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JUPITER 7oA FEEGo] 56~69 mmol/LY FAENAAN Hud Ty T4 FH
S5 EZFH2ERIEA A 28%, FeFrolA 2.3%] At

5 #%24 ¥4 : SLCO1B1 c.521TT ¥ ABCG2 c421CC9} Hlm 3l SLCO1B1(OATP1BI) ¢
521CC ¥+ ABCG2(BCRP) cA421AAS] o] Z4ul2ElRlY] k& (AUC) S7h9t &4
AE ACE HuEth FAATE el e o] o] kg B fFaAol FHE F%
o, Bate] A ey B v wet &% 24T davt ok

27 1000mg¥ 2FuE2~EEl 20mgs A7 4 GAAA Fodste AA oFEY
3248 AN Ay, 25ul2eE E4] SlollA WEXEW Cmax ¥ AUCE YIS Hx
doH, HEXLZN EA o)A Zut2eel AUCE &F 1L15HIE F71819 2™, Cmaxes &
124812 Z7ket Tt b2 FERY] WEXEY/ZFulAEE B3k obe] BT Eo U
g AT= “/Fﬂﬂx] gaovt, MEZ=RAEL4EH Zrutaetdzdg NN kgl tig AT
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A= @94 9 g #x AdE =
- et A& STHAE oA
dedAA, dxdopr|=A 8, Aol oA, WMol cA(Ed=YUE F), B
AGA(ZR 2t EETF), MAO AdAl, L3-S IATHA AHA(LZEEL), DG
olE, ToliEd, dejditA (k23U F)
- el A8 AFATIE oA
M7, A2EI2HRO|E, IPMTER, GRIEE, f2ERA, FTE
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3) ot A ZYA : ARAL 9oEr A 2YAS AW FddE A} ARHol
LT = JoH olg e HEXER SAHE FIT F lon FAtFSe HPA
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10mg 1€ 13,

AMOIZ22ATR2l 75~200 mg 1Y 23|, 612t 102l 7.1 81 =0t
diDetHE 160mg 1 € 1 3], 14 Y2t 5mg, @3 &0 3.8 01 &It
OFEFRFLIHIO 300 2IELIHIOl 100 mg 1 Y
FERAFLHEIOF ma/ ¢ 10 mg. &3 =0 3180 =t
13, 822t
AWIEIAHI2 100mg 1L 13 10mg, St E0 2.7 81 =t
SHIEFAHIZ 25mg/ TF2IEFZIHIZ2 150mg/
CIELIHIZ 100mg 1 &€ 1 3]/ CHAFEHIZ 400mg 5mg, ©a3l &0 2.6 i &t
1223, 1422t
J2tET Y2 200 AHIAHIZ2 50m
e ma/ ¢ 10mg, S8l 0] 238 =t
12135, 1122
23T YHI2 400 I EEIAH 2 120m _
cll 9t = ma/ 9 smgi12t1s, 722 |22 =01
1213, 722
20/ LIHI O 400 mg/ 2IELHHIO 100 mg 1 & 20 mg 1 & 13 o 1t =I1
235, 17 Y2t 7 22 ' -
22002 25122 300 S0| = 24 A2t
| of Mo 20 mg. 3 E0f o U =0
F 75 mg &0
AMS2E 600 mg 1L 23], 742t 80 mg, ©3l £0 1.9 =Jt
AEEST 75 mg £+ £0f, 5 U2t 10 mg, ©3l £0f 1.6 Ui =2t
Ct=UHHI 600 mg/ elEUHHI 100 mg 1 & 10 mg 1< 13 —
23|, 7 Ut 7 U2t ' =
EIZ2tLHHI 0 500 2IELHHIO) 200 mg 1
| =etLlof ma/ el E LBl g 10 mg, ©+3 =0 148 =0t
23], 11 Y2t
SEZUICHE 400 mg 1Y 23] 10 mg 1.4 80 St
10 mg, &3l &0 1.4 81 &It
OIE2}LIE 200 mg 1Y 13, 52t
80 mg, @3l &0 1.3 81 &It
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HEID S o 4 = - 10 mg, 1€ 13, ol =7
OTHIEIDIE 10 mg 1€ 13, 1422 142 1.2 80 St
EAITHLIHI 700 mg/ elELHHI 100 mg 1 & _ =2lst X0l

