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¥ 4 % (Michel)% A » Helvetica Chimica Acta 1999, 1960)
(0.94 g)z B 8% ¢ 85 (15 ml)iE % @ 8 & A 142/ (20% w/w,
160 mg)it /7T &AL E R - #£BEELBBE % L B84 H -
BHEMPHAEEPRENE LB G B K XIS IS 4 (486
mg, 91%) ; 'H NMR (400 MHz,CDCl;) & 1.48 (9H, s), 1.95
(3H, brs), 2.28 (1H, dd), 2.46 (1H, dd), 3.29 (1H, brm), 3.42
(1H, m), 3.60 (1H, m) -
¥ % B

(1S)-2-((S)-2-% =-T A B A&

K )-sb g owg -1- }‘ﬁﬁh*'_
0
O\H/N?ﬁok
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ABARAK)I-C AR - % K& &1H(EDC, 1.05 g, 1.2
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. ° P R M # Bt iR & 3k (flash chromatography)(60% & &
| LB/ )EAT AL R E A & 6 B KR AIE S M (1.483 g o
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% X -1-# B ¢ B
@\/ I
OTN l /(;60/k
0 H
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H o

(S)2-(S)-2-F=-TA#HA-1-BAFRX-THAKT

A-1-Fa-7 A8 78 A)

>‘a5

B A )-wk o8 og - 1-% 8% 3 85 (10 g)= DCM(100 ml),e-,&ﬁ’\aa
BTF %4 20°Co 8 % jwA2,2,6,6-0 F & ok oz 4 £ (TEMPO,
38 mg) B30 E U LABRMEMNSMmMAZ RE AR
(62) - REMPVUBERBE THH2I 5 B EHF BB HEL

() BAITBIE - BAEHEDRAK - IMBERBEEMNERR KT % o
BB BREBTHEBRENRBR T EEUNEL R T & B B
A4 H(9.92 g> 99%); '"H NMR (400 MHz, d-6 DMSO) §
1.38 (9H, d), 1.79-1,86 (3H, m), 2.08-2.23 (1H, m),
2.36-2.51 (1H, 2 x dd), 2.61-2.86 (1H, 2 x dd), 3.88-3.46 (2H
m), 4.24-4.30 (2H, m), 5.05 (2H, quin), 7.28-7.37 (5H. m),
8.59-8.64 (1H, 2 x d), 9.21 (0.57H, s), 9.37 (0.43H, s) -
Fi% D
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(1S)-2-((S)-1-Z=-TAHAFA-22-—CAaAX-TAK

: VAR )% o -1 B Y BS
99 j
. O\[rN O/|<
oo N O~
H
O\/

HRFE=ZCEBEC.2mL)R H-F Xk — K44 (47 mg)
MANG(S)2-((S)-2- %5 =-TAHBA-1-FE-T A KT &

A)-b g -1-% B ¥ 85 (4.98 g)z — & ¥ & (70 mD)E &R
o T o ARZRSYNBRELBERS AL ETLCH A & L &

BE c ZREMMHAEETRE  BEN» R T KB5S ml)
Foo B ENMABIRE RMAKEROBSmML)EHPKR H #4 -
HEUKRBBKT R - HB(ESE)- BAEEINRET &
TR - AT EA R TG BHKEZHAILLSHA4.85 g, 82%) ;

'H NMR (400 MHz,d-6 DMSO) & 1.04-1.11 (6H, m),
1.35-1.37 (9H, m), 1.73-1.89 (3H, m), 2.01-2.49 (3H, m),
3.43-3.52 (6H, m), 4.05-4.29 (3H, m), 4.96-5.06 (2H, m),

@  7.27-7.38 (5H, m), 7.80 (0.5H, d), 7.88 (0.5H, d)
¥k E |
(18)-2-((2R,38)-2-Z & % -5- 4 -w & -vk % -3-% & F &
K)otk g ok - 1-# B 85 6.1
(18)-2-((28,38)-2-Z & 4 -5-A -m & -7k % -3-% B F %
B )k ok o -1- % Bk Y 85 6.2
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6.1 6.2

#2(18)2-((S)-1-#F=-TaABAFHA-22-—CaA-C
A TFEHBAE)-®wET-1-% 8 FEM48 gz &R Tk (25
m)ERNEREB T AS 20°C- 3% A = £ & 8 (6 ml
ERO0CHHREMISH & BENMNAEZRRBEELIRHE
BIUTLCHR AR E T AR Ak o BF U & F % (90 ml)& 4
Fom B A KER(NIOmMDFHE B LA EHH 15048 -8 %
A H AR 1 0 148 o K M B BE R 49/ B 5K (100 ml)i
oo A Z KMk # A ADCM (100 ml)it 47 & 32 IR i 452
X ABRERELBE(FHBE) BREEINRETETRE - AT
EARZAILAY  RAUGERFS(CLEEZXREHY
e UEREHBHHNYBREBLET & U30%F 8/
Ao R F-EMW6.1(4 & EH) 'HNMR (400 MHz,d-6
DMSO) & 1.08-1.17 (3H, m), 1.78-2.01 (3H, m), 2.08-2.12
(1H, m), 2.37-2.57 (1H, 2 x dd), 2.61-2.79 (1H, 2 x dd),
3.35-3.51 (2H, m), 3.55-3.68 (1H, m), 3.71-3.82 (1H, d),
4.20-4.32 (1H, m), 4.52-4.61 (1H, m), 4.98-5.11 (2H, m),
5.53-5.58 (1H, m), 7.24-7.42 (5h, m), 8.25-8.31 (1H, m) ;
MS ES +377.3 (100%), ES - 375.3 (10%) ; # -B # # 6.2 (&

& i 4 ) '"HNMR (400 MHz,d-6 DMSO) & 1.08-1.19 (3H, m),

1.78-1.89 (3H, m), 2.10-2.34 (1H, m), 2.92-3.07 (1H, 2 x dd),
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3.36-3.51 (3H, m), 3.62-3.78 (2H, m), 4.12-4.21 (2H, m),
4.97-5.12 (3H, m), 7.28-7.40 (5H, m), 8.51-8.58 (1H, m) ;
MS ES + 377.4 (100%), ES - 375.3 (10%) -
(18)-2-((2R,38)-2-F & KX -5-& -w & -"k % -3- A s 7 &
H)-obog ox -1- 3% B ¥ 85 6.3
(15)-2-((28,38)-2-F & K -5-A-wWw & -vA % -3- A % 7 &

A )-wbog g -1-% B ¥ B56.4

RS @S TRAE S @'
H O— H O—

| 6.3 6.4
UHEMBENFRAET 2 XU B RS EDP B AT
B B R FTERE=ZFETAEARZHEAILSask EHH6IR
6.42Z R oM - HEAEMY N B ER L BT HME  230%
E2A40%Z2-TE/ABETO%REB /Kb k2 - B-E#HH
6.3(% 1% & & i # ) 'H NMR (400 MHz,d-6 DMSO) &
1.77-1.89 (3H, m), 2.07-2.12 (1H, m), 2.32-2.43 (1H, 2 x d),
2.55-2.61 (1H, 2 x d), 2.71-2.81 (1H, 2 x d), 3.39-3.62 (4H,
m), 4.21-4.30 (1H, m), 4.57-4.64 (1H, m), 5.01-5.09 (2H, m),
5.42-5.47 (1H, m), 7.27-7.42 (5H, m), 8.24-8.31 (1H, m) ; i
-EHm6.4(a & B E); 'H NMR (400 MHz,d-6 DMSO) §
1.79-1.90 (3H, m), 2.09-2.21 (1H, m), 2.23-41 (1H, 2 x d),
2.91-3.05 (1H, 2 x dd), 3.35-3.71 (5H, m), 4.09-4.21 (2H, m),

4.98-5.19 (3H, m), 7.28-7.41 (5H, m), 8.51-8.58 (1H, m) -
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(13)-2-((2R-,3S)-2-§-ﬁi%—S-i—w & -vkolg-3-K B F BB
A )b og oz -1-% B 85 6.5

(18)-2-((28,38)-2-& % S & -5-8 -m & vk % -3-4 B F &
#)- %"% B % B56.6

Py ?Ji e

6.5 6.6

RBMT EA-EFmitz X EH NS EDTERART
Bz A ABRELRZABAILSAYasE EHRY65K6.62 2 A
Y REBYNLEIT B RE > U30%E40% 2-T &)
/R kR F-B#46.5(& & B 4 ) '"HNMR (400 MHz,d-6
DMSO) 8 1.07-1.16 (6H, m), 1.81-1.86 (2H, m), 2.37-2.71
(2H, m), 3.35-3.53 (2H, m), 3.86-3.90 (1H, m), 4.18-4.24
(1H, m), 4.46-4.55 (1H, m), 4.95-5.10 (2H, m), 5.63 (1H, d),
7.27-7.38 (5H, m), 8.22-8.30 (1H, m); MS ES + 391.3
(100%) ; # -2 ##6.6 (&4 & E 4): 'HNMR (400 MHz,d-6
DMSO) & 1.07-1.15 (6H, m), 1.78-1.82 (3H, m), 2.07-2.41
(2H, m), 2.87-3.01 (1H, m), 3.35-3.50 (2H, m), 3.74-3.96
(1H, m), 4.07-4.18 (2H, m), 4.95-5.11 (2H, m), 5.22 (1H, 2 x
s), 7.24-7.39 (5H, m), 8.48-8.53 (1H, m); MS ES + 391.4
(100%) -

(1S)-2-((2R,3S)-2-7% f & -5- 8 - £ -4 % -3-£ % 7 &

)b og ox - 1-3% B L E5 6.7
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(18)-2-((2S,38)-2-m A % -5-A -m & -vk o -3- A i F &

%)%% 56.8

BL B
T?Ji R ds!
TR

6.7 6.8
NI TEAEYmiiz A XEH RS BDY AR T

ilﬁﬁa‘lfxéi*’r% it & 4 ask B *%#5]67&681#:,5
o Yo REBBDGHRAEBRE L 58 U30%ZE40%2 2-T &

JRB AR -F-EH#H%6.7(& &4 ) 'HNMR (400 MHz,d-6
DMSO) 8 0.84-0.93 (3H, m), 1.55 (2H, m), 1.81-1.89 (3H, m),
2.08-2.22 (1H, m), 2.37-2.61 (1H, 2 x dd), 2.71-2.80 (1H, 2 x
dd), 3.31-3.53 (2H, m), 3.60-3.69 (1H, m), 4.20-4.29 (1H, m),
4.52-4.61 (1H, m), 4.95-5.11 (2H, m), 5.50 (1H, m),
7.27-7.36 (SH, m), 8.27 (1H, m); # -Z # % 6.8(& & i #) ;
'H NMR(400 MHz,d-6 DMSO) & 0.82-0.90 (3H, m),
@ 1.46-1.57 (2H, m), 1.77-1.89 (3H, m), 2.06-2.41 (1H, m),

2.90-3.05 (1H, 2 x dd), 3.33-3.66 (5H, m), 4.11-4.20 (2H, m),
4.94-5.10 (3H, m), 7.28-7.37 (5H, m), 8.51(1H, m) -

(18)-2-((2R,38)-2-T & -5-&.-w & -vk % -3- K B F 85 £ )-
ek o - 1-%% B KBS 6.9

(18)-2-((28,38)-2-T & -5-8 - & -vk v -3- K Bk F 8 £ )-

nhug o -1-% BE - 85 6.10

100034.doc -71-



1362381

@OI:?:: ﬁ(ﬂ @Oj’r:% ﬂﬂ

6.9 6.10

MBM R AN T HA-EXHFXEHG S EHEDFRART
B Z TEB AEL D REHPW6IRGCIVE A M 22 Lb
ho RKEBYWGNEBEREL >3 > U30%E40%22-T &
/A kit - Fl-2#H%69(& &B%k); '"HNMR (400 MHz,
d-6 DMSO) & 0.86-0.92 (3H, m), 1.28-1.37 (2H, m),
1.45-1.54 (2H, m), 1.79-1.88 (3H, m), 2.07-2.21 (1H, m),
2.35-2.78 (2H, m), 3.31-3.54 (2H, m), 3.63-3.70 (1H, m),
4.21-4.29 (1H, m), 4.51-4.61 (1H, m), 4.95-5.09 (2H, m),
5.50 (1H, m), 7.27-7.37 (5H, m), 8.25 (1H, m) ; i -£ # 4
6.10(#& & 7 # ); '"H NMR (400 MHz,d-6 DMSO) § 0.85-0.93
(3H, m), 1.26-1.36 (2H, m), 1.44-1.56 (2H, m), 1.77-1.90
(3H, m), 2.08-2.40 (1H, m), 2.89-3.05 (1H, 2 x dd),
3.34-3.70 (5H, m), 4.08-4.19 (2H, m), 4.95-5.10 (3H, m),
7.28-7.39 (5H, m), 8.53(1H, m) »
%% F

{(S)-1-[(1R,3S,4S)-3-((2R,38)-2-Z & % -5-4, -m £ -7% %
3-ABTFEBA)2-nBR-2-BK]-22-—FE-AA-KF

©/\ H OO N 0
=\

& B ¥ 85
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ﬁ%iaﬂ’ﬁ(é.S g) A A 4 (18)-2-((2R, 3S)-2-T & £ -5-4, -

Bk -3-A B FEBA)wgow-1-#% 8 FE6.1(4.68 g)=
B B2 C B5 (160 m1) R DMF(25 m)i&& ¥ » & o A & & {tée/
®(20% wiw> 1g)e RAYN AR TFTHH¥ AP ATLCHK B
2L EHRAELE B
Bl oo H(S)-2-F A A A -
AH=Z A GAEHRO0l )RI-B-—FABEARHL)3-T A
B — BB & RAIALH(EDC, 2.85 e)wAE EH ¥ o HIEE R
ETHHAEARZIRLCYRRA - BE WA foni GMmkKE
A(180m)E MM A #AE - 45 £ L8 o488 F0 KM £ 442 (180
mDAERBAK(SOm)ib ok » I (L4 )  BBEENRE T

BB R L UBIE KSR HEL
33-=F A-TB(4.932) &

mEE AN B R B EATHEIL 0 R40-T5%E 8 2 B /
Al kR - THFTEAEBRRKZESH4.02g,66%);
NMR(400 MHz, CDCl;) & 0.97 (9H, s), 1.14 (3H, t),
1.79-1.94 (3H, m), 2.02-2.10 (1H, m), 2.44 (1H, dd), 2.75
(1H, dd), 3.52-3.66 (2H, m), 3.70-3.79 (2H, m), 4.22 (1H, d),
4.38-4.41 (1H, m), 4.48-4.58 (1H, m), 5.03 (2H, q), 5.56 (1H,
d), 7.26 (1H, d), 7.29-7.40 (5H, m), 8.24 (1H, d) ; MS ES +
490.6 (100%), ES - 488.8 (10%) -
Fx G

(S,8,8,R)-1-[(28)-(3-F A A -2-F A - X Faam £)-3-F 4-
T &K ]-wg g -(2S)-#% B [(2R)-T & & -5-8, -m & -v& %
-(38)-4 ]-88 &
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,oéjg o
uON?,;g
o] ﬁ 5
1
& R/ 1t &£ / B 20% w/w > 74 mg) w E A
{(S)-1-[(1R,3S,48)-3-((2R,38)-2-Z & A -5-4,-m & -v& =4 -3-
A yaA)2- s -2-8£]-22-—F4&-8 4 )-%
Bk L B (344 meg)2 BB LB Q20 mD)E R T - RAY N A A
BTHRHFANUATLCAHA A £ E B R AL - 8%
BB EZLIBHRELEEELEDNRARETRERELHFE
WK AR BE $8(260 mg) o HE > 2 % % (153 mg)E » THE ¢
i AAN3-FRA-2-F A X F 8 (146 mg) - — £ & B (191
ok B AILH(TT mg)RI-B-— FABKLAR
A)-3-v A 2K & K% (EDC, 109 mg)- A4 &R R
MM EEBE T HME2408F 0 45 F 24850 K M5 B R A
HE o BHRAMKRABI AR KM RILEE > B URE K
o HBE(FERE) BREENKRETETRE HEHDNY
BaE st UEBBIBRR  HTE4L486EBEKZE
BIEAH(138mg:» 62%): M BEBMEN EIF -
RI2ZI-S8Ib WX HHEAHKATE LEMRALENE #
I-19 2 F ik o
£ 5 1-2
(S,8,8,R)-1-[(28)-(2-F A £ -2 F &l £ )-3-F A -T &

B og s -(25)-#% 8 [(2R)-T A A -5-A -m & -7k % -(39)-

& )-8 MR
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T # 1-3
(§,5,S,R)-1-[3-FEA-2)-QR-ZaAFAA-RFEmA)T
5-

¥
Bh K ]-ob & 92 -(25)-#% B [(2R)-T & % - - & -vxh -(39)-

-85 A%
N
Fs(
O o
0]
° o K} o,
N %
€
14 1-4
(8,8,S,R)-1-[(28)-3-s2 A -2-F A - X P& px X)-3-F &
8 A ]-o o8 % -(285)-# 8 [(2R)-T B A -5-8 -w & -k -(35)-
)-8 B%
HO o K
O
O o
(0] ” 5
® !
T 1I-5

(S,S,S,R)-1-[(28)-(3-px &£ -2-F £ -%X P B £ )-3-F 4 -

B AR )-8 - (2S)-% 8 [(2R)-T A A -5-4. -1 & -7 4 -(39)-

A )-8 B

(S/‘L 0
N N
"o ;t:o
0O N
H
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T 5 1-6

(S,8,5,R)-1-[(28)-(2,6-— R -% P #E o £ )-3-F 4 -T &

> A ]-vk % ®-(25)-% B [(2R)-Z & & -5-A -m & -k % -(39)-

X ]-8 %

éfu@qz
N (o

T 1-7
o (S,8,8,R)-N-{(18)-[(285)-((2R)- T & # -5-& -wW & -7k =%
-BS)-A KB FEA) B g-1-BA]-2-FA-FHA)}-2-F £ -

i B8R A%
0
m@ﬁg,q? o
N H 0 f:o
0" N
H
T 5 I1-8
(S,8,8,R)-N-{(18)-[(28)-((2R)- T & A -5- & -w & -
CESEELE

® -3S)- A B FEE A )-abogser-1-8 A ]-2-F K& -

A B OBR
o
I N N ¢
NT H ﬁZo
o)
0

H

T # I-9
(S,8,8,R)-1-{3-F K -(28)-[(3-F K -"£%-2-% £)-I & ]-
TEE A} -8 o -(285)-% B [(2R)-C & K -5-8,-w & - &

-(38)- %4 ]- 8 A%
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T4 1-10
(S,5,8,R)-2,3- -N (IS)-[(ZS)-(.(2R)- & K -5-4-m

= & -{
-7k -3S)-A @ B AR )-8 oz -1-% B )-2-F -7 K-

2

£ ke AR R

Cl o

Cl
| Ty
(o) lf_‘l{ 5
(

T I-11
(S,5.8,R)-3,5- = £ -N-{(15)-[(28)-((2R)- T & % -5- & -
Bk oh-S)- K FaA) s R-1-HK]-2-F £-5 %}

H 5 by B B%

N N“N\_N
= H
c o ﬁ:o
0” N
H<o

T4 I-12
(5,8,8,R)-1-[(28)-(3-F A & -2-F A -X 7 & B A )-3,3-=
FA-TEHBA]-®EE-(25)-%8[(2R)-T & £ -5-8-w & -
-(35)-%]-% A

%
,oé/&)t
O
N N
Hoglf‘o
O° N
H <O

ey
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T 1-13
(S,8,8,R)-1-[(28)-3-F A A-2-F A - R Faam £)3-94
- T 8B A - B & -(25)-% 8 [(2R)-F & & -5- % -9 & -k o

-(38)-% 1-8 Bx
| ALY
(o]
N N
O N
H O~

| (S,S,8,R)-1-[(28)-(3- F £ % -2-

¥ ¥
T8 & ]- s o -(25)-% B [(2R)-2 & & £ -5-%

_(38)- 4 ]- 8 &
a 0
é)(ﬂg“?fg)
" N o~(

£ I-15
(S,8,8,R)-1-[(28)-(3-F & & -2-F A - X FaE ax A )-3-9 £ -
TER A ]-t % g -(25)- % BE[5-R -(2R)-A A & -5-w & -7k

® -(38)- % 1-8 Bx
o’é Y ~ o
N N
Y G
H
)

E # I-16

(8,8, R)-1-[2S)-R-&a - X ¥ & i A )-3-F K -T 88 X J-
%o -(2S)-# B [(2R)- T A A -5-A-w & -v£ % -(3S)-£ ]-8 &
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C.o)g?

