wo 2019/136298 A1 | AN O0 0T 00O OO O

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

A

=

(19) World Intellectual Property
Organization
International Bureau
(43) International Publication Date
11 July 2019 (11.07.2019)

(10) International Publication Number

WO 2019/136298 A1

WIPO I PCT

(51) International Patent Classification:

A61P 9/00 (2006.01) CO7D 487/06 (2006.01)
AG61K 38/16 (2006.01) AG61P 25/28 (2006.01)
AG61K 31/454 (2006.01) AG61P 35/00 (2006.01)

(21) International Application Number:
PCT/US2019/012413

(22) International Filing Date:
04 January 2019 (04.01.2019)

(25) Filing Language: English

(26) Publication Language: English

(30) Priority Data:
62/613,931 05 January 2018 (05.01.2018)  US
62/758,264 09 November 2018 (09.11.2018) US

(71) Applicant: CYBREXA, INC. [US/US]; 5 Science Park,
395 Winchester Avenue, New Haven, Connecticut 06511
Us).

(72) Inventor; and

(71) Applicant: VOLKMANN, Robert A. [US/US]; 135 Dog-
wood Lane, Mystic, Connecticut 06355 (US).

(72) Inventors: MARSHALL, Daniel Richard; 5 Science
Park, 395 Winchester Avenue, New Haven, Connecticut
06511 (US). CSENGERY, Johanna Marie; 5 Science

74

81)

84

Park, 395 Winchester Avenue, New Haven, Connecticut
06511 (US). KING, Dalton, 5 Science Park, 395 Winches-
ter Avenue, New Haven, Connecticut 06511 (US).

Agent: SEARS, Justin Edward et al.; Fish & Richardson
P.C., P.O. Box 1022, Minneapolis, Minnesota 55440-1022
(US).

Designated States (unless otherwise indicated, for every
kind of national protection available). AE, AG, AL, AM,
AO, AT, AU, AZ, BA, BB, BG, BH, BN, BR, BW, BY, BZ,
CA, CH, CL, CN, CO, CR, CU, CZ, DE, DJ, DK, DM, DO,
DZ, EC, EE, EG, ES, FI, GB, GD, GE, GH, GM, GT, HN,
HR, HU, ID, IL, IN, IR, IS, JO, JP, KE, KG, KH, KN, KP,
KR, KW,KZ,LA,LC,LK,LR,LS,LU,LY, MA, MD, ME,
MG, MK, MN, MW, MX, MY, MZ, NA, NG, NI, NO, NZ,
OM, PA, PE, PG, PH, PL, PT, QA, RO, RS, RU, RW, SA,
SC, SD, SE, SG, SK, SL, SM, ST, SV, SY, TH, TJ, TM, TN,
TR, TT, TZ, UA, UG, US, UZ, VC, VN, ZA, ZM, ZW.

Designated States (unless otherwise indicated, for every
kind of regional protection available): ARIPO (BW, GH,
GM, KE, LR, LS, MW, MZ NA, RW, SD, SL, ST, SZ, TZ,
UG, ZM, ZW), Eurasian (AM, AZ, BY, KG, KZ, RU, TJ,
TM), European (AL, AT, BE, BG, CH, CY, CZ, DE, DK,
EE, ES, FL, FR, GB, GR, HR, HU, IE, IS, IT, LT, LU, LV,
MC, MK, MT, NL, NO, PL, PT, RO, RS, SE, SI, SK, SM,

(54) Title: COMPOUNDS, COMPOSITIONS, AND METHODS FOR TREATMENT OF DISEASES INVOLVING ACIDIC OR

HYPOXIC DISEASED TISSUES

FIG. 1

25007 o vehicle+ Mz
& 6.4mpk Example 12 + TMZ
2000+
13 -4 20mpk Eample 12 + TMZ
X 50mpk Example 12 + TMZ
= 1500+ Pt Examp

- 0.3mpk RgH-15 + TMZ

£

S 1000+

©° |

> 6007

(=

e

g

2 400

L

>

s

S 2001 ¥

= |
0 I i .;.:__ -. ﬂ,:,\,‘. . i . — .
0 5 10 15 20 25 30 35 40 45 50 55 60
' Dose o Wash QOut '

Days on Study

(57) Abstract: Compounds for treatment of diseases having acidic or hypoxic diseased tissues and pharmaceutical compositions com-
prising the compounds, as well as methods for making and using the compounds and compositions.
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