wO 20197108046 A 1 | AN 0 00000 OO R OO

12) 5@ g xofo) 93l INE FASY
(19) A A A 2 A 24 7] 7 zé§ N0 00000 Y O A

FAAT= ] "
10 STNHZ
@) ZAZAL a0 %437

20194 6 € 6 € (06.06.2019) wWipO PCT WO 2019/108046 A1
(51) A S| EF: Seoul (KR). 7% 3} (KIM, Chun Hwa); 16844 7 7] &= &
CO7D 317/06 (2006.01) A61P 3/10 (2006.01) QLA AT FEHE 33, 613F 160335.(F 4 e, 2
A61K 31/357 (2006.01) vl &6 %] o} I} E), Gyeonggi-do (KR). ©] 4 3] (LEE,
N - Sun Hee); 17091 7 7] &= &-Q1A] A Q17 A 4t 2500H 2
Q1 FAELHNs: PCT/KR2018/015201 20, 304% 12005 (AH7FE. S0l AEHe FAL9 1 30k
(22) FAELY: 2018 ¥ 12 9 3 ¢ (03.12.2018) A1), Gyeonggi-do (KR). ¥ (YANG, Goeun); 17065

8715 & 71T 71 A9 E 9, bE 28045 (TR E,

=99 o — !
(35) =8 w5l 7159 F¥7)%), Gyeonggi-do (KR). Z%5Z (KANG,
(26) FMA: 3o Seung Jun); 18484 7 7| & 314 A| T EHE RO 2204 45,
2124% 14043, (E %, B8 749y E] &)%), Gyeonggi-do
(30) SHAR K 4 gg
(KR). & (CHOIL Hyo Sun); 1649 7 7] %= THA|
E| o ol - )
62/593,350 2017 % 12 9 1 ¥ (01.12.2017) US Seb ol 47817 32, 4125 (SUHE), Gyeonggido
(71) £9%: @) kF 4 3] A} (HYUNDAI PHARM CO., (KR).

LD B 1213 5 DU ST S g4y 2191 591991 Gt DANA PATENT LAW FIRM);
: - Chungeheongnam-do (KR). 0nis 115 A et A2 0 11 B A 9%
(72) ¥ =} A F (KIM, Dae Hoon); 06374 A &A] 7 Seoul (KR).

T AR 101, 604F 10043 (A =15, ]k A E 2,

(54) Title: NOVEL USE OF 3-(4-(BENZYLOXY)PHENYL)HEX-4-INOIC ACID DERIVATIVE
(54) 2 9] WA 3¢l E AN A D) A 240l o2t F 2 A o] At Bk

AA B
o "

EE

Glim-10: Glimepiride, Wmglkg, HUE AL
HYZ A 1mghkg

GlimA0{prep FEE A1 Glimepiride 10
mgfkg pre-

treatment {dwp B8 A tmgkglow) Fr

AA . Lean

BB ... Vehicle

CC ... Compound A-1

DD ... Glim-10(pre)+compound A-1

EE ... Glim-10: Glimepiride, 10 mg/kg, compound A-1: compound A, 1 mg/kg

FF ... Glim-10(pre}+compound A-1: Glimepiride 10 mg/kg pre-treatment(4w)+ compound A, 1
mgrkg(Bw)

(57) Abstract: The present invention provides a use of a 3-(4-(benzyloxy)phenyl)hex-4-inoic acid derivative for protecting pancreatic
beta cells. A 3-(4-(benzyloxy)phenyl)hex-4-inoic acid derivative according to the present invention resolves a side effect in which
conventionally developed agents for treating diabetes induce apoptosis of pancreatic beta cells through excitotoxic reactions, thereby
causing a secondary failure in which an insulin secretory function is not controlled. A 3-(4-(benzyloxy)phenyl)hex-4-inoic acid deriv-
ative according to the present invention promotes insulin secretion only when glucose concentration is increased, thereby protecting
the pancreatic beta cells from apoptosis and restoring the insulin secretory function of the pancreatic beta cells. Therefore, according
to the present invention, the 3-(4-(benzyloxy)phenyl)hex-4-inoic acid derivative: exhibits an excellent pancreatic beta cell protection



WO 20197108046 A1 {1} 100000000000 OO O

B AR (H=e] ZA7 gl o 7hesh e /e =
U Aol H3E $1519]): 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, FL, 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.

(84) AP (P Mlﬂ%i‘c & 7hE e RE SR 9
W #ele] H35E $3ted): ARIPO BW, GH, GM, KE,
LR,LS, MW,MZ NA,RW, SD, SL, ST, SZ, TZ, UG, ZM,
ZW), F-2FA o} (AM, AZ, BY, KG, KZ, RU, TJ, TM), -
(AL, AT, BE, BG, CH, CY, CZ, DE, DK, EE, ES, FI,
FR, GB, GR, HR, HU, IE, IS, IT, LT, LU, LV, MC, MK,
MT, NL, NO, PL, PT, RO, RS, SE, SI, SK, SM, TR), OAPI
(BF, BJ, CF, CG, CIL, CM, GA, GN, GQ, GW, KM, ML,
MR, NE, SN, TD, TG).

Et

70

—  FAZALE LA 9} A (FeF A2133))

effect, when administered as a primary selective agent for diabetes and also when administered to a patient having pancreatic beta
cells damaged by the use of other drugs, which are primary selection agents for diabetes and cause a secondary failure; and restores
the insulin secretory function of pancreatic beta cells, thereby being useful for treating type II diabetes in a patient of which the blood
glucose is not regulated in a normal manner by using an agent for promoting insulin secretion.

(57) L.8fAM: 2 WS & 3-(4-(N A S A3 ) 2cge0] 0 2 2R O] A B AE WS SRS AT 2] v
3-(4- (*ﬂél%*l)dhd_)é“-zt ol eiat A= Tl NtE Fw A BAECl F fﬁ*é* WE Rl A7 WA 2]
CHEEAAS Fitstar of = Qls) Q1 d 2ulgo] ZHHA Kk 22 A S opjshe R S-S s 2 Wi

hE 3(-CUA SN A ) S g0l A A GRS STE SIS o] M2 Qlgrel g Fxletar, ol&

ol 3 e EE opFEA SRR Haskn, 7 sEpAEe] e 2] V5 E S EA T w2 vl

U 3-(4-( A S AL 3 ) 8 24 °1i91*J FEAE Do) 17 Heeto A Fold Wie opfeh el 14

delero A 24 AWE op7lshs B ofdol ALg-H o A% HﬂEVﬂ 7b & wAel ) Fold Aol e HA

WEAIE 15 5 9E epileh Sk ofu e} 47 WA e Q1R Bl 54 S HRAV B AR danl

REE bR el A M s e N A ey



