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1.92-1.79 (m,2H), 1.66-1.55 (m, 2H), 1.55-1.30 (m,4H). MS; es*

es™: 142.8 (M -H)".
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J=09.2Hz, 1H) , 7.89 (d, J = 6.7 Hz, 1H), 7.49-7.36 (m, 2H), 7.27 (bs, 1H)
, 7.06-6.96 (m, 2H), 6.10-5.90 (m, 1H), 5.33 (s, 1H), 5.01 (d, J = 16.8 Hz, 1
H), 4.84 (d, J = 10.6 Hz, 1H), 4.79-4.65 (m, 1H), 4.47-4.40 (m, 1H), 4.30 (d
,J =11.5 Hz, 1H), ), 4.15 (d, J = 8.8 Hz, 1H), 4.00-3.85 (m, 2H), 3.90 (s, 3
H), 2.37-2.26 (m, 1H), 2.15-1.91 (m, 2H), 1.80-1.23 (m, 18H), 0.96 0 O 0.86 (
2x s, OH).
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TH NMR (400 MHz,DMSO-dg): 0 OO0ODOO00D90:10 000000000000 ; & 8.59

(s, 1H), 8.45-8.39 (m, 1H), 8.25 (bs, 1H), 8.20 (d, J = 9.2 Hz, 1H), 7.84 (bs, 1
H), 7.74 (s, 1H), 7.32-7.26 (m, 1H), 7.01 (d, J = 8.3 Hz, 1H), 5.78-5.66 (m, 2H)
, 5.20 (dd, J = 17.0, 1.6 Hz, 1H), 5.09-5.04 (m, 1H), 4.53-4.36 (m, 4H), 4.05-3.
92 (m, 2H), 3.97 (s, 3H), 2.63-2.55 (m, 1H), 2.44-2.29 (m, 3H), 2.07-1.95 (m, 3H
), 1.79-1.23 (m, 12H), 0.96 (s, 9H).

M.S.(0ODOO) = 773.4 (M-H)- 775.4 (M#H)+ . 0O O HPLCO O O (0.06% TFA; CHCN

: H,0) : 98%
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TH NMR (400 MHz,DMSO-dg): 0O OD0O00D090:10 000000000000 ; & 8.61
(s, 1H), 8.26-8.17 (m, 2H), 8.13-8.04 (m, 1H), 7.81 (bs, 1H), 7.73 (bs, 1H), 7.3

2-7.24 (m, 1H), 7.07 (d, J = 8.2 Hz, 1H), 5.78-5.65 (m, 2H), 5.23-5.15 (m, 1H),

5.09-5.03 (m, 1H), 4.51-4.43 (m, 3H), 4.05-3.77 (m, 3H), 3.97 (s, 3H), 2.64-2.55
(m, 1H), 2.38-2.27 (m, 1H), 2.05-1.95 (m, 3H), 1.79-1.71 (m, 2H), 1.66-1.19 (m,
16H), 0.96 (s, 9H).

M.S.(0O0ODO) : 801.4 (M-H)- 803.4 (M+H)+ . O O HPLCO O O (0.06% TFA; CHCN
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1H-NMR (400MHz, DMSO-d6), & 10.89 (s, 1H), 8.84 (s, 1H), 8.20 (d, J = 8.8 Hz, 1H
), 8.18-8.08 (m, 2H), 7.89 (d, J = 7.6 Hz, 2H), 7.70 (dd, J = 7.6, 7.6 Hz, 2H),
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7.58 (dd, J = 7.7, 7.7 Hz, 2H), 7.28 (bs, 1H), 7.11 (d, J = 6.6 Hz, 1H), 5.75 (b
s, 1H), 5.37-5.25 (m, 1H), 5.12 (d, J = 17 Hz, 1H), 4.92 (d, J = 12 Hz, 1H), 4.5
8-4.42 (m, 3H), 4.24 (bs, 1H), 4.05 (d, J = 7.8 Hz, 1H), 3.97 (s, 3H), 3.93 (d,
J = 7.8 Hz, 1H), 2.69-2.61 (m, 1H), 2.35-2.21 (m, 1H), 2.13-1.98 (m, 3H), 1.78-1
.68 (m, 4H), 1.68-1.51 (m, 8H), 1.50-1.41 (m, 4H), 1.29-1.22 (m, 1H), 0.99 (s, 9
H).