10 mg, &3l &

23, 8zt =
29O X0l

2 22lEFAF 0.3 mg, 7 €2t 40 mg, 7 L2t .
_ _ S9o|& X0l

al2|0rgl 140 mg 1€ 33, 52t 10 mg, @3l &0 oo
I _ 29O X0l

H-OE2d0lE 67 mg 1L 33, 72+ 10 mg, 7 €2+ oo

i _ _ =2o|st X0l

cIZE 450 mg 1€ 13, 72t 20 mg, &3 &0 oo

_ _ K98 X0l
HEILIE 200 mg 1L 23, 72+ 80 mg, @3l &0 o1

_ _ S9O|& X0l
=SE2IUE 200 mg 1€ 13, 112 80 mg, &3l £0¢ oo
olelAZ0001A 500 mg 1L 43|, 72t 80 mg, ©3l &0¢ 20% 24
HtolZgl 50 mg 1 & 33, 142t 20 mg, ©3 &0 A7% 2
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T HMG-CoA S84 AdAe w7t R, o] ¢ 9udds HE Fostd ofud
E&% Fol Ao B3] INRo|] F7F2 4 Uth HIEFIK AgA|( ]Q‘rlﬂr e FAART Qe
AAHT

Aol A o] ko AZ, FH EE &% 2 Al INR ZUE O] :

- A FEAEY ;o] o Ao|FEAZHY WEFAE AOJARAIYUY dFFRd IF
S HAA e

- HeHBolE/H BN A ¢ AevHyolEet Reut2gtRlY] okEFHEtE Jszt

& AFHA Fgou, FEFYLH FaAge AL ¢ Aok ﬂbmig b

9 AAAEFH 1¥

917] W&o, HMG-CoA $F

rjg

- ATE OdA - ATE I gAY %%qu /\], ethinyl oestradiol®} norgestrel®] AUC7} 7+
7y 26%, 34% S7tE AT A& A &F AYA ol EH w59 FIHE et
ofof gttt o] o3t HRTE H-&she A9 ofwst A57t gloeuz fARE 235 A
sty bEY, AT AGoA B FA7F gom wekd S ekt

- 718 ofEollY] FF  UFAl BEe dAEuESE dAH R Fo3 4EAES UEA
et

< FRHA skt

0 WEZEUY4HY

UF EE JAlE 1S 7HsAol A AAdAE o S FosA Beth (TEAFAA
718874 A&l t Hark slom FolAE makadsol dojur] dh)
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HEZEWHUH S 8574 Folstods, o] FEjolA fikitsol dojure= AE
°of fFHAE BE °f ‘21:% F3g Fq3A A 170mL/ Rl o]2E HAEE F
Ak mebA o] o9 FHFFo7} JiHE FAdA FHE Fee AAN s EY

o
15
lo
-
oX,
oX,
Ui
2
frtt
_{
_?3_,
).4
o,
R
o
r-{o
s
=
N
)
L
ot
olr
1%
o
of
o
o
=
r
>
o
4
o
i
Y

12. 53 8 AJ4e] FAAT

1) ojdol9f £o] BA &= o 2aAdY.

2) ofofEs A &AM Aol e &71o] HAs}
Aol ojorE F4 At ddlo]l 2 4 JlemE Ay &7

rr
>,\1
Clo
1o
©
i

HEZ=EW 2ut2ee 8 Fofo} A &5 Fojag ofsdta S4S Btk 9
A 3ume ez nAYAA T HEZEUEAE 1000mgd Z4uks
Fog 73 EEA10/1000mg &= T AHFE S Cmaxet AUC
& FoTd HlE @5 TR W EXEW Cmax® AUCTH 247
086, 1.00M 2 UEtsth =Fut~et’le] 29, WE Foirol] Hg) &= FojolA Cmax
gk AUCTE Z+2F 0.884l, 0.95M) 2 YEbth F ofAl 5 Cmax, AUCS 718t #7](90% A
HHhe HESHH 554 HH(08~1.25) W=z FEHUL

2) YENE BE




Al 2% B ol AAEFTS T A} 228W0] FHZ vrlH, FAS WA, A
1 o] ofe] A Fradel AT TeBH ol
Exz 27 1500mg¥ EFHI2EE 20mge 19 13 BE Ee

l
Folts ol 29 A EAT. o] PBAAF g didAES T EA
&

gEoR

°F 15 ¢t MEXERN 750mgH ZHIAEE 20mge B Eo TH2E Fo w9k
M, 15 F WEX=2Y 1500mg? ZFH2BE 20mge H4 EE GFOE 1553 Foilg
ot

