wo 2017/139526 A8 |00 0O A

(12) INTERNATIONAL APPLICATION PUBLISHED UNDER THE PATENT COOPERATION TREATY (PCT)

CORRECTED VERSION

(19) World Intellectual Property Ny
Organization

International Bureau /

(43) International Publication Date —/

17 August 2017 (17.08.2017)

(10) International Publication Number

WO 2017/139526 A8

WIPO I PCT

(5D

2D

22)

(25)
(26)
(30$)

an

a2

International Patent Classification:
A61K 31/47 (2006.01) CO7D 217/08 (2006.01)

International Application Number:
PCT/US2017/017295

International Filing Date:
10 February 2017 (10.02.2017)

Filing Language: English
Publication Language: English
Priority Data:

62/285,039 12 February 2016 (12.02.2016) US

Applicants: ASTELLAS PHARMA INC. [JP/JP]; 5-1,
Nihonbashi-honcho 2-chome, Chuo-ku, Tokyo, 103-8411
(JP). CYTOKINETICS, INCORPORATED [US/US];
280 East Grand Avenue, South San Francisco, CA 94080
(US).

Inventors: SATO, Ippei; C/o Astellas Pharma Inc., 5-1,
Nihonbashi-honcho 2-chome, Chuo-ku, Tokyo, 103-8411
(JP). KAMIKUBO, Takashi; C/o Astellas Pharma
Inc., 5-1, Nihonbashi-honcho 2-chome, Chuo-ku, Tokyo,
103-8411 (JP). MIURA, Masanori; C/o Astellas Pharma

Inc., 5-1, Nihonbashi-honcho 2-chome, Chuo-ku, Tokyo,
103-8411 (JP). MATSUSHIMA, Yuji; C/o Astellas Phar-
ma Inc., 5-1, Nihonbashi-honcho 2-chome, Chuo-ku,
Tokyo, 103-8411 (JP). TANAKA, Hiroaki; C/o Astellas
Pharma Inc., 5-1, Nihonbashi-honcho 2-chome, Chuo-ku,
Tokyo, 103-8411 (JP). SHIINA, Yasuhiro; C/o Astellas
Pharma Inc., 5-1, Nihonbashi-honcho 2-chome, Chuo-ku,
Tokyo, 103-8411 (JP). YAMAKI, Susumu; C/o Astellas
Pharma Inc., 5-1, Nihonbashi-honcho 2-chome, Chuo-ku,
Tokyo, 103-8411 (JP). SAITO, Tomoyuki; C/o Astellas
Pharma Inc., 5-1, Nihonbashi-honcho 2-chome, Chuo-ku,
Tokyo, 103-8411 (JP). KIYOHARA, Hiroshi; C/o Astel-
las Pharma Inc., 5-1, Nihonbashi-honcho 2-chome, Chuo-
ku, Tokyo, 103-8411 (JP). OHE, Munemichi; C/o Astellas
Pharma Inc., 5-1, Nihonbashi-honcho 2-chome, Chuo-ku,
Tokyo, 103-8411 (JP). MIHARA, Kayoko; C/o Astellas
Pharma Inc., 5-1, Nihonbashi-honcho 2-chome, Chuo-ku,
Tokyo, 103-8411 (JP). MORGAN, Bradley, Paul; 1206
Rimer Drive, Moraga, CA 94556 (US). MALIK, Fady;
2884 Hillside Drive, Burlingame, CA 94010 (US). COL-
LIBEE, Scott, Emile; 2065 Brittan Avenue, San Carlos,
CA 94070 (US). ASHCRAFT, Luke; 668 Caroline Street,
San Francisco, CA 94107 (US). LU, Pu-Ping; 1017 Flying
Fish Street, Foster City, CA 94404 (US). WARRINGTON,

(57) Abstract: Novel tetrahydroisoquinoline derivative compounds are

disclosed herein that may be used as an active ingredient for a pharma-

ceutical composition, and in particular, for a pharmaceutical composi-
tion useful for preventing or treating a disease or condition responsive

(54) Title: TETRAHYDROISOQUINOLINE DERIVATIVES
4000 >
E 3000+
@
g
& 20004 N=9/group
g mean = SEM
1000+ *p<0.05,
vs. vehicle
0 S paired t-test
Vehicle 1mglkg 3 mg/ky
Example 20
4000+
— *
E 3000 —
3 N
& 2000
ki
o | N=16/group
1000 mean * SEM
. s *p<0.05,

paired t-test

Vehicle mg/kg

(%}

Example 22b

to modulation of the contractility of the skeletal sarcomere. This may
be accomplished, for example, by modulation of the troponin complex
of the fast skeletal muscle sarcomere through one or more of fast skele-
tal myosin, actin, tropomyosin, troponin C, troponin I, and troponin T,
and fragments and isoforms thereof. The tetrahydroisoquinoline deriva-
tive compounds can thus be used as an agent for preventing or treating
1) neuromuscular disorders, 2) disorders of voluntary muscle, 3) CNS
disorders in which muscle weakness, atrophy, and fatigue are prominent
symptoms, 4) muscle symptoms stemming from systemic disorders, and
5) dysfunctions of pelvic floor and urethral/anal sphincter muscle.
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