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RAES

fbpHEE=

IH-NMR (CD,0D) éppm

EhEHAa

/‘u"—%\
| Lj
N0 Wan
HO\T-rfz LI
Ho T oM

OM

1.19 (3H, t, J=7.5Hz), 2.58 (2H, q, J=7.5
Hz), 3.30-3.50 (4H, m), 3.69 (14, dd,
J=5.8, 12.1Hz), 3.90 (1H, d4, J=1.9, 12.1
Hz), 4.10-4.20 (2H, m), 4.50 (1, d,
J=8.8Hz), 7.00-7.20 (5H, m), 7.25-7.35
(1H, m), 7.35-7.45 (1H, m), 7.60-7.65
(1H, m)

K5

T

HO 7 ob

3.35-3.50 (4H, m), 3.69 (1H, dd, J=6.0,
12.1H2), 3.74 (3H, s), 3.90 (1H, dd,
J=1.8, 12.1Hz}, 4.12 (2H, s), 4.50 (1H, d,
J=9.2Hz), 6.75-6.85 (2H, m), 7.05-7.20
(8H, m), 7.25-7.835 (1, m), 7.35-7.45
(1H, m), 7.60-7.65 (1H, m)

EhEf6

W A
[ W
R % s A
e
Ho "7 oH
L

1.35 (3H, t, J=7.0Hz), 3.30-3.50 (4, m),
3.69 (1H, dd, J=5.8, 12.2Hz), 3.90 (1H,
dd, J=2.0, 12.2Hz), 3.98 (2H, q, J=7.0
Hz), 4.11 (2H, &), 4.50 (1H, 4, J=9.0Hz),
6.75-6.85 (2H, m), 7.05-7.20 (3H, m),
7.25-7.35 (1H, m), 7.35-7.45 (1H, m),
7.60-7.65 (1H, m)

SRR 7

2.42 (3H, s), 3.30-3.50 (4H, m), 3.69 (1H,
dd, J=5.9, 12.1Hz), 3.90 (1H, dd, J=2.0,
12.1Hz), 4.15 (2H, ), 4.50 (1H, d, J=9.2
Hz), 7.10-7.20 (6H, m), 7.25-7.35 (1H,
m), 7.35-7.45 (1H, m), 7.60-7.70 (1H, m)

=

3.30-3.50 (4H, m), 3.69 (1H, dd, J=6.0,
12.0Hz), 3.90 (1H, dd, J=2.0, 12.0Hz),
4.17 (2H, 8), 4.50 (1H, d, J=9.2Hz),
6.90-7.00 (2H, m), 7.10-7.15 (1H, m),
7.20-7.35 (3H, m), 7.85-7.45 (1H, m),
7.60-7.70 (1H, m)

HhEHo

2,21 (3H, s), 3.30-3.55 (4H, m), 3.70 (1H,
dd, J=6.0, 12.2Hz), 3.91 (1H, dd, J=2.0,
12.2Hz), 4.17 (2H, &), 4.52 (1H, d, J=9.3
Hz), 6.80-6.85 (1H, m), 7.00-7.30 (5H,
m), 7.35-7.45 (1H, m), 7.60-7.65 {1H, m)
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RiEfES

A EE T

'H-NMR (CD,OD) 6 ppm

Ehie@10

2.26 (3H, s), 3.30-3.50 (4H, m), 3.69 (1H,
dd, J=6.0, 12.0Hz), 3.90 (1H, dd, J=2.2,
12.0Hz}, 4.14 (2H, s), 4.50 (1H, d, J=9.1
Hz), 6.95-7.15 (5H, m), 7.25-7.35 (1H,
m), 7.35-7.45 (1H, m), 7.60-7.65 (1H, m)

L T e T e T e T e T s T e T e T s T e T s B e B e}

EhEH11

3.30-3.50 (4H, m), 3.70 (1H, dd, J=5.9,
12.0Hz), 3.90 (1H, dd, J=2.2, 12.0Hz),
4.12 (2H, s), 4.50 (1H, 4, J=9.3Hz),
7.10-7.17 (1H, m), 7.18-7.27 (4H, m),
7.18-7.35 (1H, m), 7.86-7.45 (1H, m)

oooo U

goooooboooboooan

uboboooboobooobouoboouoboobooboobooboobooboodnn

oooogad
ood

ERAES

LS

'H-NMR (CD,0D) dppm

k12

—

s 4
Ho,.\[o‘_, S
HO' ¢ oM 7%
)

OH =
OH

2.80-2.95 (2H, m), 3.10-3.20 (2H, m),
3.30-3.55 (4H, m), 3.72 (1H, dd, J=5.7,
12.1Hz), 3.92 (1H, dd, J=2.1, 12.1Hz),
4.54 (1H, d, J=9.2Hz), 6.65-6.70 (2H, m),
6.95-7.02 (2H, m), 7.03-7.08 (1H, m),
7.15-7.20 (1H, m), 7.45-7.55 (1H, m),
7.60-7.70 (1H, m)