HMEZ=RGNEY 2eatzgdds WE(79%) 3 ol WEZEW(779), ZoH2E
Hl 165 A HbAlc® W3tg 3 LDL-C ¥W3t&S W (FAT) 3
Att. o] o g wWEx=R zoulzetde] LDL-CO ZIAA oiv] MstE2 474 W
59%, 89%, 53% #HaHNomW, HbAle MsFAs 27 B 0.6% T&, 09% T, 03%
Z7tE e, o o3 fEZ=RFY LDL-C Wae Aole 493% AL, o] oz 2fuix
EtEle] HbAlc W3 Aol -09% Sth ©]39 234E Etz 43 g% F7hisdl 7
A thH] 167 F LCL-C M3&oA s MEXZNT tiv] €8S AR 4533,
ZIAA Bl 167 F HbAlcgl Astgo A e Zeut gt oy 43S §
sttt Fa ojx FEA Wrhds F syl 71AA ¥l 16574 LDL-C ¥}
SR T 2Fut2EE FoTo] fFAEE dFA Xetth HEFAT i WEXE
T wolzgel tiH] Fol 165 & HbAlco] WsteF 9A &3t fAES A%
5 3

# A 28 9 B oJFALIEFES Fusk B A ddA W& NE dLA He H]
o AFA, 16574 2] A3} (FAS-LOCFa)
HEZ=0It
MEZZ20 | 24HIAEE
2LUIAEIE B8
REH BiES
N=77 N=72
N=79
HbAlc (%) JIMXl (H) 7.61£0.83 7.64+0.98 7.563+0.82
16 = 7.00£0.85 6.71£0.75 7.84+1.13
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16 = AIE JIMXI CHHl XHO| -0.61%+0.66 -0.93+0.77 0.31+0.79
2HFAELEl HH| 0| ° -0.91¢

(95% ClI) (-1.14, -0.69)

MEZ20 hHl Xtol® 0.29

(95% ClI) (0.10, 0.49)

16 = A& HbA1c<6.5% 0|2t 57 85 38.96 5 56

CEE AIBUAXS HIS (%) ' ' '

LOL-C JIMXl ("2, mg/dL) 156.11+£29.73 149.91+28.47 | 146.88+27.66
16 = 63.24+26.28 135.81+29.74 | 67.90+£20.60
16 &= A& JIMXl CHH| BHats (%) -58.85+17.28 -8.82 £14.51 | -53.28+12.84
MEZ20 hHl Xtol°® -49.34%

(95% ClI) (-54.35, —44.33)

24HFAELEl CHH| XHO| ° -4.48

(95% ClI) (-9.41, -0.45)

a LOCEF: Last observation carried forward

b Least square and Treatment difference

c 12 FEA HI7F dof g

* p-value<0.0001

3) EAAY 4B

Sprague-Dawley HE=olA 135 & Exanly geutagd S A8 B8 Fog v
Fo SHAY A%, MEZ2WR 2R PEEAE B4 45HEE 9t A
2 ddsiy, A2 54 3EHA I

B Az FHZ7= S T HAS)) 2 Ao, =4 F(no observed
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adverse effect level, NOAEL)2 ¢Z A& 1774 mg/kg/dayR o™, FH A = &<
& & % FAH 1774 mg/kg/day FoTolA HgoA HFE WOl E
g A=on I 9 EA4ol #AHA odyorz FAHAA HAHFA
Observed Adverse Effect Level, LOAEL)= 1774 mg/kg/day?] Z o2 ATE 3Tt
O WEXZWHIY
@ o] &2 144 T 221402 APEHE F=oly BHOR oA dEFH S
AAE YeiA =

ST
’P«‘
o
=
2

@ A7 EFAPA ol REEF 104F AHK)e 2015 ALKl disl 44
900mg/kg/day} 1500mg/kg/day?] &Fo= AA T o] &FL2 AZHF
7123 e 19 Ao &7 oF 4dfjolty. & - & w2 EFoAM o] ofx #d

.‘_T-_
wrolge] 27 QAT SAA £ AEA of ok o3 FF £
AT, T W0mg/kg/dayE EiF W3 AEAA 4 1AY AT $50 2718
= o] BEH

2AE AW A Y S typhimurim), 44 FARING(FLS2 FZT AL), GAA oG

(3 9EP) w2 A W 28 AREREs BRAZ)NA o oo WMoY sFsAd b
27E 9l
- % AES FHBL 600mg/kg/daye] TEF, T= ARALL AFow Hu) ot

5
2w ol opo] <) FFL WA Yk,
@ AFA UF 9T YRHOE AFHE 4B FYPHAREIL LA, Ao} FUDL
& A2 Yy gAe A b

o
fatt. AL FASAL G2AA AF ke g
o}
o

>
i
ox
e
< 4"*‘
m
.ﬂ
s
v
of
ot
A=)
w
o
o




A AUC ¥ Cmaxzdatol o 28] S7kskdt. o+
]

EEE
Q5 Fol 7o) YHHOE Srlg HE ol AT

_|_.
O

O Ay 7 A7

N0E7], AL1~30T)2%, AzUYZHE 187]€

o]

52| %E5 5 (DMF) A%
E ¥ 29194+ (20050831-37-C-34-05)

1. vﬂ Ak
Z+47(20190220-209-]-215)

.
=
2. 2Hl2EHE

LY

01!

