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MS m/z 454.4 (M+H)'O *H NMR (300.1 MHz, DMSO + TFA) & 8.64 (s, 1H), 8.08 (t, J
= 7.6 Hz, 2H), 7.80 (dd, J = 1.9, 7.1 Hz, 1H), 7.72 (t, J = 7.1 Hz, 1H), 7.64 (
t, J = 7.6 Hz, 1H), 7.55 - 7.45 (m, 2H), 5.06 (dd, J = 15.4, 11.0 Hz, 2H), 4.78
(t, J = 5.0 Hz, 1H), 4.20 (d, J = 5.0 Hz, 2H), 3.99 (s, 3H), 3.41 - 3.34 (m, 6H)
.23 - 3.19 (m, 2H), 2.75 (dd, J = 33.0, 15.4 Hz, 4H), 1.83 (s, 1H)O
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MS m/z 373.1 (M+H)', 317.1 (M+H-t-O O O )0 *H NMR (300.1 MHz, DMSO) d 12.80 (s,
0.6H), 7.59 (d, J = 7.2 Hz, 1H), 7.42 (d, J = 7.2 Hz, 2H), 4.09 (s, 1H), 3.30 (s
, 2H), 3.16 (s, 2H), 2.35 (m, 4H), 1.38 (s, 9H)O

oooooo

oooo0o0O0oOooo

0000000000000 00D00000D0D00000D0000000000000

O 0Oooo
O 0Oooo

I e e ey sy [
O Ooooo

e e e e e e e e e e A
Oo0oooooooo0 oo oooooDooDoooQgogoo-g
Ooooooooooooooo0oooooooooao
Oo0ooooooo0 oo oooooooDoooQgogoo-g
Ooooooooooooooo0oooooogooooao

OoOoo0ooooao

10

20

30

40



—m —m —m @ @ @ @ @ @ @ @ ™@ @ @ ™@ @ ™@ o™&@ & & & & & /& /& /s /&, /&, M/, /s o/, /&, /e /. /e /. /e /e /e o/ /e e e e e

gooad

(12)

JP 2007-532636 A 2007.11.15

el
B

MS
m/z
(M+H) +

4—{[2— (3, 4—
o7 =)y —2—
BRI —1 -4
bE] AFA} —3—
AMXFY—2—F7 =
U

470, 40

470. 2,
472. 2

3—AFFv—a-({2
—ERFD—1 -1
-2~ [3— (YT
A bFL) —T=
] mhH) AFN)
—2~-F7hr=pUn

485,51

486. 4

3—Ab¥F—4-—-({2
—ERF -1 —A
—2—[3— (FRDZN
FaAFN) —T7 =]
L hF} AFN) —2
—FZ7k=hU

469. 51

470. 5

4—{[2—(2—Zum
TJr=A) —2— (4—
AFAERTI D —1—
AN) T hEI] AFN
—3-ApPF—2—F
Zhk=tU

449, 98

450, 2

3—AbFr—4—-({2
— [3—= (AFNFA)
Txz=] — 2T
Yvy—1—A4nxhHx
vl AFA) —2—F7
f=kU

447. 60

448. 5

gooooan

10

20

30

40



L T e T e T e T e T e T e T T e T e e T e T e O e R e T e T e T e T e T e T e T T e T e T e T e T e T e T e T e T e T e T e B T e T e T e T e B T e T e T e T e T e T e B

0DooaOo
(HEZ)

(13)

JP 2007-532636 A

2007.11.

