woO 2018/100558 A9 I )00 00000100 Y 0 OO

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

REVISED VERSION

(19) World Intellectual Property =
Organization

International Bureau —/

(43) International Publication Date /

07 June 2018 (07.06.2018)

0RO O A
(10) International Publication Number

WO 2018/100558 A9

WIPO I PCT

Gé1n

@n

22)

@25
(26)
(30)

n

(72)

International Patent Classification:
CO7H 21/00 (2006.01) AG6IK 31/7084 (2006.01)
CO7H 21/02 (2006.01) AG61P 35/00 (2006.01)
International Application Number:
PCT/IB2017/057588

International Filing Date:

01 December 2017 (01.12.2017)
Filing Language: English
Publication Language: English
Priority Data:

2016-234553 01 December 2016 (01.12.2016) JP
2017-107216 30 May 2017 (30.05.2017) JP

62/589,300 21 November 2017 (21.11.2017) US

Applicant: TAKEDA PHARMACEUTICAL COMPA-
NY LIMITED [JP/JP]; 1-1, Doshomachi 4-chome, Chuo-
ku, Osaka-shi, Osaka, 541-0045 (JP).

Inventors: YOSHIKAWA, Masato;, c/o Takeda Phar-
maceutical Company Limited, 26-1, Muraoka-Higashi 2-
chome, Fujisawa, Kanagawa, 251-0012 (JP). SAITOH,
Morihisa; c/o Takeda Pharmaceutical Company Limit-
ed, 26-1, Muraoka-Higashi 2-chome, Fujisawa, Kanagawa,
251-0012 (JP). KATO, Taisuke; c/o Takeda Pharmaceu-
tical Company Limited, 26-1, Muraoka-Higashi 2-chome,
Fujisawa, Kanagawa, 251-0012 (JP). YOSHITOMI, Yay-
oi; c/o Takeda Pharmaceutical Company Limited, 26-1,
Muraoka-Higashi 2-chome, Fujisawa, Kanagawa, 251-0012
(JP). SEKI, Tomohiro; c/o Takeda Pharmaceutical Com-
pany Limited, 26-1, Muraoka-Higashi 2-chome, Fujisawa,
Kanagawa, 251-0012 (JP). NAKAGAWA, Yasuo; c/
0 Takeda Pharmaceutical Company Limited, 26-1, Mu-
raoka-Higashi 2-chome, Fujisawa, Kanagawa, 251-0012
(JP). TOMINARI, Yusuke, c/o Takeda Pharmaceutical
Company Limited, 26-1, Muraoka-Higashi 2-chome, Fu-
jisawa, Kanagawa, 251-0012 (JP). SETO, Masaki; c/o

@1

Takeda Pharmaceutical Company Limited, 26-1, Murao-
ka-Higashi 2-chome, Fujisawa, Kanagawa, 251-0012 (JP).
SASAKI, Yusuke; c/o Takeda Pharmaceutical Compa-
ny Limited, 26-1, Muraoka-Higashi 2-chome, Fujisawa,
Kanagawa, 251-0012 (JP). OKANIWA, Masanori; c/
o Takeda Pharmaceutical Company Limited, 26-1, Mu-
raoka-Higashi 2-chome, Fujisawa, Kanagawa, 251-0012
(JP). ODA, Tsuneo; c/o Takeda Pharmaceutical Compa-
ny Limited, 26-1, Muraoka-Higashi 2-chome, Fujisawa,
Kanagawa, 251-0012 (JP). SHIBUYA, AKkito; c/o Take-
da Pharmaceutical Company Limited, 26-1, Muraoka-Hi-
gashi 2-chome, Fujisawa, Kanagawa, 251-0012 (JP). HI-
DAKA, Kosuke, c/o Takeda Pharmaceutical Company
Limited, 26-1, Muraoka-Higashi 2-chome, Fujisawa, Kana-
gawa, 251-0012 (JP). SHIOKAWA, Zenyu; c/o Take-
da Pharmaceutical Company Limited, 26-1, Muraoka-Hi-
gashi 2-chome, Fujisawa, Kanagawa, 251-0012 (JP). MU-
RATA, Shumpei; c/o Takeda Pharmaceutical Company
Limited, 26-1, Muraoka-Higashi 2-chome, Fujisawa, Kana-
gawa, 251-0012 (JP). OKABE, Atsutoshi, c/o Takeda
Pharmaceutical Company Limited, 26-1, Muraoka-Higashi
2-chome, Fujisawa, Kanagawa, 251-0012 (JP). NAKADA,
Yoshihisa, c/o Takeda Pharmaceutical Company Limit-
ed, 26-1, Muraoka-Higashi 2-chome, Fujisawa, Kanagawa,
251-0012 (JP). MOCHIZUKI, Michiyo; c/o Takeda Phar-
maceutical Company Limited, 26-1, Muraoka-Higashi 2-
chome, Fujisawa, Kanagawa, 251-0012 (JP). FREEZE,
Brian Scott; 67 Gates St, Unit 1, Boston, Massachu-
setts 02127 (US). TAWARAISHI, Taisuke; c/o Takeda
Pharmaceutical Company Limited, 26-1, Muraoka-Higashi
2-chome, Fujisawa, Kanagawa, 251-0012 (JP). WADA,
Yasufumi;, c/o Takeda Pharmaceutical Company Limit-
ed, 26-1, Muraoka-Higashi 2-chome, Fujisawa, Kanagawa,
251-0012 (JP). GREENSPAN, Paul D.; 8 Overlook Drive,
Acton, Massachusetts 01720 (US).

Designated States (unless otherwise indicated, for every
kind of national protection available). AE, AG, AL, AM,

(54) Title: CYCLIC DINUCLEOTIDES AS STING (STIMULATOR OF INTEFERON GENES) AGONISTS

(57) Abstract: The present disclosure provides a compound having a
STING (stimulator of interferon genes) agonistic activity, which may be

Q*H

Q3*xp-0
/ X!

0 R

B’ (0
O\P/O

Q1// \Q2H

expected to be useful as an agent for the prophylaxis or treatment of
STING-related diseases, such as cancer. The present disclosure relates to
a compound represented by the formula (I) wherein each symbol is as de-
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