T 1-17
(S,8,8,R)-1-[3,3-— ¥ A& -(28)-(2-F A -X ¥ 8 B A )-T 8

£ % o -(29)-H B [(2R)-C R £ -5--m & -vk % -(35)-
)-8 B
X
0]
. OO N °
H 6]
N
T 1-18

(S,S,S,R)-1-[3-F & -2(S)-(2-

\\\

mFA-XFEmEA)TH®H
A J- % 92 -(2S)-% 8 [(2R)-C A £ -5-4 -w & -7k 4 -3(S)-
)-8 A%

CF3p
pane
H
(0]
0O N
H

A

o
\
[ £ 1-19

(8,8,8,R)-1-{2(S)-(2- A - KR F éh ok £ )-33-— F £ -T i

B ]- % o2 -(28)-#% 8 [(2R)-F A A -5-R -m & -7k % -(39)-

X ]-8 %
cl o t
o]
?Jio
O
T # 1[-20

(S,8,8,R)-1-[3,3-=F %X -(28)-2-Z A FA-RX FamA)-
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Taa Al %-(2S)-% & [(2R)-2 A A A -5-f-m & -7k %
-(3S)-4]-85 A%

| TR
| i

T 1-21

(S$,8,8,R)-1-[(2S)-(2- R - X F &8 Bk X )-3,3-— F X -T &

A ]- % % -(2S)-% B [(2R)-Z A K -5-R -w & -7 4 -(39)-

‘ & )-8 R

ci OK?

E #l 1-22

(8,8, 8,R)-1-[3,3-— ¥ £ -29)-2-Z s# F &
T B Kk ]-wb % 9% -(2S)-% B [(2R)- T A £ -5-& -
-(3S)- % |- 86 B

" <

g 1-23
(S,S,S,R)-1-[(2S)-(2-f. - % ¥ &6 px £)-3,3-— 9 £ - T &%
A ]k Bk -(25)-# B [S-A-(2R)-A A & -w & -7k -(3S)-
A ]-88 B
cl o #
?
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£ 1-24
(S,8,8,R)-1-[(28)-(2- R - X F&h sx £)-33-— F A -T &

T
B ]-ok o8 % -(28)-% B [(2R)-T & -5-A -m £ -7 % -(3S)-& ]-

cl oﬁ?

Bh B

T 5 1-25
(S$,8,8,R)-1-[(28)-(2- & -3-Z & F & # -X ¥ &5 s £ )-3,3-

s

—FA-TE#A]-®%R-(2S)- % #[(2R)-Z A A-5- -m
% % -(3S)-%1- 8 &

Cl
F3CO ot?

g 5 1-26
($,8,S,R)-1-[(2S)-2- A - X T a s A )-3-F 4£-T B A ]-ot
% g -(2S)-# B [5-A-(2R)-® & A -w & -v£ % -(3S)-£ )-8 &

T #H 1-27
(85,8,8,8)-1-[(2S)-(2-A - XA T e A )-3-F A -T & £ ]-u
%k -(2S)-H L [S-R-(2S)-m A A -w & -vk o -(3S)-£ )-8 &
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T # 1-28
(S,S,S,S)-l-[(zs)-(z-ﬁ‘ X EF 55&;_%)-3-‘? %-T@ﬁﬁa]-%
% -(2S)-A B [(2S)-T A A -5-A - & -7k % -(3S)-A -8 &

c o
(o]
AL,
H
r ;j

H

(@]

/\o\

£ 5 1-29
(S,8,8,R)-1-[(28)-(2- A -X P me £ )-3-F A -Ta# A ]-%
% -(28)-H B [(2R)-T A -5-4 -w & -"k % -(3S)- 4 -8 &

C.o)g?

T 1-30
® (S,5,5,8)-1-[(2S)-(2- A - X F G B XK )-3-F A -T & £ -
% oK -(28)-# 8 [(2S)-T £ -5-A - & -vk o -(3S)- 4 |- 8 A%
Cl o K
£ # 1-31

(S,8,8,R)-1-[(28)-(2-f. - %X P da s A )-3-F £ -T & £ -
% wx -(2S)-% 8 [(2R)- & &
B

Bt
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T 1-32
(8,8,8,8)-1-[(28)-(2- A - . Faam £A)-3-F A -T &A=
®-(2S)-#% B [(2S)-BE A A X -5-8-w & -7k %% -(3S)-4 )-8 &

MK%

@
= 5 1-33
(S,S,S,R)-1-[(28)-(2-&A-3- A & &£ - X ¥ & i #£)-3,3-=
FA-TE#HA]-®wS%-(2S)- %8 [(2R)-CAX-5-4-w & -7%
il -(3S)-4 ]-88 B:
cl o
v ° # o
0 u 5
(
' 1-34
@

(8,8,8,R)-1-[(28)-(2- & -3-F A -XR F & i £ )-3,3-= F 4-
T BE K ]-ob %% % -(2S)- % 8 [(2R)- T & % -5- W & -k h

[(3S)-& -8 &
cl o t ]
oy °o?u£:°

»
RS

(8,8,8,R)-1-[(28)-(2- A -3-F AL -X Fa A £ )-3-FA-T
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B AR ]-w 89t -(2S)-% B [(2R)-T A& £ -5-& -w & -7& %4 -(39)-
-8 B
Cl o
v ’O [o)
@ANEN?EEO
) 0N
H (o]
_ !
T 5 1-36
(S,8,8,R)-1-[(2S)-(2-&A-3- T A-X FammA)33-—F &-
TEA]- g ®-(2S)-%8[(2R)-Z A A -5-8 -m & -v&£ %

o

® -(3S)- 4 -84 Bz

£ 1-37
(8,8,8R)-1-[(28)-2-R-4-FAKX-XFEamA)3-F4-T
8 ]- % % -(25)-% B [(2R)-T & & -5-4A -1 & - % -(35)-

& ]-8 B

® \o’é/& ﬁg”?t?
N e

(8,5,8,R)-1-[(28)-(2- & -3-% A A F A - X 7 8 s £ )-3,3-

P A-TEA]-% % % -(2S)-% 8 [(2R)-2 A £ -5-8, - & -

"% % -(3S)- K ]- 8 B
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Clot?

T 1-39

(85,8,8,R)-1-[(28)-(2-R-3-82 KA - X T o £ )-3,3-= F %4-

TEA]- g w-(2S)-% % [(2R)-Z & £ -5-4-W & -v% 4

-(3S)- %4 ]-8& A&
Cl ot
o ?
1 1-40
(S,S,S,R)-1-[(28)-(2-f-4- B e % - X P & £)-3-9 &
-T B K ]- % R -(2S)- B B [(2R)-T A A -5-A -m & -7k 9
-(3S)-% ]-8 #% |
Cl o
‘®A K o}
HN N ON?,tzo
o™ 07N
®

T # 1-41
(S,8,8,R)-1-[(2S)-(2-R.-3-T da Be % - X F 88 Bz £)-3,3-=
FA-TEA]-wBZ-(29)-%&[(2R)-T & £ -5-8 -1 & -7+

W -(3S)-A )-8 A%
cl o #
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T 1-42

(S,S,S,R)-1-[(2S)-(2-F % -3-Z éa gx & - X F & #z #4)-3,3-

ZFR-TEHBA]- w8 w-2S)-#8%[2R)-TAAX-5-4 -1 & -
"k % -(38)-4 )-8 A%
o)
HN O t
O
N N
0O N
H O
. T 1-43
(S,S,S,R)-1-[(2S)-(2-RA. -4- T B px B - X F 85 B¢ £ )-3,3-=
FA-TEHA]-®ER-(2S)-% % [2R)-T A XA -5-4-w & -7
ok -(3S)-5 )-8 K
Cl o
=(©/‘< t 0
N . N? ﬁo
N %
(
£ 5 1-44
® (S,S,S,R)-1-[(2S)-(2-m.-4-z @ px A - X F &5 gx £)-3,3-=
¥RA-TEEA]-ogow-(2S)-% 8 [(2R)-T & & -5-8. - & -7

% -(3S)-%]-8

S
F o
Oz‘(@ANtN '
HN i t:o
o

T ) 1-45
(S,8,S,R)-1-[(2S)-(2-A -4-Z B e A - R F & s £ )-3-F &
-T B AR ]-w% w-(2S)-#% B [(2R)-T A A -5-8A - & -7k
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-(3S)-7_%]-@;@B§

i

% 5 1-46

(S,5,8,R)-1-[(28)-(2- R -4-B A A £ -K Pt s £)-3-7 &
T 8 A - ok % -(28)-% # [(2R)-Z B A -5-R-w K -k b
-(3S)-4 ]-88 Bx

¢ >‘o©sl/8ﬁ§”/ijﬁ§
N e

' # 1-47

(S,8,8,R)-1-[(28)-(2-f. -4-5& A - X P ah ac % )-3,3-— F 4 -
TEE K] g -(2S)-#% M [(2R)-Z A A -5-R-w & -7k
-(38)-4 )-8 &

® Ho’éjﬂtoh'?ig)
N %

® # 1-48

(S,8,8,R)-1-[(28)-(2- & -4-F & A F A -X 7 &8 & £ )-3,3-
—FA-TEHA]-®wE8w-2S)-# 8 [(2R)-Z & £ -5-4-w & -
"k -(3S)- K ]-8 K%
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cl o
('3\/©/‘(N N ¢
0”7 N
H

T 5 1-49

(S,S,S,R)-l-[(ZS)-(2—§L ’4'g T aﬁ BQ %'X ? & Bg %)-313'

aly

—FA-TEA]- % w-(2S)-% & [(2R)-Z A £ -5-4 -mw

%%43»%}%&
Clot

T # 1-50
(S,S,S,R)-1-[(2S)-(2-f-4-Z B Br A - X P aE sz £ )-3-88 &
Al- %2 -(28)-% B [(2R)-T A % -5-A -w & -7k 4 -(39)-
2 -8 A%

cl o
"

& 1-51
(S,S,S,R)-1-[(2S)-(2- & -4-F & A # A - A - %X 9 & &
£A)-33-= FA-TaEE A]-+%g-(2S)-% 8 [(2R)-T & % -5-

£.-m & -7 % -(3S)-4 )-8 8%
\ C| O
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g # 1-52
: (S,8,8,R)-1-[(28)-(2-% -3-R A A-X FaE B £)-33-29
- A-TEA]- g w-(2S)-# & [(2R)-T A& £ -5-8 -m & -7¢ &
-(3S)-% )-8 Bz
cl o t
T 1-53
® (S,8,8,R)-1-[(28)-(2-& -4-5 ¢ A pr X -X 7 8 8z £)-3,3-
ZFA-TEA]- %% w-(2S)-% 8 [(2R)-2 A £ -5-%.-m £ -
wkowd -(3S)-4 ]-88 A%
cl 5
AXOD
Ty e,
XS °" N 0
' 1-54
PS (S,S,8,R)-1-[(28S)-(3-Be & -2-f - %X FEA B £)-3-F £ -T

B A ]-k g -(2S)-% B [(2R)-Z A A -5-A-w & -7 %

-(3S)- 4 )-8 m
g

T 5 1-55
(S,S,8,R)-1-[(2S)-(2-&.-%X ¥ & B& A )-3-Fod 4.5 K -
g oE -(2S)-# B [(2R)-T A A -5-A -wm & -7k o -(3S)-& -

100034.doc -89-



1362381

BE Bz
. \SD
c o é” 0
2 N N
: @A” o?Nﬁ(‘o
OHn Do
' (
F# 1-56
(S,8,8,R)-1-[(28)-3-F & A -2-F A -X F o £)-3-% o&

4-K-BEE]-BER-(2S)- % #K[2R)-TAA-5-4-w & -7k
% -(3S)- 4 ]-8 &%

@ 1-57

(S,8,8,R)-1-[(28)-(2- & -3-F A A -X ¥ & s % )-3,3-= ¥
A-TEHA]-®%2-29)-#%%[2R)-TAX-5-8-w & -k %
-(3S)-4& ]-88 B

(

T I1-58
(S,S,8,R)-1-[(2S)-(2-f. - %X P 8 px £)-3,3-— F £ - T &
A ]-ok " -(29)-# B [(2R)-C & A -5-8,-w & -7 5 -(3S)-4 -

B B
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R4

£ # 1-59

2-[(28)-3-FAA-2-FA-RF@KEA)3II-—_FA-TH
5 1-2-(1S,4R)- R # - R [2.2.1] R R -(38)- % 8 [(2R)- T &
B-5-R - & -k v -(38)- 4 )-8 B

¥ %k H
(1R,35,48)-3((S)-2-# =-TAHEEA-1-BR A FA-TAK

T &
E)-2-R 2% -#B[2.2.11F K -2-% & F B

Sl

o B2-mA XA =k B ALY (452 mg) ~ DMAP(426 mg) -
ERBATHEG6I DRI-G-—FABARAL)I-L Az =

\\

% & R A6 (EDC, 641 mg)pe A4h# 2 4 (S)-3-8 & -4-5

A -T# #=-T 8 (486 mg) & (1R,3S,4S)-2- &, 2 -4
2211 % -23-— % BE2F¥ 85 (£ 2 4 A & » B H B £
(Tararov)% A » Tett. Asymm. 2002, 13, 25-28) (767 mg)x
THFZA & (18 ml) e R EH B E FTH A AL R Z R A H 18/
Bf C B EUBBLERE - RRASWEFZ UK~ o5 B

§L§N7K/e-«&&//am7kz‘l’ét L;Lﬁ éf—ﬁb @zﬁ;ﬁﬁ\/ﬁi
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RTsEn/aémoﬁzéMﬁ%é iROE Kk (60%EE BE L BS /A )
BTGB E L BB KZALASY (1.1g 91%); 'H
NMR (400 MHz,d-6 DMSO) & 1.13-1.25 (1H, m), 1.30-1.48
(9H, m), 1.49-1.88 (6H, m), 2.20-2.52 (2H, m), 3.09-3.34
(2H, m), 3.64 (1H, d), 4.00-4.16 (2H, brm), 4.80 (1H, m),
4.90-5.15 (2H, m), 7.21-7.41 (5H, m), 7.50-7.75 (1H, m) ;
MS ES (+) 433.37 -
FixE 1

(IR,3S,48)-3-((S)-2- %2 =-Ta& s A-1-FEH-Z A B T7 &

A)-2-F - 3B[2.2.1]F 5 -2-% 8 ¥ &

©\/o N o)<

H
o N

o

(0]

2 (IR,35,48)-3((8)-2-% =-TaA# A-1-gs A7 X-C
EmPaid)2-Ra-28R22118%-2-%8 Y8 (1.1 g)z
DCM(10 m)E RN R A F A4 £20°C o 3 % A 2,2,6,6-m
¥ A ok € & & (TEMPO, 4 mg) > A X 30% 4% 24 b & BF ) & £y
MANZRERR®KG2I mg) s A MHMNEIE B E T HELL
B R F BB R LETRIE B EH UK IMER KB
MBERRRBKRKIT R - B BB RTHEBRIENRE TR
BUEALE G BKZIEESH(698 mg, 64%); 'H NMR
(400 MHz,d-6 DMSO) & 1.16-1.89 (16H, m), 2.30-2.80 (2H,
m), 3.68-3.81 (1H,m), 4.19 (1H, brm), 4.39 (1H, m),
4.91-5.16 (2H, m), 7.21-7.43 (5H, m), 8.45 (0.4H, d), 8.60
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(0.6, d), 9.19 (0.6H, s), 9.37 (0.4H, s) -
Fik J
(IR,35,48)-3-(S)-1-F =-TA B A FA-22-—C & %-

B FEBA)2-R M- R[22 1R K-2-% 8 ¥ &

T?ﬁfk

\/

R P CEE (720 mg)R #-F Xz ik — KA (6 mg)
e N & (IR,3S,48)-3-((S)-2-% =-TaAn A -1-FE-2 £ %
VAR A )-2-R -2 B[2.2.1]EK-2-% B ¥ 85 (698 mg)z =
RFRAERAO M) « AR ZRAHNERBE FTHHE
ERUTLC Al & L&A Y AL o 8 F o A 8 Fo5 8 & 4
KERLEBHRAEHRAE - BHURAKRBEBKRIP R - & 0% (&
S) - BEINBRBETETRE ATAEAARFT L EKZH
1t 4 4 (635 mg, 78%); 'H NMR (400 MHz,d-6 DMSO) &
0.96-1.15 (6H, m), 1.26-1.84 (16H, m), 2.20-2.50 (2H, m),
3.40-3.81 (5H, m), 4.10-4.28 (2H, m), 4.37 (lH, m),
4.88-5.14 (2H, m), 7.20-7.40 (5H, m), 7.65 (0.5H, d), 7.80
(0.5H, d) -
ik K

