 80
CeBERER/KKX VAR -

(V).

Ho R B M &
iDL BRAEE 200 15S0CcBREEBAR LN VLA
ML VI EY

(V1), 5%
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SRR L S EIE

dD))UEEL B E -20CE SOCBAERERX ViEY
RE S URUBEABE 200 150CBE B A
I EKX VIILEY

0

a
IN]

(VII1),

Hf SRREE  BEERRKX VIIILEY

(VIT1),

VRBENEBEFAETE-20CE 100CZ B E A B X VI
HVIITkEYmMERR ITHEY -
CUWBFHEMNGBES | BEeHhE HF R B C-C &
E® C-C,l&E-C-C,lEE R, B C-C,In&EE » Ry
B C-C, k& R, B C-C,leEDMR Ry B H,NC(0)-C,-
Cole ZH TR N-B—TAEN-Z-C,-C, it EIWMAK -
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