Ehi
&5

[ #=g722

MS
n/z
(M+H) +

3—Abxr—4—{[2
— (3—AFFTTx=
V) —2— (4—AF1
ERZF U —1 —A )
T hFL] AFA} -2
-7 kr=FU

445, 57

446. 6

4—1{[2—- (2, 3—-¥
Fhda7a=1) —2
RS —1—A
T h¥y] AFA) -3
—ArFY—-—2—-FT7k
=rUn

437. 49

438. 4

4—{[2— (3, 4—
INFnT =) —2
—BERFTL—1—A
T hF] AFN} —3
—AbhFL—2—-F7F
=k

437. 49

438. 2

10

4—-{[2—-—(4—Ynmnm
Zx=) —2—ERT
ry—1—AN1xT bF
v] AFAL —3—RA b
F—2—F7Fr=hV
S

435. 96

436. 4

11

4—{[2—-(2~7nn
=) —2—bE~RT
Yry—1—A4AxT ;¥
v] AFA} —3—-AXb
x—2—F7r=hV
il

435, 96

436. 3

oooooad

15

10

20

30

40

50



L T e T e T e T e T e T e T T e T e e T e T e O e R e T e T e T e T e T e T e T T e T e T e T e T e T e T e T e T e T e T e B T e T e T e T e B T e T e T e T e T e T e B

Dooo
(FeZ)

(14)

JP 2007-532636 A

2007.11.

eS|
&5

fLa¥4

MS

(M+H) +

12

4—{[2-(3—-%nmm
Tr=A) — 2 —PRS
Y—1—A4nz ¥
v] AFN} —3—RAF
X —-2—F7Fr=hl
L

435. 96

436. 2

13

4—{[2—(3—71A
n7xz=/)) —2— (4
—AFALERF—1
—AN) T hFH] AF
N —3—AbhF—2
—FZ7hk=FV

433. 53

434.6

14

4—{[2—(3—71F
B—4—RXFLT7 =
) —2-ERTF U —
1—A = hF] AF
p —3—ARFL—2
—F7 =0

433. 53

434.5

15

4—{[2— (4—71F
27xz=) —2— (4
—AFAERFT -1
—AN) T hFL] AF
N —3—Abxi -2
—FZ7 =k

433,53

434.5

16

4—{[2— (4—onrF
P—2—-—XAFT7c=
N —2—ERFI—
1 —A AT b L] AF
A —3—RAbF—2
—FZ7bh=bI

433. 53

434.5

15

10

20

30

40

50



L T e T e T e T e T e T e T T e T e e T e T e O e R e T e T e T e T e T e T e T T e T e T e T e T e T e T e T e T e T e T e B T e T e T e T e B T e T e T e T e T e T e B

Dooo
(H2E)

(15)

JP 2007-532636 A

2007.11.

FEhi 51
&5

{b&¥4

MS
n/z

(M+H) +

17

3—AbPFr—4—{[2
— (3—APFTv 7=
Ny —2—bERFV—
1—A Nz bx] AF
Ny —2-~-FT7h=hkY
W

431. 54

432.6

18

3—AbF—4—-{[2
~ {(2—AMHFPTx=
Ny — 2RIV —
1~z bF] AF
Nt —2—~FZ7 k=R
U

431. 54

432. 6

19

3—AFFT—4-{[2
— {(4—A T T=
) —2—ERFTU—
1—A L h¥] AF
nt —2—F7hk=FhkY
e

431. 54

432.5

20

4—{[2—-(4—-7rF
o7xz=/)) —2-—1t
SVs—1—ANTbF
v] AFA} —3—A b
*—2—F7r=bVY
s

419. 50

420. 3

21

4—{[2— (3—71F
n7x=/A) —2-E
SVv—1—ANT b F
V] AFAY —3—A b
Xx—-2—-F7h=pY
V%

419. 50

420. 3

oooooad

15

10

20

30

40

50



(16) JP 2007-532636 A 2007.11.
oooao
i (e x)
: MS
e feotnk W | wz
[ (M+H) +
[ 4—1{[2—(2—7rF
[ HN a7xz=)b) —2 -
: K/N FYr—1—ANT ¥
[ 22 © ZIATH) Z3 A e 50| 420,
: F xv—2—F7r=py [P '
0 s
[ Y
[
[
[ J—=x=F—4—-{[2—
: HN Q (4—ortp7=z=
N L) — 2RV —
E K/ O O 1—ALxThFx]) 2F
: 23 M =2=FT =0T 753 | 418.3
¥