(1R,3S,4S)-3-((2R,3S)—2-L A -5-8-m R -7k h-3-R K

A)-2-R#-2R[22. 1R K-2-% 8 ¥ 8

Y?ﬁ
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;i%'-/é‘(1R,3S_,4S)-3-((S)-1-f;€_—:-T?;L‘ AP HR-2,2-—7 &
A-THEABRFBA)2-AB-2E[221]1F % -2-% 8 ¥
(635 mg)Z Z— AR FHROC mD)EZNRA T A 20°C- £ 2
e NZ A BEE0.7 mDENOCTHRREAYFEIISHE B
EFMRERRBEERH A UTLCR AR E TR A L -
HEERBRRAADA R FH(I0 mDR 48 Fo 28 B 8 48 K A &
(14ml) # % - # % X1 148 F0 KM a8 85 40 /8 B K (8 ml)
B AEMAE o BT (FEE) BEENKRE TFTRTE
¥ c ATEABRBILAY  HAhumem+ s Bz i EHN
MRS RBEBYGENYBRE L BT S E U30%2-
TE/ARBER - B-E#4Ghk)(11S5 mg, 23%) ;5 '"H NMR
(400 MHz,d-6 DMSO) § 0.80-1.91 (10 H, m), 2.35-2.79 (2H,
m), 3.56 (1H, m), 3.66-3.80 (2H, m), 4.18 (1H, m), 4.59 (1H,
m), 4.94-5.11 (2H, m), 5.53 (1H, d), 7.20-7.40 (5H, m), 8.18
(0.5 H, d), 8.27 (0.5 H, d); MS ES + 403.31(100%), ES -
401.37(15%): # - & # # (& 4 )(103 mg, 20%); 'H NMR (400
MHz,d-6 DMSO) & 0.80-1.85 (10H, m), 2.25-2.60 (1H, m),
2.95 (1H, m), 3.42 (1H, m), 3.5-3.75 (2H, m), 4.88-5.15 (3H,
m), 7.21-7.40 (5H, m), 8.50 (0.4H, d), 8.59 (0.6H, d) -

% % L

{(S)-1-[(1R,38,48)-3-((2R,3S)-2-C & & -5- % - & -°&
3K Bk P oEs A )-2- ;ghg ¥ E2211FK-2-84]-22-= ¢
A-m A} T Ak s
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oA

¥ Z T B (2.5 g)he A4 (1R,38,48)-3-((2R,3S)-2-2 & A&

£
SS-RA-m A vk -3- AR FEBRA)2-RB-EE[2.2.1]EK-2-

# B T B (5g)X BB L B (160 ml) R DMF(25 ml)iz & &

-

&
e N BRI/ (20% wiw, 1g) RERE THRERLAH
AR UTLCR Bl &t B BB Ak - LB £ 8K %
By R EIBHR - BHS)2-FABEABKRA-33-F H-T&
(493 g)~ BREEXH=Z4KE5H2.01 9)R1-3-=F A A

24

3

mA)3-T AR - %A ALY (EDC, 2.85 g Ak H 4
P oMMARZIBREMMNERBE THMERR - B % A f
Fo B B S AR K 5 % (180 ml)3E #5 P2 A #4548 o 4b & X 48 Fo K 1
FAL 42 (180 ml) > A 3 # LUiR B /K (180 ml)if 26 - &£ 4% (Bh 8%
B) BEINBRBTETEAE REWNYBRBR & 748
b RA40-T5%BEBL LB /A MR - THEIFTGE B AKIEHA
16 4 4 (5.25g, 81%) ; 'H NMR (400 MHz,d-6 DMSO) §
0.85-1.03 (10H, m), 1.07-1.20 (3H, t), 1.30 (1H, m), 1.40
(1H, m), 1.50-1.80 (3H, m), 1.93 (1H, m), 2.40-2.50 (1H, m),
2.78 (1H, m), 3.60 (1H, m), 3.78 (1H, m), 3.89 (1H, s), 4.26
(1H, d), 4.52 (2H, m), 4.96-5.12 (2H, m), 5.56 (1H, d), 7.10
(1H, d), 7.24-7.40 (5H, m), 8.27 (1H, d); MS ES + 516.93
(100%), ES - 515.05 (100%) - |
Kk M |
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(IR,3S 43) 2-[(S)-2-(3-F AL A -2-F A X F & ix £ )-3,3-
— F A - T # A ]-2-8 % -% 3% [221]F K -3-% &

((2R,35)-2-Z A A -5-8-w &, -vA " -3-4 )-8 B

f%%

# &R A 1 4 / Hm (20% w/w, 74 mg) e A 4
A-m & -7k % -3-

AR TFTBE)2-AH-LR[221RE-2-85]-22-2F -
AEY-BEFEABEFTEEQOGIOmMg)X B8 a5 A% (20 ml). 452
SR ABR THBAINUTLCH A E LW E H R A
ik BBRFRBYELSRBEALBEERE IO BRET
REBAEABF LA ARG KB QRT2Z mg) - B2 XZHE
(167 mg):A » THF » 3 fv AN 3-F & £ -2-F £ ¥ F &%

{(S)-1-[(1R,3S,4S)-3-((2R,38)-2-2 & % -5-

(146 mg) —E2 ®/E (I D LA X H =4 8§ A1 (77 mg)
Bl-B-— 9 A AR RA)3-TEx= ﬁﬂifﬁuﬂ&b%(EDc
109mg) > AFA RZRAVMNERERTHHF24NE > £ F
Ueade KMBHBEAMHBFE - BRARAELE LEZRBIoRKN
Ffb sz~ BB R IR ) BRI RE T RAT
i HE ﬂé%%w/&%iﬁn%&’MW&aﬁﬁ&
ATAA BB KZEAMLSH(12] mg, 52%) 'H NMR
(400 MHz,CDC13) § 1.10 (9H, s), 1.28 (3H, t), 1.43-1,56 (1H,
m), 1.79-1.86 (3H, m), 1.99 (1H, brd), 2.29 (3H, 5),
2.30-2.37 (1H, m), 2.83 (1H, dd), 3.02 (1H, brs), 3.66-3.74
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(1H, m), 3.87 (3H, s), 3.88-3.94 (1H, m), 4.16 (1H, brs),
- 4.54 (1H, brs), 4.66-4.74 (1H, m), 4.97 (1H, d), 5.46 (1H, d),
6.44 (1H, brd), 6.93 (1H, d), 7.00 (1H, d), 7.22 (1H, t), 7.78
(1H, brd) ; IR (solid) cm™ 2960, 1791, 1624, 1505, 1438,
1261, 1115, 975 ; MS ES + 530 ; ES - 528 »
RI-60Z1-73. 6 THETELEMRBAEN T HISIF
ZHEEH -
£ # 1-60
® 2-[(2S)-(2- & - X ¥ &8 B X )-33- - 9 X - T #%
#%]-2-(1S,4R)- R # -2 R [2.2. 1]k % -(3S)- % # [(2R)- T &
A-5-8-m & -k -(3S)-% -8 %

S Ruf

2-[2S)-(4-Z B R K -2- R - XA F o A)-33-—FA-THE
@  H12-(ISH4R)-S -4 3E[2.2.11% K -(3S)-% B [(2R)- 2 &
E-5-R-m B -vkwh-(3S)-A1-% B

Cl O O
7

Z 5 1-61

£ # 1-62

2-[(28)-(2-RA-4-mEBEHEA-XFTBEEA)II-_FA-TH
£1-2-(1S,4R)- 8L % -4 £ [2.2.11 & % -(3)- % % [(2R)- T &
B-5-F-m & -vk % -(3S)-A )-8 5%
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£ # 1-63

A-XFEEREA)3II-—F &-
T 8 £ 1-2-(1S,4R)- £ 2 -4 2 [2.2.1]1 % & -(3S)- % # [(2R)-
‘Z) A A-S-A-w & -7k -(3S)-4 )-8 B

At A

2-[(28)-(2-R-3-E T & £

&

T 1-64

2-[(28)-(2- A -3-F A A -X Faa s £)-3,3-— F 4 -T &
£ ]-2-(1S,4R)- R % -4 2 [2.2.11 & % -(3S)-% % [(2R)- T &
A -5-8-m & -vk o -(3S)-4 -8 A%

F Ot( 0
_O N
©)LN o) Ndo
O” H 0
3
T 5 1-65
2-[(28)-(2- &/ -3-F & A - X 7 & mc A )-3-F £ -T &

#1-2-(1S,4R)- £ 2 -4 2 [2.2.1]% % -(3S)-% # [(2R)-Z &

A -5-8-w f -k o -(3S)- 4 -8 B

T # 1-66

2-[(28)-(3-F AKX -2-FA-XF&@BEA)3I3-_FA-TH
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£ ]-2-(1S,4R)- R #£ - % R [2.2.1] &k &£ -(3S)-# &
A-5-A-m 8 -7k % -(3S)-A]-8 &

£ # 1-67
2-[(28)-(2- & - X 7 @ B A )-3,3- = ¥

£ [(2S)-T 4

A - T B

A ]-2-(1S,4R)- R % -# % [2.2.1] & # -(3S)- % 8 [(2S)- T &

@ A5R-wa-ckh-3S)-A)@mE
"6

T # 1-70

2-[(2S)-(4-2 e A-3-A- R F BB A)33-—-FA-T &

A& ]-2-(1S,4R)- & % -# B [2.2.1] & % -(3S)-# B [(2R)- T &

E-5-A-m & -7k ok -(3S)-4 ]-88 A%

‘ ] 0 '\j:( h{? 0
/U\N/Q/‘LH ° o {iqo
Ho & o\\

T 15 1-69

2-[(28)-(3-R-4-mEa B A - X F@BA)33-_FA-T &
% ]-2-(1S,4R)- R 2 -# Z [2.2.1] & % -(39)-% % [(2R)- T &

A-5-F -1 & -vk g -(39)-4 )-8 8%
o\/t(? o)

0 N
\/U\N/(>)Lﬁ Oo udo
H ¢ O‘\
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T 1-70 |

2-[(28)-( & »2ehh-1- & R A B £ )-33-= F & -7 &
£ 1-2-(1S,4R)- R # - % R [2.2. 1] % % -(3S)- % & [(2R)- T &
A-5-A-m & -vkh-(3S)-K4 )-8 &

\

2-[(28)-(4-me A -3-R - X F 8B Bt X )-33-— F £ -7 &
A ]-2-(1S,4R)- &, 2 -4 32 [2.2.1]1 % % -(3S)- % & [(2R)- T &,
A -S-F-m B -k % -(3S)-4 18 K

T

T4 I1-71

g 1 I-72

%&1

2-[(28)-(4- & % -3- *F 8B om A )3-F A
E1-2-(1S,4R)- & # -4 R [2.2.1] % £ -(3S)- % % [(2R)- T %
A -5-R-m R -vk oh-(3S)-4 )-8 A%

2-[(2S)-( & »&wik-1- KX & KA B X )-33-=— 9 %X -7 &
B ]-2-(1S,4R)- & 2 -4 3B [2.2.1) & & -(3S)- % 8 [(2S)- 2 &
A-5-R - -7k -(3S)-K )-8 %
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* 3.

oj:“/ o)
N
YN
h N o
~N (o] N /
O H

o
3

BHRHEAMLSH (NS B R A E)ZHKEETH

4% 3%

M+1
(obs)

'"H-NMR

I-1

490.1

(DMSO-dg) 0.94-0.95 (3H, m), 0.98-0.99 (3H, m),
1.13-1.16 (3H, m), 1.80-2.0 (4H, m), 2.10 (3H, s),
2.47-2.51 (2H, m), 2.73 (1H, m), 3.34-3.61 (2H,
m), 3.73-3.77 (2H, m), 3.79 (3H, s), 3.90 (1H, m),
4.39 (1H, m), 4.55 (1H, m), 5.55 (1H, d), 6.83
(1H, d), 6.99 (1H, d), 7.19 (1H, m), 8.27 (1H, d),
8.34 (1H, d)

I-2

476.0

(CDCl;) 1.01-1.15 (6H, m), 1.26 (3H, t), 1.90-2.29
(5H, m), 2.55-2.59 (1H, m), 2.75-2.83 (1H, m),
3.65-3.98 (3H, m), 4.04 (3H, s), 4.44-4.49 (1H,
m), 4.62-4.69 (1H, m), 4.75-4.80 (1H, m), 5.60
(1H, d), 7.09 (1H, t), 7.19 (1H, d), 7.52 (1H, t),
7.97 (1H,d)

I-3

530.0

(CDCl;) 1.02-1.10 (6H, m), 1.23-1.34 (3H, m),
1.88-2.19 (5H, m), 2.32-2.44 (2H, m), 2.81-2.89
(1H, m), 3.66-3.72 (2H; m), 3.83-3.98 (2H, m),

4.56-4.73 (2H, m), 4.84-4.90 (1H, m), 5.46 (1H,
d), 7.15 (1H, d), 7.35-7.60 (4H, m), 7.99 (1H, d)

1-4

476.1

(CDCl3) 1.02 (3H, d), 1.09 (3H, d), 1.29 (3H, 1),
1.93-2.19 (4H, m), 2.29 (3H, s), 2.39 (2H, dd),
2.84 (1H, dd), 3.66-3.71 (2H, m), 3.88-3.95 (2H,
m), 4.63 (1H, dd), 4.68-4.74 (1H, m), 4.85 (1H,
dd), 5:32 (1H, s), 5.47 (1H, d), 6.44 (1H, d), 6.87
(1H, d), 6.98-7.00 (1H, m), 7.07-7.12 (1H, m),
7.36 (1H, d)

I-5

475.0

(CDCl3) 0.95-1.10 (6H, m), 1.31 (3H, t), 1.93-2.21
(4H, m), 2.25 (3H, s), 2.34-2.41 (2H, m),
2.80-2.88 (1H, m), 3.63-3.75 (4H, m), 3.87-3.93
(2H, m), 4.65-4.75 (2H, m), 4.82-4.88 (1H, m),
5.47 (1H, d), 6.43 (1H, d), 6.74 (1H, d), 6.81 (1H,
d), 7.04 (1H, t), 7.40 (1H, d)
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I-6

514.4

(CDCl;) 1.03-1.05 (3H, m), 1.09-1.13 (3H, m),
1.22-1.30 (3H, m), 1.95 (1H, m), 2.14-2.17 (2H,
m), 2.44-2.51 (2H, m), 2.79 (1H, m), 3.65-3.68
(2H, m), 3.86-3.90 (2H, m), 4.12 (1H, m),
4.60-4.61 (2H, m), 4.86 (1H, m), 5.47 (1H, m), 6.4
(1H, 2 x d), 7.29-7.37 (3H, m), 7.54 (1H, m)

I-7

461.1

(DMSO-dg) 0.95-1.01 (6H, m), 1.13-1.16 (3H, m),
1.80-2.10 (4H, m), 2.45-2.51 (5H, m), 2.74 (1H,
m), 3.33-3.59 (2H, m), 3.68 (1H, m), 3.95 (1H, m),
4.38-4.44 (2H, m), 4.55 (1H, m), 5.55 (1H, m),
7.25 (1H, m), 7.62 (1H, m), 8.27 (1H, m), 8.48
(1H, m), 8.63 (1H, m)

I-8

461.1

(CDCl;) 1.02 (3H, d), 1.08 (3H, d), 1.28 (3H, t),
1.95-2.2 (4H, m), 2.4-2.5 (2H, m), 2.55 (3H,s),
2.8-2.9 (1H, m), 3.7-3.8 (2H, m), 3.85-3.95 (2H,
m), 4.7-4.85 (2H, m), 4.9-4.95 (1H, m), 5.55 (1H,
d), 6.6-6.65 (1H, m), 7.2-7.25 (1H, m), 7.35-7.4
(1H, m), 8.6 (1H, d), 8.7 (1H,s)

I-9

465.6

(DMSO-ds) 0.93-0.95 (3H, m), 0.99-1.00 (3H, m),
1.13-1.16 (3H, m), 1.80-2.10 (4H, m), 2.40 (3H,
s), 2.40-2.47 (2H, m), 2.73 (1H, m), 3.59-3.61
(2H, m), 3.73-3.75 (2H, m), 4.37-4.43 (2H, m),
4.55 (1H, m), 5.53 (1H, d), 6.97 (1H, m), 7.59
(1H, m), 7.81 (1H, d), 8.28 (1H, d)

® 1.0

515.0

(CDCI;) 1.01 (3H, d), 1.25 (3H, d), 1.27 (3H, 1),
1.97-2.10 (2H, m), 2.14-2.26 (1H, m) 2.38 (2H,
dd), 2.84 (1H, dd), 3.67-3.71 (2H, m), 3.81-3.87
(1H, m), 3.90-3.98 (1H, m), 4.58-4.61 (1H, m),
4.65-4.73 (1H, m), 4.86-4.90 (1H, dd), 5.47 (1H,
d), 6.78 (1H, d), 7.23 (1H, d), 7.42 (1H, d), 8.40
(1H, d)

I-11

515.0

(CDCl;) 1.01 (3H, d), 1.14 (3H, d), 1.28 (3H, t),
1.96-2.12 (2H, m), 2.17-2.23 (2H, m), 2.38 (2H,
dd), 2.83 (1H, dd), 3.66-3.71 (2H, m), 3.82-3.95
(2H, m), 4.59-4.62 (1H, m), 4.65-4.71 (1H, m),
4.91 (1H, dd), 5.47 (1H, d), 6.54 (1H, br dd), 7.21
(1H, br dd), 8.57 (2H, s)
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M+1
(obs)
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504.4

(DMSO-ds) 0.9-1.08 (9H, s), 1.12 (3H, 1),
1.75-2.00 (3H, m), 2.00-2.15 (4H, m), 2.34-2.50
(1H, m), 2.80 (1H, m), 3.48-3.91 (7H, m), 4.40
(1H, m), 4.46-4.70 (2H, m), 5.58 (1H, d), 7.81
(1H, d), 7.00 (1H, d), 7.19 (1H, dd), 8.07 (1H, d),
8.27 (1H, d).

I-13

476.0

(CDCl;) 0.98-1.09 (6H, m), 1.90-2.05 (4H, m),
2.35-2.56 (2H, m), 2.70-2.85 (1H, m), 3.49+3.55
(3H, 2xs), 3.55-3.67 (1H, m), 3.86 (3H, s),
4.00-4.09 (1H, m), 4.58-4.90 (3H, m), 5.34-5.37
(1H, m), 6.25+6.40 (1H, 2xd), 6.90-7.01 (2H, m),
7.18-7.25 (1H, m), 7.37+7.54 (1H, 2xd).

