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▬fi♃ⱦꜙכⱨ◊כⱶ ─ ⅝─   

2020 4  

. ▬fi♃ⱦꜙכⱨ◊כⱶ ─  

─ ⌂ ≤⇔≡ ⅜№

╢ ≢ ה ─ ⅜ ⌐ ⌂ ─ ╩

∆╢ ⌐│ ⌐ ↕╣√ ╩ ↑╢ ⌐ ⌂ ⅜ ⌂ ⅜№╡

─ MR ┼─ ─ ╛ ⌐╟╡ ╩ ⇔≡⅝≡™

╢ ↓─ ⌐ ⌂ ╩ ⌐ ∆╢√╘─ ꜞ☻♩≤⇔≡ ▬fi♃ⱦꜙכ

ⱨ◊כⱶ IF≤ ∆ ⅜ ⇔√  

1988 ⌐ 2 ⅜IF─ ↑ IF

IF ╩ ⇔ ∕─ 1998 ⌐ 3 ⅜ 2008 2013 ⌐

⅜IF ─ ╩ ∫≡⅝√  

IF 2008 IF│PDF ─ ≡⇔≥♃כ♦ ∆╢↓≤⅜ ≤⌂∫√ ↓╣

⌐╟╡ ─ ⌂ ⅜№∫√ ⌐ ─ ╩♃כ♦ ⇔√IF⅜ ╛⅛⌐

↕╣╢↓≤≤⌂∫√ ─IF│ PMDA─

─Ɑכ☺ http://www.pmda.go.jp/PmdaSearch/iyakuSearch/ ⌐≡ ↕╣≡™

╢ ≢│ 2009 ╟╡ ─IF─ ╩ ∆╢ ≤⇔≡₈▬fi♃ⱦꜙכⱨ◊כ

ⱶ ₉╩ ⇔ ₁─IF⅜ ╩ ∆╢ ≤⇔≡ ⅛ ה ⇔

≡™╢  

2019 ─ ─ ⌐ ╦∑ ₈IF 2018₉⅜ ↕╣ ₈

─ ⌐ ∆╢●▬♪ꜝ▬fi₉⌐ ∆╢ ─√╘ ∕─ ╩

⇔√  

 

. IF≤│ 

IF│₈ ─ ╩ ⇔ ה ─ ⌐≤∫≡ ⌐

⌂ ─ ─√╘─ ─√╘─ ─√╘─ ─

─√╘─ ⌂ ◔▪─√╘─ ⅜ ↕╣√ ⌂ ─

≤⇔≡ ⅜ ╩ ⇔ ─√╘⌐ ─ │

⌐ ╦╢ ⌐ ┘ ╩ ⇔≡™╢ ₉≤ ↑╠╣╢  

IF⌐ ∆╢ │ ⅜ ⇔√IF ⌐ ⇔ ─ ╩ ⅝ ─

─ ⅜ ↕╣╢ √∞⇔ ─ ⌐ ╦╢╙─ ┘ ╠⅜ ה

ה ∆═⅝ │IF─ ≤│⌂╠⌂™ ™ ⅎ╢≤ ⅛╠ ↕╣

√IF│ ╠⅜ ה ה ∆╢≤≤╙⌐ ⌂ ╩∆╢╙─≤™℮

╩ ≈↓≤╩ ≤⇔≡™╢  

IF─ │ ╩♃כ♦ ≤⇔ ≢─ │ ≢│⌂™  

 

. IF─ ⌐№√∫≡ 

─IF│ PMDA─ ─Ɑכ☺⌐ ⅜ ↕╣≡™╢  

│₈ ▬fi♃ⱦꜙכⱨ◊כⱶ ─ ⅝₉⌐ ∫≡IF╩ ה ∆╢⅜

IF─ ╩ ╕ⅎ ⌐ ⇔≡™╢ ╛IF ⌐ ⇔ ™ ⌐≈™≡│

─MR ┼─▬fi♃ⱦꜙכ⌐╟╡ ╠⅜ ╩ ↕∑ IF─ ╩ ╘╢

⅜№╢ ╕√ ↕╣╢ ─ ⌐ ∆╢ ⌐ ⇔≡│ IF⅜ ↕╣╢

╕≢─ │ ⅜ ∆╢ ╩ ╠⅛⌐⇔√ №╢™│ ─

☻ⱦכ◘ ⌐╟╡ ╠⅜ ∆╢≤≤╙⌐ IF─ ⌐№√∫≡│ ─

╩PMDA─ ─Ɑכ☺≢ ∆╢ ⅜№╢  

⌂⅔ ╛ ─ ─ ⅛╠ ↕╣≡™╢₈л 5 ₉╛₈ри

₉ ₈рй ₉⌐ ∆╢ │ ╩ ↑≡™⌂™ ⅜ ╕╣╢↓≤⅜№╡

∕─ ╡ ™⌐│ ∆═⅝≢№╢  

 



 

 

 

. ⌐ ⇔≡─  

IF╩ ⌐⅔™≡ ⅛∆↓≤⅜≢⅝⌂™ ≤⇔≡ ⇔≡™√∞⅝√™

IF│ ─ ╩ ↑≡ ─ │ ⌐ ╦╢ ⅜ ה ∆╢

─√╘─ ≢№╢≤─ ≠↑∞⅜ ה ⌐│

─ ┘ ─ ⌐ ∆╢ ─ ╛ ●▬♪ꜝ

▬fi ☻▫♥◒ꜝⱪהⱩ○ה♪כ◖ ─ ╩ ↑↨╢╩ ⌂™⁹

●▬♪ꜝ▬fi≢│ ╛ ─ ⌐ ∆╢ ⌐≈™≡ ⅜

⅛╠─ ╘⌐ ∂≡ ℮↓≤│ ⇔ ⅎ⌂™≤↕╣≡⅔╡ MR ┼─▬fi♃

ⱦꜙכ╛ ╠─ ⌂≥⌐╟╡ ╠⅜IF─ ╩ ↕∑╢═⅝╙─≢№╢↓

≤╩ ⇔≡⅔⅛⌂↑╣┌⌂╠⌂™ ⅛╠ ╠╣╢ ─ ╩ ⇔ ∕─

╩ ⅝ ⌐⅔↑╢ ╩ ∆╢↓≤│ ─ ≢№╡ IF╩

⇔≡ ╩ ⌐ №╢╙─⌐⇔≡™√∞⅝√™  
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1,5- AG 1,5-▪fiⱥ♪꜡◓ꜟ◦♩כꜟ 

ADA  

ɖ- GI ɖ-◓ꜟ◖◦♄כ♀  

ANCA  

ASC ▪ⱳ♩כ◦☻ ☻Ɑ♇◒ ♃fiⱤ◒  

AUC  

AUC0- t  t╕≢─AUC 

AUCi nf  ╕≢─AUC 

BMI  

BTBR Black and Tan BRachyury 

BTBR ob/obӇ/Ӈ {BTBR.Cg- Lepob/WiscJ}  

CFVR  

CI  

CKD  

CKD- EPI Chronic kidney disease epidemiology collaboration equation  

CL ◒ꜞ▪ꜝfi☻ 

CLcr  ◒꜠▪♅♬fi◒ꜞ▪ꜝfi☻ 

CL/F ⅛↑─◒ꜞ▪ꜝfi☻ 

Cmax  

CYP ♅♩◒꜡כⱶP450 

DI ɗ ─  

DIO  

DPP- 4 ☺Ɑⱪ♅☺ꜟⱭⱪ♅♄כ♀- 4 

EDV  

eGFR  

ESKD  

ESV  

FAC ─  

FAS ─  

FS  

GIR ◓ꜟ◖כ☻  

GLP- 1 ◓ꜟ◌◗fi Ɑⱪ♅♪- 1 

GLI ▬fi☻ꜞfi  

GLUT ◓ꜟ◖כ☻  

GUR ◓ꜟ◖כ☻  

HbA1c Ⱬ⸗◓꜡ⱦfiA1c 

HFpEF ─ √╣√  

HFrEF ─ ⇔√  

HGPR ◓ꜟ◖כ☻  

LOCF ⌐╟╢ ─  

IC50 50  

IL  ▬fi♃כ꜡▬◐fi 

KCCQ ◌fi◙☻◦♥▫  

Ki   

LV  

LVEF  

LVIDd  

LVIDs  

MET ⱷ♩ⱱꜟⱵfi 

mRNA ⱷ♇☿fi☺ꜗהכꜞⱲ  

NALP3 ⱥ♩NLRP3⌐ ∆╢ⱴ►☻  



 

 

 

 ─  

NE  

NGSP National Glycohemoglobin Standardization Program ⌐╟╢  

NLRP3 NOD ♃fiⱤ◒ 3 

NT- proBNP N ⱪ꜡ B ♫♩ꜞ►ⱶ Ɑⱪ♅♪ 

NYHA ♬ꜙכꜜכ◒  

ob/obӇ/Ӈ C57BL/6J- Lepob 

OAT ▪♬○fi♩ꜝfi☻ⱳכ♃כ 

PRO ▪►♩◌ⱶ 

QOL ─  

QT ⌐⅔↑╢QT  

QTc ≢ ⇔√QT  

RT- PCR ⱳꜞⱷꜝכ♀  

SGLT ♫♩ꜞ►ⱶכ◖ꜟ◓ה☻  

SMIT ♫♩ꜞ►ⱶהⱵ○▬ⱡ◦♩כꜟ  

SU ☻ꜟⱱ♬ꜟ►꜠▪ 

T1/2  

T2DM 2  

TG ♩ꜞ◓ꜞ☿ꜞ♪ 

t max  

TSH ⱱꜟ⸗fi 

TZD ♅▪♂ꜞ☺fi  

UACR ▪ꜟⱩⱵfi/◒꜠▪♅♬fi  

UGLR ◓ꜟ◖כ☻  

UGT ►ꜞ☺fi ꜞfi ◓ꜟ◒꜡ⱡ◦ꜟ♩ꜝfi☻ⱨ▼ꜝכ♀ 

WT  

ZDF  
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з. ⌐ ∆╢  

1. ─  

ⱨ◊◦כ●® ⁸ ─ ≢№╢♄Ɽ◓ꜞⱨ꜡☺fi│⁸ ☻כ◖ꜟ◓─≢

⌐ ∆╢♫♩ꜞ►ⱶכ◖ꜟ◓ה☻ 2 SGLT2 sodium- glucose co-

transporter  2 ╩ ⁸ ⁸ ⅛≈ ™ ≢ ∆╢ ─ SGLT2

≢№╢⁹ │ ─ⱶ►ꜞ♩♫≥☻כ◖ꜟ◓⁸≡™⅔⌐ ╩ ⌐

⇔⁸ ☻כ◖ꜟ◓ ┘ ╩╙√╠∆ ≢№╢⁹╕√ ≢─♫

♩ꜞ►ⱶ │ ┼─♫♩ꜞ►ⱶ▬○fi─ ╩ ↕∑⁸∕─ ⁸

ⱨ▫כ♪Ᵽ♇◒╩ ⇔⁸ ╩ ↕∑╢≤ ⅎ╠╣≡™╢⁹

─ │ ≤ ⌐ ∆╢⁹ 

│ Ⱪꜞ☻♩ Ⱪ▬◒☻ ☼כꜘ▬ⱴהꜟ ⌐╟╡ ↕╣⁸2007 1 ⌐Ⱪꜞ☻♩ הꜟ

ⱴ▬ꜘכ☼ ☻◒▬Ⱪ ≤ ▪☻♩ꜝ♀Ⱡ◌ ⌐╟╡ ↕╣√⁹2012 4 ⌐

≢ ↕╣√↓≤╩ ↑⁸2012 10 SGLT2≡™⅔⌐▪ꜞꜝ♩☻כ○⁸ ≤⇔≡

≢ ╘≡2 ─ ╩ ⇔⁸2024 10 ⁸ ╩ י130ִ╗

≢ ↕╣≡™╢⁹ 

⌐⅔™≡│⁸2007 ╟╡Ⱪꜞ☻♩ꜟהⱴ▬ꜘכ☼ ⅜ ┘2

╩ ≤⇔√ з ╩ ⁸2008 12 ⌐ ה ⅜

╩ ╗╙─⌐ ↕╣√↓≤⅛╠⁸Ⱪꜞ☻♩ꜟהⱴ▬ꜘכ☼ ┘▪☻♩ꜝ♀Ⱡ◌

⅜≤╙⌐ ─ ╩ ╘╢↓≤≤⌂∫√⁹↕╠⌐2013 12 ⁸▪☻♩ꜝ♀Ⱡ◌

≤ ⅜ ─ fiꜛ◦כ⸗꜡ⱪה◖╢↑⅔⌐ ╩ ⇔

√⁹∕─ ⁸ │1 1 ⌐╟╢2 ⌐ ∆╢ ≤ ⅜

⌐╟╡ ↕╣⁸2014 3 ⌐2 ─ │ ≢Ⱪꜞ☻♩ꜟהⱴ▬ꜘכ☼

⅜ ╩ ⇔√⁹∕─ ⁸2015 6 ⌐▪☻♩ꜝ♀Ⱡ◌ ⅜ ⇔√⁹ 

 

2019 3 ⁸1 ╩ ≤⇔√ й ┘ й ─ ⌐

≠⅝⁸₈1 ₉─ │ ⅜ ↕╣√⁹ 

 

─ ┘ │ ⌐ ⇔ ↑≡™╢⁹╕√⁸ ─ ⇔

√ HFrEF ─ 5 │ 66 ≢№╡⁸20 ─ ⌐╦√∫≡ │

╖╠╣⌂⅛∫√⁹ 

HFrEF│⁸ ⌐╟╢ ─ ┘ ╩ ℮ ─ ≢№╡⁸ ─

┘ │ ⇔ↄ ⌂ ≤ ∆╢↓≤⅜ ↕╣≡™╢⁹∕⇔≡ │⁸

┘ ─ ⌐ ⅝ↄ ∆╢ ╩ ∆╢⁹ 

∕─ ≢⁸SGLT2 ≢№╢♄Ɽ◓ꜞⱨ꜡☺fi⅜ ⌐⅔↑╢ ™ ╩☼כ♬

√∆ ⁸ ┘⌐⁸ ─ ─ꜞ☻◒ ╩ ⌐ ∆╢ ╩

∆╢ ↄ─ ⅜↕╣≡⅝√⁹ 



 

2 

 

∕─√╘⁸HFrEF ╩ ≤⇔√ й ⅜ ↕╣⁸∕─ ⌐ ≠⅝⁸

2020 11 ⁸₈  √∞⇔⁸ ─ ⌂ ╩ ↑≡™╢ ⌐

╢⁹₉─ │ ⅜ ↕╣√⁹ 

 

│ ╛ ⌐╟╢ ⌂≥─ ꜞ☻◒ ≢№╡⁸⅛⅛╡≈↑

≤ ⅜ ⇔≡ ⌐ ∂√ ⌂ ≤ ╩ ™⁸∕─ ╩ │

∆╢↓≤≢⁸ ה ╛ QOL╩ ∆╢↓≤⅜≢⅝╢⁹∕─√╘

╩ ∆╢↓≤│⁸ ─ ╩ ╢℮ⅎ≢ ─ ≢№╢⁹ 

SGLT2 │ ╩ ∆╢℮ⅎ≢╙ ≢№╢↓≤⅜ ↕╣≡⅝≡™╢⁹

─ ┼─ ⌐≈™≡⁸2 ─ ─ ╩ ╦∏⁸↕╕↨╕⌂

╩ ∆╢ ╩ ≤⇔√ й ⅜ ↕╣⁸∕─ ⌐ ≠

⅝⁸2021 8 ⁸₈  √∞⇔⁸ │ ─ ╩ ↄ⁹₉─

│ ⅜ ↕╣√⁹ 

 

↕╠⌐⁸ ▪fiⱷ♇♩♬כ☼⅜ ↄ⁸⅛≈ ⅜ ╠╣√ ⅜ 40

─ ╩ ≤⇔√ й DELIVER ⅜ ↕╣⁸∕─ ♄

Ɽ◓ꜞⱨ꜡☺fi─ ≤ ⅜ ↕╣√↓≤ ⌐╟╡⁸2023 1 ⌐ ╩

⇔√⁹∕╣⌐╟╡⁸ │ ⌐╟╠∏ ⌂ ╩ ↑≡™╢

⌐ ⇔ ≤⌂∫√⁹ 

 

2 ─ │⁸ ⁸ ─ ⁸ ┘ ─ ⌐

∆╢ 14 2 3 ▬⅛╠Ɫ╕≢─™∏╣⌐╙ ⇔⌂™≤

↕╣⁸2024 3 6 ⌐ ↕╣√⁹ 

2. ─  

1  ≢ ╘≡ ↕╣√SGLT2 ≢⁸2 י130ִ≡⇔≥ ≢

↕╣≡™╢⁹ 2024 10  

₈з 1 ─ ₉─  

 

2  ┘ ⌐⅔™≡⁸1 ⁸2 ≤╙⌐ⱪꜝ☿Ⱳ≤

⇔≡ ⌂HbA1c ╩ ⇔√⁹ 

₈л 5 4 ₉─  

 

3  2 ⌐⅔™≡2 ─ ⅜ ↕╣≡™╢ ♃כ♦ ⁹ 

₈л 5 4 ₉─  

 



 

3 

 

4  ╩ ╗HFrEF ╩ ≤⇔√ й D1699C00001 DAPA-

HF ⌐⅔™≡⁸ⱪꜝ☿Ⱳ≤ ⇔≡⁸ │ ▬ⱬfi♩ ⌐

╟╢ │ ⌐╟╢ ─ ─ ⌂ ╩ ⇔√⁹ 

╕√⁸ ╩ ╗ ⅜ │ ↕╣√ ╩ ≤

⇔√ DELIVER ⌐⅔™≡╙ ─ ─ ⅜ ╠╣√⁹↕╠

⌐ ↕╣√DAPA- HF/DELIVER  ⌐⅔™≡⁸ ─ │

─ ╩ ↑⌂™↓≤⅜ ↕╣√⁹ 

₈л 5 4 ₉─  

 

5  ╩ ╗▪ꜟⱩⱵfi UACR⅜200 mg/g ⁸5000 mg/g ╩ ╘╢

eGFR⅜25 mL/min/1.73 m2 ⁸75 mL/min/1.73 m2 ─ ╩ ≤

⇔√ й D169AC00001 DAPA- CKD ⌐⅔™≡⁸ⱪꜝ☿Ⱳ≤

⇔≡⁸ ◄fi♪ⱳ▬fi♩ eGFR─50 ─ ⌂ ⁸

┼─ ⁸ ⁸ │ ─▬ⱬfi♩ ─ ⌂ ╩ ⇔√⁹ 

₈л 5 4 ₉─  

 

6  SGLT2⌐ ⇔≡ ™ ╩ ⇔√ SGLT1⌐ ∆╢Ki ─ in vitro  ⁹ 

₈м 2 2 ╩ ↑╢ ₉─  

 

7  ─ ╩ ↑⌂™↓≤⅛╠ ה ─≥─♃▬Ⱶfi◓≢╙ ≢№╢⁹ 

₈н 1 4 ה ─ ₉─  

 

8  ⌂ ≤⇔≡⁸ ⁸ 0.1 ⁸ ┘

─ ⱨꜟ♬◄ ⁸ 0.1 ⁸

☻◦כ♪◦▪♩◔⁸ ⅜№╠╦╣╢↓≤⅜№╢⁹ 

⌂ │⁸5 ⅜ ◌fi☺♄ ⁸1 5 ⅜

⁸ ⁸ ⁸ ⁸ ⁸ ⁸ ∕℮ ≢№╢⁹ 

₈о 8 ₉─  

3. ─  

⌐⌂⇔ 



 

4 

 

4. ⌐ ⇔≡ ∆═⅝  

⌐ ∆╢ ⁸ ●▬♪ꜝ▬fi   

ꜞ☻◒ RMP  ₈ 6 RMP─ ₉─  

─ꜞ☻◒ ≤⇔≡ ↕╣≡™╢  

ה ↑  

─⇔⅔╡ₒ ₓ  

ⱨ◊◦כ● ↑●▬♪ₒ1

ₓ  

ה ↑  

ⱨ◊◦כ● ╩ ↕╣╢ ↔ה ─ ┼ₒ1

2ה ₓ  

ⱨ◊◦כ● ╩ ↕╣╢ ↔ה ─ ┼o

ₓ  

ⱨ◊◦כ● ╩ ↕╣╢ ↔ה ─ ┼o

ₓ  

ⱨ◊◦כ● ╩ ↕╣╢1 ─ ↔ה

─ ┼o 1 ⁸xⱨ◊◦כ● 1 ─

↑●▬♪ ♪כ◌ ₒ1 ₓ  

●▬♪ꜝ▬fi  

─  ─ ה ─ ⌐

℮ ─ ⌐≈™≡ 5 1 10

 0110 10 ₈р 14 ─

₉─  

 2025 4  

5. ┘ ה ─  

1  

ꜞ☻◒ ╩ ─ ⁸ ⌐ ∆╢↓≤⁹ ₈з 6 RMP─ ₉─

 

 

2 ה ─  

⇔⌂™ 



 

5 

 

6. RMP─  

2025 1  

ꜞ☻◒ RMP─  

 

ₒ ⌂ ↕╣√ꜞ☻◒ₓ ₒ ⌂ ꜞ☻◒ₓ ₒ ⌂ ₓ 

ה  

ה  

ה  

ה ה  

ה ⌐ ∆╢  

fi♩◔ה ⌐╟╢ ◦▪♩◔ה

 ☻◦כ♪

ה ─ ┼─  

ה  

ה  

ה  

 

ה ┼─ ─  

ה ┼─ ─  

ה ┼─ ─  

 

⌐ ∆╢  

⌂⇔ 

ѝ ⌐ ≠ↄ ─√╘─   ѝ ⌐ ≠ↄꜞ☻◒ ─√╘─  

─   ꜞ☻◒ ─  

─  

ה ⁸ ⁸ ⁸ ╟

╡ ↕╣╢ ─ ┘ ⁸PBRER

⌐⅔↑╢  

 ─ꜞ☻◒  

ה ⁸ ●▬♪⌐╟╢ ה

 

─  

ה ╩ ≤⇔√  

ה ╩ ≤⇔√  

─ꜞ☻◒  

ה ↑ ─ ≤ ⱨ◊◦כ● ╩ ↕

╣╢ ↔ה ─ ┼ₒ1 2ה ₓ  

ה ↑ ─ ≤ ⱨ◊◦כ● ╩ ↕

╣╢ ↔ה ─ ┼ₒ ₓ  

ה ↑ ─ ≤ ⱨ◊◦כ● ╩ ↕

╣╢ ↔ה ─ ┼ₒ ₓ  

ה ↑ ─ ≤ ⱨ◊◦כ● ╩ ↕

╣╢1 ─ ↔ה ─ ┼ₒ1 ₓ⁸

ⱨ◊◦כ● 1 ─ ↑●▬♪ כ◌

♪ ₒ1 ₓ  

ה ↑ ─ ≤ ─⇔⅔

╡ₒ ₓ  

ה ↑ ─ ≤ ⱨ◊◦כ●

↑●▬♪ₒ1 ₓ  

⌐ ∆╢ ה ─ ─  

⌂⇔ 

─ │⁸  ─ Ɑכ☺≢ ⇔≡ↄ∞

↕™⁹ 



 

6 

 

и. ⌐ ∆╢  

1.  