E CN
f F
[
[ 3—ArFx—4-{[2
[ HN — (4 —AFLT =)
[ Q O — 2RIV —1—
[ e ANT RF] AFN}
[ 24 —2-FTT7RERUA s 54| 4165
| ?
[ CN
[
[
E 3—ALxi—4—{L2

HN = (3= AFNT =)
ARESNS
[ 25 © A= XD AT s 54| 4165
: —2—F7r=hUn - -
[ 0]
[ | CN
[
: 3—Abxv—4-[(2
[ _ —_ _ _ 56 o =

HN o= )b— 2 -7
[ @ O Jry—1—AAxT hF
[ 26 0 W) AFAL —2=FT | s
[ P=kD : ’
[ 0]
[ | CN
[
L

ugoodaoan

15

10

20

30

40



Dooo
()

17

JP 2007-532636 A 2007.11.15

F R
£

=22

MS
m/z
(M+H) +

27

CN

4—{[2— (4—-71F%
H7x=/) —2—ER
V-1 —ANxT b
¥] AFN} —2—F+7
b=hrUn

389. 48

390. 3

28

-« Q

1-[2—-[(4—7nF
n—1—F7FN) A
F] —1— (4—7
o7 z=,) TFN]
ERZF

382. 45

383.2

29

Br

1—[2—-[{(3—7 =%
—2—AFFL—5,6,
7, 8—F7 b 7k Fe#+
THELY—1—AN) A
F%2] —1— (4—7
AT T =) ]
ERZ U

477. 42

477. 2,
479. 2

10

20

30



L T e T e T e T e T e T e T T e T e e T e T e O e R e T e T e T e T e T e T e T T e T e T e T e T e T e T e T e T e T e T e B T e T e T e T e B T e T e T e T e T e T e B

(18) JP 2007-532636 A 2007.11.15

gooaoodadd

INTERNATIONAL SEARCH REPORT Internationat application No.
PCT/SE 20057000499

A, CLASSIFICATION OF SUBJECT MATTER

IPC7: CO7D 241/04, CO7C 217/48, A6lK 31,495, A6lK 31/137, A6lP 25700, A61P 9/00,
AGLP 1/00

Axcording to International Patent Classification (IPC) or to both national classification and IPC
B. FIELDS SEARCHED
Minimum documentation searched (classification system followed by classification symbols)

IPC7: CO7D, CO7C, A6lK
Documentation searched other than minimum decumentation to the extent that such documents are included in the ficlds searched
SE,DK,FI,NO classes as above

Blectronic data base consulted during the international search (name of date bese and, where practicsble, se arch terms used)

CHEM. ABS DATA, EPO-INTERNAL, WPI DATA, BIOSIS, FMBASE, MEDLINE
€. DOCUMENTS CONSIDERED TO BE RELEVANT

Category*| Citation of document, with indication, where appropriate, of the relevant passages Relevant to claim No.

X Ryckmans, T. et al.; "Dual NK1 antagonists-sercotonin 1-11
reuptake inhibitors as potential antidepressants.
Part 2: SAR and activity of benzyloxyphenethyl
piperazine derivatives"; Bioorg. Med. Chem. Lett.
(2002), 12(21), 3195-3198.

X Genicot, C. et a1;; "Discovery of orally 1-11
bioavailable NK1 receptor antagonists"; Bioorg. Med.
Chem. Lett. (2003), 13(3), 437-442.

X WO 9414767 Al (MERCK SHARP & DOHME LIMITED), 1-11
7 July 1994 (07.07.1994)

"E Further documents are listed in the continuation of Box C. m See patent family annex.