I-14

504.0

(CDCl;) 0.99-1.11 (6H, m), 1.18-1.30 (6H, m),
1.86-2.15 (4H, m), 1.28+1.30 (3H, 2xs), 2.36-2.86
(3H, m), 3.56-3.68 (1H, m), 3.86 (3H,s), 3.87-4.05
(2H, m), 4.50-4.84 (3H, m), 5.55+5.59 (1H, 2xd),
6.86-7.01 (2H, m), 7.16-7.23 (1H, m), 7.37+7.54
(1H, 2xd)

I-15

504.0

(CDCl3) 0.85-1.11 (9H, m), 1.55-1.73 (2H, m),
1.89-2.20 (4H, m), 2.28+2.29 (3H, 2xs), 2.35-2.55
(2H, m), 2.71-2.87 (1H, m), 3.48-3.76 (3H, m),
3.86 (3H, s), 3.98-4.06 (1H, m), 4.52-4.86 (3H,
m), 5.44-5.49 (1H, m), 6.24+6.35 (1H, 2xd),
6.88-6.99 (2H, m), 7.14-7.21 (1H, m), 7.41+7.55
(1H, 2xd)

@ -6

480.5

(CDCI3) 1.0-1.15 (6H, m), 1.3-1.4 (3H, m),
1.9-2.2 (4H, m), 2.4-2.5 (2H, m), 2.8-2.9 (1H, m),
3.7-3.8 (2H, m), 3.9-4.0 (2H, m), 4.65-4.75 (2H,
m), 4.88-4.92 (1H, m), 5.5-5.52 (1H, m), 6.85-6.9
(1H, m), 7.4-7.55 (1H, m), 7.7-7.75 (1H, m)

I-17

474.6

(DMSO-ds) 1.05 (9H, s), 1.15 (3H, t), 1.8-2.1 (4H,
m), 2.3 (3H,s), 2.4-2.5 (1H, m), 2.7-2.8 (1H, m),
3.6-3.9 (4H, m), 4.4-4.45 (1H, m), 4.5-4.7 (2H,
m), 5.55-5.6 (1H, m), 7.2-7.4 (4H, m), 8.1 (1H, d),
8.25 (1H, d)

I-18

514.5

(DMSO-ds) 0.9-1.0 (6H, m), 1.15 (3H, t), 1.8-2.1
(4H, m), 2.4-2.5 (1H, m), 2.7-2.8 (1H, m),
3.6-3.85 (3H, m), 3.9-3.95 (1H,m), 4.4-4.6 (3H,
m), 5.55-5.6 (1H, m), 7.4-7.45 (1H, m), 7.6-7:8
(3H,m), 8.22 (1H, d), 8.75 (1H, d)
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480.5

(CDCl3) 1.13 (9H, s), 1.90-2.20 (3H, m),
2.35-2.44 (2H, m), 2.86 (1H, dd), 3.56 (3H, s),
3.72-3.74 (1H, m), 3.90-3.99 (1H, m), 4.62-4.65
(1H, m), 4.69-4.70 (1H, m), 4.90 (1H, d), 5.36
(1H, d), 6.94 (1H, d), 7.28-7.46 (4H, m), 7.71 (1H,
dd)

I-20

542.5

(CDCl;) 1.09 (9H, s), 1.27 (6H, m), 1.93-2.14 (3H,
m), 2.34-2.42 (2H, m), 2.79-2.83 (1H, m), 3.71
(1H, m), 3.90-3.94 (1H, m), 4.01-4.04 (1H, m),
4.62-4.67 (2H, m), 4.88-4.91 (1H, m), 5.56 (1H,
m), 6.46 (1H, m), 7.40 (1H, m), 7.54-7.62 (3H, m),
7.74 (1H, m)

I-21

494.5

(CDCl3) 1.12 (9H, s), 1.29 (3H, t), 1.90-2.20 (3H,
m), 2.36-2.43 (2H, m), 2.85 (1H, dd), 3.67-3.72
(2H, m), 3.90-3.96 (2H, m), 4.62-4.65 (2H, m)
4.91 (1H, d), 5.46 (1H, d), 6.95 (1H, d), 7.34-7.46
(4H, m), 7.71 (1H, dd)

I-22

528.4

(CDCl;) 1.10 (9H, s), 1.29 (3H, t), 1.90-2.20(3H,
m), 2.35-2.42 (2H, m), 2.84 (1H, dd), 3.68-3.72
(2H, m), 3.90-3.95 (2H, m), 4.62-4.80 (2H, m),
4.89 (1H, d), 5.47 (1H, d), 6.45 (1H, d), 7.43 (1H,
d), 7.54-7.61 (3H, m), 7.73 (1H, dd)

I-23

508.5

(CDCl;) 0.95 (3H, t), 1.12 (9H, s), 1.60-1.70 (2H,
m), 1.88-2.20 (3H, m), 2.35-2.45 (2H, m),
2.77-2.85 (1H, m), 3.53-3.61 (1H, m), 3.65-3.75
(1H, m), 3.76-3.84 (1H, m), 3.88-3.96 (1H, m),
4.60-4.73 (2H, m), 4.91 (1H, d), 5.44 (1H, d), 6.96
(LH, d), 7.30-7.50 (4H, m), 7.73 (1H, d)

I-24

522.5

(CDCl3) 0.86 (3H, t), 1.18 (9H, s), 1.21-1.65 (4H,
m), 1.85-2.17 (3H, m), 2.36-2.59 (2H, m),
2.68-2.78 (1H, m), 3.44-3.54 (1H, m), 3.56-3.72
(2H, m), 3.98-4.10 (1H, m), 4.56-4.85 (3H, m),
5.44 (1H, d), 6.95-7.02 (1H, m), 7.32-7.74 (5H, m)

I-25

578.3

(DMSO-d) 0.99-1.21 (12H, m), 1.70-2.00 (3H,
m), 2.01-2.17 (1H, m), 2.40-2.51 (1H, m),
2.70-2.80 (1H, m), 3.50-3.88 (4H, m), 4.40 (1H,
m), 4.55 (1H, m), 4.65 (1H, m), 5.58 (1H, d), 7.36
(1H, m), 7.50 (1H, m), 7.61 (1H, m), 8.21 (1H, d),
8.70 (1H, d) |
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[-26

494.5

(CDCl;3) 0.95 (3H, t), 1.05-1.15 (6H, m), 1.55-1.8
(3H, m), 2.0-2.25 (4H, m), 2.4-2.5 (1H, m),
2.6-2.9 (2H,m), 3.55-3.8 (3H, m), 3.85-3.95
(1H,m), 4.05-4.1 (1H, m), 4.7-4.85 (2H, m),
5.5-5.55 (1H, m), 6.85-6.9 (1H, m), 7.4-7.6 (3H,
m), 7.7-7.8 (1H, m)

I-27

494.5

(CDCI;) 0.95 (3H, t), 1.05-1.15 (6H, m), 1.5-1.7
(3H, m), 2.0-2.2 (4H, m), 2.4-2.6 (2H, m), 2.9-3.1
(1H, m), 3.4-3.5 (1H, m), 3.55-3.7 (2H, m),
4.0-4.1 (1H, m), 4.35-4.5 (2H, m), 4.6-4.75 (1H,
m), 4.8-4.9 (0.5H, m), 5.35-5.38 (1H, m),
6.85-6.95 (1H, m), 7.4-7.55 (3H, m), 7.64-7.8
(1.5H, m)

I-28

480.3

(CDCI13) 1.02-1.19 (7H, m), 1.22-1.28 (2H, m),
1.90-2.21 (3H, m), 2.32-2.53 (2H, m), 2.95 (1H, 2
x dd), 3.44-3.50 (1H, m), 3.59-78 (2H, m),
3.83-3.92 (1H, m), 4.02-4.09 (1H, m), 4.29-4.41
(1H,m), 5.34 (1H, 2 x s), 6.88 (1H, 2 x brd d),
7.31-7.42 (4H, m), 7.57 (1H, 2 x brd d), 7.70 (1H,
2 x dd)

I-29

508

(CDCI13) 0.83-0.97 (3H, m), 1.02-1.14 (6H, m),
1.26-1.53 (3H, m), 1.55-1.66 (1H, m), 1.91-2.20
(4H, m), 2.35-2.61 (2H, m), 2.73-2.90 (1H, m),
3.54-3.74 (3H, m), 3.84-3.90 (0.5H, m), 3.99-4.06
(0.5H, m), 4.61-4.75 (2H, m), 4.77-4.93 (0.5H, m),
5.45-5.51 (1H, m), 6.87 (1H, brd), 7.34-7.45 (4H,
m), 7.55 (0.5H, brd), 7.70-7.22 (1H, m).

I-30

508

(400 MHz, CDCI13) 0.87-0.97 (3H, m), 0.99-1.16
(6H, m), 1.27-1.40 (2H, m); 1.48-1.59 (1H, m),
1.91-2.19 (4H, m), 2.30-2.52 (2H, m), 2.90-3.07
(1H, m), 3.39-3.45 (0,5H, m), 3.54-3.71 (2H, m),
3.78-3.82 (0.5H, m), 3.86-3.92 (0.5H, m),
4.04-4.09 (0.5H, m), 4.31-4.35 (1H, m), 4.39-4.43
(1H, m), 4.56-4.59 (0.5H, m), 4.66-4.68 (1H, m),
4.80-4.86 (0.5H, m), 5.32-5.41 (1H, m), 6.87-6.91
(LH, m), 7.31-7.45 (4H, m), 7.55-7.76 (2H, m).

I-31

494 .4

(CDCI3) 1.04-1.19 (8H, m), 1.25-1.28 (3H, m),
1.92-2.18 (4H, m), 2.32-2.43 (1H, m), 2.62-2.87
(2H, m), 3.59-3.71 (1H, m), 3.85-3.95 (1H, m),
4.00-4.05 (1H, m), 4.60-4.67 (3H, m), 5.60 (1H, 2
x d), 6.88 (1H, brd d), 7.36-7.50 (4H, m),
7.52-7.56 (1H, m), 7.76 (1H, 2 x dd)
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I-32

494.3

(CDCI13) 0.87-1.24 (10H, m), 1.88-2.07 (3H, m),
2.13-2.21 (1H, m), 2.32-2.54 (2H, m), 2.94 (1H, 2
x dd), 3.57-3.68 (1H, m), 3.83-3.87 (1H, m),
4.02-4.09 (1H, m), 4.27-4.30 (1H, m), 4.41 (1H,
dd), 4.51-4.69 (1H, m), 5.43 (1H, 2 x s), 6.89 (1h,
2 x brd d), 7.30-7.45 (4H, m), 7.52 (1H, 2 x brd d),
7.70 (1H, 2 x dd)

I-33

550.5

(DMSO) 0.70 (2H, m, CH2), 0.89 (2H, m, CH2),
0.95-1.20 (12H, m, CH3, tbutyl), 1.71-2.13 (4H,
m, CH2), 2.45 (1H, m, asp CH2), 2.75 (1H, m, asp
CH2), 3.35-3.89 (4H, m, CH2, CH), 3.99 (1H, m,
CH), 4.37 (1H, m, CH), 4.51 (1H, m, CH), 4.65
(1H, m, CH), 5.58 (1H, d, CHO), 6.90 (1H, m, 3
# H),7.35(1H,m, ¥ % H), 7.45(1H, m, #* £
H), 8.25 (1H, d, NH), 8.35 (1H, d, NH).

1-34

508.5

DMSO) 0.99-1.21 (12H, m, CH3, tBu), 1.75-2.14
(4H, m, CH2), 2.38 (3H, s, CH3), 2.40-2.51 (1H,
m, asp CH2), 2.70-2.82 (1H, m, asp CH2),
3.37-3.90 (4H, m, CH2, CH), 4.39 (1H, m, CH),
4.55 (1H, m, CH), 4.67 (1H, m, CH), 5.58 (1H, d,
CH), 7.15(1H,m, # ¥ H), 7.28 (1H, m, * X
H), 7.38 (1H, m, 2 # H), 8.25 (1H, m, NH),
8.38 (1H, m, NH).

I-35

510

CDCI3 1.00 (3H, d), 1.10 (3H, d), 1.27 (3H, t),
1.90-2.19 (4H, m), 2.34-2.45 (2H, m), 2.79-2.87
(1H, m), 3.65-3.71 (2H, m), 3.84-4.93 (2H, m),
3.92 (3H, s), 4.56-4.70 (2H, m), 4.82-4.88 (1H,
m), 4.45 (1H, d), 6.69 (1H, d), 6.99 (1H, d), 7.16
(1H, d), 7.27 (1H, t), 7.37 (1H, d)

I-36

522.5

(DMSO) 0.95-1.25 (15H, m, tBu, CH3), 1.78-2.13
(4H, m, CH2), 2.43 (1H, m, CH2), 2.65-2.80 (3H,
m, CH2), 3.50-3.88 (4H, m, CH2, CH), 4.42 (1H,
m, CH), 4.58 (1H, m, CH), 4.70 (1H, d, CH), 5.58
(1H, d, CH), 7.15 (1H, m, % £ H), 7.27 (1H, m,
> % H),7.38 (1H, m, % # H), 8.27 (1H, d,
NH), 8.39 (1H, d, NH).
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I-37

510.5

CDCI3 1.05-1.12 (6H,m), 1.25-1.3 (3H,m),
1.9-2.2 (2H,m), 2.4-2.5 (2H,m), 2.8-2.9 (1H,m),
3.65-3.75 (2H,m), 3.85 (3H,s), 3.9-4.0 (1H,m),
4.65-4.75 (2H,m), 4.85-4.9 (1H,m), 6.9-6.93
(1H,m), 6.98 (1H,s), 7.05-7.1 (1H,m), 7.4-7.45
(1H,m), 7.75-7.8 (1H,d)

I-38

564

CDCI3  0.38-0.42 (2H, m), 0.63-0.71 (2H, m),
.11 (9H, s), 1.23-1.35 (4H, m), 1.88-2.20 (3H,
m), 2.34-2.45 (2H, m), 2.76-2.87 (1H, m),
3.66-3.75 (2H, m), 3.87-3.96 (4H, m), 4.62-4.73
(2H, m), 4.89 (1H, d), 5.47 (1H, d), 6.80 (1H, d),
7.00 (1H, d), 7.19-7,29 (2H, m), 7.48 (1H, d)

I-39

510

(DMSO) 1.11 (9H, s), 1.28 (3H, t), 1.83-2.22 (3H,
m), 2.36-2.43 (2H, m), 2.82-2.87 (1H, m),
3.66-3.76 (2H, m), 3.86-3.97 (2H, m), 4.62-4.71
(2H, m), 4.88 (1H, d), 5.45 (1H, d), 6.31 (1H, s),
6.73 (1H, d), 7.05-7.20 (3H, m), 7.38 (1H, d)

I-40

537.4

(CDCI3) 1.06 (6H, dd), 1.28-1.31 (4H, m),
1.91-2.20 (4H, m), 2.23 (3H, s), 2.39 (1H, dd),
2.84 (1H, dd), 3,65-3.72 (2H, m), 3.86-3.94 (2H,
m), 4.61-4.73 (2H, m), 4.87 (1H, dd), 5.46 (1H,
dd), 7.00-7.04 (1H, m), 7.22 (1H, brd s),
7.38-7.45 (2H, m), 7.73 (1H, d), 7.80 (1H, brd s)

I-41

551.5

(DMSO) 0.95-1.20 (12H, m, tBu, CH3), 2.75-2.15
(7H, m, CH2, COCH3), 2.42 (1H, m, CH2), 2.77
(1H, m, CH2), 3.50-3.88 (4H, m, CH2, CH), 4.37
(1H, m, CH), 4.55 (1H, m, CH), 4.67 (1H, d, CH),
5.58 (1H, d, CH), 7.09 (1H, m, % £ H), 7.32
(IH, m, ¥ £ H),7.71 (1H, m, % £ H), 8.26
(1H, m, NH), 8.49 (1H, m, NH), 9.58 (1H, m, NH).

I-42

531.6

(DMSO) 0.95-1.20 (12H, m, tBu, CH3), 1.75-2.17
(10H, m, CH3, COCH3, CH2), 2.45 (1H, m, CH2),
2.77 (1H, m, CH2), 3.48-3.91 (4H, m, CH2, CH),
4.31-4.70 (3H, m, CH), 5.55 (1H, d, CH), 7.04
(1H, m, ¥ % H), 7.18 (1H, m, ¥ % H), 7.41
(1H, m, % % H), 8.20 (1H, d, NH), 8.27 (1H, d,
NH), 9.39 (1H, brs, NH).
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. 1-43

551.4

DMSO) 1.04 (9H, s), 1.12-1.17 (3H, m), 1.78-1.95
(4H, m), 2.06 (3H, s), 2.45 (1H, dd), 2.72 (1H,
dd), 3.52-3.81 (4H, m), 4.36-4.39 (1H, m),
4.47-4.54 (1H, m), 4.64 (1H, d), 5.54 (1H, dd),
7.33-7.35 (1H, m), 7.43-7.46 (1H, m), 7.81 (1H,
brd s), 8.21-8.25 (2H, m), 10.23 (1H, brd s)

1-44

535.4

(DMSO) 1.02 (9H, s), 1.14 (3H, t), 1.78-1.98 (4H,
m), 2.08 (3H, s), 2.48 (1H, dd), 2.79 (1H, dd),
3.51-3.82 (4H, m), 4.36-4.39 (1H, m), 4.49-4.58
(1H, m), 4.71 (1H, d), 5.54 (1H, d), 7.31-7.34 (1H,
m), 7.65-7.72 (3H, m), 8.49 (1H, d), 10.38 (1H, s)

I-45

521.4

(DMSO) 0.95 (6H, dd), 1.12-1.16 (4H, m),
1.72-1.97 (4H, m), 2.07 (3H, s), 2.48 (1H, dd),
2.73 (1H, dd), 3.51-3.62 (2H, m), 3.71-3.83 (2H,
m), 4.35-4.38 (1H, m), 4.48-4.59 (2H, m), 5.53
(1H, d), 7.29-7.31 (1H, m), 7.59-7.67 (2H, m),
8.01-8.05 (1H, m), 8.28 (1H, d), 10.35 (1H, s)

I-46

538.5

(CDCI3 1.1-1.12 (6H,m), 1.3 (3H,m), 1.4
(6H,d), 2.0-2.2 (2H,m), 2.4-2.5 (2H,m), 2.8-2.9
(1H,m), 3.7-3.75 (2H,m), 3.9-4.0 (1H,m), 4.6-4.75
(3H,m), 4.85-4.95 (1H,m), 6.85-6.9 (1H,m), 6.95
(1H,s), 7.05-7.1 (1H,m), 7.4-7.45 (1H,m), 7.8
(1H,d) |

1-47

510.5

(CDCI3) 1.15 (9H,m), 1.25 (3H,t), 2.0-2.2 (4H,m),
2.4-2.5 (2H,m), 2.8-2.9 (1H,m), 3.7-3.85 (2H,m),
3.9-4.0 (1H,m), 4.05-4.1 (1H,m), 4.7-4.8 (1H,m),
4.85 (1H,d), 5.5 (1H,m), 6.5 (1H,d), 6.8
(1H,s), 7.2 (1H,d), 7.4 (1H,d), 7.55 (1H,d)

1-48

538.5

(CDCI3)1.12 (9H, s), 1.29 (3H, t), 1.90-2.20 (3H,
m), 2.36-2.43 (2H, m), 2.85 (1H, m), 3.42 (3H, s),
3.68-3.74 (2H, m), 3.91-3.95 (2H, m), 4.48 (2H,
s), 4.62-4.75 (2H, m), 4.90 (1H, m), 5.47 (1H, m),
7.00 (1H, m), 7.31 (1H, m), 7.43-7.54 (2H, m),
7.72 (1H, m)

I-49

579.5

(CDCI3) 1.12 (9H, s), 1.28-1.31 (9H, m),
1.90-2.20 (3H, m), 2.36-2.43 (2H, m), 2.54 (lH,
m), 2.85 (1H, m), 3.68-3.72 (2H, m), 3.91-3.95
(2H, m), 4.62-4.69 (2H, m), 4.88 (1H, d), 5.47
(1H, m), 7.14 (1H, d), 7.27 (1H, m), 7.41 (1H,
m), 7.50 (1H, d), 7.78 (1H, d), 7.87 (1H, m)
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8 R

M+1
(obs)

'H-NMR

I-50

577.3

(DMSO) 1.12-1.16 (7H, m), 1.58-1.81 (5H, m),
1.83-1.92 (5H, m), 2.04-2.08 (4H, m), 2.50 (1H,
dd), 2.75 (1H, dd), 3.57-3.66 (2H, m), 3.72-3.78
(1H, m), 3.82-3.91 (1H, m), 4.33-4.36 (1H, m),
4.46 (1H, t), 4.52-4.61 (1H, m), 5.54 (1H, d), 7.32
(1H, d), 7.43 (1H, dd), 7.81 (1H, d), 8.25 (1H, d),
8.47 (1H, d), 10.22 (1H, s)

I-51

567.4

(DMSO) 0.98-1.25 (12H, m, tBu, CH3), 1.78-2.14
(4H, m, CH2), 2.44 (1H, m, CH2), 2.78 (1H, m,
CH2), 3.50-3.88 (7H, m, CH3, CH2, CH), 4.38
(l1H, m, CH), 4.55 (1H, m, CH), 4.67 (1H, d, CH),
5.58 (1H, d, CH), 7.30-7.42 (2H, m, *¥ # H),
7.60 (1H, brs, NH), 8.21 (2H, m, 3 # H, NH),
9.99 (1H, brs, NH).