1  

ⱨ◊◦כ●®  5 mg 

ⱨ◊◦כ●®  10 mg 

 

2  

f orxiga 5 mg10ה mg t ablets  

 

3 ─  

─√╘⁸ ─√╘⁸ ─√╘╩№╠╦∆₈for ₉≤⁸inhibit glucose 

absorption ─ ╩ ∆╢ ─ ₈iga₉╩ ↑ ╦∑╢ x ↓≤≢⁸

─ ⌐│⌂™ √⌂ ≢№╢↓≤╩ ⇔≡™╢⁹ 

2.  

1  

♄Ɽ◓ꜞⱨ꜡☺fiⱪ꜡Ⱨ꜠fi◓ꜞ◖כꜟ JAN  

 

2  

Dapagliflozin Propylene Glycolate Hydrate JAN  

dapagliflozin INN  

 

3 ☻♥ⱶ 

♫♩ꜞ►ⱶכ◖ꜟ◓ה☻ SGLT 2 ⁸ⱨ꜡ꜞ☺fi - gliflozin  
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3. │  

 

4. ┘  

  C21H25ClO6ΙC3H8O2ΙH2O 

  502.98 

5. │  

( 1S) - 1,5- Anhydro- 1- C- {4- chloro - 3- [ ( 4- ethoxyphenyl ) methyl]phenyl} - D- glucitol 

mono- ( 2S) - propane- 1,2- diolate monohydrate  

6. ⁸ ⁸ ⁸  

BMS- 512148 │BMS- 512148- 01 ♄Ɽ◓ꜞⱨ꜡☺fi 

BMS- 512148- 05 ♄Ɽ◓ꜞⱨ꜡☺fiⱪ꜡Ⱨ꜠fi◓ꜞ◖כꜟ  
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й. ⌐ ∆╢  

1.  

1 ה  

│ ─ ≢№╢⁹ 

 

2  

24ϴ ♄Ɽ◓ꜞⱨ꜡☺fi≤⇔≡  

 mg/mL   

N,N -☺ⱷ♅ꜟ▪☿♩▪Ⱶ♪ 597.5 ↑╛∆™ 

ⱷ♃ⱡ381.8 ꜟכ ↑╛∆™ 

◄♃ⱡכꜟ 95  281.2 ↑╛∆™ 

▪☿♩♬♩ꜞꜟ 59.7 ╛╛ ↑╛∆™ 

 1.6 ↑⌐ↄ™ 

 

3  

╩ ↕⌂™⁹ 

 

4 ⁸ ⁸  

│⁸45 100ϴ≢⁸ ╩ ™ ∆╢⁹ 

 

5  

♄Ɽ◓ꜞⱨ꜡☺fi│⁸pH 2 11─ ≢│ ⇔⌂™ 24ϴ  

 

6  

1-○◒♃ⱡכꜟ/ 24ϴ 2.45 pH 7.4  

 

7 ∕─ ─ ⌂  

[ɖ]
20

D +13.9° 1 ⱷ♃ⱡכꜟ  

pH 6.9 1.6  mg/mL ⁸24ϴ 
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2. ─ ⌐⅔↑╢  

1 ⁸ ┘  

 
 

   
   

 

5ϴ Ί Ί 
2 ─ LDPE /  

HDPE  
י24ִ   

25ϴ 60 RH Ί 
2 ─ LDPE /  

HDPE  
י36ִ   

30ϴ 65 RH Ί 
2 ─ LDPE /  

HDPE  
י36ִ   

 40ϴ 75 RH Ί 
2 ─ LDPE /  

HDPE  
י6ִ   

 

 

 

┘ 

 

40ϴ 75 RH Ί 
⁸2 ─ LDPE /  

HDPE  
י6ִ   

- 20ϴ Ί Ί 
2 ─ LDPE /  

HDPE  
י3ִ   

 25ϴ Ί   

120 lxהhr  

◄Ⱡꜟ◑כ 

200Wהhr/m2  

 

⁸ ⁸ ⁸ⱪ꜡Ⱨ꜠fi◓ꜞ◖⁸ꜟכ ⁸ X  

 HDPE high density polyethylene ⁸ ⱳꜞ◄♅꜠fi 

LDPE low density polyethylene ⁸ ⱳꜞ◄♅꜠fi 

3. ─ ⁸  

☻Ɑ◒♩ꜟ ⁸ ◒꜡ⱴ♩◓ꜝⱨ▫כ 

◒꜡ⱴ♩◓ꜝⱨ▫כ 
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к. ⌐ ∆╢  

1.   

1 ─  

ⱨ▫ꜟⱶ◖כ♥▫fi◓  

 

2 ─ ┘  

 ⱨ◊◦כ●® 5 mg ⱨ◊◦כ●® 10 mg 

 
─ ─ 

ⱨ▫ꜟⱶ◖כ♥▫fi◓  

─ ─ 

ⱨ▫ꜟⱶ◖כ♥▫fi◓  

 

 

  

 

  

 
  

⅝↕ 

/  7.1 mm 10.9 mm 

  7.9 mm 

↕ 3.2 mm 4.0 mm 

 130 mg 260 mg 

 

3  ♪כ◖

ⱨ◊◦כ●®  5 mg 1427 ⁸PTP◦כ♩  

ⱨ◊◦כ●®  10 mg 1428 ⁸PTP◦כ♩  

 

4 ─  

⌂⇔ 

 

5 ∕─  

⇔⌂™ 
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2. ─  

1 ─ ┘  

 ⱨ◊◦כ●® 5 mg ⱨ◊◦כ●® 10 mg 

 

1  

♄Ɽ◓ꜞⱨ꜡☺fi 5 mg 

♄Ɽ◓ꜞⱨ꜡☺fiⱪ꜡Ⱨ꜠fi◓

ꜟכ◖ꜞ ≤⇔≡6.15 mg  

1  

♄Ɽ◓ꜞⱨ꜡☺fi 10 mg 

♄Ɽ◓ꜞⱨ꜡☺fiⱪ꜡Ⱨ꜠fi◓

ꜟכ◖ꜞ ≤⇔≡12.3 mg  

 

⁸☻כ꜡ꜟ☿ ⁸◒꜡☻ⱳⱦ♪fi⁸ ◔▬ ⁸☻♥▪ꜞfi

ⱴ◓Ⱡ◦►ⱶ⁸ⱳꜞⱦ♬ꜟ▪ꜟ◖כꜟ ↑╪ ⁸ ♅♃fi⁸

ⱴ◒꜡◗⁸◒ꜟ♃4000⁸ꜟכ  

 

2 ─  

⇔⌂™ 

 

3  

⇔⌂™ 

3. ─ ┘  

⇔⌂™ 

4.  

⇔⌂™ 

5. ∆╢ ─№╢  

⇔⌂™ 
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6. ─ ⌐⅔↑╢  

1 ⁸ ┘  

 
 

   
   

 

5ϴ   
HDPEⱲ♩ꜟ 

◦ꜞ◌◕ꜟ  
י36ִ   

5ϴ   Ⱪꜞ☻♃י36ִ כ   

25ϴ 60 RH  
HDPEⱲ♩ꜟ 

◦ꜞ◌◕ꜟ  
י36ִ   

25ϴ 60 RH  Ⱪꜞ☻♃י36ִ כ   

30ϴ 75 RH  
HDPEⱲ♩ꜟ 

◦ꜞ◌◕ꜟ  
י36ִ   

30ϴ 75 RH  Ⱪꜞ☻♃י36ִ כ   

 
40ϴ 75 RH  

HDPEⱲ♩ꜟ 

◦ꜞ◌◕ꜟ  
י6ִ   

40ϴ 75 RH  Ⱪꜞ☻♃י6ִ כ   

 

 

 

┘ 

 

25ϴ 60 RH   12ִי   

     

120 lxהhr  

◄Ⱡꜟ◑כ 

200Wהhr/m2  

 

⁸ ⁸ ⁸ ⁸ ⁸ ⁸  

HDPE high density polyethylene ⁸ ⱳꜞ◄♅꜠fi 

Ⱪꜞ☻♃כ ⱳꜞ ⱦ♬ꜟ/ⱳꜞ◒꜡꜡♩ꜞⱨꜟ○꜡◄♅꜠fi/▪ꜟⱵ♬►ⱶ◦כ♩ 

7. ┘ ─  

⇔⌂™ 

8. ≤─  

⌂⇔ 

9.  

Ɽ♪ꜟ  

ה .10  

1 ⅜ ⌂ ה ⁸ ⅜ ⌂ ה ⌐ ∆╢  

⇔⌂™ 
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2  

₄ⱨ◊◦כ● 5 mg₅ 

100 10 PTP ×10 

140 14 PTP ×10 

500 10 PTP ×50 

500 ⁸Ᵽꜝ⁸ ╡  

₄ⱨ◊◦כ● 10 mg₅ 

100 10 PTP ×10 

140 14 PTP ×10 

 

3  

⇔⌂™ 

 

4 ─  

Ⱳ♩ꜟ  

HDPEⱲ♩ꜟ⁸◦ꜞ◌◕ꜟ⁸ⱳꜞⱪ꜡Ⱨ꜠fi ◐ꜗ♇ⱪ⁸  

Ⱪꜞ☻♃כ  

ⱨ▫ꜟⱶ PVC/ⱳꜞ◒꜡꜡♩ꜞⱨꜟ○꜡◄♅꜠fi ⁸▪ꜟⱵ♬►ⱶ◦⁸♩כ  

11. ↕╣╢  

⌂⇔ 

12. ∕─  

⌂⇔  
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л. ⌐ ∆╢  

1. │  

ủ2  

ủ1  

ủ  

√∞⇔⁸ ─ ⌂ ╩ ↑≡™╢ ⌐ ╢⁹ 

ủ  

√∞⇔⁸ │ ─ ╩ ↄ⁹ 

 

1 16 ⁸19 22  

╛ ⁸ │ ⇔≡™╢ ☻ꜟⱱ♬ꜟ►꜠▪ ⁸ ▬fi☻

ꜞfi ₡◓ꜞ♬♪₢⁸ⱦ◓▪♫▬♪ ⁸ɖ-◓ꜟ◖◦♄כ♀ ⁸♅▪♂ꜞ

☺fi ⁸☺Ɑⱪ♅☺ꜟⱭⱪ♅♄כ♀- 4 ₡DPP- 4 ₢⁸◓ꜟ◌◗fi Ɑⱪ♅♪

- 1 ₡GLP- 1 ₢ ≢ ◖fi♩꜡כꜟ⅜ ⌂ 2

╩ ≤⇔√ ─ ┘ ─ ≤─ ─ иb

D1692C00005 ⁸ й D1692C00006 ⁸D1692C00012 ╩ ⇔√⁹

∕─ ⁸ ─ ⁸ ⅜ ↕╣√↓≤⅛╠⁸₈ ─

⌐ ∆╢●▬♪ꜝ▬fi₉ 2010 7 ⌐⅔↑╢ │ ─ ⌐ ™⁸ ─

│ ╩₈2 ₉≤ ⇔√⁹ 

▬fi☻ꜞfi ≢│ ◖fi♩꜡כꜟ⅜ ⌂1 ╩ ≤⇔√ ┘

▬fi☻ꜞfi ≤─ ≢№╢ⱪꜝ☿Ⱳ MB102229 ┘

MB102230 ⌐⅔™≡⁸ 5 mg⁸10 mg─ⱬⱠⱨ▫♇♩-ꜞ☻◒הⱪ꜡ⱨ□▬ꜟ│ ≢

№╢≤─◄ⱦ♦fi☻⅜ ↕╣√√╘⁸ ─ │ ╩₈1 ₉≤ ⇔√⁹ 

HFrEF ╩ ≤⇔√ й D1699C00001 DAPA- HF ⌐⅔™≡⁸

10 mg─ⱬⱠⱨ▫♇♩-ꜞ☻◒הⱪ꜡ⱨ□▬ꜟ│ ≢№╢≤─◄ⱦ♦fi☻⅜ ↕╣√

↓≤⅛╠⁸ ─ │ ╩₈ ₉≤ ⇔√⁹ 

╕√⁸ й D1699C00001 │⁸ ─ ╩ ↑≡™╢

⅜ ≢№╢↓≤⅛╠⁸ │ ≢╙ ⌐ ⇔√⁹ 

╩ ≤⇔√ й D169AC00001 DAPA- CKD ⌐⅔

™≡⁸ 10 mg─ⱬⱠⱨ▫♇♩-ꜞ☻◒הⱪ꜡ⱨ□▬ꜟ│ ≢№╢≤─◄ⱦ♦fi☻⅜

↕╣√⁹╕√⁸ й D169AC00001 ◘Ⱪ◓ꜟכⱪ ⁸ й

D1693C00001 DECLARE 1 ─◘Ⱪ◓ꜟכⱪ ⌂≥≢⁸ ─

⌐ ╦╠∏ ─ ⌐⅔↑╢ ─ │ ↕╣√∆═≡─ ─eGFR ┘

UACR⌐╦√∫≡ ↕╣√⁹╟∫≡ й D169AC00001 ─ ─

UACR─ ⌐⅛⅛╦╠∏⁸ │ ┘ ─™∏╣─ ⌐⅔

™≡╙ ⅜ ↕╣√↓≤⅛╠⁸ │ ╩₈ ₉≤ ⇔√⁹⌂⅔⁸

│ ─ ⌐⅔™≡ ─ │ ↕⌂™↓≤⅛╠⁸₈√

∞⇔⁸ │ ─ ╩ ↄ⁹₉≤ ⇔√⁹ 
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1 DECLARE ─ ╩ ╦⌂™2 ⌐⅔™≡⁸2 ┘ ─ꜞ☻◒

⌐ ∆╢ ─ ⌐ ⇔≡ ⇔√ ─ ┘ ▪►♩◌ⱶ┼─ ╩ ⇔√

⁸ ⁸ ⁸ⱪꜝ☿Ⱳ ⁸ й  

2. │ ⌐ ∆╢  

5.  │ ⌐ ∆╢  

₄1 ⁸2 ₅ 

5. 1 ─ ─№╢ │ ─ ≢│ ─

⅜ ≢⅝⌂™√╘⁸ ⇔⌂™↓≤⁹ 8.2⁸9.2.1  

5. 2 ─ ─№╢ ≢│ ─ ⅜ ⌐ ╠╣⌂™

⅜№╢─≢ ─ ╩ ⌐ ∆╢↓≤⁹ 8.2⁸9.2.2⁸16.6.1⁸17.1.1

 

5.3  ─ │№╠⅛∂╘ ─ ≢№╢ ⁸ ╩ ⌐

∫√ ≢ ⅜ ⌂ ⌐ ╡ ∆╢↓≤⁹ 

₄1 ₅ 

5.4  ─ │№╠⅛∂╘ ⌂▬fi☻ꜞfi ╩ ⌐ ∫√ ≢⁸ ◖fi♩

⅜ꜟכ꜡ ⌂ ⌐ ╢↓≤⁹ 

₄ ₅ 

5. 5 ₈ ₉─ ─ ╩ ⇔⁸ ⌐ ╖ ╣╠╣√ ─

╩ ⌐ ⇔√ ≢⁸ ╩ ∆╢↓≤⁹ 17. 1.3  

₄ ₅ 

5. 6 eGFR⅜25 mL/min/1.73 m2 ─ ≢│⁸ ─ ⅜ ⌐ ╠╣⌂™

⅜№╢↓≤⁸ ⌐eGFR⅜ ∆╢↓≤⅜№╡⁸ ⅜

∆╢⅔∕╣⅜№╢↓≤⅛╠⁸ ─ ╩ ⌐ ∆╢↓≤⁹eGFR⅜

25 mL/min/1.73 m2 ─ ╩ ≤⇔√ │ ⇔≡™⌂™⁹ 8.2⁸

9.2.1  

5. 7 ₈ ₉─ ─ ╩ ⇔⁸ ⌐ ╖ ╣╠╣√ ─

⁸ ⁸ ╩ ⌐ ⇔√ ≢⁸ ⌐ ∆╢●▬♪ꜝ▬

fi⌐⅔↑╢ ╛ ╩ ⌐⁸ ╩ ∆╢↓≤⁹ 17.1.4

 

15 20  

5. 1 ─ │ ⌐ ⇔≡™╢↓≤⅛╠⁸ ─ ─№╢

│ ─ ≢│ ─ ⅜ ≢⅝⌂™√╘⁸↓╣╠

─ ┼─ ─ │ ↑╢↓≤⁹ ₈о 5 ⌂ ≤∕─ ₉⁸

₈о 6 2 ₉─  

5. 2 ─ │ ⌐ ⇔≡™╢↓≤⅛╠⁸ ─ ─№╢

≢│ ─ ⅜ ⌐ ╠╣⌂™ ⅜№╢─≢ ─ ╩ ⌐

∆╢ ⅜№╢⁹ ₈о 5 ⌂ ≤∕─ ₉⁸₈о 6 2
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₉⁸₈н 10 1 ⌐⅔↑╢ ₉⁸₈л 5

5 ה ₉─  

5.3  ─ ≢№╢ ⁸ ╩ ⌐ ∫√ ≢⁸ ⅜ ⌂

⌐ ╩ ∆╢↓≤⁹ 

5. 4 ▬fi☻ꜞfi ≢│ ◖fi♩꜡כꜟ⅜ ⌂1 ╩ ≤⇔√

┘▬fi☻ꜞfi ≤─ ⌐⅔™≡⁸ⱪꜝ☿Ⱳ≤ ⇔≡ ⌂

⅛≈ ⌐ ⌂ ◖fi♩꜡כꜟ─ ⅜ ↕╣√↓≤⅛╠ ⇔√⁹ 

5.5  ─ ⌐№√∫≡│⁸ ─ ⌐ ╖ ╣╠╣√ ─ ╩

⌐ ⇔√ ≢⁸ ╩ ∆╢ ⅜№╢↓≤⅛╠ ⇔√⁹ ₈л 5

4 ₉─  

5. 6⁸5. 7 й D169AC00001 ─ ┘ ╩┤╕ⅎ⁸

eGFR⅜25 mL/min/1.73 m2 ─ ≢│ ─ ─ ╩ ⌐ ∆╢

⅜№╢↓≤⁸ ─ ⌐ ⇔≡│ ─ ╩ ⌐ ⇔√ ≢⁸

⌐ ∆╢●▬♪ꜝ▬fi⌐⅔↑╢ ╛ ╩ ⌐⁸

╩ ∆╢ ⅜№╢↓≤⅛╠ ⇔√⁹ ₈о 5 ⌂ ≤∕─

₉⁸₈о 6 2 ₉₈л 5 4 ₉─  

3. ┘  

1 ┘ ─  

₄2 ₅ 

⁸ ⌐│♄Ɽ◓ꜞⱨ꜡☺fi≤⇔≡5 mg╩1 1 ∆╢⁹⌂⅔⁸

⌂ ⌐│⁸ ╩ ⌐ ⇔⌂⅜╠10 mg1 1 ⌐ ∆╢↓≤⅜≢⅝╢⁹ 

 

₄1 ₅ 

▬fi☻ꜞfi ≤─ ⌐⅔™≡⁸ ⁸ ⌐│♄Ɽ◓ꜞⱨ꜡☺fi≤⇔≡5 mg╩1

1 ∆╢⁹⌂⅔⁸ ⌂ ⌐│⁸ ╩ ⌐ ⇔⌂⅜╠10 mg1

1 ⌐ ∆╢↓≤⅜≢⅝╢⁹ 

 

₄ ⁸ ₅ 

⁸ ⌐│♄Ɽ◓ꜞⱨ꜡☺fi≤⇔≡10 mg╩1 1 ∆╢⁹ 

 

2 ┘ ─ ה 1 10 ⁸15 ⁸16 ⁸19 ⁸20 ⁸23 27  

─ ┘ │⁸ ─ ┘ ─ ⌐ ≠⅝ ⇔√⁹ 

 

₄2 ₅ 

 