MS (0O DDO): 928.5 (M + H)+, OO 926.5 (M H)-.

RP-HPLC: Rt = 7.3 0 (D OO = 99%).
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M.S.(0O0DODO) : 554.2 (M-H)- 556.3 (M+H)+ 578.2 (M+Na)+ .

0 OHPLCO O O (0.06% TFA ; CHCN : H,0) : 96%.
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M.S.(COOO) : 578.2 (M-H)- 580.3 (M+H)+ . O OHPLCO O O (0.06% TFA ; CH3CN
: H;0) : 90%.
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0 OHPLCO O O (0.06% TFA ; CHCN : H,0) : 99%.
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00O0DO0O0O0D0O0.0IN NaOH (6.27mLl)0 00 0000000000000 0 0000 MeOH
0000000000000 O00O0O00O0O00O0O00ONaDOOOODOOODOOCOOOS0.8
mg0 0 00O OO 50.8mgd NaO O MWD 809.750 0 0 0 0 O O

TH NMR (400 MHz,DMSO-dg): 0O0O0O0O0O008:1 000 ;5 8.20 (bs, 1H) , 7.96 (d
,J=8.8Hz, 1H) , 7.86 (d, J = 5.7 Hz, 1H), 7.51-7.47 (m, 2H), 7.26 (s, 1H)
, 6.97 (d, J = 8.6 Hz, 1H), 6.19-6.02 (m, 1H), 5.33 (bs, 1H), 4.99 (d, J =1
6.8 Hz, 1H), 4.77 (d, J = 10.0 Hz, 1H), 4.52-4.41 (m, 2H), 4.34 (d, J = 11.0
Hz, 1H), ), 4.04-3.96 (m, 2H), 3.89 (s, 3H), 3.79-3.68 (m, 1H), 3.68-3.15 (
000000, 2H), 2.45-2.36 (m, 1H), 2.05-1.92 (m, 2H), 1.82-1.35 (m, 16H),
1.35-1.12 (m, 2H), 0.91 0O 0.84 (2x s, OH).

M.S.(0ODODO) : 786.4 (M-H)- 788.3 (M+H)+ 810 (M+Na)+ . O O HPLCO O O (O.
06% TFA ; CH5CN : H,0) : 99%.
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000000000000 0O000O000O0000000000000HPLCOOOO
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H NMR (400 MHz,DMSO-dg): 0D 0000 DO7:1 000 ;8 8.09 (bs, 1H) , 8.02 (d,
J=9.0Hz, 1H) , 7.88 (d, J = 6.5 Hz, 1H), 7.45 (s, 1H), 7.40 (s, 1H), 7.28
(d, 3 =283 Hz, 1H), 7.16-7.08 (m, 1H), 7.07-7.00 (m, 1H), 6.10-5.95 (m, 1H),
5.32 (bs, 1H), 5.00 (d, J = 17.2 Hz, 1H), 4.82 (d, J = 11.4 Hz, 1H), 4.64-4.

52 (m, 1H), 4.48-4.41 (m, 1H), 4.29 (d, J = 11.7 Hz, 1H), ), 4.12 (d, J = 8.6
Hz, 1H), 3.97-3.85 (m, 2H), 3.91 (s, 3H), 2.36-2.27 (m, 1H), 2.18-2.04 (m, 2
H), 2.03-1.81 (m, 6H), 1.77-1.43 (m, 9H), 1.41-1.34 (m, 1H), 0.96 0 O 0.85 (2x
s, 9H).