I-52

586.4

(DMSO) 0.95-1.24 (12H, m, tBu, CH3), 1.70-2.13
(4H, m, CH2), 2.44 (1H, m, CH2), 2.75 (1H, m,
CH2), 3.45-3.90 (4H, m, CH2, CH), 4.37 (1H, m,
CH), 4.55 (1H, m, CH), 4.70 (1H, d, CH), 5.57
(1H, d, CH), 6.91 (2H, d, * £ H), 7.06-7.19
(3H, m, ¥ # H), 7.30-7.45 (3H, m, % £ H),
8.20 (1H, d, NH), 8.55 (1H, d, NH).

I-53

578.5

(DMSO) 0.9-1.0 (6H,m), 1.18 (3H,t), 1.8-2.15
(4H,m), 2.4-2.5 (1H,m), 2.7-2.8 (1H,m), 3.6-3.85
(4H,m), 4.4-4.6 (3H,m), 5.55 (1H,d), 7.05 (1H,d),
7.3-7.35 (2H,m), 7.98 (1H,s), 8.3 (1H,d), 8.45
(1H,d), 10.7 (1H,s)

(DMSO) 0.94-0.98 (6H, m), 1.13-1.18 (3H, m),
1.80-2.10 (5H, m), 2.50 (1H, m), 2.73 (1H, m),
3.58-3.61 (2H, m), 3.74 (1H, m), 3.9 (1H, m),

4.38-4.41 (2H, m), 4.60 (1H, m), 5.46 (2H, s),
5.54 (1H, m), 6.48 (1H, m), 6.80 (1H, m), 7.04
(1H, m), 8.27 (1H, d), 8.40 (1H, d)

I-55

535.0

(CDCI3) 1.25 (3H, t), 1.99-2.01 (3H, s), 2.30-2.39
(1H, m), 2.68 (1H, dd), 2.79 (1H, dd), 3.21-3.27
(1H, m), 3.39 (1H, dd), 3.47-3.51 (2H, m),
3.65-3.75 (1H, m), 3.88-3.94 (1H, m), 4.64-4.68
(1H, m), 4.70-4.78 (1H, m), 5.56 (1H, d),
7.31-7.35 (5H, m), 7.63-7.65 (1H, m), 8.00 (LH,
d), 8.76 (1H, d)
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8 W

M+1
(obs)

'H-NMR

I-56

545.0

(CDCI13) 1.25 (3H, t), 2.01-2.03 (3H, m), 2.25 (3H,
s), 2.30-2.37 (1H, m), 2.65 (1H, dd), 2.80 (1H,
dd), 3.27-3.41 (2H, m), 3.47 (1H, dd), 3.65-3.79
(2H, m), 3.85 (3H, s), 3.86-3.90 (1H, m),
4.64-4.67 (1H, m), 4.71-4.80 (1H, m), 5.18-5.22
(1H, m), 5.54 (1H, d), 6.83 (1H, d), 6.90-6.97 (2H,
m), 7.19 (1H, t), 7.24-7.28 (1H, m), 7.90 (1H, d),
8.77 (1H, d)

I-57

524.0

(CDCI3) 1.12 (9H, s), 1.31 (3H, t), 1.93-2.20 (3H,
m), 2.35-2.46 (2H, m), 2.79-2.86 (1H, m),
3.65-3.74 (2H, m), 3.87-3.96 (2H, m), 3.95 (3H,
s), 4.65-4.74 (2H, m), 4.89 (1H, d), 5.47 (1H, d),
6.76 (1H, d), 7.03 (1H, d), 7.30 (1H,t), 7.48 (1H,
d)

I-58

530.4

(CDC13) 1.10 (9H, s), 1.28 (3H, t), 1.43-1.56 (1H,
m), 1.79-1.86 (3H, m), 1.99 (1H, brd), 2.29 (3H,
s), 2.30-2.37 (1H, m), 2.83 (1H, dd), 3.02 (1H,
brs), 3.66-3.74 (1H, m), 3.87 (3H, s), 3.88-3.94
(1H, m), 4.16 (1H, brs), 4.54 (1H, brs), 4.66-4.74
(IH, m), 4.97 (1H, d), 5.46 (1H, d), 6.44 (1H,
brd), 6.93 (1H, d), 7.00 (1H, d), 7.22 (1H, t), 7.78
(1H, brd)

I-59

520.5

(CDC13) 1.13 (9H, s), 1.29 (3H, t), 1.76-1.90 (3H,
m), 2.00 (1H, brd), 2.35 (1H, dd), 2.83 (1H, dd),
3.66-3.74 (1H, m), 3,87-3.94 (1H, m), 4.15 (1H,
s), 4.54 (1H, brs), 4.62-4.78 (1H, m), 4.99 (1H, d),
5.46 (1H, d), 6.92 (1H, brd), 7.33-7.46 (3H, m),
7.69 (1H, brdd), 7.77 (1H, brd)

I-60

577.5

(CDCI13) 1.12 (9H, s), 1.26-1.31 (3H, m),
1.43-1.45 (1H, m), 1.83 (3H, brs), 1.99 (1H, brd),
2.06 (1H, m), 2.23 (3H, s), 2.34 (1H, brdd), 2.83
(1H, brdd), 3.01 (1H, brs), 3.66-3.74 (1H, m),
3.87-3.95 (1H, m), 4.12-4.19 (1H, m), 4.53 (1H,
brs), 4.65-4.76 (1H, m), 4.98 (1H, d), 5.45-5.47
(1H, m), 7.08 (1H, brd), 7.30 (1H, m), 7.37 (1H,
brd), 7.73-7.75 (1H, m), 7.80-7.82 (2H, m)
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M+1

'"H-NMR

I-61

(obs)

591.5

(CDCI3) 1.14 (9H, s), 1.22-1.30 (6H, m),
1.54-1.57 (1H, m), 1.77-1.85 (3H, m), 1.97 (1H,
d), 2.30-2.45 (3H, m), 2.75-2.84 (1H, m), 3.00
(1H, s), 3.63-3.72 (1H, m), 3.84-3.93 (1H, m),
4.10-4.16 (1H, m), 4.51 (1H, s), 4.64-4.71 (1H,
m), 4.96 (1H, d), 5.45 (1H, d), 7.05 (1H, d), 7.26
(1H, s), 7.36 (1H, d), 7.73 (1H, d), 7.80 (1H, d),
7.82 (1H, s)

I-62

605.6

(CDCI3) 1.15 (9H,s), 1.3 (3H,t), 1.35 (6H,d),
1.4-1.55 (3H,m), 1.8-1.95 (3H,m), 2.0-2.1 (1H,m),
2.3-2.4 (1H,m), 2.65-2.75 (1H,m), 2.8-2.9 (1H,m),
3.05 (1H,s), 3.7-3.8 (1H,m), 3.9-4.0 (1H,m), 4.2
(1H,s), 4.55 (1H,s), 4.7-4.8 (1H,m), 5.0 (1H,d),
5.5 (1H,d), 6.6 (1H,d), 7.3-7.45 (2H,m), 7.75
(1H,d), 7.85 (1H,s), 8.55 (1H,d)

I-63

534.4

(CDCI3) 1.13 (9H, s), 1.31 (3H, t), 1.42-1.48 (1H,
m), 1.56 (1H, brs), 1.77-1.83 (3H, m), 1.99 (1H,
brd), 2.35 (1H, dd), 2.83 (1H, dd), 3.01 (1H, brs),
3.67-3.76 (1H, m), 3.88-3.99 (4H, m), 4.14 (1H,
brs), 4.52 (1H, brs), 4.65-4.73 (1H, m), 5.00 (1H,
dd), 5.47 (1H, d), 7.10-7.21 (2H, m), 7.34-7.39
(1H, m), 7.56-7.61 (1H, m), 7.89 (1H, d)

I-64

520.5

(CDCI13) 1.03 (3H,d), 1.10 (3H, d), 1.32 (3H, t),
1.50 (1H, m), 1.59 (1H, m), 1.812-1.84 (3H, m),
2.0 (1H, m), 2.15 (1H, m), 2.36 (1H, m), 2.83 (1H,
m), 3.02 (1H, br s), 3.69 (1H, m), 3.90-3.95 (4H,
m), 4.13 (1H, br s), 4.40 (1H, br s), 4.67 (1H, m),
4.97 (1H, m), 5.47 (1H, d), 7.12-7.21 (2H, m),
7.28 (1H, m), 7.59 (1H, m), 7.80 (1H, m)

I-65

530.9

(DMSO) 0.91-2.40 (23H, m), 2.95-3.40 (2H, m),
3.51-3.81 (5H, m), 4.00-4.71 (3H, m), 5.29 (1H,
m), 6.80 (1H, d), 7.00 (1H, d), 7.19 (1H, t), 7.94
(1H, d), 8.48 (1H, d).

I-66

522.8

(DMSO) 0.95-1.20 (12H, m), 1.24-1.40 (2H, m),
1.41-2.40 (6H, m), 3.05 (1H, m), 3.50-3.80 (3H,
m), 4.15 (1H, m), 4.60 (1H, m), 4.70 (1H, d),
5.30 (1H, s), 7.28-7.50 (4H, m), 8.35 (1H, d), 8.48
(1H, d).
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M+1
(obs)

'H-NMR

I-67

577.5

(CDCI13) 8 1.10 (9H, s), 1.26-1.33 (3H, m),
1.43-1.45 (1H, m), 1.74-1.83 (2H, m), 2.01 (1H,
brd), 2.06 (1H, m), 2.30 (3H, s), 2.37 (1H, brdd),
2.85 (1H, brdd), 2.99 (1H, brs), 3.69-3.76 (1H, m),
3.89-3.97 (1H, m), 4.11-4.31 (2H, m), 4.53 (1H,
brs), 4.65-4.76 (1H, m), 4.95 (1H, d), 5.45-5.47
(1H, m), 6.75 (1H, brd), 7.67-7.69 (2H, m), 7.78
(1H, brs), 7.92 (1H, m), 8.55 (1H, brd).

[-68

577.5

(CDCI3) 1.10 (9H, s), 1.26-1.33 (3H, m),
1.43-1.45 (1H, m), 1.74-1.83 (2H, m), 2.01 (1H,
brd), 2.06 (1H, m), 2.30 (3H, s), 2.37 (1H, brdd),
2.85 (1H, brdd), 2.99 (1H, brs), 3.69-3.76 (1H, m),
3.89-3.97 (1H, m), 4.11-4.31 (2H, m), 4.53 (1H,
brs), 4.65-4.76 (1H, m), 4.95 (1H, d), 5.45-5.47
(IH, m), 6.75 (1H, brd), 7.67-7.69 (2H, m), 7.78
(IH, brs), 7.92 (1H, m), 8.55 (1H, brd)

I-69

591.5

(CDCI3) 1.10 (9H, s), 1.26-1.33 (6H, m),
1.42-1.16 (1H, m), 1.55-1.83 (4H, m), 2.01 (1H,
brd), 2.36 (1H, dd), 2.53 (2H, q), 2.83 (1H, dd),
2.99 (1H, brs), 3.69-3.76 (1H, m), 3.89-3.96 (1H,
m), 4.11 (1H, s), 4.53 (1H, brs), 4.66-4.77 (1H,
m), 4.95 (1H, d), 5.48 (1H, d), 6.76 (1H, d),
7.67-7.74 (2H, m), 8.80 (1H, s), 7.90 (1H, d), 8.58
(1H, d)

I-70

537.4

(CDCI3) 1.12 (9H, s), 1.23-1.30 (3H, m),
1.36-1.41 (1H, m), 1.73-1.84 (3H, m), 1.98-2.03
(1H, m), 2.33-2.41 (1H, m), 2.75-2.83 (1H, m),
2.96 (1H, brs), 3.65-3.73 (1H, m), 3.84-3.93 (1H,
m), 4.11 (1H, brs), 4.56 (1H, s), 4.63-4.71 (1H,
m), 4.96-4.99 (1H, m), 5.43-5.46 (1H, m),
7.64-7.72 (2H, m), 7.79-7.87 (3H, m), 8.48-8.52
(1H, m), 8.90 (1H, brd), 9.51 (1H, d)

I-71

535.6

(CDCI3) 1.09 (9H, s), 1.32 (3H, t), 1.41-1.71 (5H,
m), 1.76-1.87 (3H, m), 2.00 (1H, brd), 2.37 (1H,
dd), 2.83 (1H, dd), 2.98 (1H, brs), 3.68-3.77 (1H,
m), 3.89-3.97 (1H, m), 4.11 (1H, s), 4.54 (1H,
brs), 4.67-4.74 (1H, m), 4.95 (1H, d), 5.48 (1H,
d), 6.64 (1H, brd), 6.78 (1H, d), 7.54 (1H, dd),
7.71 (1H, brd), 7.78 (1H, d)
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e (MY g NMR

(obs)

Y (CDC13) 1.05 (3H,d), 1.15 (3H,d), 1.35 (3H,t),
1.5-1.6 (1H,m), 1.6-1.7 (1H,m), 1.8-1.9 (2H,s),
2.0-2.05 (1H,m), 2.15-2.25 (1H,m), 2.35-2.45

1-72 |5215 (1H,m), 2.8-2.9 (1H,m), 2.95 (1H,s), 3.7-3.8

(1H,m), 3.9-4.0 (1H,m), 4.1 (1H,s), 4.45 (3H,s),
4.7-4.8 (1H,m), 4.9-4.95 (1H,m), 5.55 (1H,d), 6.7
(1H,d), 6.85 (1H,d), 7.65 (1H,d), 7.75 (1H,d),
7.82 (1H,5s)

(CDCI3) 1.14 (9H, s), 1.25 (3H, t), 1.40-1.46 (1H,
m), 1.77-1.89 (3H, m), 1.98-2.02 (1H, m), 2.34
(1H, dd), 2.99-3.05 (1H, m), 3.62-3.69 (1H, m),

1-73 [537.4 [3.83-3.91 (1H, m), 4.12 (1H, s), 4.29-4.34 (1H,

m), 4.59 (1H, s), 4.99 (1H, d), 5.38 (1H, s),
7.67-7.76 (2H, m), 7.86 (2H, dd), 8.13 (1H, d),
8.56 (1H, d), 8.96 (1H, d), 9.56 (1H, d).

T II-1
(8,8,8)-(38)-({1-[(28)-3-F & A -2-F X -X ¥ & i £)-3-
FEA-TBA]- S E-29)-4)-BA)4-8-T8
-0 o K o
Eﬁ N oN “>OH
H
.
VR |
AF (S, S, R)-1-[(25)-3-F & A-2-F X - X F & pr £)-3-9
A-TaAl- g w-(25)-%8 [2R)-2 f & -5-8-m & -k

8 -(35)-%&1-8 8 (97.6 mg, 0.20 mmol)iE #» 2M HCI(2 ml) &

MeCN 2 m)zZ 24P - REBRAMHEETFTHE2S)N
B e AT A A ZRILA M UBOACH BHR B UK Pk - 8B KB
MEtOACR R — R - MRB KT RARAZAMRRY > &
BE RS ETHE - BRBEENEEFRE - %84 XUDCM/
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£ 5 1I-6

» (§8,8,8)-(38)-({1-[(28)-(3-# &K -2-F K- K F e sz #£)-3-F
A -TEE K] % g (23)& )4 -T B
£ 11-7

(5,85,8)-(38)-({1-[(28)-3-m A -2-F A -X P & £)-3-F

A-TEA]-wSw-(25)-5 % )-4-3,-T B
¢ eg' K ;
T 15 I11-8
(5,8,8)-38)-({1-[(28)-23-— R -XA P EE B A)3-FA-T

B A ]-o ok g - (ZS) P A& A-TE&

% )-4-

CI o K?
Py ' # I1I-9

(5,5,8)-(35)-({1-[(28)-(2- & -3- =

#
FA-THMA]-wER-25)-HA})-BE)4-A-T#
RS S o
F o)
© o N H
H o

£ 6 11-10
(5,5,8)-(38)-({1-[(28)-(3-&.-2-F £ - X

N SRR
STEE A% R -(25)-B A} R)-4-R-T &
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o'

g 5 1I-16
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‘ g II-17
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X o
\ N N
S H
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0" N
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g 1I-18
(5,8,8)-(38)-[(1-{(28)-[(2,3-= -t & -4-% % )-4x £ ]-3-
?’%-T@E%}-“tb"&% -(28)-HE K )-m A ]-4-A-T #

® | cnog?ﬁ

' # 11-19
(5,8,8)-(38)-[(1-{(28)-[(3,5- = & -tb =& -4- % % )-8 £ ]-3-
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(S,S,S)-(3Sﬁ-({1-[(2S)-(3- FRAA-2-F & -X 7 @K
. #£)33-—FHAR-T@EL "kb"% 2 -(28)-B A} -mA)4-A-T#&
T # 11-21
(5,5,8)-4-R-(35)-({1-[4,4,4-= A -(2S)-(2-F £ -3-F & &
- RFBEA)-THA]-wER-2S)-BA)-KA) T
CF
o é’“ (”?ﬁ
x4 11-22
(5,5,8)-(38)-({1-[(28)-(5-F A A -2-F A -X 7 & mx £ )-3-
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o 52 °
% 5] 11-23
® (5.8,8)-(38)-({1-[(2S)-(3-F A & -2-F £ -X ¥ & iz £ )-3-
ok -4-K - R BE -t B o - (2S) m Al-EE)-4-L-TH