─ ⅜12.9 ≢№╢↓≤⁸ 24 ⌐╦

√╡ ⅜ ⌐ ↕╣╢↓≤⅛╠⁸ │1 1 ⅜ ≤ ⅎ╠╣
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√⁹╕√⁸ ╩ ⌐ ≢ ↕╣√ й MB102013 ⌐⅔™≡⁸

─ 1 ≤ 1 ─ │ ≢⁸AUC⌐╟╢ ≢│ ─

⌐ ─ ⅜╖╠╣⌂⅛∫√↓≤⅛╠⁸ │ ⌐ ⌂ↄ⁸1 1 ≥─

≢╙ ≤⇔√⁹ 

 

╩ ≤⇔√ з MB102010 ┘

2 ╩ ⌐ ⇔√ з MB102025 ⌐⅔

™≡⁸ ─AUC│∕╣∙╣2.5 50 mg╕≢ ┘2.5 20 mg╕≢─ ≢

⌐ ⇔⁸ з MB102025 ⌐⅔™≡⁸1 10 mg─ ≢

─☻כ◖ꜟ◓⁸ ◒ꜞ▪ꜝfi☻ ┘ ☻כ◖ꜟ◓─≢ ⅜

╒╓ⱪꜝ♩כ⌐ ⇔⁸10 mg≤20 mg≢│ ≢№∫√⁹╕√⁸ 2

╩ ≤⇔√ иb D1692C00005 ⁸ й D1692C00006

⌐⅔™≡ 5 mg1 1 ≤ ═≡ 10 mg1 1 ─ ⅜╟╡ ⅝⌂HbA1c

─ ⅜╖╠╣√⅜⁸10 mg ≢│5 mg ≤ ═≡ ─ ⅜╛╛ ™

⅜╖╠╣√↓≤⅛╠⁸5 mg╩ ─ ≤⇔√⁹ 

⌐ ⇔≡│⁸ 2 ╩ ≤⇔√ й

D1692C00012 ⌐⅔™≡⁸ 5 mg1 1 ≢ ⅜ ⌂ ⌐ ⇔⁸

╩10 mg1 1 ┼ ∆╢↓≤⌐╟╡⁸HbA1c ┘ ─ ⌂╢ ⅜

╘╠╣⁸10 mg1 1 ─ ≢╙ ⌐ ⅛≈ │ ≢№∫√↓≤⅛╠⁸

₈ ⌂ ⌐│⁸ ╩ ⌐ ⇔⌂⅜╠10 mg1 1 ⌐ ∆╢↓≤⅜

≢⅝╢⁹₉≤ ⇔√⁹ 

 

₄1 ₅ 

1 │▬fi☻ꜞfi─ ≤↕╣≡⅔╡ ●▬♪ꜝ▬fi2019 ⁸

│▬fi☻ꜞfi ┼─ ≤⇔≡ ↕╣√⁹▬fi☻ꜞfi

≢│ ◖fi♩꜡כꜟ⅜ ⌂1 ╩ ≤⇔√ ┘▬fi☻ꜞfi

≤─ ─ й D1695C00001 PartB ┘ ⱪꜝ☿Ⱳ

MB102230 ─ ⌐⅔™≡⁸ 10 mg│5 mg≤

⇔≡HbA1c ┘ ─™∏╣⌐⅔™≡╙⁸ ⌐╟╡ ™ ⅜

↕╣√⁹ ─ ⌐≈™≡╙⁸╕√⁸ ☻◦כ♪◦▪♩◔ ┘ ─

─ ꜞ☻◒⌐≈™≡╙ ─№╢ │ ╘╠╣⌂⅛∫√⁹↕╠

⌐⁸ й D1695C00001 PartB ⌐⅔™≡⁸ 5 mg ┘10 mg╩

⇔√≤⅝⁸ 24 ⌐ ╘╠╣√ │⁸52 ╕≢ ⇔⁸ ⌐10 mg

≢5 mg ╟╡ ⌐ ™ ⅜ ╠╣√⁹ ⁸5 mg1 1 ≢╙ⱬⱠⱨ▫♇

♩⅜ ╠╣╢1 ⅜ ∆╢↓≤⁸ ┘2 ⌐ ∆╢

┘ ≤─ ╩ ⇔⁸ 1 ⌐ ∆╢ ─

┘ │⁸5 mg─1 1 ⁸ ⌂ ⌐│⁸10 mg1 1 ⌐ ≤ ⇔

√⁹ 
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₄ ₅ 

─2 ⌐⅔↑╢ 10 mg│↓╣╕≢─ ┘ ⌐⅔

↑╢ ╩ ∂≡ ⌂ ⅜ ↕╣≡⅔╡⁸ ┘ ⌂

⅛╠⁸ ⌐⅔↑╢SGLT2 │10 mg≢╒╓ ≤⌂╢⁹╕√⁸10 mg─

│⁸CKD☻♥3☺כ eGFR 30 60 mL/min/1.73 m2 ─ ╩ ≤⇔√ ≢

╙ ≢№∫√⁹ ╟╡⁸ й D1699C00001 ≢│⁸

⅜ ↕╣⁸⅛≈⁸SGLT2─ ╩╙√╠∆ ≤⇔≡10 mg╩ ⇔√⁹ 

⅛╠ ─ ╩ ∆╢2 ╩ ⌐⁸ 10 mg╩

⇔√ D1690C00023 DELIGHT ─ ⅛╠⁸ ⌐

⇔⌂™UACR─ ≤eGFR─ ─ ⅜ ╘╠╣√⁹2 ⌐

⅔↑╢10 mg ─UACR ⁸ ⁸ │⁸5 mg ≤

⇔≡╒╓ ⇔≡ ™ ╩ ⇔√⁹ ─ │2 ≤

≢│∕─ │ ⌂╢╙──⁸∕╣∙╣─ ⌐⅔™≡10 mg≢ ⅜

⇔≡™√⁹ ◦☻♥ⱶ ⸗♦ꜟ⅛╠─ ⌐⅔™≡⁸ ≢

ↄ ╘╠╣╢ ⅜ ⇔√ ≢╙⁸ Ɽꜝⱷכ♃⌐ ∆╢ ─

⅜2.5 mg⅛╠10 mg─ ≢ √╣╢↓≤⅜ ↕╣√⁹ ─ ╩ ∆

╢≤⁸HFr EF ╩ ≤⇔√ й D1699C00001 ⌐⅔↑╢

╩10 mg≤⇔√↓≤│ ≢№╢≤ ⅎ╠╣√⁹ 

й D1699C00001 ≢│⁸ ●▬♪ꜝ▬fi⌐ ∫≡ ─

⅜ ⌐ ╦╣≡™╢HFrEF ╩ ⌐⁸ 10 mg╩1 1 ⁸ ⌐

⇔√⁹∕─ ⁸ ┘ ─ꜞ☻◒⅜ ⅝ↄ ⇔≡⅔╡⁸

⌐ ⇔≡ ⅛≈ ─№╢ⱬⱠⱨ▫♇♩⅜ ╠╣≡™√⁹

╕√⁸ │⁸2 ─ ─ ⌐ ╦╠∏ ╘╠╣√⁹ 

й D1699C00001 ⌐⅔↑╢ 10 mg─ ┘ ─

⅛╠⁸ 10 mg│⁸ │ ▬ⱬfi♩─ ╩ ↕∑╢

≢ⱪꜝ☿Ⱳ╟╡╙ ⌐ ╣⁸ ⌐ ⇔≡ ⅛≈ ⅜ ≢№╡⁸

2 │ ─ ╩ ╦∏HFrEF ⌐⅔™≡ ╕⇔™ⱬⱠ

ⱨ▫♇♩-ꜞ☻◒הⱣꜝfi☻╩ ⇔√↓≤⅛╠⁸ ⌐ ∆╢

─ ┘ │⁸10 mg1 1 ≤ ⇔√⁹ 

 

₄ ₅ 

─ 10 mg 1 1 ─ │⁸2 ┘1 ┘⌐

╩ ≤⇔√ ┘ ⌐⅔↑╢ ╩ ∂≡ ↕

╣≡⅔╡⁸ ┘ ⌂ ⅛╠⁸ ⌐⅔↑╢SGLT2 │10 mg

≢╒╓ ≤⌂╢≤ ⅎ╠╣√⁹⇔√⅜∫≡⁸ й D169AC00001

≢│⁸ ⅜ ↕╣⁸SGLT2─ ⅜ ≢⅝╢ ≤⇔≡10 mg 1 1

╩ ⇔√⁹∕─ ⁸ ─ ⅜ ╠╣√⁹ 1 ┘

⌐⅔™≡ 10 mg─ⱪꜝ☿Ⱳ⌐ ∆╢ ⅜ ↕╣√⁹ 2 65
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┘ ⅜ ⇔ↄ ⇔√ eGFR⅜30 mL/min/1.73 m2 ⅜ ╕╣╢

⌐⅔™≡⁸ 10 mg ─ │ ≢№╡⁸ √⌂ ─ │ ╘╠

⌂⅛∫√⁹ 

─ ┘ ─ │⁸2 ┘

⁸ ┘⌐ⱬכ☻ꜝ▬fi ─eGFR ┘UACR╩ ╗∆═≡─◘Ⱪ◓ꜟכⱪ

≢ ⇔≡™√⁹ 

╕√⁸ й D169AC00001 ≢│⁸ ╩ ∆╢

⁸ │ ─ ⇔⌂™ ⅜ ╘╠╣⁸ ⌂ │ ─

⌐╟∫≡↓╣╠─ ⅜ ⇔⌂™ ⌐│ ─ ⅜ ⌂ ≤↕╣

≡™√⅜⁸ ╩ ⇔≡⁸ │ ∆╢ⱪꜝ☿Ⱳ 10 mg⅛╠5 mg⌐

↕╣√ │╒≤╪≥™⌂⅛∫√ 90 4.2 ⁸ⱪꜝ☿Ⱳ 61 2.8 ⁹

↓╣╠─ ─℮∟⁸ ─67 3.1 ┘ⱪꜝ☿Ⱳ ─48 2.2 │⁸

│ ∆╢ⱪꜝ☿Ⱳ 10 mg┼─ │ ╦╣⌂⅛∫√⁹ 

↓╣╠─ ╟╡⁸ 10 mg│⁸2 ─ ─ ┘ ╩ ╦∏

⌐⅔™≡ ⌂ⱬⱠⱨ▫♇♩הꜞ☻◒ⱪ꜡ⱨ□▬ꜟ╩ ∆╢↓≤⅜ ↕

╣√⁹ 

╟╡⁸ й D169AC00001 ─ ⅛╠10 mg 1 1 ⌐

╟╡ ↕╣╢ ┘ ⌂ ⅜ ↕╣√↓≤⁸5 mg┼─ │╦

∏⅛≢№∫√↓≤⅛╠⁸ ⌐⅔↑╢ ─ ┘

│⁸10 mg 1 1 ≤ ⇔√⁹ 

4. ┘ ⌐ ∆╢  

7.  ┘ ⌐ ∆╢  

₄1 ₅ 

7. 1 │▬fi☻ꜞfi ─ ≢│⌂™⁹▬fi☻ꜞfi ─ ╩ ∆╢≤

⌂ ⅜☻◦כ♪◦▪♩◔╛ ↓╢⅔∕╣⅜№╢─≢⁸ ─ ⌐№√∫

≡│▬fi☻ꜞfi ╩ ⇔⌂™↓≤⁹ 8.6 .1⁸8.6.2⁸11.1.4  

7. 2 ≤▬fi☻ꜞfi ─ ⌐№√∫≡│⁸ ꜞ☻◒╩ ∆╢√╘⌐▬fi

☻ꜞfi ─ ╩ ∆╢↓≤⁹√∞⇔⁸ ⌂ ꜞ─☻◦כ♪◦▪♩◔│

☻◒╩ ╘╢─≢ ∆╢↓≤⁹⌂⅔⁸ ≢│⁸▬fi☻ꜞfi ─1

─ │20 ≤∆╢↓≤⅜ ↕╣√28 ⁹ 8.6 .1⁸8.6.2⁸11.1.1⁸11.1.4⁸

17.1.2   

₄ ⁸ ₅ 

7.3  ┘ ⌐ ⇔≡5 mg1 1 ─ │ ↕╣≡™⌂™√╘

─ ⌐ ∆╢↓≤⁹ 

7.3.1 1 ╩ ∆╢ ≢│⁸ ⌐ ⇔√ №╢™│∕─ ─

╙≤≢⁸ ⌂ ⅜ ⅎ╢ ≢5 mg1 1 ⅛╠ ╩ ∆╢↓≤⁹╕√⁸
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╩ ⌐ ⇔⌂⅜╠▬fi☻ꜞfi ╩ ⇔√ ⁸10 mg1 1 ⌐ ∆╢

↓≤⁹ 7.1⁸7.2⁸8.6 .1⁸9.1.4⁸11.1.4  

7.3.2 2 ╩ ∆╢ ⌐⅔™≡╙⁸ │ ─ ╩

≤∆╢ │10 1 1 ╩ ∆╢↓≤⁹ 

 
 

7. 1⁸7. 2 1 ⌐⅔™≡│⁸ ╩◒☻ꜞ─☻◦כ♪◦▪♩◔≥ ∆╢√╘

⌐│⁸ ⌐ ∂√▬fi☻ꜞfi─ ─ ⅜ ≢№╢√╘ ⇔√⁹ ₈о

5 ⌂ ≤∕─ ₉⁸₈о 8 1 ⌂ ≤ ₉⁸₈л

5 4 ₉─  

7.3 .1 1 ─ ┘ │1 1 5 mg≢№╢ ⁸

┘ ─ ┘ │1 1 10 mg⅛╠─ ≤⌂╢⁹ 

⌐≈™≡│⁸1 ⌐⅔™≡⁸ ⌐ ⌂▬fi☻ꜞfi ─

╩ ™⁸▬fi☻ꜞfi ─ ⌐ ∆╢ ┘ ◔♩▪

☻◦כ♪◦ ─ ꜞ☻◒╩ ∆╢√╘⁸ ┘ ⌐ ⇔≡

∆╢ ╙1 ─ ┘ ╩ ⇔√ ≢ ╩ ∆╢√╘⌐│

─ ⌐ ∆╢ ≤─ ⅜ ≢№╢√╘ ⇔√⁹ 

⌐≈™≡│⁸ ┘ │ ≢⁸⅛≈ ─ ╩ ⇔≡™

╢ ≢№╢↓≤╩ ⇔≡⁸1 ╩ ∆╢ │

⌐⅔™≡╙SGLT2 ⅜ ⌐ ↕╣╢10 mg╩ ™╢↓≤⅜ ≢№╡⁸5 mg≢

│ ⌐ ∆╢ │ ↕╣≡™⌂™↓≤⅛╠10 ┼ ∆╢↓≤≤⇔√⁹ 

₈л 4 ┘ ⌐ ∆╢ ₉⁸₈о 5 ⌂ ≤∕─ ₉⁸

₈о 6 1 ה ─№╢ ₉⁸₈о 8 1 ⌂ ≤

₉⁸₈л 5 5 ה ₉─  

7.3.2 ─ ⌐ ≠ↄ ⁸ ─ ╩ ≤⇔√ ─ │

10mg1 1 ≢№╡⁸ ┘ ⌐ ⇔≡ 5mg1 1 ─ │

↕╣≡™⌂™⁹2 ╩ ∆╢ ⌐⅔™≡╙⁸ │ ─

╩ ≤∆╢ │⁸₈6 ┘ ₄ ⁸ ₅₉─ ─≤

⅔╡⁸ 10mg1 1 ≢ ∆╢ ⅜№╢⅜⁸5mg1 1 ≢ ↕╣≡™╢

⅜ ↕╣≡™╢↓≤⅛╠⁸2 ╩ ∆╢ ⌐⅔↑╢ ⁸

─ ⌐ ∆╢ ⌂ ╩ ⌐∆╢√╘⌐ ⇔√⁹ 

  



 

21 

 

5.  

1  ☺כ◔♇Ɽ♃כ♦

 

β ─ ™ Ừ ⁸ủ  

β ─  
 ♪כ◖

 
♦◙▬fi   

Ừ 

з

 

MB102010 

 

 

 

ⱪꜝ☿Ⱳ  

 

 

32  

⌐⅔↑╢ ⁸

┘ ─  

Ừ 
MB102025 

 

 

 

ⱪꜝ☿Ⱳ  

 

2  

36  

⌐⅔↑╢ ⁸

┘ ─  

Ừ 
D1692C00002 

 
 

2  

═22  
Ⱳ◓ꜞⱲכ☻≤─  

Ừ 
иb

 

D1692C00005 

 

 

 

ⱪꜝ☿Ⱳ  

2  

279  
┘ ─  

Ừ 
й

 

D1692C00006 

 

 

 

ⱪꜝ☿Ⱳ  

2  

261  
┘ ─  

Ừ 
D1692C00012 

 

 

 

2  

728  

│ ≤─ 

─ ┘ ─  

Ừ 

з

 

MB102059 

 
 

 

7  

─ 

Ᵽ▬○▪ⱬ▬ꜝⱦꜞ♥▫ 

ủ 
MB102005 

 

 

 

2 ⁸2  

 כⱣכ○☻꜡◒

 

═14  

◌ⱪ☿ꜟ ה ─ 

Ᵽ▬○▪ⱬ▬ꜝⱦꜞ♥▫ 

ủ 
MB102019 

 

 

 

2 ⁸2  

 כⱣכ○☻꜡◒

 

═14  

⅜ ⌐ ╓∆ ─

 

ủ 
MB102062 

 

 

 

3 ⁸3  

 כⱣכ○☻꜡◒

 

═29  

ה ─

/ ─

─ ─  

ủ 
MB102090 

 

 

 

4 ⁸4  

 כⱣכ○☻꜡◒

 

═28  

ה ─

/ ה

─ ─ ─  

ủ 
MB102001 

 

 

 

ⱪꜝ☿Ⱳ  

 

2  

 

64  

⌐⅔↑╢ ⁸

┘ ─  

ủ 
MB102002 

 

 

ⱪꜝ☿Ⱳ  

 

 

40  

⌐⅔↑╢ ⁸

┘ ─  

Ừ 
MB102006 

 

 

 

 

6  
ⱴ☻Ᵽꜝfi☻ ┘  
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β ─ ™ Ừ ⁸ủ  

β ─  
 ♪כ◖

 
♦◙▬fi   

Ừ 

з

 

MB102007 

 

 

 

2  

┘

2

⁸

ה ה

─

 

40  

╩ ∆╢2

⌐⅔↑╢ ⁸ ┘

─  

Ừ 
MB102027 

י2ִ  

 

 

┘

 

24  

⌐⅔↑╢

┘ ─  

Ừ 
MB102004 

 

 

 

3 ⁸3  

 כⱣכ○☻꜡◒

 

═18  

ⱥ♪꜡◒꜡꜡♅▪☺♪≤─

 

Ừ 
MB102017 

 

 

 

3 ⁸3  

 כⱣכ○☻꜡◒

 

═24  

Ⱨ○◓ꜞ♃♂fi≤─  

 

Ừ 
MB102026 

 

 

 

3 ⁸3  

 כⱣכ○☻꜡◒

 

═18  
ⱷ♩ⱱꜟⱵfi≤─  

Ừ 
MB102036 

 

 

 

5 ⁸5  

 כⱣכ○☻꜡◒

 

═24  

Ᵽꜟ◘ꜟ♃fi │◦fiⱣ☻♃♅fi≤

─  

Ừ 
MB102037 

 

 

 

5 ⁸5  

 כⱣכ○☻꜡◒

 

═18  

◓ꜞⱷⱧꜞ♪ │◦♃◓ꜞⱪ♅fi≤

─  

Ừ 
MB102057 

 

 

 

 

 

42  
Ⱪⱷ♃♬♪≤─  

Ừ 
MB102058 

 

 

 

2 ⁸2  

 כⱣכ○☻꜡◒

 

30  

꞉ꜟⱨ□ꜞfi │☺◗◐◦fi≤─ 

 

Ừ 
MB102074 

 

 

 

 

 

═14  

ꜞⱨ□fiⱧ◦fi≤─  

 

Ừ 
MB102093 

 

 

 

 

 

═16  
ⱷⱨ▼♫ⱶ ≤─  

Ừ 
D1690C00001 

 

 

 

ⱪꜝ☿Ⱳ  

♄Ⱪꜟ♄Ⱶכ 

4 ⁸4  

 כⱣכ○☻꜡◒

 

═50  
QTc ┼─ ─  
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β ─ ™ Ừ ⁸ủ  

β ─  
 ♪כ◖

 
♦◙▬fi   

ủ 

з

 

MB102088 

 

 

 

 

 

33  

≢─ ⁸ ┘ 

─  

ủ 
MB102066 

 

 

 

┘

2  

24  

─ ┼─ ─  

ủ 
и

 

MB102008 

י3ִ  

 

 

ⱪꜝ☿Ⱳ  

2  

389  
┘ ─  

ủ 
иa

 

MB102003 

 

 

 

ⱪꜝ☿Ⱳ  

 

2  

47  

2 ⌐⅔↑╢ ⁸ 

┘ ─  

ủ 

иb

 

MB102009 

⁸◌♫♄ 

 

 

ⱪꜝ☿Ⱳ  

2  

71  

▬fi☻ꜞfi┼─ ─

⁸ ┘ ─  

ủ 
MB102045 

 

 

 

ⱪꜝ☿Ⱳ  

2  

44  

ⱷ♩ⱱꜟⱵfi ┘/ │▬fi☻ꜞfi

┼─ ─▬fi☻ꜞ

fi ⌐ ∆╢ ─ ⁸

┘ ─  

ủ 

иb

 

 

MB102035 

י2ִ  

 

 