14 37t=4d (Fdetes 29)

1L TeRA ) AR2E 9 ToFEFf ¢
AL ) ok ¢

- AAAZIZE ¢ 2019.09.17. ~ 2024.10.09.(6'3 7+o)

- A AR 7)1 7 2024.10.10. ~ 2025.01.10
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<E9 1> AR FER 2 71 D AP A2

(N&xE S=)

O BT - oofFo] FHS7RAILAATA (A F2 oFFehx

(1] L AsAEoefE 3 FEAEY M2 24 & @%’”ﬂ-"/l S (LA
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A &2 s A e s
7 o T i s |
.. BEEE R e ARG A G R B
A Z=H Ogg?j\gXXOXAXXXXXXXXXOXQQT
A F o5 Oigggxxoxxxxxxxxxxxoxoo
T4 oln] 7t &8 He ol SARd G FAEEY e Tt srptas st 5
T A8 AA 2 AaeAde TS HAUHAle] dRekEe EFo] HEHoR FAREE A5l g
slo] FEFTANGIIE WE MREENPARR 4, 5 2 69 ARE Z2T F Atk

1 719 == 8 g9l #3 A=
3. Al ATt

= 7R EAR (7] 124, 7HE e19)
)3}

7}, %‘*JA]‘%#E’Q

7. =9 AHEEF Soll B As

8. =l FAMAIF TS RInAE 9 F3l ofFse] 540l
9. #lsid H2AE(RMP)

& A=

x|
rJ
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[&l ALRE S etel7]

e 2019.08.09. &71E FRWEIALS] FEEROZ AA F7AE FUARE Qg o FuEY

o

o FoWEALIH( 2ttt g g/ WEZERIHGASY) 5/500mg, 10/500mg. 5/750mg 2 10/750mg F=
&7k ¥k A&

- A% 3|7HA] 10/750mg -2 BE AAst F535]7F wgton, 10/750mgs thxFo 2 AAIE Hla&EA
PARE nigow Zeulrelel AgY B4 5/750mg 2 5/500mg FEE7F w2l JS(AAL g
iz, FaLA)

* 5/1000mg % 10/1000mg®] #5317} 2019.08.05. ¢H&EH.

- 10/1000mgell i3l BEE AAl8kaL, 10/1000mgs thEZE Hlwg&ZE AR o HE & AEAT 34

A=

=
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_32_



1,719 EE wH U uddo 2

3 B35 X2
11 AERR
o AFH : =W 2A 5/1000¢ & 13, 10/1000H & 13
o A28 ot

BABAS} BPISAL] BHA. ADFEF)O FoAENLY 95

2
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P‘E
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oft

A A, 2o T2 FEAs, 253 AEA 2

=
=5 .

- 2ukaEE - FE2EHE AR 27 &5 2E @A oA HMG-CoA”} WulEY| o] E(mevalonate)

Z1) 3= HMG-CoA reductase®l] inhibitor2 Z}83le] ZH 2HE A4S A

e biguanide AIE° =W A FAR] WEXZERIH HMG-CoA reductase®l inhibitorql ZFHI~E}RIS] B
A

12. 719 & ¢S
o T ABAR AMEEE WEZERG IAYF ABAR AEEE ZuksERIY B34 A
e 5/1000mg, 10/1000mg 271 S|4
2. M 28 EXEIIXE <
21. ¥52)°FF(Drug substance)
211, Y-y

o FHE 72

HEX=9 EFhl2ge s
[ F
NH NH P
J ? “
H;C . H_. OH r-_.
\‘T N NH, . HE] s o0 M J/»a 5 AHDH
&, HSC,SNN " x},.;CHa
_. CH, CH,
C4H1INsHCI : 165.62 CuaHzs4FaNeO10S,Ca : 1001.14
3-(diaminomethylidene)-1,1-dimethylguanidine;hydrochl | Bis[(E)-7-[4-(4-fluorophenyD-6-isopropyl-2-[meth
oride yl(methylsulfonylaminol-pyrimidin-5-y11-(3R,55)-
3,5-dihydroxyhept-6-enoic acid] calcium salt
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