' # 11-24
(§,8,8)-(38)-({1-[(28)-(2- & -
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g 5 I1-25
(5,8,8)-(38)-({1-[(2S)-(2- & -
A B |-k % or -(2S)-5 A ;E;) 4-4,-T 8

é‘;)
cl o

o £ 5 11-26

(5,5,8)-(38)-({1-[3,3-=— 7 A& -(2S)-(2-F A -X Faam £ )-

TE A ]- g og-(2S)- A} - A)4-R-T &
Bt €0 P
N N?/QOH
oO N H
H o

T 11-27

(5,8,8)-(38)-({1-[3-F £ -(28)-2-= A F A-X Faax &)-

TEHA]- LS E-Q2S)-BA}-BRE)-4-8-T &

e CFag K 2 ﬁ

& ] I1-28
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cl o
(0]
u a N OH
0" N H
H o
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g 5 11-29
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A)-TEaHA]w%g-(2S)-% % A)-4-4-T B
CF30

& 5 11-30
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—FA-TEHBA]-®E R (2S) A -mA)4-A-T &

‘ MeO t fo}
O N N? ¢OH
Y H
0° N
H o

£ 5 11-31
(5,5,8)-(38)-({1-[(2S)-(2- & -3-F A & - K F & o £)-3,3-
ZFA-TEALA]-w%w-(29)- 4 }- B A)-4-8-T B

MeOUM # ? égH

) 5 11-32

(5,8,8)-(38)-({1-[(28)-(2- & -3- =

?G\
HY

AK-XTF &4
TE

S

pl

AT
£)-33-ZFA-TaA]- %% x-(28)-8 4 )-% 4)-4-

T 11-33
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7 7
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%YﬁaéH

I

% 1I-36
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2 5 11-37

dﬁ
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£ ) 11-39
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W

£ ] 1I-40

FRA-TaEA]- 1% w-(25)-8 £ )-8 4)
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(3S)-({2-[(28)-(4-m A -3-R-X P A)3-F£-T&
A J-2-(1S,4R)- & % -4 B [2.2.1] & % -(3S)-% £ }-8x £ )-4-

o 0
Q*uj[g“? o)
HaN 7 N T

feeHII- 1211662 M AMHBMEN T R4F & &5
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HPLC - LC/MS(# £ )& 'H NMR&ZE # - '"H NMR % # 1& »
400 MHz% 4% » B # 3R # i i — 5% -
HAEERAINEEHIHEHEHEERILS D %HBK)

M+1

% % '"H-NMR
(obs)
(DMSO-ds) 0.82-0.98 (6H, m), 1.89-2.07 (5H, m),
2.10 (3H, s), 3.0 (1H, m), 3.63 (1H, m), 3.79 (3H,
1.1 lag2.1 | 3-88 (1H, m), 4.00 (1H, m), 4.25 (1H, m),

4.40-4.44 (2H, m), 5.45 (1H, br s), 6.83 (1H, d),
7.00 (1H, d), 7.19 (1H, t), 7.77 (1H, br s),
8.32-8.50 (2H, m) -

(DMSO-dg) 0.95-0.99 (6H, m), 1.87-2.09 (5H, m),
3.00 (1H, m), 3.64 (1H, m), 3.85 (1H, m), 4.04
11-2 |452.0 |(1H, m), 4.25 (1H, m), 4.40 (1H, m), 4.47 (1H, m),
5.45 (1H, m), 7.34-7.49 (4H, m), 7.78 (1H, m),
o 8.40 (1H, m), 8.64 (1H, m)

(DMSO-dg) 0.94-0.99 (6H, m), 1.87-2.09 (5H, m),
2.30 (3H, s), 2.90 (1H, m), 3.64 (1H, m), 3.88 (1H,
11-3 |432.1 |m), 4.03 (1H, m), 4.30 (1H, m), 4.44 (1H, m), 5.45
(1H, m), 7.19-7.33 (4H, m), 7.77 (1H, br s),
8.35-8.40 (2H, m)

(CD;0D) 1.05-1.18 (6H, m), 2.00-2.30 (5H, m),
2.52-2.75 (2H, m), 3.66-3.83 (1H, m), 3.92-4.03
(1H, m), 4.26-4.35 (1H, m), 4.45-4.55 (1H, m),

-4 1448.0 14 61,470 (1H, m), 4.78-4.85 (1H, m), 7.13 (1H,
1), 7.21 (1H, d), 7.57 (1H, t), 8.00 (1H, d), 8.69
(1H, d)
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% R

M+1
(obs)

'"H-NMR

IT-5

502.0

(CD;0D) 0.98-1.15 (6H, m), 1.95-2.26 (5H, m),
2.54-2.76 (2H, m), 3.73-3.84 (1H, m), 3.99-4.06
(1H, m), 4.21-4.32 (1H, m), 4.45-4.53 (1H, m),
4.60-4.70 (2H, m), 7.30-4.47 (2H, m), 7.54-7.64
(2H, m)

II-6

448.1

(DMSO-dg) 0.92-0.98 (6H, m), 1.85-2.04 (5H, m),
2.07 (3H, s), 3.00 (1H, m), 3.63 (1H, m), 3.87 (1H,
m), 4.03 (1H, m), 4.25 (1H, m), 4.41 (1H, m), 5.45
(1H, m), 6.68 (1H, m), 6.82 (1H, m), 7.01 (1H, m),
7.81 (1H, m), 8.25 (1H, d), 8.40 (1H, m), 9.5 (1H,
m)

I1-7

447.0

(CD;0D) 1.02-1.18 (6H, m), 1.88-2.28 (5H, m),
2.39 (3H, s), 2.50-2.78 (2H, m), 3.75-3.83 (1H,
m), 4.00-4.10 (1H, m), 4.21-4.32 (1H, m),
4.45-4.52 (1H, m), 4.60-4.65 (2H, m), 7.39-7.54
(3H, m)

II-8

446.0

(DMSO-dg) 0.94-0.99 (6H, m), 1.71-2.12 (4H, m),
2.33 (1H, brs), 2.67 (1H, br s), 2.94-3.07 (1H, m),
3.61-3.69 (1H, m), 3.82-3.87 (1H, m), 4.03-4.10
(1H, m), 4.19-4.28 (1H, m), 4.30-4.43 (2H, m),
5.42-5.47 (1H, m), 7.28-7.30 (1H, m), 7.37-7.40
(1H, m), 7.68-7.82 (2H, m), 8.77 (1H, d)

I1-9

519.9

(DMSO-dg) 0.94-0.99 (6H, m), 1.86-2.09 (5H, m),
3.00 (1H, m), 3.65 (1H, m), 3.84 (1H, m), 4.05
(1H, m), 4.24 (1H, m), 4.40 (1H, m), 4.51 (1H, m),
5.45 (1H, m), 7.57-7.62 (2H, m), 7.77 (1H, d),
7.90 (1H, m), 8.40 (1H, d), 8.87 (1H, d)

I1-10

466.0

(DMSO-dg) 0.93-0.99 (6H, 2 x d), 1.77-2.19 (5H,
m), 2.29 (3H, s), 2.97 (1H, br s), 3.62-3.65 (1H,
m), 3.85-3.88 (1H, m), 4.00-4.32 (2H, br m),
4.41-4.53 (2H, m), 5.45 (1h, br s), 7.18-7.27 (2H,
m), 7.45-7.50 (1H, m), 7,85 (1h, br d), 8.41 (1H,
br d), 8.57 (1H, d)

IT-11

485.9

(DMSO-dg) 0.82-0.86 (3H, m), 0.93-0.98 (3H, m),
1.87-2.08 (5H, m), 3.00 (1H, m), 3.64 (1H, m),
3.82 (1H, m), 4.10 (1H, m), 4.30 (1H, m), 4.45
(1H, m), 4.47 (1H, m), 5.44 (1H, d), 7.37 (1H, m),
7.47 (1H, m), 7.65 (1H, m), 7.77 (1H, m), 8.40
(1H, m), 8.72 (1H, m) '
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% 5%

M+1
(obs)

'H-NMR

I1-12

485.9

(DMSO-ds) 0.94-0.99 (6H, m), 1.91-2.09 (5H, m),
3.00 (1H, m), 3.64 (1H, m), 3.83 (1H, m), 4.03
(1H, m), 4.20 (1H, m), 4.40 (1H, m), 4.47 (1H, m),
5.45 (1H, m), 7.37 (1H, s), 7.50-7.52 (2H, m),
7.78 (1H, m), 8.44 (1H, m), 8.79 (1H, m)

II-13

486.3

(DMSO-ds) 0.82-0.86 (3H, m), 0.92-0.99 (3H, m),
1.80-1.87 (2H, m), 1.99-2.02 (4H, m), 2.48 (0.5 H,
m), 2.95 (0.5 H, m), 3.51 (1H, m), 3.80-4.56 (4H,
m), 5.00 & 5.47 (1H, 2 x m), 7.37-7.48 (3H, m),
7.76-8.32 (1H, m), 8.95-9.39 (1H, 3 x dd)

II-14

446.0

(DMSO-dg) 0.93-0.99 (6H, m), 1.80-2.09 (5H, m),
2.17 (6H, d), 2.95 (1H, br s), 3.63-3.65 (1H, m),
3.96-3.99 (1H, m), 4.10 (1H, br s), 4.30 (1H, br s),
4.44 (1H, t), 5.48 (1H, br s), 7.00 (2H, d), 7.14
(1H, t), 7.78 (1H, br s), 8.50 (1H, br s), 8.55 (1H,
d).

I1-15

433.1

(DMSO-dg) 0.91-1.02 (6H, m), 1.80-2.20 (5H, m),
2.66-2.68 (3H, s), 3.00 (1H, m), 3.62-3.85 (3H,
m), 4.10 (1H, m), 4.24 (1H, m), 4.51 (1H, m), 5.72
(1H, m), 7.73-7.76 (2H, m), 8.19 (1H, m), 8.52
(1H, m), 8.75 (1H, d), 8.90 (1H, m)

II-16

433.1

(DMSO-dg) 0.9-1.05 (6H, m), 1.8-2.2 (6H, m),
2.3-2.4 (1H, m), 2.7-2.75 (1H, m), 2.9-3.0 (1H,m),
3.65-3.75 (1H, m), 3.8-3.9 (1H, m), 4.1-4.15
(1H,m), 4.3-4.4 (1H,m), 4.45-4.65 (1H,m), 7.8-7.9
(1H,m), 8.7-8.8 (2H, d), 8.9.8.95 (1H,m)

I1-17

438.0

(DMSO-ds) 0.83-0.99 (6H, m), 1.80-2.20 (5H, m),
2.40 (3H, s), 3.00 (1H, m), 3.61 (1H, m), 3.81 (1H,
m), 4.10 (1H, m), 4.25 (1H, m), 4.42-4.46 (2H, m),
5,44 (1H, br s), 6.97 (1H, m), 7.34 (1H, m), 7.59
(1H, m), 7.81 (1H, m), 8.49 (1H, m)

I1-18

487.0

(DMSO-ds) 0.92-1.00 (6H, m), 1.75-2.08 (5H, m),
2.30-2.34 (1H, m), 2.99 (1H, dd), 3.62-3.67 (1H,
m), 3.78-3.82 (1H, m), 3.78-3.82 (1H, m),
4.05-4.26 (1H, m), 4.38-4.54 (2H, m), 5.44-5.72
(1H, m), 7.37-7.41 (1H, m), 8.41-8.43 (2H, m),
8.97-9.00 (1H, d)

I1-19

487.0

(DMSO-dg) 0.94-1.00 (6H, m), 1.77-2.15 (5H, m),
3.02 (1H, dd), 3.61-3.70 (1H, m), 3.80-3.90 (iH,
m), 4.03-4.08 (1H, m), 4.52-4.56 (1H, m), 4.95
(2H, br s), 5.45 (1H, s), 8.42 (1H, d), 8.67 (2H, s),
9.17 (1H, d)

100034.doc

-131-



1362381

8 5%

M+1
(obs)

'H-NMR

I1-20

476.4

(DMSO-dg) 0.91-1.11 (9H, m), 1.70-2.14 (7H, m),
2.31 (1H, m), 3.01 (1H, m), 3.50-3.97 (5H, m),
4.00-4.62 (3H, m), 5.50 (1H, m), 6.77 (1H, d),
7.00 (1H, d), 7.18 (1H, dd), 7.50-8.50 (3H, m).

IT-21

502.1

(DMSO-ds) 1.80-2.00 (3H, m), 2.11 (4H,
overlapping s & m), 2.60-2.80 (2H, m),
3.64-3.69 (1H, m), 3.80 (3H, s), 4.10 (1H, vbrs),
4.30 (1H, vbrs), 5.00 (1H, m), 6.86 (1H, d), 7.03
(1H, d), 7.22 (1H, t), 8.45 (1H, vbrs), 8.81 (1H, d)

I1-22

462.4

(DMSO-ds) 0.93-1.00 (6H, m), 1.70-2.15 (5H, m),
2.22 (3H, s), 2.33 (1H, d), 2.99 (1H, dd),
3.60-3.65 (2H, m), 3.74 (3H, s), 4.04-4.08 (1H,
m), 4.21-4.27 (1H, m), 4.40-4.58 (2H, m), 5.46
(1H, brd d), 6.78-6.81 (1H, m), 6.85-6.91 (1H, m),
7.09-7.14 (1H, m), 8.37 (2H, 2 x brd d)

I1-23

517.0

(DMSO-dg) 1.77-2.19 (5H, m), 2.95-3.28 (3H, m),
3.60 (1H, brd d), 3.71-3.78 (4H, m), 4.10-4.42
(6H, m), 4.97 (1H, brd s), 5.45-72 (1H, m), 6.74
(1H, d), 6.97 (1H, d), 7.10-7.22 (1H, m), 7.44 (1H,
m), 8.37-8.68 (2H, m), 9.05 (1H, brd s)

I1-24

492.0

(DMSO-ds) 1.75-1.98 (3H, m), 2.08-2.13 (1H, m),
2.64-2.77 (2H, m), 2.99 (0.5H, dd), 3.63-3.73 (2H,
m), 4.08 (0.5H, brt), 4.20 (0.5H, dd), 4.23-4.49 (3
% &4, 1H 214), 5.00-5.10 (1H, m), 5.42
(0.5H, s), 7.36-7.52 (4H, m), 7.77 (1H, m), 8.30
(0.5H, d), 9.09 (1H, d)

IT-25

507.0

(DMSO-ds) 1.79-1.96 (5H, m), 2.94-3.28 (3H, m),
3.58 (1H, brd d), 3.73 (1H, brd d), 4.04-4.59 (2H,
m), 4.98-5.02 (1h, m), 5.54-5.74 (2H, m),
7.26-7.46 (5H, m), 8.43 (1H, d), 8.82 (1H, d), 9.39
(1H, brd s)

II-26

446.6

(DMSO-ds) 1.05 (9H, s), 1.15 (3H, t), 1.8-2.1 (4H,
m), 2.3 (3H,s), 2.4-2.5 (1H, m), 2.9-3.0 (1H, m),
3.7-3.75 (1H, m), 3.8-3.85 (1H,m), 4.1-4.15
(0.5H,m), 4.25-4.3 (1H, m), 4.4-4.5 (0.5H, m),
4.7-4.75 (1H,m), 5.55-5.6 (1H, m), 7.2-7.4 (4H,
m), 7.7-7.75 (1H,m), 8.1-8.15 (1H,m), 8.35-8.4
(1H,m)
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4% 5%

M+1
(obs)

'H-NMR

I1-27

486.5

(DMSO-ds) 0.95-1.05 (6H, m), 1.8-2.1 (4H, m),
2.4-2.5 (1H, m), 3.0-3.1 (1H, m), 3.7-3.75 (1H,
m), 3.8-3.85 (1H,m), 4.1-4.15 (0.5H,m), 4.25-4.3
(1H, m), 4.4-4.5 (0.5H, m), 5.55-5.6 (1H, m),
7.4-7.45 (1H,m), 7.6-7.8 (3H, m), 8.4-8.45
(1H,m), 8.75-8.8 (1H,m)

I1-28

466.1

(CDCl3) 1.11-1.16 (9H, m), 1.94-2.22 (4H, m),
2.38-2.50 (2H, m), 2.77-2.87 (1H, m), 3.71-3.79
(1H, m), 3.96-4.06 (1H, m), 4.56-4.67 (2H, m),
4.85-4.91 (1H, m), 6.99-7.02 (1H, m), 7.28-7.45
(3H, m), 7.60-7.84 (2H, m)

‘ 11-29

500.2

(CDCl3) 1.07 (9H, s), 1.85-2.19 (2H, m), 2.37-2.40
(2H, m), 2.81-3.07 (1H, m), 3.37 (1H, brs), 4.01
(1H, brs), 4.46-4.67 (2H, m), 4.87 (1H, d), 5.73
(1H, brs), 6.68 (1H, brs), 7.38-7.74 (5H, m)

11-30

496.2

[(CD;0D) 1.15 (9H, s), 1.85-2.20 (4H, m),

2.46-2.72 (2H, m), 3.74-3.81 (1H, m), 3.92 (3H,
s), 3.93-4.03 (1H, m), 4.20-4.31 (1H, m), |
4.45-4.52 (1H, m), 4.60-4.75 (1H, m), 4.83 (1H,
s), 7.00 (1H, d), 7.15 (1H, d), 7.33 (1H, 1)

I1-31

480.5

(DMSO-dg) 1.05 (9H, s), 1.8-2.1 (4H, m), 2.4-2.5
(1H, m), 3.75-3.8 (1H, m), 3.8-3.85 (1H, m), 3.9
(3H, s), 4.1-4.3 (1H, m), 4.7 (1H, d), 5.3-5.5
(0.5H, br s), 7.1-7.3 (3H, m), 7.7-7.8 (1H, m),
8.0-8.1 (1H, m), 8.35-8.45 (1H, m)

‘ I1-32

550.3

(DMSO-ds) 0.91-1.10 (9H, m), 1.70-2.15 (5H, m),
2.60-3.08 (1H, m), 3.60-3.90 (2H, m), 3.98-4.71
(3H, m), 5.40-5.80 (1H, m), 7.30-7.91 (3H, m),
8.30-8.80 (3H, m)

IT-33

523.3

(DMSO) 0.60-0.90 (4H, m, 3% & £ CH2),
0.92-1.10 (9H, m, tBu), 1.71-2.21 (5H, m, CH2),
2.65-3.10 (1H, brm, CH2), 3.36-3.50 (1H, m, CH),
3.60-4.75 (6H, m, CH), 6.92 (1H, d, * % H),
7.36 (1H, m, % £ H), 7.45 (1H, m, % & H),
7.65-8.60 (3H, m, NH, OH).