ⱪꜝ☿Ⱳ  

2  

75  

ⱷ♩ⱱꜟⱵfi ┘/ │☻ꜟⱱ♬ꜟ

┼─ ─GFR⌐

∆╢ ─ ⁸ 

┘⌐ ┘ ─  

ủ 
и/й

 

MB102029 

י12ִ  

 

 

ⱪꜝ☿Ⱳ  

─

╩ ∆╢ 

2  

252  

─ ╩ ∆╢2

⌐⅔↑╢ ⁸ 

┘ ─  

ủ 

й

 

MB102013 

י3ִ  

 

 

7 ⱪ1כꜟ◓

│ 

2 ⱪ2כꜟ◓  

 

ⱪꜝ☿Ⱳ  

2  

ⱪ1כꜟ◓ 485  

ⱪ2כꜟ◓  73  

⁸ ┘ ─  

ủ 
MB102032 

י6ִ  

 

 

ⱪꜝ☿Ⱳ  

2  

282  
⁸ ┘ ─  

ủ 
MB102054 

י4ִ  

 

 

ⱪꜝ☿Ⱳ  

╩ ↄ 

▪☺▪  

2  

393  

▪☺▪ 2 ⌐⅔↑╢ 

┘ ─  

ủ 
MB102014 

י4ִ  

 

 

ⱪꜝ☿Ⱳ  

2  

546  

ⱷ♩ⱱꜟⱵfi┼─ ─

⁸ ┘ ─  

ủ 

D1690C00012 

Ⱪꜟ●ꜞ▪

י4ִ  

 

 

ⱪꜝ☿Ⱳ  

2  

182  

ⱷ♩ⱱꜟⱵfi┼─ ─

┘ ─  
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β ─ ™ Ừ ⁸ủ  

β ─  
 ♪כ◖

 
♦◙▬fi   

ủ 

й

 

D1690C00006 

 ▪ꜞ♩☻כ○

י12ִ  

 

 

ⱪꜝ☿Ⱳ  

2  

807  

▬fi☻ꜞfi┼─ ─ 

┘ ─  

ủ 
MB102030 

י8ִ  

 

 

ⱪꜝ☿Ⱳ  

2  

420  

Ⱨ○◓ꜞ♃♂fi┼─

─ ┘ ─  

ủ 

D1690C00005 

ⱳכꜝfi♪

י6ִ  

 

 

ⱪꜝ☿Ⱳ  

2  

596  

◓ꜞⱷⱧꜞ♪┼─ ─

┘ ─  

ủ 
D1690C00010 

י5ִ  

 

 

ⱪꜝ☿Ⱳ  

2  

451  

◦♃◓ꜞⱪ♅fi±ⱷ♩ⱱꜟⱵfi┼─

─ ┘

─  

ủ 
D1690C00018 

י8ִ  

 

 

 

ⱪꜝ☿Ⱳ  

┘

╩ ∆╢ 

2  

922  

┼─ ─ 

┘ ─  

ủ 
D1690C00019 

י9ִ  

 

 

 

ⱪꜝ☿Ⱳ  

╩

∆╢ 

2  

965  

┼─ ─ 

┘ ─  

ủ 
MB102021 

י6ִ  

 

 

 

2  

598  

ⱷ♩ⱱꜟⱵfi ⅛╠─

─ ┘ ─  

ủ 
MB102034 

י5ִ  

 

 

 

2  

638  

ⱷ♩ⱱꜟⱵfi ⅛╠─

─ ┘ ─  

ủ 

D1690C00004 

♪▬♠ 

י9ִ  

 

 

 

2  

814  

ⱷ♩ⱱꜟⱵfi┼─ ─

┘ ╩glipizide

≤  
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1 ─ │   

β ─ ™ Ừ ⁸ủ  

β ─  
 ♪כ◖

 
♦◙▬fi   

Ừ з  

D1695C00001 

PartA 

 

 

 

ⱪꜝ☿Ⱳ  

 

1  

42  

▬fi☻ꜞfi≤─ ─ 

⁸ ┘ ─  

Ừ иa  
MB102072 

 

 

 

ⱪꜝ☿Ⱳ  

 

1  

70  

▬fi☻ꜞfi≤ ─ 

⁸ ┘ ─  

Ừ 

й  

D1695C00001 

PartB 

 

 

 

 

 

1  

151  

▬fi☻ꜞfi≤ ─ 

┘ ─  

Ừ 

MB102230 

י12ִ

 

 

 

 

 

1  

813  

154

╗  

▬fi☻ꜞfi≤ ─ 

┘ ─  

Ừ 
MB102229 

י17ִ  

 

 

 

 

1  

833  

▬fi☻ꜞfi≤ ─ 

┘ ─  

 

─ │   

β ─ ™ Ừ ⁸ủ  

β ─  
 ♪כ◖

 
♦◙▬fi   

Ừ й  

D1699C00001 

י20ִ

 

 

event- driven  

 

 

ⱪꜝ☿Ⱳ  

 

─

⇔√

4744  

343

╗  

⅜ ⇔√ ⌐

⅔↑╢ ─ │ ─

⌐ ∆╢ ─  

 

─ │   

β ─ ™ Ừ ⁸ủ  

β ─  
 ♪כ◖

 
♦◙▬fi   

Ừ й  

D169AC00001 

י21ִ

 

 

event- driven  

 

 

ⱪꜝ☿Ⱳ  

 

4304  

244

╗  

⌐⅔↑╢ ▪►♩◌

ⱶ ┘ ⌐ ∆╢ ─  

▪ꜟⱩⱵfi UACR⅜200 mg/g ⁸5000 mg/g ⅜ ╘╠╣⁸eGFR⅜25 mL/min/1.73 m2 ⁸75 mL/min/1.73 m2

─ ⁹ 
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2  

1 MB102010 24  

32 ⌐ⱪꜝ☿Ⱳ⁸ 2.5⁸10⁸20⁸50 mg╩ ⇔

√ⱪꜝ☿Ⱳ ─ ⁸ ☻כ◖ꜟ◓ │

⌐ ⇔≡ ⇔√⅜⁸ ┼─ │⌂⅛∫√ ⁹ 
 

 ─ ↕╣√ ┘ ₄2 ₅ ⁸ ⌐│♄Ɽ◓ꜞⱨ꜡☺fi≤⇔

≡5 mg╩1 1 ∆╢⁹⌂⅔⁸ ⌂ ⌐│⁸ ╩ ⌐ ⇔⌂⅜

╠10 mg1 1 ⌐ ∆╢↓≤⅜≢⅝╢⁹₄1 ₅▬fi☻ꜞfi ≤─ ⌐⅔™

≡⁸ ⁸ ⌐│♄Ɽ◓ꜞⱨ꜡☺fi≤⇔≡5 mg╩1 1 ∆╢⁹⌂⅔⁸

⌂ ⌐│⁸ ╩ ⌐ ⇔⌂⅜╠10 mg1 1 ⌐ ∆╢↓≤⅜≢⅝╢⁹ 

 

2 MB102025 24  

2 36 ⌐ⱪꜝ☿Ⱳ⁸ 2.5⁸10⁸20 mg╩1 1 14

⇔√ⱪꜝ☿Ⱳ ─ ⁸ ☻כ◖ꜟ◓ │

─ ⌐ ⇔≡ ⇔√⁹ 1 ─ 24 ╕≢─ ◓ꜟ

☻כ◖ │⁸ 2.5⁸10 ┘20 mg ≢∕╣∙╣37.9⁸68.4⁸76.7 g≢№

╡⁸ 14 ─ 24 ╕≢─ ☻כ◖ꜟ◓ │ 2.5⁸10

┘20 mg ≢∕╣∙╣41.6⁸71.4⁸73.0 g≢№∫√⁹ 13 ─OGTT─

─AUC0- 4h│ ⇔√ ⁹ 
 

 ─ ↕╣√ ┘ ₄2 ₅ ⁸ ⌐│♄Ɽ◓ꜞⱨ꜡☺fi≤⇔

≡5 mg╩1 1 ∆╢⁹⌂⅔⁸ ⌂ ⌐│⁸ ╩ ⌐ ⇔⌂⅜

╠10 mg1 1 ⌐ ∆╢↓≤⅜≢⅝╢⁹ 

 

3 MB102002 ♃כ♦ 29  

40 ⌐ⱪꜝ☿Ⱳ⁸ 2.5⁸10⁸20⁸50⁸100 mg╩14

⇔√ⱪꜝ☿Ⱳ ─ ⁸ 20 100 mg─ ⌐⁸

2.5 ┘10 mg ╟╡╙24 ☻כ◖ꜟ◓ ⅜ ⇔√⅜⁸

≤14 ─24 ☻כ◖ꜟ◓ │ ≢№∫√⁹

│⁸ ┘ ─ ⌐ ╠⅛⌂ ╩ ╓↕⌂⅛∫√ ⁹ 
 

 ─ ↕╣√ ┘ ₄2 ₅ ⁸ ⌐│♄Ɽ◓ꜞⱨ꜡☺fi≤⇔

≡5 mg╩1 1 ∆╢⁹⌂⅔⁸ ⌂ ⌐│⁸ ╩ ⌐ ⇔⌂⅜

╠10 mg1 1 ⌐ ∆╢↓≤⅜≢⅝╢⁹₄1 ₅▬fi☻ꜞfi ≤─ ⌐⅔™

≡⁸ ⁸ ⌐│♄Ɽ◓ꜞⱨ꜡☺fi≤⇔≡5 mg╩1 1 ∆╢⁹⌂⅔⁸

⌂ ⌐│⁸ ╩ ⌐ ⇔⌂⅜╠10 mg1 1 ⌐ ∆╢↓≤⅜≢⅝╢⁹ 
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4 D1695C00001 PartA 30  

1 42 ⌐ⱪꜝ☿Ⱳ⁸ 5⁸10 mg╩1 1 7

⇔√≤⅝⁸7 ─24 ─ⱬכ☻ꜝ▬fi⅛╠─ SD │

5 ┘10 mg ≢∕╣∙╣96.55 30.08 g/24h⁸101.28 20.13 g/24h≢№╡⁸

≢ ─ ⅜ ╘╠╣√⁹ⱪꜝ☿Ⱳ ≢│- 6.16 g/24h≤

─ ⅜ ╘╠╣√ ⁹ 
 

 ─ ↕╣√ ┘ ₄1 ₅▬fi☻ꜞfi ≤─ ⌐⅔™≡⁸

⁸ ⌐│♄Ɽ◓ꜞⱨ꜡☺fi≤⇔≡5 mg╩1 1 ∆╢⁹⌂⅔⁸ ⌂

⌐│⁸ ╩ ⌐ ⇔⌂⅜╠10 mg1 1 ⌐ ∆╢↓≤⅜≢⅝╢⁹ 

 

3  

⌂⇔ 
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4  

1  

i  

2 ╩ ≤⇔√ иb D1692C00005 1 ⁸6  

 ⌂ ◖fi♩꜡כꜟ⅜ ╠╣≡™⌂™ 2 ╩ ⌐

─ ┘ ╩ ⇔√⁹ 

♦◙▬fi ⁸ ⁸ⱪꜝ☿Ⱳ ⁸ ⁸  

 2  

⁸ⱪꜝ☿Ⱳ 54 ⁸ 1 mg 59 ⁸2.5  mg 56 ⁸5 mg 58 ⁸

10 mg 52  

⌂  1 18 79 ─ │  

2 ─ ─™∏╣⅛⌐ ∆╢2  

ה ≢ ≢⁸ ─HbA1c⅜7 10 ≢№╢  

ה ╕≢⌐ ─ ╩╒≤╪≥ ↑≡⅔╠∏⁸ ─

HbA1c⅜7 10 ≢№╢  

ה ⌐ ⌐ ∆╢ ╩ ↑√↓≤⅜№╢ ≢⁸

─HbA1c⅜7 10 ≢№╢  

ה ≢ ⌐ ∆╢ ╩ ↑≡™√ ≢⁸ ─

HbA1c⅜8 ⅛≈ ⅜240 mg/dL ≢№╢

↕╣╢ │⁸1 ─ ⅛⁸∕╣∙╣⅜

─ ─ ≢ ↕╣≡™√2 ─  

3 CⱭⱪ♅♪ ⅜1.0  ng/mL 0.33 nmol/L ╩ ⅎ╢  

4 BMI⅜40 kg/m2 ≢№╢  

5 ◒꜠▪♅♬fi⅜ │1.5  mg/dL 132.6 mmol/L ⁸ │1.4  

mg/dL 123.8 mmol/L ≢⁸⅛≈MDRD ≢ ⇔√eGFR⅜60 

mL/min/1.73 m2╩ ⅎ╢  

6 ☻ⱳ♇♩ ▪ꜟⱩⱵfi/◒꜠▪♅♬fi ⅜300 mg/g ≤ ↕

╣√ ╠⅛⌂ ⅜⌂™  

 

⌂  1 │ ─  

2 ⌐ ⇔⁸ ─™∏╣⅛⅜ ╘╠╣√  

ה 30 ⌐▬fi☻ꜞfi⌐╟╢ ⌂ ⅜№╢  

ה ☻◦כ♪◦▪♩◔ │ ◔♩fi ─ ⅜№

╢  

ה י3ִ ⌐ ⌂ ╩ ∆╢  

ה ╩ ↑≡⅔╡⁸ ⅜240 mg/dL╩ ⅎ╢  

3 ⁸ ⁸℮∫ ⁸

│ ⁸ ⅜ ╘╠╣√  

4 ⌂ │ ⌐ ∆╢ ─ ⁸

│ ─ ⁸ ⅜ ╘╠╣√  

5 ⅜ ╩ ⅎ╢ ┘

╩ ∆╢  

6 ⌂ ⅜№╡⁸⅛≈ ─ ⌐≡ ─

⅜ ╘╠╣√  

 

 ≢ⱪꜝ☿Ⱳ╩4 ⇔√ ⁸ ╩ √∆ ╩ 1⁸

2.5⁸5⁸10 mg │ⱪꜝ☿Ⱳ ⌐ ⌐ ↑⁸ ≢ ╩12

1 1 ⌐ ⇔√⁹ 
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 12 LOCF₡Last observation carried forward ⌐╟╢

─ ₢ ⌐⅔↑╢HbA1c─ⱬכ☻ꜝ▬fi ⅛╠─  

ה  12 LOCF ⌐⅔↑╢HbA1c⅜7 ⌐ ⇔√ ─  

ה 12 LOCF ⌐⅔↑╢ ─ⱬכ☻ꜝ▬fi ⅛╠─

 

 ₒ ₓ 

HbA1c─ⱬכ☻ꜝ▬fi ⅛╠─  

12 ─HbA1c─ⱬכ☻ꜝ▬fi ⅛╠─ ╖ ⌐⅔™

≡⁸ⱪꜝ☿Ⱳ ≤ ═≡ 1⁸2.5⁸5⁸10 mg ─™∏╣⌐⅔™≡╙ ⌂

⅜ ╘╠╣√ p 0.0001 ⁹ 5 ┘10 mg ⌐⅔↑╢ 12 ─

HbA1c─ⱬכ☻ꜝ▬fi ⅛╠─ ╖ │∕╣∙╣- 0.37 ┘ 

- 0.44 ≢⁸ⱪꜝ☿Ⱳ ≤─ │∕╣∙╣- 0.74 ┘- 0.80 ≢№∫√⁹

1 ┘2.5  mg ≢─HbA1c │↓╣╟╡ ↕ↄ⁸ⱬכ☻ꜝ▬fi ⅛╠─

╖ ⌐⅔↑╢ⱪꜝ☿Ⱳ ≤─ │∕╣∙╣- 0.49 ┘- 0.48

≢№∫√⁹ 

─™∏╣─ ⌐⅔™≡╙⁸ ─ ─ ≢№╢

4 ⌐HbA1c─ⱬכ☻ꜝ▬fi ⅛╠─ ⅜ ╘╠╣√⁹ ⌐⅔™≡⁸

≢│HbA1c─ⱬכ☻ꜝ▬fi ⅛╠─ ⅜ ╘╠╣√⅜⁸ⱪꜝ☿Ⱳ ≢│

HbA1c─ⱬכ☻ꜝ▬fi ⅛╠─ ⅜ ╘╠╣√⁹ 
 

HbA1c─ⱬכ☻ꜝ▬fi ⅛╠─ 12 LOCF  

 

HbA1c  

 

  

ⱪꜝ☿Ⱳ 

54  

1 mg  

59  

2.5 mg 

56  

5 mg 

58  

10 mg 

52  

ⱬכ☻ꜝ▬fi ┘

12 ─ ⅜№╢  

54 59 56 58 52 

ⱬכ☻ꜝ▬fi  

±  

8.12 

±0.71 

8.10 

±0.79 

7.92 

±0.74 

8.05 

±0.66 

8.18 

±0.69 

12 ─  

±  

8.48 

±0.897 

7.97 

±0.883 

7.84 

±0.776 

7.68 

±0.567 

7.72 

±0.703 

ⱬכ☻ꜝ▬fi ⅛╠─ ╖
a 

±  

0.37 

±0.07 

- 0.12 

±0.07 

- 0.11 

±0.07 

- 0.37 

±0.07 

- 0.44 

±0.07 

95 CI 0.23 

0.50 

- 0.25 

0.01 

- 0.25 

0.02 

- 0.50 

- 0.24 

- 0.58 

- 0.30 

ⱬכ☻ꜝ▬fi ⅛╠─ ╖

⌐⅔↑╢ⱪꜝ☿Ⱳ

≤─ a 

±  

NA - 0.49 

±0. 10 

- 0.48 

±0.10 

- 0.74 

±0. 10 

- 0.80 

±0.10 

95 CI NA - 0.68 

- 0.29 

- 0.67 

- 0.28 

- 0.93 

- 0.54 

- 1.00 

- 0.61 

p ⱪꜝ☿Ⱳ ≤─ b NA <0.0001 <0.0001 <0.0001 <0.0001 

NA ⌂⇔⁸FAS full analysis set ─  

a ╩ ⁸ⱬכ☻ꜝ▬fi ╩ ≤⇔≡ ╗ANCOVA⸗♦ꜟ⌐ ≠ↄ ⁹ 

b ─ │ Dunnett ⌐╟╡ ⇔ │ 0.015≤⇔√⁹ 
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HbA1c─ⱬכ☻ꜝ▬fi ⅛╠─ ╖ ─ LOCF  

ₒ ₓ 

HbA1c 7 ⌐ ⇔√ ─  

12 ⌐HbA1c⅜7 ⌐ ⇔√ ─ │⁸ 1⁸2.5⁸5⁸

10 mg ≢∕╣∙╣1.7 1/59 ⁸8.9 5/56 ⁸5.2 3/58 ⁸9.6

5/52 ≢№╡⁸™∏╣╙ⱪꜝ☿Ⱳ 1.9 ⁸1/54 ≤ ═≡ ⌂╙

─≢│⌂⅛∫√⁹ 

 

─ⱬכ☻ꜝ▬fi ⅛╠─  

12 ─ ─ⱬכ☻ꜝ▬fi ⅛╠─ ╖

│⁸ ≢│ ─ ⅜ ╘╠╣⁸1⁸2.5⁸5⁸10 mg─™∏╣─

≢╙ⱪꜝ☿Ⱳ ≤ ═≡ ⌂ ≢№∫√ p 0.0001⁸ⱬכ☻ꜝ▬fi

⅛╠─ ╖ ⱪꜝ☿Ⱳ 11.17 mg/dL⁸ 1 mg - 15.61 

mg/dL⁸2.5 mg - 19.83 mg/dL⁸5 mg - 23.51 mg/dL⁸10 mg - 31.94 mg/dL ⁹ 

1⁸2.5⁸5⁸10 mg ─™∏╣⌐⅔™≡╙ ─ ─ ≢№

╢ 1 ⌐ ─ⱬכ☻ꜝ▬fi ⅛╠─ ⅜ ╘╠╣ √

⅜⁸ⱪꜝ☿Ⱳ ≢│ ─™∏╣─ ≢╙ ─ⱬכ

☻ꜝ▬fi ⅛╠─ ⅜╖╠╣√⁹ 

ₒ ₓ 

│ⱪꜝ☿Ⱳ ⁸ 1⁸2.5⁸5⁸10 mg ≢∕╣∙╣1.9 1/54

⁸3.4 2/59 ⁸ ⁸1.8 1/56

⁸0 0/58 ⁸5.8 3/52 ⁸ ⁸ ⌐ ╘╠╣

√⁹ ⌂ │ ↕╣⌂⅛∫√⁹ 

⌐⅔™≡⁸ ╙ ≢╖╠╣√─│ ≢№╡⁸ⱪꜝ☿Ⱳ ⁸

1⁸2.5⁸5⁸10 mg ≢∕╣∙╣24.1 13/54 ⁸20.3 12/59 ⁸

17.9 10/56 ⁸12.1 7/58 ⁸23.1 12/52 ⌐ ╘╠╣√⁹ 

╕√⁸ │╖╠╣⌂⅛∫√⅜⁸ 1 mg ─1 ⅜ ⌐

─ ⌐╟╡ ⇔√⁹ 

─ │⁸ⱪꜝ☿Ⱳ 1.9 1/54 ⁸ 2.5  mg

1.8 1/5 6 ⁸5 mg 0 0/58 ⁸10 mg 1.9 1/52 ≢№╡⁸

─ │ ╘╠╣⌂⅛∫√⁹ ⌐╟╡ ─ ╩ ⇔√

│⌂⅛∫√⁹ 

 

₈о 8 1 ⌂ ≤ ₉─ ⁹  
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 ─ ↕╣√ ┘ ₄2 ₅ ⁸ ⌐│♄Ɽ◓ꜞⱨ꜡☺fi≤⇔≡5 mg╩1 1