M3

2.80-3.00 {(2H, m), 3.10-3.25 (2H, m),
3.30-3.55 (4H, m), 3.72 (1H, dd, J=6.0,
11.8Hz), 3.75 (3H, ), 3.92 (1H, dd, J=

1.9, 11.8Hz), 4.55 (1H, d, J=9,7Hz), 6.75-

6.85 (2H, m), 7.00-7.12 (8H, m), 7.14-
7.20 (1H, m), 7.51 (1H, s), 7.65 (1H, d,
J=8.5Hz)

RhEG14

2.85-2.95 (2H, m), 3.10-3.25 (2H, m),
3.30-3.55 (4H, m), 3.72 (1H, dd, J=6.0,
12.1Hz), 3.92 (1H, dd, J=2.3, 12.1Hz2),
4.55 (1H, d, J=8.9Hz), 6.55-6.70 (3H, m),
7.00-7.10 2H, m), 7.15-7.25 (1H, m),
7.52 (1H, ), 7.66 (1H, d, J=7.7Hz)
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Ooooao
[EHAER TS I 'H-NMR (CD,0D) 6 ppm
: 2.90-3.05 (2H, m), 3.15-3.25 (2H, m),
: e 3.30-3.55 (4H, m), 3.72 (1H, dd, J=6.1,
o NP J)\\—\_\ 11.9Hz), 3.72 (3H, s), 8.92 (1H, dd, J=
: 25515 o' oM o 2.4, 11.9Hz), 4.55 (1H, 4, J=8.9Hz),
[ on = 6.65-6.75 (2H, m), 6.75-6.80 (1H, m),
[ 7.00-7.10 (1H, m), 7.10-7.25 (2H, m),
[ 7.52 (1H, s), 7.66 (1H, d, J=8.4Hz)
E 2.28 (3H, s), 2.85-3.00 (2H, m), 5.10-3.25 10
e ) (2H, m), 3.35-3.55 (4H, m), 3.72 (1H, dd,
| w ~ J=6.0, 12.1Hz), 3.92 (1H, dd, J=2.3, 12.1
o =Edne | S L )y | Ho), 455 (1H, d, J=8.8Hz), 7.00-7.10
[ on :2 (5H, m), 7.10-7.25 (1H, m), 7.52 (1H, m),
[ 7.65 (1H, d, J=7.9Hz)
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Full text; particularly, pages 14 to 15
& US 2002/13268 Al & EP 1145717 A2
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Full text; particularly, Claims
& WO 20047087727 AL
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the ¢laim 1 is a substitution product of a
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1-16,21-26,
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This international search report has not been established in respect of certain claims under Article 17(2){a) for the following reasons:

L. Claims Nos.. 17-20, 27-29
because they relate to subject matter not required to be searched by this Authority, namely:

Claims 17 to 20 and 27 to 29 pertain to [methods for treatment of the human
body by therapyl]l and thus relate to a subject matter which this International
Searching Autheority is not required, under the provisions of the PCT Rule
39.1(iv), to search.

2 |:| Claims Nos.:
because they relate to parts of the international application that do not comply with the prescribed requirements to such an
extent that no meaningful international search can be carried out, specifically:

3 D Claims Nos.:
because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a}.
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This International Searching Authority found multiple inventions in this international application, as follows:

L. I:l As all required additional search fees were timely paid by the applicant, this international search report covers all searchable
claims.

2. |:| As all searchable claims could be searched without effort justifying an additional fee, this Authority did not invite payment of
any additional fee.

£ I:l Asg only some of the required additional search fees were timely paid by the applicant, this international search report covers
only those claims for which fees were paid, specifically claims Nes.:

4. D No required additional search fees were timely paid by the applicant. Consequently, this international search report is
restricted to the invention first mentioned in the claims; it is covered by claims Nos.:

Remark on Protest I:l The additional search fees were accompanied by the applicant’s protest.

I:I No protest accompanied the payment of additional search fees.
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1) The structure of the compound cannot be clearly grasped from the
term "prodrug" used in the claims. As a result, the compound and the
subject maters concerning various medicinal uses of the compound are
unclear,

2) The compound of c¢laim 1 is described in the Markush form go that
¢choices can be multiply made from among specifi¢ substituents. 2s a
regsult, the number of c¢hoices ig vast and c¢laim 1 lacks concigeness.

The compounds which are supported by the description in the meaning
of Article 6 of the PCT and disclosed in the meaning of Article 5 of
the PCT are limited to an extremely small part of the compounds c¢laimed.
The compounds having such vast choices or the whole medicinal uses of
the compounds are not considered to be disclesed in or supported by the
deacription.

3) From the term "diseases attributable to hyperglycemia"™ usgsed in
claims 12, 22, and 31, the range of such diseases cannot be clearly grasped.
Furthermore, diseases, e.g., hypertension, are generally caused by
miltiple factors. Consequently, even when the gtatements in the
description and technical common sense are taken into account, persons
skilled in the art cannot understand that the medicine of the invention
is effective for all these diseases. Moreover, persons skilled in the
art cannot understand that all the wide range of compounds claimed are
effective for the medicinal uses.
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