I1-34

480.3

(DMSO0) 0.99-1.10 (9H, m, tBu), 1.70-2.12 (5H, m,
CH2), 2.35 (3H, s, CH3), 2.60-3.08 (1H, m, CH2),
3.58-3.87 (2H, m, CH), 4.00-4.70 (3H, m, CH),
5.38-5.79 (1H, m, CH), 7.12 (1H, d, % % H),
7.24 (1H, m, ¥ # H),7.38 (1H, m, % £ H),
7.69-8.55 (3H, m, NH, OH).
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4% %

M+1
(obs)

'H-NMR

I1-35

482

CD30D 1.01-1.15 (6H, m), 1.95-2.22 (5H, m),
2.48-2.69 (2H, m), 3.73-3.80 (1H, m), 4.92 (3H,s),
3.99-4.19 (1H, m), 4.20-4.30 (1H, m), 4.58-4.67
(2H, m), 7.00 (1H, d), 7.14 (1H, d), 7.31 (1H, ¢t).

II-36

494 .4

(DMSO) 0.94-1.08 (9H,s, tBu), 1.19 (3H, t, CH3),
1.70-2.40 (5H, m, CH2), 2.60-3.08 (3H, m, CH2),
3.69 (1H, m, CH), 3.81 (1H, m, CH), 4.04-4.71
(3H, m, CH), 5.40-5.80 (1H, m, CH), 7.14 (1H, m,
%% H),7.31(1H,m, ¥ # H),7.39 (1H, m, %
# H), 7.70-8.50 (3H, m, NH, OH).

IT-37

482.5

(DMSO0) 0.9-1.0 (6H,m), 1.85-2.3 (4H, m),
3.0-3.1 (1H, m), 3.65-3.7 (1H, m), 3.78 (3H,s),
3.8-3.85 (1H, m), 4.1-4.15 (0.5H,m), 4.25-4.3
(0.5H,m), 4.5-4.55 (1H, m), 5.5-5.55 (1H, m), 6.93
(1H, d), 6.98 (1H,s), 7.35 (1H,d), 7.75-7.8 (1H,
m), 8.45 (1H, d)

IT-38

536

(CD30D ) 0.34-0.40 (2H, m), 0.60-0.67 (2H, m),
1.16 (9H, s), 1.25-1.32 (1H, m), 1.93-2.22 (4H,
m), 2.50-2.66 (2H, m), 3.74-3.84 (1H, m),
3.91-4.03 (3H, m), 4.22-4.32 (1H, m), 4.45-4.54
(1H, m), 4.61-4,69 (1H, m), 4.82 (1H, d), 6.99
(1H, d), 7.12 (1H, d), 7.32 (1H, t), 8.40 (1H, d)

I1-39

482

(CD30D ) 1.12 (9H, s), 1.90-2.22 (4H, m),
2.512.70 (2H, m), 3.75-3.83 (1H, m), 3.97-4.05
(1H, m), 4.23-4.30 (1H, m), 4.46-4.54 (1H, m),
4.63-4.70 (1H, m), 4.83 (1H, d), 6.91 (1H, d), 6.99
(1H, d), 7.17 (1H,1), 8.36 (1H, d)

I1-40

509.3

(DMSO) 0.93-0.98 (6H, m) 1.71-2.09 (10H, m),
2.35-2.45 (2H, m), 3.61-3.64 (1H, m), 4.02-4.04
(1H, m), 4.06-4.35 (2H, m), 4.43-4.46 (1H, m),
7.33 (1H, d), 7.43-7.46 (1H, m), 7.80 (1H, brd s),
8.28-8.49 (2H, m), 10.25 (1H, brd s)

I1-41

523.3

(DMSO0) 0.95-1.08 (9H, s, tBu), 1.70-2.38 (8H, m,
COCH3, CH2), 2.58-3.08 (1H, m, CH2), 3.65 (1H,
m, CH), 3.82 (1H, m, CHO), 3.95-4.69 (3H, m,
CH), 5.40-5.60 (1H, m, CH), 7.09 (1H, m, 3 #
H), 7.31 (1H, m, % % H), 7.64-8.60 (4H, m,
£ H, NH), 9.55 (1H, m, CH).
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M+1
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'"H-NMR

I1-42

503.4

(DMSO) 0.91-1.08 (9H, s, tBu), 1.70-2.40 (11H,
m, CH3, COCH3, CH2), 2.60-3.08 (1H, m, CH2),
3.66 (1H, m, CH), 3.87 (1H, m, CH), 4.00-4.65
(3H, m, CH), 5.40-5.78 (1H, m, CH), 7.04 (1H, m,
%% H),7.18(1H, m, % £ H), 7.38 (1H, m, 3
% H), 7.65-7.88 (1H, m, NH), 8.07-8.70 (2H, m,
NH), 9.34 (1H, m, CH).

I1-43

523.3

(DMSO) 1.03 (9H, s), 1.71-2.00 (3H, m), 2.07
(3H, s), 2.55-2.73 (1H, m), 2.97 (1H, dd),
3.60-3.67 (1H, m), 3.75-3.82 (1H, m), 3.98-4.04
(1H, m), 4.19-4.24 (1H, m), 4.37-4.45 (1H, m),
4.63 (1H, d), 5.45 (1H, d), 7.33-7.35 (1H, m),
7.43-7.45 (1H, d), 7.76-7.83 (2H, m), 8.25-8.28
(1H, m), 8.41-8.58 (1H, m), 10.27 (1H, s)

11-44

507.4

(DMSO) 1.01 (9H, 2 x s), 1.72-1.99 (4H, m),
2.05-2.09 (4H, m), 2.35-2.57 (2H, m), 2.71-3.00
(1H, brd m), 3.60-3.65 (1H, m), 3.71-3.80 (1H,
m), 4.08-4.37 (2H, brd m), 4.70 (1H, d), 7.32 (1H,
dd), 7.65-7.80 (3H, m), 8.33-8.52 (1H, brd m),
10.37 (1H, s)

I1-45

493.4

(DMSO) 0.94 (6H, dd), 1.72-1.99 (10H, m),
2.36-2.52 (2H, m), 3.57-3.68 (1H, m), 3.76-3.88
(1H, m), 4.20-4.43 (2H, m), 4.51-4.55 (1H, m),
7.30 (1H, dd), 7.58-7.77 (3H, m), 8.00-8.04 (1H,
m), 10.34 (1H, s)

® 11-46

510.5

(DMSO) 0.95-1.0 (6H,m), 1.25 (6H,d), 1.85-2.2
(4H,m), 3.0-3.1 (1H,m), , 3.9-4.0 (3H,m),
4.2-4.3 (0.5H,m), 4.4-4.5 (0.5H,m), 4.7-4.8
(1H,m), 6.9-6.95 (1H,d), 6.99 (1H,s), 7.3 (1H,d),
8.3-8.4 (1H,m)

I1-47

482.5

(DMSO) 1.05 (9H,m), 1.8-2.1
(1H,m), 2.9-3.0 (2H,m), 3.6-3
(1H,m), 4.0-4.1 (1H,m), 4.2-4
(1H,m), 5.5-5.55 (1H,m), 6.75-6.85 (2H,m),
7.35 (1H,d), 7.75 (1H,d), 8.0-8.1 (1H,m), 8.35
(1H,m), 10.25 (1H,5s)

IT-48

510.5

(DMSO) 1.03 (9H, s), 1.80-2.10 (4H, m), 3.00
(1H, br s), 3.30 (3H, s), 3.66 (1H, m), 3.81 (1H,
m), 4.06 (1H, m), 4.25 (1H, m), 4.44 (2H, s), 4.65
(1H, d), 5.46 1H, br s), 7.29-7.39 (3H, m), 7.77
(IH, br s), 8.43 (1H, m)
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- II-49

551.5

(DMSO) 1.03 (9H, s), 1.09 (3H, m), 1.11 (3H, m),
1.79-2.15 (4H, m), 2.32 (1H, m), 2.98 (1H, m),
3.51 (1H, m), 3.79 (1H, m), 4.10 (1H, m), 4.23
(1H, m), 4.40-4.65 (2H, m), 5.45-5.73 (1H, m),
7.35 (1H, m), 7.49 (1H, m), 7.76-7.84 (2H, m),
8.23-8.60 (2H, m), 10.11 (1H, s)

II-50

493.3

(DMSO) 0.92-1.19 (4H, m), 1.49-1.90 (9H, m),
1.91-1.99 (2H, m), 2.06 (4H, brd s), 2.49-2.52
(2H, m), 3.57-3.68 (1H, m), 3.80-3.90 (1H, m),
4.01-4.28 (2H, m), 4.46 (1H, t), 7.32 (1H, d), 7.43
(1H, dd), 7.81 (2H, brd s), 8.31-8.78 (1H, m), 8.46
(1H, d), 10.22 (1H, s)

I1-51

539.3

(DMSO) 0.90-1.07 (9H, s, tBu), 1.70-2.40 (4H,
brm, CH2), 2.54-3.07 (1H, m, CH2), 3.52-3.88
(5H, m, CH3, CH), 4.00-4.65 (3H, m, CH),
5.40-5.80 (1H, m, CH), 7.30-7.44 (2H, m, % 4
H), 7.60 (1H, m, % # H), 7.67 (1H, br, NH),
8.10-8.70 (2H, m, NH), 10.00 (1H, m, CH).

II-52

558.3

(DMSO) 0.91-1.11 (9H, s, tBu), 1.70-2.41 (4H, m,
CH2), 2.56-3.09 (1H, m, CH2), 3.60-3.90 (2H, m,
CH), 4.14-4.72 (3H, m, CH), 5.38-5.80 (1H, m,
CH), 6.98 (2H, m, % # H), 7.07-7.20 (3H, m,
% & H), 7.31-7.46 BH, m, * £ H), 7.66-8.67
(3H, m, NH, OH).

. IT-53

467

(DMSO) 0.83-1.04 (6H, m), 1.81-2.08 (5H, m),
3.34-3.63 (1H, m), 3.84-3.90 (1H, m), 4.00-4.60
(3H, m), 5.29-5.75 (2H, m), 6.53-6.59 (1H, m),
6.70-6.90 (1H, m), 7.20-7.35 (0.5H, m), 7.78
(0.5H. brs), 8.43-8.60 (2H, m).

IT-55

502.6

(DMSO) 0.96 (1H, s). 1.03 (9H, s), 1.30-1.39 (2H,
m), 1.68-1.71 (2H, m), 1.79-1.82 (1H, m), 1.97
(IH, brd), 2.11 (3H, s), 3.79 (3H, s), 3.84 (1H,
vbrs), 4.09 (1H, vbrs), 4.56-4.58 (1H, m), 4.67
(IH, d), 6.81 (1H, d), 7.00 (1H, d), 7.19 (1H, t),
7.79 (0.5H, vbrs), 7.93 (1H, brd), 8.42 (0.5H,
vbrs)
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M+1
(obs)

'H-NMR

- II-56

492.5

(CDCI3) 1.08-1.14 (9H, m), 1.85-2.05 (4H, m),
2.32-2.45 (1H, m), 2.79-2.85 (1H, m), 3.01-3.07
(1H, m), 4.13-4.17 (1H, m), 4.53-4.70 (1H, m),
4.98 (1H, t), 5.70 & 5.81 (1H 4 44, brs &
brd), 6.91-7.00 (1H, m), 7.34-7.44 (3H, m),
7.67-7.75 (1H, m)

I1-57

549.5

(DMSO) 1.03 (9H, s), 1.31-1.38 (2H, m),
1.62-1.74 (3H, m), 1.98 (1H, brt), 2.07 (3H, s),
2.36 (1H, vbrs), 2.83 (1H, vbrs), 3.84 (1H, brs),
4.17 (1H, vbrs), 4.54-4.57 (1H, m), 4.70 (1H, 4d),
7.34 (1H, d), 7.42-7.45 (1H, m), 8.16 (1H, t), 8.37
(1H, brs), 10.23 (1H, s)

II-58

563.5

(CD30D) 1.17 (9H, s), 1.21 (3H, t), 1.41-1.55
(2H, m), 1.75-1.90 (3H, m), 2.03-2.19 (1H, m),
2.37-2,50 (3H, m), 2.58-2.78 (2H, m), 3.87-4.02
(1H, m), 4.20-4.30 (1H, m), 4.55-4.70 (2H, m),
4.91 (1H, ®¥ %), 7.45 (1H, d), 7.51 (1H, d), 7.85
(1H, s), 8.29 (1H, d)

I1-59

577.5

(DMSO) 1.05 (9H,s), 1.15 (6H,d), 1.35-1.5
(2H,m), 1.75-1.9 (3H,m), 2.0-2.1 (1H,m), 2.3-2.45
(1H,m), 2.7-2.9 (1H,m), 4.05-4.15 (1H,m), 4.65
(1H,s), 4.7-4.75 (1H,m), 7.15 (1H,d), 7.35 (1H,t),
7.7 (1H,d), 8.4-8.55 (2H,m), 9.5 (1H,s)

11-60
[ _

506.5

(DMSO)1.03 (9H, s), 1.31-1.38 (2H, m), 1.68 (3H,
m), 2.30-2.33 (2H, m), 2.67 (0.5H, brs), 2.99
(0.5H, brs), 3.34 (0.5H, brs), 3.76 (3H, s), 4.04
(0.5H, m), 4.58 (1H, s), 4.72 (1H, d), 7.09-7.12
(1H, m), 7.16-7.20 (1H, m), 7.26-7.30 (1H, m),
7.78 (0,5H, vbrs), 8.02 (1H, brs), 8.42 (0.5H,
vbrs)

I1-61

492.8

(DMSO) 0.95 (3H, d), 0.10 (3H, d), 1.17 (1H, m),
1.32 (1H, m), 1.64-1.80 (3H, m), 2.00 (1H, m),
2.30 (1H, br s), 2.67 (0.5H, br s), 2.99 (0.5H, br
s), 3.75 (0.5H, br s), 3.85 (3H, s), 4.06 (0.5H, m),
4.50-4.55 (2H, m), 5.42 (1H, br s), 7.07 (1H, m),
7.17 (1H, m), 7.26 (1H, m), 7.80 (1H, br s), 8.35
(1H, m)
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% 3R

M+1
(obs)

'H.NMR

N I1-62

549.5

(DMSO) 6 1.04 (9H, s), 1.29-1.34 (2H, m),
1.59-1.67 (3H, m), 1.91-1.97 (1H, m), 2.13 (3H,
s), 2.96 (1H, vbrs), 3.77 (1H, vbrs), 4.10 (1H,
vbrs), 4.72 (1H, s), 4.76 (1H, d), 7.80-7.83 (1H,
m), 7.88-7.91 (1H, m), 8.00-8.02 (1H, m),
8.18-8.24 (12H, m), 8.39 (1H, vbrs), 9.62 (1H, s)

I1-63

563.5

(DMSO) 1.05 (9H, s), 1.09 (3H, t), 1.19-1.37 (3H,
m), 1.47-1.77 (3H, m), 1.91-1.99 (1H, m), 2.28
(0.5H, brdd), 2.48 (2H, q), 2.63-2.74 (1H, m), 3.01
(0.5H, dd), 3.63 (0.5H, s), 3.78-4.37 (2H, % f&,
m), 4.42-4.59 (1H. m), 4.75 (1H, d), 5.42 (0.5H,
d), 7.76 (0.5H, d), 7.80-7.83 (1H, m), 7.87 (1H,
d), 8.01 (1H, m), 8.08-8.15 (1H, m), 8.36 (0.5H,
d), 9.53 (1H, s)

I1-64

509.5

(DMSO) 1.07 (9H, s), 1.34-1.37 (2H, m),
1.64-1.72 (3H, m), 1.95-2.04 (1H, m), 2.31-2.35
(1H, m), 2.65-2.70 (1H, m), 3.01-3.03 (1H, m),
3.99 (0.5H, m), 4.26-4.28 (0.5H, m), 4.68 (1H, s), |
4.82 (1H, d), 5.45 (0.5H, s), 7.73-7.86 (3H, m),
8.05-8.08 (2H, m), 8.49 (0.5H, d), 8.57-8.59 (1H,
m), 8.69 (0.5H, d), 9.15 (1H, d)

IT-65

507.5

(DMSO) 1.02 (9H, s), 1.28-1.34 (2H, m),
1.57-1.64 (3H, m), 1.90-1.96 (1H, m), 3.72-3.80
(1H, m), 4.50 (1H, brs), 4.72-4.74 (1H, m), 5.91
(1H, s), 6.76 (1H, d), 7.58-7.61 (1H, m), 7.81-7.83
(1H, m)

493.5

/

. I1-66

7

£ W Ik

5] 111

ABRACEDTHER FTHRI ZETHH - £5F 7 &£ 4 bH
MI-1-11-252 F #F b -1 & F % to 86 -8B E 30 4] T4 - »
ZAE T Ki<IOZ/EAHBERAHE  KiN N 10-202 1L 4 4 &

B WK H21-302 15 4 % 8 7 CHa -

HE MWLM
B & ¥ w45 A

100034.doc
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4k #F 1 85 1&%%% B -8z 2 RILA-HHKIEATH S
# M (Margolin) & A 2 # /% # 4% (J._Biol. Chem., 272

7223-7228 R (1997)) = £ € + #7 4 8 T F] #% 36 & 47 o # (3
B 4o WO 99/47545) « 4 4 4 # 37 °CTF 10 mM Tris(& # 5B
8] (Sigma Corp) * St Louis MO)pH 7.5 -~ 1 mM = 25 X % # B
(DTT » Research Organic INC, Cleveland, OH) & 0.1%
CHAPS(% @ #f (Pierce) » Rockford IL) ¥ i 47 < 4t # + #7 #4
Bg-3 HBNH B ERMAFTHEHR T RE B FTHL
e BOSULE TR A I oM EHRRASPLE EH A2 4@
T H B ODMSOM B AR ERMAILZEAHET > 110
WLz F MR E  ZERBEN TN EHROAFT IR
TREAH0S-40nMz FHEZE@E)F -HEEAAEF SR OLEEL
eDMSOm A SibbhziEdla  HBENSBELEE
(20 pL > BAGEE A 1-4 X Ky & % 5 4 5 % % 100 uL)#
B ABEBEMNITCTFRAEISPpHEURERE - N3T7°CTF R &
ek F > A R B M F R @ Ay 405 nMR L & (B
PNAR % 3% o %)% & % % (Bx 390, Em 460)% ju % (B AMC
%\&M$)%ﬁ F 2R F AR H N M R B R K R Ao AR
& 3 A% 2 F R AR AR 4 (Morrison) ¥ £ & 4 F £ K
(tight-binding equation) A 4% #% $ & 4p % & & 3t & (&£ 2 o7,
J.F., Biochem. Biophys. Acta, 185 269-286& (1969)) - & 55