∆╢⁹⌂⅔⁸ ⌂ ⌐│⁸ ╩ ⌐ ⇔⌂⅜╠10 mg1 1 ⌐ ∆╢

↓≤⅜≢⅝╢⁹ 
 

β │⁸ ─●▬♄fi☻─ ⌐ ∫≡ ─≤⅔╡ ⇔√⁹ 

─  ─ ╛ ─√╘⌐ ⅛╠─ ⅜ ⌂ ⁸⅛≈

│ ⌐╟╢ ⅜54 mg/dL ☻כ◖ꜟ◓⁸≢ │◓ꜟ◌◗fi ⌐╟╡

⌐ ∆╢  

─  ─ ⌐│ ⇔⌂™⅜⁸ ⅛╠─ ─ ╩ ╦⌂™

⅛≈ │ ⌐╟╢ ⅜63 mg/dL ⁸ │ ⅛≈ ⅜63 

mg/dL ─  

∕─ ─  ⌐ ⇔√ ⅛╠ ⅜ ╦╣╢⅜⁸ ≢ ↕╣⌂™  
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ii  

2 ╩ ≤⇔√ й D1692C00006 2 ⁸3  

 ╛ ⌐╟╢ ◖fi♩꜡כꜟ⅜ ⌂ 2 ╩

⌐⁸ ─ ┘ ╩ ⇔√⁹ 

♦◙▬fi ⁸ ⁸ⱪꜝ☿Ⱳ ⁸ ⁸  

 2  

⁸ⱪꜝ☿Ⱳ 87 ⁸ 5 mg 86 ⁸10 mg 88  

⌂  1 20 ─ │ ─2  

2 ╣ ⌐ ╩ ↑≡™⌂™ │⁸ ╣ 6

⌐♅▪♂ꜞ☺fi ─ ╩ ↑≡™╢  

3 ╣ 1 ─HbA1c ⅜6.5 10 ╩ ↑≡

™⌂™ │8 ╩ ↑≡™╢ ≢⁸⅛≈

↑─1 5 ─HbA1c ⅜6.5 10 ─  

 

⌂  1 ┘ ⁸☻◦כ♪◦▪♩◔ ⅜

240 mg/dL╩ ⅎ╢⁸BMI⅜45 kg/m2 ⁸ ⁸ ⁸TSH⅜

⅜ ╘╠╣√  

2 eGFR⅜45 mL/ ⁸ ◒꜠▪♅♬fi⅜ ≢1.5 mg/dL⁸

≢1.4 mg/dL╩ ⅎ╢⁸ ▪ꜟⱩⱵfi/◒꜠▪♅♬fi ⅜1800 

mg/g╩ ⅎ╢⁸ ⌂ / ─ ─ ⁸

⁸ ─ ⅜↕╣≡⌂™ ≢ ⅜╖╠╣

≤ ↕╣≡™╢ ⅜ ╘╠╣√  

3 ⌂ │ ⌂ ─ ⁸ ⱦꜞꜟⱦfi⅜2 

mg/dL╩ ⅎ╢⁸ ⁸ ─ ⁸

─ ⁸ ⅜ ╘╠╣√  

4 ℮∫ ⁸ ⁸ ⁸

⁸ ⁸ ⁸ ⁸ ⁸

160 mmHg ⁸ 100 mmHg ⅜ ╘╠╣√  

5 ה Ⱬ⸗◓꜡ⱦfi⅜ ≢10 g/dL⁸ ≢9 

g/dL ⁸ ⁸ Ⱬ⸗◓꜡ⱦfi ⁸ ⁸

│ ⁸ ⅜ ╘╠╣√  

6 ─ ⌐№╢  

7 ◒꜠▪♅fi◐♫כ♀⅜ ─3 ╩ ⅎ╢⁸

Ⱶ○Ɽ♅⁸כ ◒꜠▪♅fi◐♫כ♀ ⅜ ╘╠╣√

 

8 ⁸ │ ─  

9 ♅▪♂ꜞ☺fi ⁸ ⁸ ◓ꜟ◖◖ꜟ

♅◖▬♪⁸♥ꜞⱤꜝ♅♪⁸ⱦ☻ⱱ☻ⱱⱠכ♩ ⁸◌ꜟ◦♩♬fi⁸ⱥ

♩ ►▬ꜟ☻─ ⁸ ►▬ꜟ☻ ╩ ↑≡™╢  

 

 ≢ⱪꜝ☿Ⱳ╩4 ⇔√ ⁸ ╩ √∆ ╩ 5⁸ 

10 mg⁸ⱪꜝ☿Ⱳ ⌐ ⌐ ↑⁸ ≢ ╩24 1 1

⌐ ⇔√⁹ 
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 24 LOCF⌐⅔↑╢HbA1c─ⱬכ☻ꜝ▬fi ⅛╠─  

ה  24 LOCF ⌐⅔↑╢HbA1c⅜7 ⌐ ⇔√ ─  

ה 24 LOCF ⌐⅔↑╢ ─ⱬכ☻ꜝ▬fi ⅛╠─

 

 

 ₒ ₓ 

HbA1c─ⱬכ☻ꜝ▬fi ⅛╠─  

5 ┘10 mg ─ 24 ─HbA1c─ⱬכ☻ꜝ▬fi ⅛╠─

╖ │∕╣∙╣- 0.41 ┘- 0.45 ≢⁸ⱪꜝ☿Ⱳ ≤─ │∕

╣∙╣- 0.35 ┘- 0.39 ≢№╡⁸ⱪꜝ☿Ⱳ ≤ ═≡™∏╣╙ ⌂

⅜ ╘╠╣√ ∕╣∙╣p 0.0001 ⁹ 

HbA1c─ⱬכ☻ꜝ▬fi ⅛╠─ │⁸ ≢│ 12 ╕

≢ ⇔⁸∕─ 24 ╕≢ ⅝⌂ │⌂⅛∫√⁹ⱪꜝ☿Ⱳ ≢│⁸

╩ ∂≡HbA1c─ⱬכ☻ꜝ▬fi ⅛╠─ ⌐ ⌐

─№╢ │╖╠╣⌂⅛∫√⁹ 

 
HbA1c─ⱬכ☻ꜝ▬fi ⅛╠─ 24 LOCF  

   

HbA1c NGSP  

 

ⱪꜝ☿Ⱳ 

87  

5  mg 

86  

10  mg 

88  

ⱬכ☻ꜝ▬fi ┘ 

24 ─ ⅜№╢  

86 86 87 

ⱬכ☻ꜝ▬fi  

±  

7.50 

±0.629 

7.50 

±0.718 

7.46 

±0.611 

24 ─  

±  

7.42 

±0.848 

7.08 

±0.687 

7.00 

±0.538 

ⱬכ☻ꜝ▬fi ⅛╠─ ╖
a ±  

- 0.06 

±0.0607 

- 0.41 

±0.0606 

- 0.45 

±0.0605 

95 CI - 0.18, 0.06  - 0.53, - 0.29 - 0.57, - 0.33 

ⱬכ☻ꜝ▬fi ⅛╠─ ╖

⌐⅔↑╢ⱪꜝ☿Ⱳ ≤─
a ±  

NA - 0.35 

±0.0853 

- 0.39 

±0.0851 

95 CI NA - 0.52, - 0.18 - 0.56, - 0.23 

p ⱪꜝ☿Ⱳ ≤─ b NA <0.0001 <0.0001 

כꜙ◐☻꜠ ╩♃כ♦─ ↄ  

NA ⌂⇔⁸FAS full analysis set ─  

a ┘ ╩ ⁸ⱬכ☻ꜝ▬fi ╩ ≤⇔≡ ╗ANCOVA⸗♦ꜟ⌐ ≠ↄ ⁹ 

b ─ │Dunnett ⌐╟╡ ⇔ │0.027≤⇔√⁹ 
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HbA1c─ⱬכ☻ꜝ▬fi ⅛╠─ ╖ ─ LOCF  

ₒ ₓ 

HbA1c 7 ⌐ ⇔√ ─  

ⱬכ☻ꜝ▬fi ─HbA1c⅜7 ≢№∫√ ⌐⅔™≡⁸ 24

⌐HbA1c⅜7 ⌐ ⇔√ ─ ╖ │⁸ 5 ┘10 mg

≢∕╣∙╣41.7 ┘35.7 ≢№╡⁸ⱪꜝ☿Ⱳ 18.8 ≤ ═≡

⅛∫√⁹ⱪꜝ☿Ⱳ ≤─ ─ ─p │⁸ 5 ┘10 mg ─™∏╣⌐

⅔™≡╙p 0.05≢№∫√⁹ 

 

─ⱬכ☻ꜝ▬fi ⅛╠─  

eGFR 45 mL/min/1.73 m2 60 mL/min/1.73 m2

⌐⅔™≡⁸ 5⁸10 mg─24 ⌐╟╢HbA1c─ ╖

─ⱪꜝ☿Ⱳ≤─ │∕╣∙╣- 0.37 ┘- 0.21 ≢№∫√⁹ 
 

⌐⅔↑╢HbA1c NGSP ─ⱬכ☻ꜝ▬fi ⅛╠─  

p=0.9161* 

 

5 mg 10 mg 

      

eGFR─ⱬכ☻ꜝ▬fi mL/min/1.73 m2  

45 60  23 - 0.37 0.1618 24 - 0.21 0.1605 

60 90  61 - 0.37 0.1022 61 - 0.49 0.1024 

90  2 NC NC 2 NC NC 

* ≤HbA1c ─ ⌐ ∆╢p ANCOVA 

HbA1c─ ╖ ⌐⅔↑╢ⱪꜝ☿Ⱳ ≤─  

NC ∑∏⁸FAS full analysis set ─  

 

─ⱬכ☻ꜝ▬fi ⅛╠─  

5 ┘10 mg ─ 24 ─ ─ⱬכ☻ꜝ▬fi ⅛╠─

╖ ⌐⅔↑╢ⱪꜝ☿Ⱳ ≤─ │∕╣∙╣- 14.4 ┘- 19.5 

mg/dL≢№╡⁸™∏╣╙ⱪꜝ☿Ⱳ ⌐ ═≡ ≢№∫√ p 0.0001 ⁹ⱪꜝ

☿Ⱳ ≢│⁸ 24 ─ ─ⱬכ☻ꜝ▬fi ⅛╠─

╖ ⅜5.8 mg/dL≢№∫√⁹ 

─ⱬכ☻ꜝ▬fi ⅛╠─ ⌐≈™≡⁸ ≢

│ 1 ⌐ ⌂ ⅜ ╘╠╣⁸ 10 mg ≢│ 4

╕≢⁸5 mg ≢│ 8 ╕≢ ⇔√⁹ⱪꜝ☿Ⱳ ≢│⁸

─™∏╣─ ≢╙⁸ ─ⱬכ☻ꜝ▬fi ⅛╠─ ⅜

╖╠╣√⁹ 



 

35 

 

 
─ⱬכ☻ꜝ▬fi ⅛╠─ ╖ ─ LOCF  

ₒ ₓ 

─ │⁸ⱪꜝ☿Ⱳ 13.8 12/87 ⁸ 5 mg 7.0 6/86

⁸10 mg 19.3 17/88 ≢№∫√⁹ 

⅜ ⅛∫√ │⁸ ⱪꜝ☿Ⱳ 1.1 ₡1 ₢⁸ 5 mg

2.3 ₡2 ₢⁸10 mg 4.5 ₡4 ₢ ⁸ ⱪꜝ☿Ⱳ 2.3 ₡2 ₢⁸

5 mg 1.2 ₡1 ₢⁸10 mg 2.3 ₡2 ₢ ⁸ ⱪꜝ☿Ⱳ 0 ⁸

5 mg 0 ⁸10 mg 2.3 ₡2 ₢ ≢№∫√⁹ ⌂ │ ↕╣

⌂⅛∫√⁹ 

⌐⅔™≡⁸╒≤╪≥│ │ ≢№∫√⁹ 10 mg

┘ ⌐ ⱪꜝ☿Ⱳ ⅜ 1 ⌐ ⇔⁸

™∏╣╙ ⌂ ≢№∫√⁹ 

│ 10 mg 2.3 2/88 ≢ ╘╠╣√⅜⁸™∏╣╙∕─ ─

≢№╡⁸ │ ─ │ ╘╠╣⌂⅛∫√⁹ ⌂

≤ ↕╣√ │⌂ↄ⁸ ⌐ ∫√ ╙⌂⅛∫√⁹ 
 

₈о 8 1 ⌂ ≤ ₉─ ⁹ 

 ─ ↕╣√ ┘ ₄2 ₅ ⁸ ⌐│♄Ɽ◓ꜞⱨ꜡☺fi≤⇔≡5 mg╩1 1

∆╢⁹⌂⅔⁸ ⌂ ⌐│⁸ ╩ ⌐ ⇔⌂⅜╠10 mg1 1 ⌐ ∆╢

↓≤⅜≢⅝╢⁹ 
 

β │⁸ ─●▬♄fi☻─ ⌐ ∫≡ ─≤⅔╡ ⇔√⁹ 

─  ─ ╛ ─√╘⌐ ⅛╠─ ⅜ ⌂ ⁸⅛≈

│ ⌐╟╢ ⅜54 mg/dL ☻כ◖ꜟ◓⁸≢ │◓ꜟ◌◗fi ⌐╟╡

⌐ ∆╢  

─  ─ ⌐│ ⇔⌂™⅜⁸ ⅛╠─ ─ ╩ ╦⌂™

⅛≈ │ ⌐╟╢ ⅜63 mg/dL ⁸ │ ⅛≈ ⅜63 

mg/dL ─  

∕─ ─  ⌐ ⇔√ ⅛╠ ⅜ ╦╣╢⅜⁸ ≢ ↕╣⌂™  
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1 ╩ ≤⇔√ й MB102230 7 10  

 1 ╩ ⌐ ≢ 5 mg │10 mg╩▬fi☻ꜞfi⌐24

⇔√≤⅝─ ┘ ╩ ⇔√⁹ 

♦◙▬fi ⁸ ⁸ⱪꜝ☿Ⱳ ⁸ ⁸3  

 ▬fi☻ꜞfi ≢ ◖fi♩꜡כꜟ⅜ ⌂1  

5 mg 271 ⁸10 mg 270 ⁸ⱪꜝ☿Ⱳ 272 ℮∟ │∕╣∙╣

55 ⁸41 ⁸58   

 1 18 75 ─1  

2 HbA1c ─ ⅜ ─  

◓fi♬כꜞ◒☻ה 7.7 ⅛≈11.0 ◌♇♩○ⱨ ±

0.2 ─ ⁸ ╩1 ≢⅝╢  

-ה 1 7.5 ⅛≈10.5 ◌♇♩○ⱨ ±0.2 ─ ⁸- 1

╩1 ≢⅝╢  

3 CⱭⱪ♅♪⅜0.7  ng/mL ─  

4 ▬fi☻ꜞfi─ ◓fi♬כꜞ◒☻⅜ י12ִ ≢⁸⅛≈ ─

╩ √∆  

fi☻ꜞfi▬ה י3ִ⅜ ↕╣≡™⌂™ 

fi☻ꜞfi1▬ה ⅜0.3  U/  

fi☻ꜞfi▬ה ─ ⁸1 ⅜3  

5 BMI⅜18.5 kg/m2 ─  

 1 ◓fi♬כꜞ◒☻ י1ִ ⌐ │ ⌐╟╢ ⅜№

╢⁸ ╩☻◦כ♪◦▪♩◔ ⇔√  

2 י6ִ ⌐ ⁸5 ⌐ ╖ ⁸

╩ ↄ ⁸ │ / ⌂≥─ ⌂

─ ⅜№∫√  

 ≢ ╩ 5 mg ⁸10 mg ⁸ⱪꜝ☿Ⱳ ⌐1:1:1 ─ ≢ ⌐

╡ ↑⁸∕╣∙╣1 1 24 ⇔√ 24 ⁹↕╠⌐

┘ ≢ ⌐ ╡ ≡╠╣√ ╩ ⇔√

28 ⁹ 

─ꜞ☻◒╩ ⌐ ⅎ╢√╘⌐⁸ ─ ⌐ ─▬fi

☻ꜞfi─1 ╩ 20 ∆╢↓≤╩ ⇔√⁹╕√∕─ ▬fi☻ꜞ

fi ╩ⱬכ☻ꜝ▬fi꜠ⱬꜟ╕≢ ∆╢╟℮⌐ ╖╢↓≤≤⇔√⁹ 
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 HbA1c─ⱬכ☻ꜝ▬fi ⅛╠ 24 ╕≢─  

 ▬fi☻ꜞfi1 ⱬכ☻ꜝ▬fi ⅛╠ 24 ╕≢─  

 HbA1c─ⱬכ☻ꜝ▬fi⅛╠ 52 ╕≢─  

 ₒ ₓ 

HbA1c NGSP ─ⱬכ☻ꜝ▬fi ⅛╠─  

 

24 ⌐⅔™≡ 5 mg ≢- 0. 34 ⁸10 mg ≢- 0. 39 ⁸ⱪꜝ☿Ⱳ

≢0.03 ≢№╡⁸ⱪꜝ☿Ⱳ ≤─ │5 mg ≢- 0.37 95 CI - 0. 49,  

- 0. 26 ⁸10 mg ≢- 0.42 95 CI - 0. 53, - 0. 30 ≢№∫√⁹ ─HbA1c

─ ↄ│ ⅛╠4 ⌐ ∂⁸ ⌐╦√∫≡

⇔√⁹ 

 HbA1c NGSP  

n 1  

 

ⱬכ☻ꜝ▬fi

 

SD  

ⱬכ☻ꜝ▬fi ⅛╠─
2  

SE  

ⱪꜝ☿Ⱳ≤─  

SE  

ⱪꜝ☿Ⱳ n=272  8.40 0.63  0. 03 0. 05   

5 mg n=271  8.45 0.69  - 0. 34 0. 05  -0.37β 0.06  

10 mg n=270  8. 39 0.67  - 0. 39 0. 05  -0.42β 0.06  

βp 0.0001 SD ⁸SE  

1 ⱬכ☻ꜝ▬fi─  2 ╖  

 
 

 
HbA1c─ⱬכ☻ꜝ▬fi ⅛╠─  

 

 

 HbA1c NGSP  

n 1  

 

ⱬכ☻ꜝ▬fi

 

SD  

ⱬכ☻ꜝ▬fi ⅛╠─
2  

SE  

ⱪꜝ☿Ⱳ≤─  

SE  

ⱪꜝ☿Ⱳ n=58  8.45 0.65  0.12 0.12   

5 mg n=55  8.40 0.61  - 0. 46 0.12  -0.58β 0.13  

10 mg n=41  8.43 0.62  - 0.69 0.13  -0.81β 0.13  

βp 0.0001 SD ⁸SE  

1 ⱬכ☻ꜝ▬fi─  2 ╖  
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ₒ ₓ 

▬fi☻ꜞfi─1 ─ⱬכ☻ꜝ▬fi ⅛╠─  

 

24 ⌐⅔™≡ 5 mg ≢- 8.73 ⁸10 mg ≢- 9.05 ⁸ⱪꜝ☿Ⱳ

≢2.29 ≢№╡⁸ⱪꜝ☿Ⱳ ≤─ │5 mg ≢- 10.78 95 CI - 13.73,  

- 7.72 ⁸10 mg ≢- 11.08 95 CI - 14.04, - 8.02 ≢№∫√⁹ 

 

 
24 ⌐⅔™≡ 5 mg ≢- 11. 11 ⁸10 mg ≢- 13.5 4 ⁸ⱪꜝ☿Ⱳ
≢- 0. 13 ≢№╡⁸ⱪꜝ☿Ⱳ ≤─ │♄Ɽ◓ꜞⱨ꜡☺fi5 mg ≢ 

- 11.00 95 CI - 15.28, - 6.50 ⁸10 mg ≢- 13.43 95 CI - 17.82,  
- 8.81 ≢№∫√⁹ 

 

ₒ ₓ 

HbA1c─ⱬכ☻ꜝ▬fi⅛╠ 52 ╕≢─  

 

52 ⌐⅔™≡ 5 mg ≢- 0.11 ⁸10 mg ≢- 0.16 ⁸ⱪꜝ☿Ⱳ

≢0.09 ≢№╡⁸ⱪꜝ☿Ⱳ ≤─ │5 mg ≢- 0.20 95 CI - 0.34,  

- 0.06 ⁸10 mg ≢- 0.25 95 CI - 0.38, - 0.11 ≢№∫√⁹ 

 

 

52 ⌐⅔™≡ 5 mg ≢- 0. 21 ⁸10 mg ≢- 0. 32 ⁸ⱪꜝ☿Ⱳ

≢0.0 1 ≢№╡⁸ⱪꜝ☿Ⱳ ≤─ │5 mg ≢- 0.2 2 95 CI - 0. 50,  
- 0.06 ⁸10 mg ≢- 0. 33 95 CI - 0. 63, - 0. 04 ≢№∫√⁹ 
 

ₒ ₓ 

─ 52 │5 mg ≢32. 5 88/271 ⁸10 mg ≢30.7

83/270 ⁸ⱪꜝ☿Ⱳ ≢18.0 49/272 ≢№∫√⁹ 

⌂ ─ │⁸5 mg ≢5. 5 15/271 ⁸10 mg ≢2. 6 7/270

⁸ⱪꜝ☿Ⱳ ≢1.5 4/272 ≢№∫√⁹ 

─ ⇔√ ─ │5 mg ≢85. 2 231/271 ⁸10 mg ≢

86. 7 234/270 ⁸ⱪꜝ☿Ⱳ ≢87. 1 237/272 ℮∟

≢│∕╣∙╣83. 6 46/55 ⁸82. 9 34/41 ⁸86. 2 50/58

≢№∫√⁹ ─ │∕╣∙╣8. 9 24/271 ⁸9. 6 26/270 ⁸

8. 5 23/272 ℮∟ ≢∕╣∙╣3.6 2/55 ⁸2.4 1/41

⁸ ⌂⇔ ⌐ ╘╠╣√⁹ ☻◦כ♪◦▪♩◔ 1 ─ │5 

mg ≢4. 1 11/271 ⁸10 mg ≢3. 7 10/270 ⁸ⱪꜝ☿Ⱳ ≢0.4

1/272 ℮∟ ≢│5 ≢1.8 1/271 ⁸10 mg ≢

4. 9 2/41 ⁸ ⌂⇔ ≢№∫√⁹ 
1 ≢ ☻◦כ♪◦▪♩◔ ≤ ↕╣√  

 