M.S.(COOO) : 773.3 (M-H)- 775.4 (M+H)+ . OO HPLCO O O (0.06% TFA; CHZCN
: H;0) : 99%.
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TH NMR (400 MHz,DMSO-dg): 000000 05:1 000 ; & 8.29 (bs, 1H) , 8.02 (d

,J =9.0Hz, 1H) , 7.89 (d, J = 6.5 Hz, 1H),

7.45 (s, 1H), 7.40 (s, 1H), 7.27

(d, J = 2.2 Hz, 1H), 7.05 (d, J = 8.6 Hz, 1H), 7.00 (dd, J = 2.0 , 9.0 Hz, 1H)

, 5.89 (bs, 1H), 5.34 (s, 1H), 5.08 (d, J =

17.0 Hz, 1H), 4.91 (d, J = 9.4 Hz

, 1H), 4.43 (dd, J = 8.4 , 16.8 Hz, 1H), 4.36-4.24 (m, 1H), 4.14 (d, J = 8.6 Hz

, 1H), ), 4.00-3.86 (m, 3H), 3.89 (s, 3H),

2.35-2.23 (m, 1H), 2.04-1.91 (m,

5H), 1.79-1.41 (m, 10H), 1.39-1.08 (m, 7H), 0.97 OO 0.86 (2x s, O9H).

M.S.(0ODODO) : 801.4 (M-H)- 803.4 (M+H)+ .

: H;0) : 98%.
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TH NMR (400 MHz,DMSO-dg): 000000 D01:4000 ;8 8.22 00 8.04 (2xs, 1H) ,
8.00 (d, J =9.2Hz, 1H) , 7.91 (d, J = 6.5 Hz, 1H), 7.46 (s, 1H), 7.41 (s,
1H), 7.27 (d, J = 2.4 Hz, 1H), 7.20 (d, J = 8.4 Hz, 1H), 7.01 (dd, J =2.4 , 9
.0 Hz, 1H), 6.09-5.98 (m, 1H), 5.34 (s, 1H), 4.98 (dd, J = 1.6, 17.4 Hz, 1H),
4.80 (d, J = 11.9 Hz, 1H), 4.73-4.67 (m, 1H), 4.43-4.31 (m, 2H), 4.05-3.95 (m
, 2H), 3.95-3.84 (m, 1H), 3.90 (s, 3H), 2.38-2.29 (m, 1H), 2.03-1.92 (m, 2H),

1.83-1.21 (m, 24H), 1.21-0.83 (m, 5H)
M.s.(OOOO) : 813.4 (M-H)- 815.4 (M+H)+ .
: H;0) : 99%.
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dUTP (10mM) 1.5 147 600 1 M
T4 T = RTT A= (10pM) 1 98 200nM
V=275 A == {10 p M) 1 98 200nM
PUTIRZ ©—"7 {5 u M) 2 196 200nM
rTth DNAZE U 2 Z—F 2 196 0.1 U/nL
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T A L—AUNG{LU/ p L) 0.5 49 0.01 U/ L
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Oooooo

UoooOoOO0ooobobODOoO0ooO0oDbDOO0OnDbsS ™ACG CAG AAA GCG TCT AGC CAT GGC GTT A
GT-3*

Ubo0oboo0oo0ooo0oboDOobO0obOobO0on0D0nObs®TCC CGG GGC ACT CGC AAG CAC CCT ATC AGG
-3"

Ooo0ob0OO0OO0ooOoboOoOOocOoxevOSsS"00ooooooooozse-ntD000oooOaO
PuTROOOOODODOOOODOOOO

6FAM] - TGG TCT GCG GAA CCG GTG AGT ACA CC -
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SEQUENCE LISTING

<110> BOEHRINGER INGELHEIM INTERNATIONAL GmbH

<120> HEPATITIS C INHIEITOR TRI-PEPTIDES

<130= 13/106

<150> 2,370,3%6
<151> 2002-08-01

<160> 3
<170> FastS8EQ [or Windows Version 4.0

<210> 1

<211> 39

<212> DNA

<213> Artifical Sequence

<220>
<223> Forward primier

<400> L
acgcagaaag cgtotagcca tggcgttagt

<210> 2

<211> 30

<212> DNA

<213> Artifical Sequence

<220>
<223> Reverse Primer

<4 00> 2
tcccggggca ctogcaagca ccctatcagy

<210> 3

<211> 26

<212> DNA

<213> Artifical Sequence

<220>
<223> PUTR probe

<400=> 3
tggtctgoygy aaccggtgag tacace
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