I oM EFTHAAZRERE 0T
+ #7 %4 8 -1 Suc-YVAD-pNA(Bachem, King of Prussia, PA)

(2 # R &RE A80 uM) ;
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+ #7 4 8 -8 Ac-DEVD-pNA(Bachem, King of Prussia, PA)

“ (M & RE 580 uM) -
P S5 FHMEE-1(cl)R £ 4 M 85-8(c8)dp 4 & #.
Ki C1 Ki C8
it A 4 (aM) (M)
I1-1 A A
I1-2 A A
I1-3 A A
11-4 A B
11-5 A B
11-6 A A
11-7 A B
® I1-8 A B
11-9 A B
11-10 A B
TI-11 A C
11-12 A B
11-13 B B
11-14 B A
11-15 A C
II-16 A C
11-17 A A
I1-18 A B
1I-19 B A
11-20 A A
1-21 A C
@ 11-22 A C
11-23 A C
11-24 A C
11-25 A C
11-26 A A
11-27 A A
11-238 A A
11-29 A A
11-30 A A
I1-31 A A
11-32 A A
11-33 A A
11-34 A A
11-35 A A
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I1-36
11-37
II-38
1I-39
11-40
I1-41
I1-42
11-43
11-44
I1-45
I1-46
11-47
I1-48
I1-49
II-50
I1-51
II-52
I1-53
II-55
II-56
I1-57
I1-58
I1-59
II-60
I1-61
I1-62
I1-63
I1-64
I1-65
II-66

g g d it g g gl gbgigigbgigbaba A ab L LS PN LN LS TN

[ (WG 5> (>33O >3 [>O>>>|w|>|w > > o>

PBMC #m Bt 5 #%

ABERELREB @B PBMOREEREMHEN LR
A Mk B 2 IL-1B8% #

F#ICER HEpre-IL-18T £ A & M m L R R M tm B 32 % ¥
TR E -dRESBE AR I AHEPBMCT 42 £ 45 5 2% 2
IHERDHEATHH S M2 A DA %A 2 RAEOYS

B@loN EF Rt bt Emmip- R PBMC= 4 3 i

100034 .doc - 141 -



1362381

ﬁﬁ@%T&#i'ﬁﬁ%% ERBRUAMEENLAR &
Filotmp A 2 tmfip koo

T®¥H:

HHEDMSOR LB P2 RALA- YW W EHBEE BER
> % #% # ARPMI-10% FBS3t 4 £ (& 42 mM L-4 & &
B ~ 10 mM HEPES ~ 50 UA 50 ug/ml pen/strep) X & 4 44 %
RAEBRXREZEH > L Fa404% DMSOK0.4%C & -
FRR BEMHERTZDMSORKLEE 50.1% ¢ T H (£ /o
ICEr#l oM mBlz)zRibo e R oKz EmE L
EBFTRRGERBHBILES D

—RRR SO MHBREMNREL G S I @b asy
LERMR Lwmipit AL EFRE S RELISAK B -

PBMC 4 # & IL-14 # :

ANBEEAED —STRABELR(T AL XL BB AHAL0-45
mlz & R % Jo )P - 3 2 & £ 3K B (Buffy coat)is B # #2
% 80 mlit # LeukoPREP 4 # & (Becton Dickinson) ¥ & & &
F 10 mlz % % % & - #1500-1800 xgTF # < 15 min#g
% H o R/ HEREAREBEERNE HE X E R F (Pasteur
pipette) Rk E E M L B I B E1S5S mIzBHEBRCE(BEE
(Corning)) » e A K A U A E 215 ml> £ a4 ER
Fo iR A tm B ¥ A 300 x gk o 15 mine % PBMCE & & & 2 »
ERAEAY  H B @B i AL EG6X 10 i /ml -

AT @B Mk 0 1.0 mlz fe A 8% R An A 24-7L 2
" RABBABREEF)ZELEALF  0.5ml% *Mb/\#hﬁs%%,&
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% 0.5 mlle;ngzfz(&*%f%#Lsz ; 20 ng/mlE ik & # »
% &RPMIsz H A ¥ | R&LLPSE K A5 ng/ml)e & A 0.5 ml
ZRXAILSYWRLPSBEHRUNARA PN TH N EY -5 8B
EmA-—MiEH @RS THULPS - BB & B =4 48R
/RBIIEREBFREABAEHALAL20 ml- a1 1%
5% CO, 4% &£ 9 5 L F 7 37°C¥ 3% % 16-18 hr

N EBMER  BKEwBEBELS mlx B 4HECH
P oo »200xg T A 10mintg » HE ELFREHS E 1.5 mlk
Z # w % (Eppendorftubes)e fEix & % f A & o] B M 4 b 3F
fEmfle Rt B ¥ ey aT-IL-18& /R A #IL-184 & » T #
A & 7% % % x (Western blotting) s 4 pre-IL-184% & 4 41 &
# 2 ELISA% -

FEE ez B

PBMCz n & R # s o Lk - & £ 2% 4 (1.0 mDe
NPT > BHEZE A0S mZPBMCE %k - iz k1) 8
RO EBEEHREABLEBEZIL IR AME L @ - B %
N1 O0mlz g HFRABEBPAINILZRELABRFNL.0mlx
BEHEEAY - BEFwB2EETRYETEALHIAN2.53.0 x 105
B tm B o Hx o XAt &4 - LPS  tapp st A6 R L #E R 2
R HE PB4 b

ELISA :

E & % £ 4 (Quantikine kits » R&D % %) A #» 8 & &
IL-18 > BB M ARIT 94 - EPBMCRAR X E R B
MEREFETHREDRML-1BE E B 4 1-3 ng/ml - K
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ELISAZ # % > 5l M A R & LPS-B i i 4l a2 b it & &
125~ 1 10R1: 20 BRAEUN B Z A RSB FRERAZ L
HFRHBAK -

FZAb B2 W F BN T RICsofl & 5= % 1E AT X & &9 3 #
BRETHELEFRFTABRAE Z K RIL-154E & Bt 3 #
82 50% -
HHRWEZBERAEBRERBdelBrHAmE Tz HAER
NS HEBRE  c BHEALRAHBELETSLE -
BEHZKBALS WL RARTHHIL-188 PBMCHE
# o ICsof& H #300 nMZE 4 uM -

IL-18& £ Z & & 5 #7

ABF RIS Z 2 »#ICsod TR Tk H k45
B # !
EhoMEA-—BEEHNFTE EATRHEIL- 18R L T
FRE)H AL A TRIWHBG TR - Z oM ARZHERNK
UBRETERSAACOBRXELBESE LT8R &
O BEELRARRBABR ZHAELEERAZ —HEA
BHREAREKR -

o

B B R E 4 B (~ 30 co)

4 R % Na)EDTA4.S mg/l0mIRXE)2 S #H B & H AT %
A #8 & kAR (~ 30-50 cc)

1.5 mlgg & & < &

X AAL B b E R (~ 25mM in DMSO & £ & 5 #)
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K/é\m%%z%ﬂ:@s;@;&(oy%)&}mss
2 B (EBKE; Cat# L-3012) 45 %k » £ E 1 mg/ml

Zz HBSS%& %

IL-1B ELISAZ 4@ (R & D% % : Cat # DLB50)

TNFa ELISAE %4 (R & D% % : Cat # DTA50)

KB RBER

>y HiEZE RSB

B AEBXRAKBZZREINI0C BE B4 A20.25 mlii
ENISmIB g#CcEF - 2E FEAN_BAFEETHARLE
BE2OEARKE - X FABRALARYYBEF ANAE
HBATTELLERE BHAZHABETETTHREELY
AR ZZRERE R D o

HEGABENRERAEARRBARYTHBEHER - 7T
Fm (£ mICEH H H A kAl )% R0 MM & &K
ZHBEFINBETRARGRBELILSY - HAEM B AR ZI
cmET o  RBAASCYHBERGTIRA 4R 4 0Fmzi
152 3 E ;i R4S PBS2 5% DMSO 3 ho 5] 75 M o

Axm25 plZ R RGO HBERIABB E 4t i g
AR AR B EAAS0 pl LPSE R (250 ng/ml# # & 4 B
ZF 050 ng/mRLKLEELPHEHFHBRELA - BB % N30°C
TARBFEAIC-IShrEBRARLAS T - EF - BRRFE
MEENDATIMZRBE T BRMAE - RS HBERT
A - SR —KX=Hm: GiEHE-RA4LPS; Eix
Wa-ReXRHE REBEZHA-ANATRTRESEE
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ZDMSOX‘tEHBEE AL ARE T HZ MBI R

- BAEIZTHN AR ETRADLZTRBARAIEHRFLEZE -
y NEERE B2 ANHKEECE P HN~2000rpmT

Bl éE KRB EVMOREECEY  2FHFTET
1000 x gt o R G X /AR TR AL o N L ELISAR &
B EREMN A RERATAREHFEN-T0°C-
ELISA :
R & D#% # (614 McKinley Place N.E. Minneapolis, MN
® SS413)ER Y B2 @ T AN R FIL-1BR TNF-a - o # 14 3% B
BERAET - B— 27 G EBIHEENA P T K
IL-1BRE A~ 1-Sng/ml- frA %A1 200 B & ffid
TR BELISAT 5% Z R EAELISARE S R 2 44 8B
e ZN 2y HPTREHNEZERE  TRLEBBRBEHRBER
14 o B & 4& (Nerad), JJ L. A » J. Leukocyte Biol., 52,

% 687-692F (1992) -
P BEHZAEALSAY LA R T 20 P E L HIL-182
¥4 AR IC o NN 1 uMZE 40 pM -
RN oAk
AEBHAASH T N4 LENHWO 99/47545F 2 7% 82 A 4o
#rok AT BRI K -
WO 99/47545R i F £ © A b3 A X A L 3] A &
FAFARF o
EEAME - R ARAABRTEAE B PD R e RN
FTRBEZEAARATEH THUAAEUARBSCECTTHA RS AL
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-

CHMRFEZEEE .G - B BB ALHLEEBLSG
AP FEMNGEBALEMELEATHARE BT A8

B K 5] o
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5~ PXERABE
ABEALRMLE L T AIZILS Y :

RZ
R. J\[rNA
N
Ho 5 Y
0~ N7
H )

EF 2B pAXTHELE - KAEBFREBNEH XL
CHREFTEH AN TR O BT RILAS Y2 B &G LH
% RAERBZILS MR BAMZ FiE o

® |
N EAXBARE
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t - HEREAR
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footei> |2 B E(F)EAR|  H0941060995% &4 4 3%
PP %ﬂﬁ@§#$am#42ﬁ)

~ %i N &0 .
L T o 4 Ar‘
1. — £ KXIit4 4 : e ]
RZ
R A
\N/k”/
H
° o) N/Y
H
I
h: A
o)
/¢O /5
® Ya Yy & ¥
R ﬁJH C] 1zﬂa 7}} M C3 IOI»&HE 3}%@ > c6-10%§5 >
5-108 2 #8B K ~5-108 22 % & -~ (C3.10B % £)-(Ci.12
BE%AE)-~ BHE-(CroioBE %A E)-~ (Co10% £)-(Ch.1z
PE kA M )-~ (S-108 2 2 5 4 )-(Cr.iofs % A M )-3(5-10
BXZH#FA)CI . nEERABR)- AP EMBEREFTREE
%ﬁnuRmﬁﬁ&*ﬁﬁﬂ@ﬁ%%%z;@ﬁ&%
TREEZEEHILAREEARAK
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R % R’C(0)-~ HC(0) ~ R3S0O,-~ R*0C(0) ~ (R*),NC(O) -
(R*)(H)NC(O0) ~ R*C(0)C(0)- ~ R*- + (R*);NC(0)C(O) -
(R*)(H)NC(0)C(0)% R*0C(0)C(0)- ;

RPAHC . 2B5%AB - ~Cr0B % AB -~ Coro %~ 5-10
Bz A S5-108B2835 - (CokiEBRAH)(Cia
B 2% A M )- - (CeroFx #)-(Croi2fs A B)- -~ (5-108 = #

£)-(Croi s % A H)-R(5-108 2 5 3% X)-(Cr.i2fs % &

& )-; Z-—EHREEARETFTREAZRADBAZE FLRBRH AR
3-I0B 2 BB EFE—BITREEZEACe10F
gg > 5-10,5‘ Z%% ~ Cs. 103& ’&‘5 IOE :&%i& 4

A AR E S 33EEXARREETFITAREAEASHO N~
NR’-S-~SORSO, a2 A EMERA H TR MA UK S &6
maEBrEARYZHRAARAK S

2T D
EARB o

R % R’C(0)- 4 K11#F 5% -
0 R?
)]\ A
R x N
H
O Y
O N/
H

MRPAHERXE - ER IR HETERTARETRZAR
F5EBLEARZABRNK > AT HERxEIR
A EZpEwREMNED —EmEAURRA > L PR
SHEFRRBSBAMR T

» Rl

100034-1001228.doc -2-



1362381

R*%Z & % - -OR’+ -NO,+ -CN+ -CF; ~ -OCF;~ -R°~ 1,2-
ZF A% 12-Z=4% - -NR%, - -SR’- -SOR’ -
-SO,R’ + -SO,N(R?%), ~ -SO3R’ + -C(O)R’ ~ -C(0)C(O)R’ -
-C(0)C(0)OR’ ~ -C(0)C(O)N(R®), + -C(O)CH,C(O)R’ -
-C(S)R’~ -C(S)OR’+ -C(0)OR’+ -OC(O)R’~ -C(O)N(R’), ~

s

-OC(O)N(R”); ~ -C(S)N(R®); ~ -(CH,),.,NHC(O)R’

4

-NR)NR’)COR’ + -NR’)NR*)C(O)OR’ + -NR’)N(R’)CON(R’),

4

-N(R’)SO,R’ - -N(R’)SO,N(R®), - -N(R’)C(O)OR’

4

® -N(R’)C(O)R® - -N(R’)C(S)R’ - -N(R9)C(O)N(R9)z

/4

-N(R’)C(S)N(R’), -+ -N(COR’)COR®’ - -N(OR’)R’
-C(=NH)N(R’); - -C(O)N(OR’)R’ - -C(=NOR’)R’
-OP(0)(OR’),~ -P(0)(R®),~ -P(0)(OR’), % -P(O)(H)(OR’) ;

R*% -C(R)(R®)(R7)~ Coro% % ~ 5S-108 = 5 % & £Cy.4
B A

RPZHHKC  ¢H 4 & % 858 &

ROAHKC . cH 48 K % a8 5 &

R'%-CF3~ -C3.7B A& ~ Coro % ~5-108 28 5% 4
BREXRC AR E LI REAZEZERFTRE
&9 3 AR"R &

XFERAR TRAMMEZHERFLAHAII08 2
BR% AR

R°ER*& % 2 4 & £ - -OR’- -NO,~-CN- -CF;~ -OCF; ~
R 1,2-ZF —f &~ 1,2-B 2 =& % - -N(R®),- -SR’ -
-SOR’ + -SO,R’ -+ -SO,N(R’), ~ -SO;R’ . -C(O)R® -
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-C(0)C(O)R’ - -C(O)C(O)ORg + -C(O)C(O)N(R?), -
.C(0)CH,C(O)R’ ~ -C(S)R® + -C(S)OR’ - -C(O)OR’ -
-OC(0)R’ + -C(O)N(R®), + -OC(O)N(R?); ~ -C(S)N(R’); ~
-(CH,)¢..NHC(O)R’® * -N(R®)N(R®)COR’ ~ -N(R*)N(R’)C(O)OR’ -
_N(R?)N(R?)CON(R?), » -N(R’)SO,R’ + -N(R°)SO,N(R’), -
-N(R*)C(0)OR’ + -N(R®)C(O)R’ ~ -N(R®)C(S)R? ~ -N(R’)C(O)N(R’), ~
-N(R®°)C(S)N(R’),; -~ -N(COR’)COR’ - -N(OR’)R’ -
-C(=NH)N(R®), - -C(O)N(OR®)R’ - -C(=NOR’)R’ -
_OP(0)(OR%),~ -P(O)(R%),~ -P(0)(OR’), & -P(O)(H)(OR’) ;

ROZ 8 ~Crifis % A H ~CoioB sk A M ~ Coro% A
5-108 2 % & -~ 5-108 2 5 & -~ (CoE BB AKX
M )-(Croi2fis % A& B )-~ (Co10% £)-(Croyafis 2% A5 B )-~ (5-10
Bz #BA)CrixAB)R#35-(C.nl%ni
M) A+ EMERAFTAEEREE L UARRK @ 4E —
MBEMEARTFHEAZI-_BAARTTREZEBEIUARE
B’
"R & % -~ -OR'"~ -NO, ~ -CN ~ -CF; » -OCF; » -R"
H-SR'"; £ FR"AC 4B AR -

R’ & % - -OR'""~ -NO,+ -CN ~ -CF; ~ -OCF; ~ -R'" »
-SR’ ;

AbnBAKLS]283@ L BB L E AN NR) -
O-S-SORSO, 2% B F ; B

EvmEALALAl2X3BE BB LEEN NRY) -
O-S-SORSO,Z % B F -
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2. wH KBAIZLLS Y £ F2ZRBERCO)-; MR’ A Co10%
BRRS-I0B 2R EFPRZETAERFTREEZLE
I A RYER & o

3. WmH KAl AY  EBHAILL Y

o R?
/“\ *
R x N
H
o) Y
o N
H

. I1

APROAXA - Ep sk AFELEBTAETEUEL S
FS5MEBLEARYZADRA  mA T HFEAxsEz ¥
A Ep X EEDH —EMET AR HRK - £ FR?
SAEFRBSEAEAMLE T -

4. WH RBAI3EFE-—F2ibdbh £FYH

(o]

%Hj"

O\R1

5. wH KFAZAE Y AFR'BCLLEEEE KCr0BR
A AV EARTAREENI3EBLEARZAMRK-

6. Wi KFSZ LM L FR'ATHAR T EU1-348 445 28
AR'Z AMBR A AR LMC LAk -

7. W RBE6Z LAY PR BARA L H4E K %48C .,
¥ A o

8. W KBTIz btbHh RFR'BAZEA-EHEL - EAAL K
ETXE -
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10. %o

11. %o

12.

13. %o

14.

15. %o

16. %o

17. %o

Wi kB8 iLA Y RER'BTH -
HkA4z b KX FR*A &% -OR’ - -CN- -CF;3 >
-OCF; % -R° -
Wi KAz A Y A FROAXT A -
Wi KAL3YE—B2bYH EFYH

ve

o o

FRAI3ITE—BA2iLsH  EFPAR S

D5

WHKRAZLAY  ATARATREEURRAR 2

KA1 3FE—BH2ibtASYH EHPYARATRE RN

RYE % 2

”Q' /Ny QD %Q
Y Y LY

L X F 152 bb Y APYARATHREEURRKZ

N

VW o

= £k E132z4bH o £ FR*ZAE & EF -~ -OR’ - -CF;3 »
_OCF; ~ -R°% -SR’ -
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