₈л 4 ┘ ⌐ ∆╢ ₉⁸₈о 8 1 ⌂ ≤ ₉─ ⁹ 

 ─ ↕╣√ ┘ ₄1 ₅▬fi☻ꜞfi ≤─ ⌐⅔™≡⁸ ⁸ ⌐│

♄Ɽ◓ꜞⱨ꜡☺fi≤⇔≡5 mg╩1 1 ∆╢⁹⌂⅔⁸ ⌂ ⌐│⁸ ╩ ⌐

⇔⌂⅜╠10 mg1 1 ⌐ ∆╢↓≤⅜≢⅝╢⁹ 
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β │⁸ ADA ─ ADA 2005 ⌐ ∫≡ ─≤⅔╡ ⇔√⁹ 

─  ⅜ ╛◓ꜟ◌◗fi─ ⁸№╢™│∕─ ─ ╩ ⌐ ℮

⅜№╢ 

 ⌂ ⅜ ╘╠╣⁸ ⅜70 mg/dL ≢№╢ 

 ⌂ │ ╘╠╣⌂™⅜⁸ ⅜70 mg/dL ≢№╢ 

 ⅜ ╘╠╣√⅜⁸ ⅜ ↕╣≡™⌂™ 

 ⅜ ─™∏╣⅛╩ ∆╢╙⁸ ⅜70 mg/dL╟╡ ≢№╢ 
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1 ╩ ≤⇔√ ⁸MB102229♃כ♦ 11 14  

 1 ╩ ⌐ ≢ 5 mg │10 mg╩▬fi☻ꜞfi⌐24

⇔√≤⅝─ ┘ ╩ ⇔√⁹╕√52

⌐⅔↑╢ ┘ ╩ ⇔√⁹ 

♦◙▬fi ⁸ ⁸ⱪꜝ☿Ⱳ ⁸ ⁸3  

 ▬fi☻ꜞfi ≢ ◖fi♩꜡כꜟ⅜ ⌂1  

5 mg 277 ⁸10 mg 296 ⁸ⱪꜝ☿Ⱳ 260   

 1 18 75 ─1  

2 HbA1c ─ ⅜ ─  

◓fi♬כꜞ◒☻ה 7.7 ⅛≈11.0 ◌♇♩○ⱨ ±

0.2 ─ ⁸ ╩1 ≢⅝╢  

-ה 1 7.5 ⅛≈10.5 ◌♇♩○ⱨ ±0.2 ─ ⁸- 1

╩1 ≢⅝╢  

3 CⱭⱪ♅♪⅜0.7  ng/mL ─  

4 ▬fi☻ꜞfi─ ◓fi♬כꜞ◒☻⅜ י12ִ ≢⁸⅛≈ ─

╩ √∆  

fi☻ꜞfi▬ה י3ִ⅜ ↕╣≡™⌂™ 

fi☻ꜞfi1▬ה ⅜0.3  U/  

fi☻ꜞfi▬ה ─ ⁸1 ⅜3  

5 BMI⅜18.5 kg/m2 ─  

 1 י1ִ ⌐ │ ⌐╟╢ ⅜№╢⁸ ◔♩▪

╩☻◦כ♪◦ ⇔√  

2 י6ִ ⌐ ⁸5 ⌐ ╖ ⁸

╩ ↄ ⁸ │ / ⌂≥─ ⌂

─ ⅜№∫√  

 ≢ ╩ 5 mg ⁸10 mg ⁸ⱪꜝ☿Ⱳ ⌐1:1:1 ─ ≢ ⌐
╡ ↑⁸∕╣∙╣1 1 24 ⇔√ 24 ⁹↕╠⌐

┘ ≢ ⌐ ╡ ≡╠╣√ ╩ ⇔√
28 ⁹ 

─ꜞ☻◒╩ ⌐ ⅎ╢√╘⌐⁸ ─ ⌐ ─▬fi

☻ꜞfi─1 ╩ 20 ∆╢↓≤╩ ⇔√⁹╕√∕─ ▬fi☻ꜞ

fi ╩ⱬכ☻ꜝ▬fi꜠ⱬꜟ╕≢ ∆╢╟℮⌐ ╖╢↓≤≤⇔√⁹ 
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 HbA1c─ⱬכ☻ꜝ▬fi ⅛╠ 24 ╕≢─  

 ▬fi☻ꜞfi1 ─ⱬכ☻ꜝ▬fi ⅛╠ 24 ╕≢─  

 HbA1c─ⱬכ☻ꜝ▬fi⅛╠ 52 ╕≢─  

 ₒ ₓ 

HbA1c NGSP ─ⱬכ☻ꜝ▬fi ⅛╠─  

24 ⌐⅔™≡ 5 mg ≢- 0. 45 ⁸10 mg ≢- 0. 47 ⁸ⱪꜝ☿Ⱳ

≢- 0.03 ≢№╡⁸ⱪꜝ☿Ⱳ ≤─ │5mg ≢- 0.42 95 CI - 0. 56,  

- 0. 28 ⁸10 mg ≢- 0.45 95 CI - 0. 58, - 0. 31 ≢№∫√⁹ ─HbA1c

─ ↄ│ ⅛╠4 ⌐ ∂⁸ ⌐╦√∫≡

⇔√⁹ 
 

 
HbA1c─ⱬכ☻ꜝ▬fi ⅛╠─  

ₒ ₓ 

▬fi☻ꜞfi─1 ─ⱬכ☻ꜝ▬fi ⅛╠─  

24 ⌐⅔™≡ 5 mg ≢- 7.74 ⁸10 mg ≢- 12.16 ⁸ⱪꜝ☿Ⱳ

≢1.16 ≢№╡⁸ⱪꜝ☿Ⱳ ≤─ │5 mg ≢- 8.80 95 CI - 12.56,  

- 4.88 ⁸10 mg ≢- 13.17 95 CI - 16.75, - 9.43 ≢№∫√⁹ ⌐

⅔↑╢▬fi☻ꜞfi ─ ─ ↄ⅜ ⅛╠2 ⌐ ∂⁸

─ │ ╩ ∂≡ ╘╠╣√⁹ 

 

ₒ ₓ 

HbA1c─ⱬכ☻ꜝ▬fi⅛╠ 52 ╕≢─  

52 ⌐⅔™≡ 5 mg ≢- 0. 27 ⁸10 mg ≢- 0. 31 ⁸ⱪꜝ☿Ⱳ

≢0. 06 ≢№╡⁸ⱪꜝ☿Ⱳ ≤─ │5 mg ≢- 0.33 95 CI - 0. 49,  

- 0. 17 ⁸10 mg ≢- 0.36 95 CI - 0. 53, - 0. 20 ≢№∫√⁹ ─HbA1c

│28 ─ ⌐╙ ↕╣√⁹ 

ₒ ₓ 

─ 52 │5 mg ≢33.6 93/277 ⁸10 mg ≢32.8

97/296 ⁸ⱪꜝ☿Ⱳ ≢15.0 39/260 ≢№∫√⁹ 

⌂ ─ │⁸5 mg ⁸10 mg ⁸ⱪꜝ☿Ⱳ ≢∕╣∙╣2.9

8/277 ⁸4.4 13/296 ⁸0.8 2/260 ≢№∫√⁹ ─

⇔√ ─ │5 mg ≢81.9 227/277 ⁸10 mg ≢81.4

241/296 ⁸ⱪꜝ☿Ⱳ ≢81.5 212/260 ≢№╡⁸ ─

│∕╣∙╣10.5 29/277 ⁸8.4 25/296 ⁸11.5 30/260 ⌐

╘╠╣√⁹ ☻◦כ♪◦▪♩◔ 1─ │5 mg ≢4.0 11/277

⁸10 mg ≢3.4 10/296 ⁸ⱪꜝ☿Ⱳ ≢1.9 5/260 ≢№∫
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√⁹ 
1 ≢ ☻◦כ♪◦▪♩◔ ≤ ↕╣√  

 

 ─ ↕╣√ ┘ ₄1 ₅▬fi☻ꜞfi ≤─ ⌐⅔™≡⁸ ⁸ ⌐│

♄Ɽ◓ꜞⱨ꜡☺fi≤⇔≡5 mg╩1 1 ∆╢⁹⌂⅔⁸ ⌂ ⌐│⁸ ╩ ⌐

⇔⌂⅜╠10 mg1 1 ⌐ ∆╢↓≤⅜≢⅝╢⁹ 

 

β │⁸ ADA ─ ADA 2005 ⌐ ∫≡ ─≤⅔╡ ⇔√⁹ 

─  ⅜ ╛◓ꜟ◌◗fi─ ⁸№╢™│∕─ ─ ╩ ⌐ ℮

⅜№╢ 

 ⌂ ⅜ ╘╠╣⁸ ⅜70 mg/dL ≢№╢ 

 ⌂ │ ╘╠╣⌂™⅜⁸ ⅜70 mg/dL ≢№╢ 

 ⅜ ╘╠╣√⅜⁸ ⅜ ↕╣≡™⌂™ 

 ⅜ ─™∏╣⅛╩ ∆╢╙⁸ ⅜70 mg/dL╟╡ ≢№╢ 
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╩ ≤⇔√ й D1699C00001 DAPA- HF 15 ⁸16  

 ─ LVEF ─ ⇔√ HFrEF ╩ ⌐⁸

≢ 10 mg╩ ─ ⌐ ⇔√≤⅝─ ┘

╩ ⇔√⁹ 

♦◙▬fi ⁸event- driven⁸ ⁸ⱪꜝ☿Ⱳ ⁸ ⁸

 

 ─LVEF─ ⇔√HFrEF 4744  

10 mg 2373 ⁸ⱪꜝ☿Ⱳ 2371 ℮∟ │∕╣∙╣164 ⁸179

 

⌂⅔⁸2 │ 10 mg 1075 ℮∟ 73 ⁸ⱪꜝ

☿Ⱳ 1064 ℮∟ 77 ⁸2 │ 10 mg 1298

℮∟ 91 ⁸ⱪꜝ☿Ⱳ 1307 ℮∟ 102 ≢№∫√⁹ 
⌐ 2 ≤ ↕╣√ ─№╢ ⁸ ◓fi♬כꜞ◒☻⁸│ ≤

↑ ─ 2 ─ HbA1c─ ⅜™∏╣╙ 6.5 ≢№╢  

⌂  1 18 ─ │  

2 NYHA и к≢HFrEF≤ ⅜№╡⁸▪fi☺○♥fi◦fi

⁸▪fi☺○♥fi◦fiи │◘◒ⱦ♩ꜞꜟⱣ

ꜟ◘ꜟ♃fi♫♩ꜞ►ⱶ ⁸ɗ ┘ⱵⱠꜝꜟ◖ꜟ♅◖▬♪

╩ ™√ ╩ ↑≡™√  

3 LVEF40 ≢№╢  

4 N ⱪ꜡ B ♫♩ꜞ►ⱶ Ɑⱪ♅♪ NT- proBNP ⅜600 

pg/mL י12ִ ⌐ ⌐╟╡ ⇔≡™⌂™ │

400 pg/mL י12ִ ⌐ ≢ ⇔≡™√  

│ ─ │⁸ ⌐╟╢ ─ ⌐⅛⅛╦

╠∏⁸NT- proBNP │900 pg/mL  

5 eGFR⅜30 mL/min/1.73 m2 ─ CKD- EPI  

 

⌂  1 │ 95 mmHg  

2 *─ ─ ⁸ ⌂ ▬ⱬfi♩ │ ↕

╣√ ╩ ╗               
*  ╖ ╣ 12  

3 ה ─ ≢ ⌂≥ ⁸

⌐╟╡ 2 ≤ ⌐ ↕╣√  

4 eGFR⅜30 mL/min/1.73 m2 ─ ⁸ ⌂

│ ⌐ ∆╢  

5 1  
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 ╩ 10 mg │ⱪꜝ☿Ⱳ ⌐1 1─ ≢ ⌐ ╡ ↑⁸1 1

⇔√⁹ ≢│ ─10 mg⌐ ⅎ⁸ ⌐ ≢№╣┌

5 mg─ ╙ ╘√⁹5 mg⌐ │ ⇔√ │⁸ ─ ⅜ ⇔

√≤ ⅜ ⇔√╠⁸ ╛⅛⌐10 mg │ⱪꜝ☿Ⱳ ⌐

∆╢↓≤≤⇔√⁹ 

י28ִ י18ִ  

 

 ─ ◄fi♪ⱳ▬fi♩─℮∟⁸™∏╣⅛─ ╕≢─  

1.  

2. ⌐╟╢  

3. ⌐╟╢  

ה  ─ ◄fi♪ⱳ▬fi♩─℮∟⁸™∏╣⅛─ ╕≢─  

1.  

2. ⌐╟╢  

ה ┘ ⌐╟╢ ─  

י8ִה ─KCCQ ─PRO─ ☻◖▪─ⱬכ☻ꜝ▬fi⅛╠─

 

ה ─ ◄fi♪ⱳ▬fi♩─℮∟⁸™∏╣⅛─ ╕≢─  

1.eGFR─50 ─ *⌂  

2. ┼─ eGFR⅜ *⌐15 mL/min/1.73  m2 ⁸ *─

⁸ │  

3.  
*  ▬ⱬfi♩ CEA ─ ⌐╟╢⁹ 

ה ╩ ╦⌂™ ╕≢─  

 ₒ ₓ 

│ ▬ⱬfi♩ ⌐╟╢ │ ⌐╟╢

─ ◄fi♪ⱳ▬fi♩─℮∟⁸™∏╣⅛─ ╕≢─  

 

│⁸ │ ▬ⱬfi♩ ⌐╟╢ │ ⌐╟

╢ ─ ◄fi♪ⱳ▬fi♩─ ╩ ↕∑╢ ≢⁸ⱪꜝ☿Ⱳ

≤ ⇔≡ ⌐ ╣≡™√ Ɫ◙כ♪ 0.74[95 CI 0.65, 0.85] ⁸p

0.0001] ⁹ ┘ⱪꜝ☿Ⱳ ≢ │ ▬ⱬfi♩╩ ⇔

√ │∕╣∙╣386 ┘502 ≢№╡⁸100 ה №√╡─▬ⱬfi♩

│∕╣∙╣11.6 ┘15.6≢№∫√⁹325 │⁸ ─▬ⱬfi♩≤⇔≡

╩ ⇔√⁹ 

 
10 mg 

n=2373  

ⱪꜝ☿Ⱳ 

n=2371  

Ɫ◙כ♪ a 

95 CI  
p a,b 

│ ▬ⱬfi♩ 

⌐╟╢ │

 

386  

11.6/100

ה  

502  

15.6/100

ה  

0.74 

0.65

0.85  

p<0.0001 

a ↑ ─2 ─ ─ ≢ ⇔⁸ ⁸ ⌐╟╢ ╩ ≤

⇔√Cox Ɫ◙כ♪⸗♦ꜟ⌐╟╡ ⇔√⁹ 

b ─ │⁸ ─ ╩ ⇔≡ 0.04992≤↕╣√⁹ 
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◄fi♪ⱳ▬fi♩─ ╕≢─ ─Kaplan- Meier │

⌐ ⇔⁸ ╩ ⇔≡ ⅜ ⇔√⁹ 

 
◄fi♪ⱳ▬fi♩ │ ▬ⱬfi♩ ─ ╕≢─ ─ 

Kaplan- Meier FAS  

 

ⱪꜝ☿Ⱳ ≤ ⇔≡⁸ │ │ ▬ⱬfi♩ ⌐╟

╢ │ ⌐╟╢ ─ ◄fi♪ⱳ▬fi♩─ ╩ ↕

∑√ Ɫ◙כ♪ 0.63 95 CI 0.38, 1.05 ⁸p=0.0732 ⁹

┘ⱪꜝ☿Ⱳ ≢ │ ▬ⱬfi♩╩ ⇔√ │∕╣

∙╣24 ┘39 ≢№╡⁸100 ה №√╡─▬ⱬfi♩ │∕╣∙╣9.9

┘16.1≢№∫√⁹ 

 
⌐⅔↑╢ ◄fi♪ⱳ▬fi♩ │ ▬ⱬfi♩ ─ 

╕≢─ ─Kaplan- Meier FAS  
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 ₒ ₓ 

│ ⌐╟╢ ─ ╕≢─  

 

│⁸ │ ⌐╟╢ ─ ─▬ⱬfi♩ ╕≢─

⌐⅔™≡⁸ⱪꜝ☿Ⱳ ≤ ⇔≡ ⌐ ╣≡™√ Ɫ◙כ♪ 0.75 95

CI 0.65, 0.85 ⁸p 0.0001 ⁹ 

 

│⁸ │ ⌐╟╢ ─ꜞ☻◒╩ ↕∑√ Ɫ◙כ♪

0. 63 95 CI 0. 38, 1.05 ⁸p=0.0732 ⁹ 

 

┘ ⌐╟╢ ─  

 

│⁸ ┘ ⌐╟╢ ─ ⅛╠⌂╢ ◄fi

♪ⱳ▬fi♩─▬ⱬfi♩ ─ ⌐⅔™≡⁸ⱪꜝ☿Ⱳ ≤ ⇔≡ ⌐ ╣

≡™√ Ɫ◙כ♪ 0.75 95 CI 0.65, 0.88 ⁸p=0.0002 ⁹ │

⌐╟╢ ─ │ ≢567 ┘ⱪꜝ☿Ⱳ ≢742 ≢№╡⁸

100 ה №√╡─▬ⱬfi♩ │∕╣∙╣16.3 ┘21.6≢№∫√⁹ 

 

│⁸ⱪꜝ☿Ⱳ ≤ ⇔≡⁸ ┘ ⌐╟╢ ─ ⅛

╠⌂╢ ◄fi♪ⱳ▬fi♩─▬ⱬfi♩ ╩ ↕∑√ Ɫ◙כ♪ 0.54

95 CI 0.32,0.93 ⁸p=0.0268 ⁹ │ ⌐╟╢

─ │ ≢32 ┘ⱪꜝ☿Ⱳ ≢63 ≢№╡⁸100 ה №√╡

─▬ⱬfi♩ │∕╣∙╣12.9 ┘24.0≢№∫√⁹ 

 

י8ִ ─KCCQ─ ☻◖▪─ⱬכ☻ꜝ▬fi⅛╠─  

 

│ ─ ⌐⅔™≡⁸ⱪꜝ☿Ⱳ ≤ ⇔≡ ⌐

⌂ ⅜ ╘╠╣√⁹ 

 
KCCQ─ ☻◖▪─ⱬכ☻ꜝ▬fi⅛╠─ ─ ⌐ ≠ↄ FAS  

  
10 mg 

N=2373  

ⱪꜝ☿Ⱳ 

N=2371  
 

 
KCCQ☻◖▪ na na 

Win 

ratio  
95 CI p b 

י8ִ  

☻◖▪ 2252 2235 1.18 
1.11, 

1.26  
<0.0001 

 2252 2235 1.17 
1.10, 

1.25  
<0.0001 

 2252 2235 1.16 
1.09, 

1.24  
<0.0001 

◘ⱴꜞכ☻

◖▪ 
2252 2235 1.20 

1.12, 

1.28  
<0.0001 

◘ⱴꜞכ☻

◖▪ 
2252 2235 1.18 

1.10, 

1.25  
<0.0001 

a ≢ ⇔≡™╢  

b p │KCCQ☻◖▪─ⱬכ☻ꜝ▬fi⅛╠─ ─ ⌐ ≠ↄANCOVA⌐╟╡ ╠╣⁸

⌐2 ≡∫╟⌐☻♃כ♥☻ ↕╣╢⁹ │ⱬכ☻ꜝ▬fi⅛╠ ┼─

⅛╠ ↕╣╢⁹ ─ ⌐ ⇔√ ⌐│⁸ ─ ⅜ ╡ ≡╠╣╢⁹

─ │ ─ⱬכ☻ꜝ▬fi⅛╠─ ─ ─ ⌐ ≠™≡™╢⁹ 

Win ratio 1⅜ 10 mg ┼─ ╩ ∆⁹Win ratio ─ ⌐│⁸ ≤⇔≡─ⱬכ

☻ꜝ▬fiKCCQ☻◖▪≤ ⇔√2 ─ ⅜ ╖ ╕╣≡™╢⁹ 
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│⁸ⱪꜝ☿Ⱳ ≤ ⇔≡ ╩ ↕∑√⁹ 

 
⌐⅔↑╢KCCQ─ ☻◖▪─ⱬכ☻ꜝ▬fi⅛╠─ ─ ⌐ ≠ↄ

FAS  

  
10 mg 

N=164  

ⱪꜝ☿Ⱳ 

N=179  
 

 
KCCQ☻◖▪ na na 

Win 

ratio  
95 CI 

p b 

 