*  Special categaries of cited documents “T* later docurment prblished alter tha internstional fling date o priatity

"A’ document defining the general state of the art which is not consldered date and not in condict with the applicaion tut cited to understmd
o be of particuler rdevance the principle or theory underlying the invention
g " . : ; i
E E’;. hﬂ'iaPPh“ﬂm or patent but published on o alter the inter “X7 d t of particolar relevance: the claimed inventlon cannot be

cansidered novel or cannot be ¢onsidered to involve an inventive

“L*  domument which may throw doybts an pelarity datmis) ar which is step when the document is taken slone
cited to establigh the publication date of aother eitation cor other
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Box Ne, II  Observations where certain claims were found unsearchable (Continuation of item 2 of first sheet)

This international search report has not been established in respect of certain claims under Article | 7{2)(e) for the following reasons;

Claims Nos: 5-7 and 10-11
becanse they relate to subject matter not required to be searched by this Authority, namely:

See Continuation sheet.

2 K climsNos: 1-11 partly
because they relate to parts of the international application that do not eomply with the preseribed requirements to such an
extent that no meaningful international search can be carried out, specifically:

See Continuation sheet.

D Clafms Nos.:
because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a).

Box No. HI Observations where unity of invention is lecking (Continnation of item 3 of first sheet)

This International Searching Authority found multiple inventions in this intetnational application, as follows:

1. D As all required additional search fees were timely paid by the applicant, this international search report covers all searchable
claims,

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

3. |:| Aa 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 Nos.: -

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

Remark on Protest |:| The additionel search fees were accompanied by the applicant’s protest and, where applicable,
the payment of a protest fee.
|:] The additional search fees were accompanied by the applicant’s protest but the applicable |
protest fee was not paid within the time limit specified in the invitation.
D No protest accompanied the payment of additional search fees,
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Continuation of Box No., IT.1l.:,

¢laims 5-7 and 10-11 relate to methods of treatment of the
human or animal body by therapy (PCT Rule 39.1(iv)).
Nevertheless, a search has been executed for these claims. The
gsearch has been based on the alleged effects of the compounds
or compositions.
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The novelty search of claimg 1-4 revealed a very large number
of documents relevant to the i1ssue of novelty. 5So many
decuments were retrlieved that it is impossible to determine
which parts of claims 1-4 may be said to define the subject-
matter for which protection might Jlegitimately be sought
{(Article 6 PCT). For these reasong, a meaningful search over
the whole breadth of the claims is impossible. The search has
been restricted to the compounds according to structural
diagram I in which n is 1 or 2, Ar* is naphthyl or tetralin and
for which, if R' and R® form a heterocyclic ring, then this ring
has no other sgubstituents than the ones mentioned on line 9 -
line 11 in claim 1. ’

The scope of claims 1-11, in as far as the expression 7in wvivo-
hydrolysable precursors thereof” is concerned, is so unclear
{Article 6 PCT) that a meaningful search is impossible with
regard to thie expression. :

The wvarious expressions relating to “antagonism of NE;
receptors” and *SRI activity” in present claims 5-9 and 11, as
well as the expression "gastrointestinal tract disorders” in
c¢laim 10, relate to a large number of different dieaorders
which cannot be clearly defined by these expressions, and
elaim 10 further relates to treatment of a large number of
different disorders. The application provides gupport for use
of the compounds in the treatment of only a very limited
nunber of such disorders. Moreover,  the pharmacological
effects antagonism of NK; receptors and SRI activity camnot in
themselves be regarded as therapeutic applications. There are
an undefined number of diseases which might be related to
these pharmacological effects. A practical application still
needs to be found in the form of a defined treatment of a
specified pathological condition, this being an essential
technical feature, in order to render wlaims 5-95 and 11 clear.
Claims 5-11 do therefore not meet the requirements of Article
6 PCT' that claims shall be clear, concise and supported by the
description. Because of the lack of clarity of the claims, a
meaningful search over the whole of the claimed scope canmot
be performed. The search has been carried out only for the
general concepts antagonism of WK, receptors and BRI activity,
as well as the disorders hyperteneion, depresgicn, generalized
anxiety disorder, phobias, posttraumatic stress syndrome,
anorexia, bulimia, cbesity, addiction, pain, Alzheiner's
disease, obsessive-compulsive disorder, panic disorder,
dementia, Parkingon’s disease, tardive dyskinesias,
schizophrenia, premenstrual syndrome and attention deficit
hyperactivity dieorder,
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