י8ִ  

☻◖▪ 160 172 1.37 
1.09, 

1.74  
0.0069 

 160 172 1.37 
1.09, 

1.73  
0.0071 

 160 172 1.37 
1.10, 

1.72  
0.0060 

◘ⱴꜞכ☻

◖▪ 
160 172 1.43 

1.13, 

1.83  
0.0033 

◘ⱴꜞכ☻

◖▪ 
160 172 1.44 

1.13, 

1.84  
0.0034 

a ≢ ⇔≡™╢  

b p │KCCQ☻◖▪─ⱬכ☻ꜝ▬fi⅛╠─ ─ ⌐ ≠ↄANCOVA⌐╟╡ ╠╣⁸

⌐2 ≡∫╟⌐☻♃כ♥☻ ↕╣╢⁹ │ⱬכ☻ꜝ▬fi⅛╠ ┼─

⅛╠ ↕╣╢⁹ ─ ⌐ ⇔√ ⌐│⁸ ─ ⅜ ╡ ≡╠╣╢⁹

─ │ ─ⱬכ☻ꜝ▬fi⅛╠─ ─ ─ ⌐ ≠™≡™╢⁹ 

Win ratio 1⅜ 10 mg ┼─ ╩ ∆⁹Win ratio ─ ⌐│⁸ ≤⇔≡─ⱬכ

☻ꜝ▬fiKCCQ☻◖▪≤ ⇔√2 ─ ⅜ ╖ ╕╣≡™╢⁹ 

 

eGFR─50 ─ ⌂ ⁸ ┼─ │ ─

─ ╕≢─  

 

⌐ ≢│⌂™╙──⁸ⱪꜝ☿Ⱳ 39 ≤ ⇔≡⁸ 28

≢│ ◄fi♪ⱳ▬fi♩─▬ⱬfi♩ ⅜ ⌐ ⌂⅛∫√ Ɫ◙כ

♪ 0.71 95 CI 0.44, 1.16 ⁸p=0.1681 ⁹ 

 

≢ ◄fi♪ⱳ▬fi♩─▬ⱬfi♩│0 ⁸ⱪꜝ☿Ⱳ ≢6 ≢№∫

√⁹ 

 

╩ ╦⌂™ ╕≢─  

 

ⱪꜝ☿Ⱳ ≤ ⇔≡ ≢ ⌐ ⅛∫√ Ɫ◙כ♪ 0.83 95 CI

0.71, 0.97 ⁸p=0.0217 ⁹ ┘ⱪꜝ☿Ⱳ ─ │∕

╣∙╣276 ┘329 ≢№╡⁸100 ה №√╡─▬ⱬfi♩ │∕╣∙

╣7.9 ┘9.5≢№∫√⁹ ─℮∟⁸ ─173 ┘ⱪꜝ☿Ⱳ ─207

⅜ ≤ ↕╣⁸ ─48 ┘ⱪꜝ☿Ⱳ ─54 ⅜

≤ ↕╣√⁹ ─ │ ≤⇔≡◌►fi♩↕╣√ 54

┘ⱪꜝ☿Ⱳ 66 ⁹ ─ ⌐≈™≡│ ↕╣⌂⅛∫√⅜⁸

⌐ ≢1 ⁸ⱪꜝ☿Ⱳ ≢2 ─ ⅜ ↕╣√⁹ 

 

ⱪꜝ☿Ⱳ ≤ ⇔≡ ≢ ⌐ ⅛∫√ Ɫ◙כ♪ 0. 73 95 CI

0. 36, 1.48 ⁸p=0.3808 ⁹ ┘ⱪꜝ☿Ⱳ ─ │∕

╣∙╣13 ┘19 ≢№╡⁸100 ה №√╡─▬ⱬfi♩ │∕╣∙╣

5.2 ┘7.0≢№∫√⁹ 
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 ₒ ⌐ ∆╢ ₓ 

≢│⁸ ─ ⌂◄fi♪ⱳ▬fi♩▬ⱬfi♩⁸ ⌂ ⁸

─ │ ⌐ ∫√ ⁸ ┘ ∆═⅝

╩ ⇔⁸↓─™∏╣⌐╙ ⇔⌂™ ⌂ │ ⇔⌂⅛∫√⁹ 

⌐⅔™≡ 10 mg╩1 1 ⇔√2368 ℮∟ 163 ┘

ⱪꜝ☿Ⱳ╩ ⇔√2368 ℮∟ 179 ⁸ ⌂ │⁸

10 mg ≢846 35.7 ℮∟ 59 36.2 ⁸ⱪꜝ☿Ⱳ ≢

951 40.2 ℮∟ 78 43.6 ⌐ ╘╠╣⁸ ⌐ ∫

√ │⁸ 10 mg ≢111 4.7 ℮∟ 10 6.1 ⁸

ⱪꜝ☿Ⱳ ≢116 4.9 ℮∟ 10 5.6 ⌐ ╘╠╣√⁹ 

∆═⅝ │⁸ 1 ⅜ 10 mg 170 7.2 ℮∟

22 13.5 ┘ⱪꜝ☿Ⱳ 153 6.5 ℮∟ 16

8.9 ⁸ ☻◦כ♪◦▪♩◔ 2 ⅜ 10 mg 3 0.1 ℮

∟ 0 ┘ⱪꜝ☿Ⱳ 0 ⁸ ─ ⅜ 10 mg 4 0.2

℮∟ 0 ┘ⱪꜝ☿Ⱳ 4 0.2 ℮∟ 1 0.6

≢№∫√⁹ 
1 ₈ ₉₈ ₉₈ ₉₈ ₉₈ ₉₈ ₉₈

₉₈ ◦ꜛ♇◒₉  

2 ≢ ☻◦כ♪◦▪♩◔ ≤ ↕╣√  

 

β ─ │⁸ ⌐╟╡ ─ ⅜ ↕╣√ ╩ ⇔√⁹ 

ч ─ ╕√│ ─  

ш ─  

щ ╩ ∆╢√╘─  

ъ ─ ─ ⌂  
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╩ ≤⇔√ й D169CC00001 DELIVER 17 ⁸18  

 LVEF⅜40 ─ ╩ ⌐⁸ ≢ 10 mg

╩ ⌐ ⇔√≤⅝─ ┘ ╩ ⇔√⁹ 

♦◙▬fi ⁸event- driven⁸ ⁸ⱪꜝ☿Ⱳ ⁸ ⁸

 

 LVEF⅜40 ─ 6263  

10 mg 3131 ⁸ⱪꜝ☿Ⱳ 3132 ℮∟ │∕╣∙╣210 ⁸212

 

⌂⅔⁸2 │ 10 mg 1401 ℮∟ 75 ⁸ⱪꜝ

☿Ⱳ 1405 ℮∟ 77 ⁸2 │ 10 mg 1730

℮∟ 135 ⁸ⱪꜝ☿Ⱳ 1727 ℮∟ 135 ≢№∫√⁹ 
⌐ 2 ≤ ↕╣√ ─№╢  

⌂  1 40 ─ │  

2 NYHA и к≤ ⅜№╢  

3 LVEF40 ≢№╡ ⌂ ─◄ⱦ♦fi☻⅜№╢  

4 ╣ ─N ⱪ꜡ B ♫♩ꜞ►ⱶ Ɑⱪ♅♪ NT- proBNP

⅜300 pg/mL │ ⅜╖╠╣⌂™ │

600 pg/mL │ ⅜╖╠╣╢ ─  

5 ╣ 12 │ 24 ⌐

╩ ╗ ─ ╩ ↑≡™⌂™  

 

⌂  1 1 ─  

2 ╣ ⌐eGFR⅜25 mL/min/1.73 m 2 ─ CKD- EPI  

3 ⅜95 mmHg ─  

4 ⁸ ─  

5 ⁸ ⁸ ╩ ╗ ─ ─

 

6 ─ ≢⁸ ⌐╟╡ 2 ≤

⌐ ↕╣√  

 

 ╩ 10 mg │ⱪꜝ☿Ⱳ ⌐1 1─ ≢ ⌐ ╡ ↑⁸1 1

⇔√⁹ 

י42ִ י27ִ  

 

 
E ╣⁸R ↑ 

 ─ ◄fi♪ⱳ▬fi♩─℮∟⁸™∏╣⅛─ ╕≢─  

1.  

2. ⌐╟╢  

3. ⌐╟╢  

ה  ▬ⱬfi♩ ┘ ┘ ─  

י8ִה ─KCCQ ─PRO─ ☻◖▪─ⱬכ☻ꜝ▬fi⅛╠─

 

ה ╕≢─  

ה ╩ ╦⌂™ ╕≢─  



 

50 

 

 ₒ ₓ 

│ ▬ⱬfi♩ ⌐╟╢ │ ⌐╟╢

─ ◄fi♪ⱳ▬fi♩─℮∟⁸™∏╣⅛─ ╕≢─  

 

│⁸ │ ▬ⱬfi♩ ⌐╟╢ │ ⌐╟

╢ ─ ◄fi♪ⱳ▬fi♩─ ─ ⌐⅔™≡⁸ⱪꜝ☿Ⱳ ⌐

∆╢ ╩ ⇔√ Ɫ◙כ♪ 0.82 95 CI 0.73,0.92 ⁸p=0.0008 ⁹

┘ⱪꜝ☿Ⱳ ≢ │ ▬ⱬfi♩╩ ⇔√ │

∕╣∙╣512 ┘610 ≢№╡⁸100 ה №√╡─▬ⱬfi♩ │∕╣

∙╣7.8 ┘9.6≢№∫√⁹ 

 
10 mg 

n=3131  

ⱪꜝ☿Ⱳ 

n=3132  

Ɫ◙כ♪ a 

95 CI  
p a,b 

│ ▬ⱬfi♩ 

⌐╟╢ │

 

512  

7.8/100

ה  

610  

9.6/100

ה  

0.82 

0.73,  

0.92  

p=0.0008 

a ↑ ─2 ─ ─ ≢ ⇔⁸ ╩ ≤⇔√Cox Ɫ◙כ♪

⸗♦ꜟ⌐╟╡ ⇔√⁹ 

b ─ │⁸ ─ ╩ ⇔≡ 0.048≤↕╣√⁹ 

 

◄fi♪ⱳ▬fi♩─ ╕≢─ ─Kaplan- Meier │

⅛╠ ⇔⁸ ╩ ∂≡ │ ↕╣√⁹ 

 
◄fi♪ⱳ▬fi♩ │ ▬ⱬfi♩ ─ ╕≢─ ─ 

Kaplan- Meier FAS  

 

│⁸ⱪꜝ☿Ⱳ ≤ ⇔≡ │ ▬ⱬfi♩ ⌐╟

╢ │ ⌐╟╢ ─ ◄fi♪ⱳ▬fi♩─ ╩

⌐ ↕∑√ Ɫ◙כ♪ 0. 71 95 CI 0.42, 1.21 ⁹ ┘ⱪꜝ

☿Ⱳ ≢ │ ▬ⱬfi♩╩ ⇔√ │∕╣∙╣24

┘33 ≢№╡⁸100 ה №√╡─▬ⱬfi♩ │∕╣∙╣4.6 ┘6.5≢

№∫√⁹ 
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⌐⅔↑╢ ◄fi♪ⱳ▬fi♩ │ ▬ⱬfi♩ ─ 

╕≢─ ─Kaplan- Meier FAS  

 

ₒ ₓ 

▬ⱬfi♩ ┘ ┘ ─  

 

│⁸ ▬ⱬfi♩ ┘ ┘ ─ ─ ⌐⅔

™≡⁸ⱪꜝ☿Ⱳ ⌐ ∆╢ ╩ ⇔√ Rate ratio 0.77 95 CI

0.67,0.89 ⁸p=0.0003 ⁹ ▬ⱬfi♩ ┘ ┘ ─

│ ≢815 ┘ⱪꜝ☿Ⱳ ≢1057 ≢№╡⁸100 ה №√╡─▬

ⱬfi♩ │∕╣∙╣11.8 ┘15.3≢№∫√⁹ 

 

≢│⁸ⱪꜝ☿Ⱳ ≤ ⇔≡ ▬ⱬfi♩ ┘ ┘

─ ⌐ ∆╢Rate ratio │0.57 95 CI 0.31,1.04 ⁸p=0.0673

≢№∫√⁹ 

 

י8ִ ─KCCQ─ ☻◖▪─ⱬכ☻ꜝ▬fi⅛╠─  

 

≢│⁸ⱪꜝ☿Ⱳ ≤ ⇔≡KCCQ─ ☻◖▪─ ⌐

⌂ ⅜ ╘╠╣√ Win ratio 1.11 95 CI:1.03,1.21 ⁸p=0.0086 ⁹ 

 

≢│⁸ⱪꜝ☿Ⱳ ≤ ⇔≡KCCQ─ ☻◖▪≢ ⇔√

⌐ ∆╢Win ratio │1.05 95 CI 0.83,1.33 ⁸p=0.7257 ≢№∫

√⁹ 

 

╕≢─  

 

┘ⱪꜝ☿Ⱳ ─ ─ │∕╣∙╣231 ┘261 ≢

№╡⁸100 ה №√╡─▬ⱬfi♩ │∕╣∙╣3.3 ┘3.8≢№∫√⁹ 

 

┘ⱪꜝ☿Ⱳ ─ ─ │∕╣∙╣4 ┘10 ≢№

╡⁸100 ה №√╡─▬ⱬfi♩ │∕╣∙╣0.7 ┘1.8≢№∫√⁹ 

 

╩ ╦⌂™ ╕≢─  

 

┘ⱪꜝ☿Ⱳ ─ │∕╣∙╣497 ┘526 ≢№╡⁸100 ה

№√╡─▬ⱬfi♩ │∕╣∙╣7.2 ┘7.6≢№∫√⁹ 
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┘ⱪꜝ☿Ⱳ ─ │∕╣∙╣15 ┘24 ≢№╡⁸100 ה

№√╡─▬ⱬfi♩ │∕╣∙╣2.7 ┘4.3≢№∫√⁹ 

ₒ ⌐ ∆╢ ₓ 

≢│⁸ ⌐ ∫√ ⁸ ⁸ ⌐ ∫√ ⁸

─ꜞ☻◒≤⌂╢ ⁸ ─☻◦כ♪◦▪♩◔ ⅜№╢

⁸ ─ ⁸ ▬ⱬfi♩ ⁸ ┘

⁸ ─ ⌐ ∫√ ⌐ ∆╢ ─╖ ⌂

╩ ⇔√⁹ 

⌐⅔™≡ 10 mg╩1 1 ⇔√3126 ℮∟ 210 ┘

ⱪꜝ☿Ⱳ╩ ⇔√3127 ℮∟ 212 ⁸ ⌂ │⁸

10 mg ≢1361 43.5 ℮∟ 100 47.6 ⁸ⱪꜝ☿Ⱳ

≢1423 45.5 ℮∟ 113 53.3 ⌐ ╘╠╣⁸ ⌐

∫√ │⁸ 10 mg ≢182 5.8 ℮∟ 12 5.7 ⁸

ⱪꜝ☿Ⱳ ≢181 5.8 ℮∟ 16 7.5 ⌐ ╘╠╣√⁹ 

╩ ∆╢ ⌂ 1 ⅜ 10 mg 35 1.1 ℮

∟ 0 ┘ⱪꜝ☿Ⱳ 31 1.0 ℮∟ 4 1.9 ⁸

☻◦כ♪◦▪♩◔ 2 ⅜ 10 mg 2 0.1 ℮∟ 0

┘ⱪꜝ☿Ⱳ 0 ℮∟ 0 ⁸ ─ ⅜ 10 mg 6

0.2 ℮∟ 0 ┘ⱪꜝ☿Ⱳ 7 0.2 ℮∟ 0

≢№∫√⁹ 
1 ₈ ₉₈ ₉₈ ₉₈ ₉₈ ₉₈ ₉₈◦ꜛ♇

◒₉₈℮∫ ₉₈ ◦ꜛ♇◒₉ 

2 ≢ ☻◦כ♪◦▪♩◔ │ ⅜ ™≤ ↕╣√  

 

β ─ │⁸ ⌐╟╡ ─ ⅜ ↕╣√ ╩ ⇔√⁹ 

ч ─ ╕√│ ─  

ш ─  

щ ╩ ∆╢√╘─  

ъ ─ ─ ⌂  
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╩ ≤⇔√ й D169AC00001 DAPA- CKD 19 ⁸20  

 ╩ ⌐⁸ ≢ 10 mg╩ ⌐ ⇔√≤

⅝─ ┘ ╩ ⇔√⁹ 

♦◙▬fi ⁸event- driven⁸ ⁸ⱪꜝ☿Ⱳ ⁸ ⁸

 

 eGFR 25 mL/min/1.73 m2 ⁸75 mL/min/1.73 m2 ⅛≈▪ꜟⱩⱵfi

UACR⅜ 200 mg/g ⁸5000 mg/g ⅜ ╘╠╣╢  

10 mg 2152 ⁸ⱪꜝ☿Ⱳ 2152 ℮∟ │∕╣∙╣ 128

⁸116  

⌂⅔⁸2 │ 10 mg 1455 ℮∟ 67 ⁸

ⱪꜝ☿Ⱳ 1451 ℮∟ 66 ⁸2 │ 10 mg

697 ℮∟ 61 ⁸ⱪꜝ☿Ⱳ 701 ℮∟ 50 ≢№∫

√⁹ 
⌐ 2 ≤ ↕╣√ ─№╢ ⁸ ◓fi♬כꜞ◒☻⁸│ ≤

↑ ─ 2 ─ HbA1c─ ⅜™∏╣╙ 6.5 ≢№╢  

⌂  1 ⅜18 ≢№╢ │  

2 Visit 1 ╖ ╣ ≢eGFR⅜25 mL/min/1.73 m2 ⁸75 mL/min/1.73 

m2 CKD- EPI ─  

3 Visit 1 י3ִ─ ⅛╠▪ꜟⱩⱵfi ─ ⅜ ╘╠╣⁸Visit 1 ⌐

⅔↑╢UACR⅜200 mg/g ⁸5000 mg/g ─  

4 ⌐ ≢⌂™ ╡⁸▪fi☺○♥fi◦fi │▪fi

☺○♥fi◦fiи ╩Visit 1 ─4 ⅛╠ ─

≢ ⌂ↄ ⌐ ⇔≡™╢  

 

⌂  1 │ ⁸ꜟ ☻ⱪכ ⁸ │ANCA

⅜ ╘╠╣╢  

2 ╣ י6ִ ⌐⁸ │ ⌐ ∆╢

⁸ ⁸ │∕─ ─ ╩ ↑√  

3 ─ ╩ ∆╢  

4 1 ╩ ∆╢  

5 ╣ ⌐NYHA к─℮∫ ⅜ ╘╠╣╢  

6 ╣ 12 ⌐ ⁸ ⁸ ⁸ │

⅜ ⇔√  

 

 ╩ 10 mg │ⱪꜝ☿Ⱳ⌐1 1─ ≢ ⌐ ╡ ↑⁸1 1

⇔√⁹ ≢│ ─10 mg⌐ ⅎ⁸ ⌐ ≢№╣┌5 mg

┼─ ╙ ≤⇔√⁹5 mg⌐ ⇔√ │⁸ ─ ⅜ ⇔√≤

┘ ⅜ ⇔√╠⁸ ╛⅛⌐10 mg │ⱪꜝ

☿Ⱳ ⌐ ∆╢↓≤≤⇔√⁹⌂⅔⁸ ⌐eGFR⅜25 mL/min/1.73 m 2

⌐ ⇔√ ╙ ╩ ≤⇔⁸↕╠⌐ ⅜ ≤⌂∫√

≢╙ │ ≤⇔√⁹ 

י39.2ִ י28.5ִ  
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E ╣⁸R ↑ 

≢│⁸ ─ ─√╘Day28⌐ ─ ╩ ⇔√⁹ 

 ─ ◄fi♪ⱳ▬fi♩⌐ ╕╣╢ ─℮∟⁸™∏╣⅛─▬ⱬfi♩

─ ╕≢─  

1.eGFR─50 ─ *⌂  

2. ┼─ eGFR─15 mL/min/1.73 m2 ─ *⁸ *

⁸ │  

3.   

4.  
*  ▬ⱬfi♩ ─ ⌐╟╢⁹ 

ה  ─ ◄fi♪ⱳ▬fi♩⌐ ╕╣╢ ─℮∟⁸™∏╣⅛─▬ⱬfi

♩─ ╕≢─  

1.eGFR─50 ─ ⌂  

2. ┼─  

3.  

ה ─ ◄fi♪ⱳ▬fi♩⌐ ╕╣╢ ─℮∟⁸™∏╣⅛─▬ⱬfi

♩─ ╕≢─  

1.  

2. ⌐╟╢  

ה ╩ ╦⌂™ ╕≢─  

 ₒ ה ₓ 

◄fi♪ⱳ▬fi♩ eGFR─50 ─ ⌂ ⁸ ┼─

⁸ ⁸ │ ─▬ⱬfi♩─ ╕≢─  

 

◄fi♪ⱳ▬fi♩ eGFR─50 ─ ⌂ ⁸ ┼─

⁸ ⁸ │ ─▬ⱬfi♩ ─ ⌐⅔™≡⁸ 10 mg

─ⱪꜝ☿Ⱳ ⌐ ∆╢ ⅜ ↕╣√ Ɫ◙כ♪ 0.61 95 CI

0.51,0.72 ⁸p 0.0001 ⁹ 10 mg ┘ⱪꜝ☿Ⱳ ⌐⅔↑╢

◄fi♪ⱳ▬fi♩─▬ⱬfi♩ │⁸∕╣∙╣197 ┘312 ≢№╡⁸100

ה №√╡─▬ⱬfi♩ │∕╣∙╣4.6 ┘7.5≢№∫√⁹ 

* ↑ ─2 ─ ─ ┘UACR≢ ⇔⁸ ╩ ≤⇔⁸eGFR≢

⇔√Cox Ɫ◙כ♪⸗♦ꜟ⌐╟╡ ⇔√⁹ 

 

 
10 mg 

n=2152  

ⱪꜝ☿Ⱳ 

n=2152  

Ɫ◙כ♪ * 

95 CI  
p * 

◄fi

♪ⱳ▬fi

♩ 

4.6/100 ה 197

eGFR─50 ─

⌂ 59 ⁸

┼─ 83 ⁸

0 ⁸

55  

7.5/100 ה 312

eGFR─50 ─

⌂ 133 ⁸

┼─ 108

⁸ 2 ⁸

69  

0.61 

0.51,0.72  
p<0.0001 
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 10 mg ≤ⱪꜝ☿Ⱳ ⌐⅔↑╢ ◄fi♪ⱳ▬fi♩─Kaplan- Meier

│⁸ י4ִ ⅛╠ ⇔⁸ ╩ ⇔≡ ⅜ ⇔√⁹ 

 
◄fi♪ⱳ▬fi♩ eGFR─50 ─ ⌂ ⁸ ┼─ ⁸

⁸ │ ─▬ⱬfi♩─ ╕≢─ ─Kaplan- Meier FAS  

 
 

 

◄fi♪ⱳ▬fi♩─▬ⱬfi♩ │⁸▬ⱬfi♩ ⅜ ⌂⅛∫√╙─

─ 10 mg≢ⱪꜝ☿Ⱳ ≤ ⇔≡ ↄ⁸ ≤ ⇔√

⅜╖╠╣√⁹ ◄fi♪ⱳ▬fi♩▬ⱬfi♩─ │⁸ 10 mg

≢5 ⁸ⱪꜝ☿Ⱳ ≢7 ≢№╡⁸100 ה №√╡─▬ⱬfi♩ │2.1

┘3.4≢№∫√⁹ 

⌐⅔↑╢ ◄fi♪ⱳ▬fi♩ eGFR─50 ─ ⌂ ⁸

┼─ ⁸ ⁸ │ ─▬ⱬfi♩─ ╕≢─ ─Kaplan- Meier

FAS  
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ₒ ₓ 

◄fi♪ⱳ▬fi♩ eGFR─50 ─ ⌂ ⁸ ┼─

⁸ │ ─▬ⱬfi♩─ ╕≢─  

 

◄fi♪ⱳ▬fi♩─▬ⱬfi♩ ─ ⌐⅔™≡⁸ 10 mg ─ⱪ

ꜝ☿Ⱳ ⌐ ∆╢ ⅜ ↕╣√ Ɫ◙כ♪ 0.56 95 CI 0.45, 0.68 ⁸

p 0.0001 ⁹ 10 mg ┘ⱪꜝ☿Ⱳ ≢∕╣∙╣142 ┘243 ⌐

◄fi♪ⱳ▬fi♩─™∏╣⅛─▬ⱬfi♩⅜ ╘╠╣⁸100 ה №√╡─▬ⱬ

fi♩ │∕╣∙╣3.3 ┘5.8≢№∫√⁹ 

 

◄fi♪ⱳ▬fi♩─▬ⱬfi♩ │⁸▬ⱬfi♩ ⅜ ⌂⅛∫√╙──

10 mg ≢ⱪꜝ☿Ⱳ ≤ ⇔≡ ⅛∫√⁹▬ⱬfi♩ │

10 mg ┘ⱪꜝ☿Ⱳ ≢∕╣∙╣4 ┘6 ≢⁸100 ה №√╡─▬

ⱬfi♩ │∕╣∙╣1.7 ┘2.9≢№∫√⁹ 

 

│ ⌐╟╢ ⅛╠⌂╢ ◄fi♪ⱳ▬fi♩─▬ⱬfi♩─

╕≢─  

 

│ ⌐╟╢ ⅛╠⌂╢ ◄fi♪ⱳ▬fi♩─▬ⱬfi♩

─ ⌐⅔™≡⁸ 10 mg ─ⱪꜝ☿Ⱳ ⌐ ∆╢ ⅜ ↕╣√

Ɫ◙כ♪ 0.71 95 CI 0.55, 0.92 ⁸p=0.0089 ⁹ 10 mg ┘ⱪ

ꜝ☿Ⱳ ≢∕╣∙╣100 ┘138 ⌐ ◄fi♪ⱳ▬fi♩─™∏╣⅛─▬

ⱬfi♩⅜ ╘╠╣⁸100 ה №√╡─▬ⱬfi♩ │∕╣∙╣2.2 ┘3.0

≢№∫√⁹ 

 

│ ⌐╟╢ ⅛╠⌂╢ ◄fi♪ⱳ▬fi♩─▬ⱬfi♩

│⁸▬ⱬfi♩ ⅜ ⌂⅛∫√╙── 10 mg ≢ⱪꜝ☿Ⱳ ≤ ⇔

≡ ⅛∫√⁹▬ⱬfi♩ │ 10 mg ┘ⱪꜝ☿Ⱳ ≢∕╣

∙╣2 ┘3 ≢⁸100 ה №√╡─▬ⱬfi♩ │∕╣∙╣0.9 ┘1.4

≢№∫√⁹ 

 

╩ ╦⌂™ ╕≢─  

 

╩ ╦⌂™ ─▬ⱬfi♩ ─ ⌐⅔™≡⁸ 10 mg

─ⱪꜝ☿Ⱳ ⌐ ∆╢ ⅜ ↕╣√ Ɫ◙כ♪ 0.69 95 CI

0.53, 0.88 ⁸p=0.0035 ⁹ 10 mg ┘ⱪꜝ☿Ⱳ ⌐⅔™≡⁸ ─

▬ⱬfi♩ │∕╣∙╣101 ┘146 ≢№╡⁸100 ה №√╡─▬

ⱬfi♩ │∕╣∙╣2.2 ┘3.1≢№∫√⁹ 

 

╩ ╦⌂™ ─▬ⱬfi♩ │ 10 mg ┘ⱪꜝ☿Ⱳ

≢∕╣∙╣2 ┘1 ≢№∫√⁹ 
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 ₒ ₓ 

≢│⁸ ─ ⌂◄fi♪ⱳ▬fi♩▬ⱬfi♩⁸ ⌂ ⁸

─ │ ⌐ ∫√ ⁸ ┘ ∆═⅝

╩ ⇔⁸↓─™∏╣⌐╙ ⇔⌂™ ⌂ │ ⇔⌂⅛∫√⁹

⌐⅔™≡ 10 mg╩1 1 ⇔√2149 ℮∟ 128 ┘

ⱪꜝ☿Ⱳ╩ ⇔√2149 ℮∟ 116 ⁸ ⌂ │⁸

10 mg ≢594 27.6 ℮∟ 28 21.9 ⁸ⱪꜝ☿Ⱳ ≢

674 31.4 ℮∟ 29 25.0 ⌐ ╘╠╣⁸ ⌐ ∫

√ │ 10 mg ≢118 5.5 ℮∟ 7 5.5 ⁸

ⱪꜝ☿Ⱳ ≢123 5.7 ℮∟ 8 6.9 ⌐ ╘╠╣√⁹ 

∆═⅝ │⁸ 1 ⅜ 10 mg 120 5.6 ℮∟

15 11.7 ┘ⱪꜝ☿Ⱳ 84 3.9 ℮∟ 7 6.0 ⁸

☻◦כ♪◦▪♩◔ 2 ⅜ 10 mg 0 ┘ⱪꜝ☿Ⱳ 2 0.1

℮∟ 0 ⁸ ─ ⅜ 10 mg 14 0.7 ℮∟

0 ┘ⱪꜝ☿Ⱳ 28 1.3 ℮∟ 1 0.9 ≢№∫√⁹ 
1 ₈ ₉₈ ₉₈ ₉₈ ₉₈ ₉₈ ₉₈

◦ꜛ♇◒₉₈ ₉₈ ₉ 

2 ≢ ☻◦כ♪◦▪♩◔ │ ™≤ ↕╣√  

 

β ─ │⁸ ⌐╟╡ ─ ⅜ ↕╣√ ╩ ⇔√⁹ 

ч ─ ╕√│ ─  

ш ─  

щ ╩ ∆╢√╘─  

ъ ─ ─ ⌂  
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1 CKD─ CKD ●▬♪ 2012 ─ ─▬ⱬfi♩ FAS⁸
 

  A1 A2 A3 

 

▪ꜟⱩⱵfi  
mg/  

▪ꜟⱩⱵfi/Cr
mg/gCr  

 ▪ꜟⱩⱵfi  ▪ꜟⱩⱵfi  

30  30 299 300  

 

 
 

 

 
∕─  

g/  
/ Cr g/gCr  

   

0.15  0.15 0.49 0.50  

GFR  
mL/

/ 1.73 m2  

G1 ╕√│  ֓90 
♃כ♦

⌂⇔ 
 ⇔⌂♃כ♦ ⇔⌂♃כ♦

G2 
╕√│ 

 
60 89 

♃כ♦

⌂⇔ 

 1.8/100 ה  
1/25  

ⱪꜝ☿Ⱳ 1.9/100  
ה 1/24  

 2.8/100 ה
14/209  

ⱪꜝ☿Ⱳ 3.8/100  
ה 17/196  

G3a  45 59 
♃כ♦

⌂⇔ 

 2.0/100 ה  
4/95  

ⱪꜝ☿Ⱳ 3.4/100  
ה 5/69  

 2.4/100 ה
26/551  

ⱪꜝ☿Ⱳ 5.9/100  
ה 72/613  

G3b  30 44 
♃כ♦

⌂⇔ 

 2.0/100 ה  
4/101  

ⱪꜝ☿Ⱳ 1.2/100  
ה 2/84  

 5.2/100 ה
89/877  

ⱪꜝ☿Ⱳ 8.1/100  
ה 128/835  

G4  15 29 
♃כ♦

⌂⇔ 

 NE
0/18  

ⱪꜝ☿Ⱳ 1.9/100  
ה 1/28  

 12.0/100 ה
59/275  

ⱪꜝ☿Ⱳ 16.2/100 
ה 86/303  

G5 
ESKD  

<15 
♃כ♦

⌂⇔ 
 ⇔⌂♃כ♦ ⇔⌂♃כ♦

▬ⱬfi♩ /100 ה /  

⌐ ⇔√ CKD │♃כ♦─ ─ ≢№╢⁹ ≢─ ┘▬ⱬfi♩ ⅜ ╠╣≡

™╢↓≤⌐ ∆╢↓≤⁹ 

DAPA- CKD ⌐⅔↑╢ ─ │⁸eGFR─ 50 ─ ⌂ ⁸ ┼─ eGFR─

15 mL/min/1.73 m2 ─ ⁸ ⁸ │ ⁸ ⁸ │ ─™∏╣⅛─ ≢№∫√⁹ 

ⱬכ☻ꜝ▬fi ─ UACR ⅜ 30 mg/gCr ≢№∫√ ⅜ 1 ╘╠╣√⁹ │ ⅛╠ ⇔√⁹ 
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2 ─◘Ⱪ◓ꜟכⱪ  

 1 ⱬכ☻ꜝ▬fi─eGFR ─ ─▬ⱬfi♩ FAS⁸  

ⱬכ☻ꜝ▬fi─eGFR 
( mL/min/1.73 m2  

 
2152  

ⱪꜝ☿Ⱳ  
2152  

Ɫ◙כ♪  
95 CI a 

25 30  
11.1/100 ה

59/293  

14.9/100 ה

87/331  

0.73 

0.53,1.02  

30 45  
4.9/100 ה

93/979  
7.5/100 ה

130/919  
0.61 

0.46,0.79  

45 60  
2.3 /100 ה

30/646  
5.6/100 ה

77/682  
0.43 

0.28,0.65  

60  
2.7/100 ה

15/234  

3.6/100 ה

18/220  

0.74 

0.37,1.48  

/  

a ╩ ≤⇔⁸2 ─ ─ ┘ UACR≢ ⇔√ Cox Ɫ◙כ♪⸗♦ꜟ⌐╟╡  

 

 2 ⱬכ☻ꜝ▬fi─ UACR ─ ─▬ⱬfi♩ FAS  

  
 

2152  

ⱪꜝ☿Ⱳ  

2152  

Ɫ◙כ♪  

95 CI a 

UACR mg/g Cr  

500  
2.0/100 ה

24/ 589  
2.9/100 ה

34/ 567  
0.68 

0. 40, 1. 15  

500 1000  
1.9/100 ה

20/ 515  

4.5/100 ה

50/ 554  

0. 44 

0. 26,0.7 3  

1000 2000  
4.0/100 ה

44/548  
6.3/100 ה

69/ 546  
0. 64 

0. 44,0. 94  

2000  
11.7/100 ה

109/ 500  

19.2 /100 ה

159/ 485  

0. 57 

0. 45,0.7 3  

/  

a ╩ ≤⇔⁸2 ─ ─ ≢ ⇔⁸ⱬכ☻ꜝ▬fi ─ eGFR≢ ⇔√ Cox Ɫ◙כ♪⸗

♦ꜟ⌐╟╡  
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▪☺▪ ⁸MB102054♃כ♦ 31 ⁸32  

 ┘ ⌐╟╢ ◖fi♩꜡כꜟ⅜ ⌂▪☺▪ 2 ╩

⌐⁸ ─ ┘ ╩ ⇔√⁹ 

♦◙▬fi ⁸ ⁸ⱪꜝ☿Ⱳ ⁸ ⁸  

 ┘ ⌐╟╢ ◖fi♩꜡כꜟ⅜ ⌂▪☺▪ 2  

⁸ⱪꜝ☿Ⱳ 132 ⁸ 5 mg 128  

 1 18 ─ │ ─2  

2 ⌐ ∆╢  

╣ ה ⌐ ╩ ↑≡™⌂™ ╩ ╗

─ ╩ ↄ ↑√↓≤⅜⌂™⁸ │ ─ ⌐

─ ╩24 ↑≡™⌂™  

BMI⅜45.0 kg/mה 2 ┘CⱭⱪ♅♪⅜1.0 ng/mL ≢№╡⁸ ◖

fi♩꜡כꜟ⅜ HbA1c 7.5 10.5 ─  

 ╣ ─12 ⌐ ╩ ╗ ─ ╩⁸ │ ≢14

╩ ⅎ≡ ↑⁸ ⌐ ╣ ─4 ⌐ ─ ╩ ↑√  

 ≢ ╩ 5 mg │ⱪꜝ☿Ⱳ ⌐ ⌐ ↑⁸∕╣∙╣1

1 24 ⇔√⁹ 

 
 

 24 LOCF ⌐⅔↑╢HbA1c─ⱬכ☻ꜝ▬fi ⅛╠─  

ה  24 LOCF⌐⅔↑╢ ─ⱬכ☻ꜝ▬fi ⅛╠─

 

ה 24 LOCF⌐⅔↑╢ ◖fi♩꜡כꜟ HbA1c 7

╩ ⇔√ ─  

 ₒ ₓ 

HbA1c─ⱬכ☻ꜝ▬fi ⅛╠─  

24 ─HbA1c─ⱬכ☻ꜝ▬fi ⅛╠─ ╖ │⁸

5 mg - 1.04 ≢⁸ⱪꜝ☿Ⱳ ≤─ │- 0.75 ≢№╡⁸ⱪꜝ☿Ⱳ ≤ ═

≡ ⌂ ⅜ ╘╠╣√ p 0.0001 ⁹ 
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HbA1c─ⱬכ☻ꜝ▬fi ⅛╠─ ╖ ─ LOCF  

ₒ ₓ 

HbA1c 7 ⌐ ⇔√ ─  

24 ⌐ ╩ ⇔√ ─ │⁸ 5 mg 42.6 ≢№

╡⁸ⱪꜝ☿Ⱳ 21.3 ⌐ ⇔ ⌐ ⅛∫√ p 0.0001 ⁹ 

 

─ⱬכ☻ꜝ▬fi ⅛╠─  

24 ─ ─ⱬכ☻ꜝ▬fi ⅛╠─ ╖

│⁸ 5 mg - 25.1 mg/dL≢№╡⁸ⱪꜝ☿Ⱳ 2.5 mg/dL⌐ ⇔ ⌂

⅜╖╠╣√ ™∏╣╙p 0.0001 ⁹ 

1 ⌐⅔↑╢ ─ⱬכ☻ꜝ▬fi ⅛╠─ ╖

│⁸ 5 mg ≢- 20.6 mg/dL≢№╡⁸ⱪꜝ☿Ⱳ 0.2 mg/dL ≤

⇔≡ ╛⅛⌐ ⌂ ⅜╖╠╣√⁹∕─ ⁸ 5 mg ─

│ ₁⌐ ⇔ ↑⁸ 4 ≢ⱪꜝ♩כ⌐ ⇔√⁹ 

 

 
─ⱬכ☻ꜝ▬fi ⅛╠─ ╖ ─ LOCF  
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ₒ ₓ 

 

─ │ 5 mg 15.6 20/128 ⁸ⱪꜝ☿Ⱳ 14.4 19/132

≢№∫√⁹ 

⌂ │ 5 mg 0. 8 1/128 ⌐ ╘╠╣√⁹ 

⅜3 5 mg 1 ⁸ⱪꜝ☿Ⱳ 2 ↕╣√⁹ ─

│⌂ↄ⁸ ⌐ ∫√ │⌂⅛∫√⁹ 

 

  

 ⱪꜝ☿Ⱳ 

132  

5 mg 

128  

 84 63. 6  79 61. 7  

 2  1. 5  1  0. 8  

│  85 64. 4  79 61. 7  

 19 14. 4  20 15. 6  

⌐ ∫√  0 0 

⌂  2  1. 5  5  3. 9  

⌂  0 1  0. 8  

⌐ ∫√ ⌂  0 1  0. 8  

⌐ ∫√  1  0. 8  3  2. 3  

⌐ ∫√  0 0 

 

MedDRA ver.15.0 

כꜙ◐☻꜠ ╩♃כ♦─ ╗  

ה ≢⌂™ │⁸ ⅛╠ 4 ╕≢⌐ ⇔√╙─╩ ⌐ ╗⁹ 

ה ⌂ │⁸ ⅛╠ 30 ╕≢⌐ ⇔√╙─╩ ⌐ ╗⁹ 

ה ⌂ ≤⇔≡ ↕╣√ ─╖⁸ ⁸ ⁸ ⌂ ⁸

⌂ ⁸ ⌐ ∫√ ─ ⌐ ╕╣╢⁹ 
 

β │⁸ ─●▬♄fi☻─ ⌐ ∫≡ ─≤⅔╡ ⇔√⁹ 

─  ─ ╛ ─√╘⌐ ⅛╠─ ⅜ ⌂ ⁸⅛≈

│ ⌐╟╢ ⅜54 mg/dL ☻כ◖ꜟ◓⁸≢ │◓ꜟ◌◗fi ⌐╟╡

⌐ ∆╢  

─  ─ ⌐│ ⇔⌂™⅜⁸ ⅛╠─ ─ ╩ ╦⌂™

⅛≈ │ ⌐╟╢ ⅜63 mg/dL ⁸ │ ⅛≈ ⅜63 

mg/dL ─  

∕─ ─  ⌐ ⇔√ ⅛╠ ⅜ ╦╣╢⅜⁸ ≢ ↕╣⌂™  

 

 

  



 

63 

 

ⱷ♩ⱱꜟⱵfi ⁸MB102014♃כ♦ 33 35  

 ⱷ♩ⱱꜟⱵfi MET ≢ ◖fi♩꜡כꜟ⅜ ⌂2

╩ ⌐⁸MET≤ ⇔√≤⅝─ ─ ┘ ╩ ⇔√⁹ 

♦◙▬fi ⁸ ⁸ⱪꜝ☿Ⱳ ⁸ ⁸  

 MET ≢ ◖fi♩꜡כꜟ⅜ ⌂2  

⁸ⱪꜝ☿Ⱳ MET 137 ⁸ 2.5  mg MET 137 ⁸ 5 mg MET

137 ⁸ 10 mg MET 135  

 ₒ 24 ₓ 

≢ ╩ⱪꜝ☿Ⱳ MET ⁸ 2.5 mg⁸5 mg⁸10 mg MET ⌐

⌐ ↑⁸∕╣∙╣1 1 ⌐24 ⇔√⁹ 

ₒ 78 ₓ 

⌐ ╡ ≡╠╣√ ┘ ╩ ⇔⁸ ─

│MET─ │ ⇔√⁹∆═≡─ ≢⁸Ⱨ○◓ꜞ♃♂fi15 mg │▪

◌ꜟⱲכ☻⌐╟╢ ╩כꜙ◐☻꜠ ⇔≡╙╟™↓≤≤⇔√⁹╕√⁸

Ⱨ○◓ꜞ♃♂fi─ ╙ ≤⇔√⁹ 

 24 LOCF⌐⅔↑╢HbA1c─ⱬכ☻ꜝ▬fi ⅛╠─  

ה  24 LOCF ⌐⅔↑╢ ─ⱬכ☻ꜝ▬fi ⅛╠─

 

ה 24 LOCF ⌐⅔↑╢ ─ⱬכ☻ꜝ▬fi ⅛╠─  

ה 24 LOCF ⌐⅔↑╢ ◖fi♩꜡כꜟ HbA1c 7

╩ ⇔√ ─  

 

 

ה 102 ⌐⅔↑╢HbA1c─ⱬכ☻ꜝ▬fi ⅛╠─  

ה 102 ⌐⅔↑╢ ─ⱬכ☻ꜝ▬fi ⅛╠─  

ה 102 ⌐⅔↑╢ ◖fi♩꜡כꜟ HbA1c 7 ╩

⇔√ ─  

 ₒ ה ₓ 

2.5 mg⁸10 mg MET │ ─ ─ ─√╘ ⇔⌂™⁹ 

HbA1c─ⱬכ☻ꜝ▬fi ⅛╠─  

24 ─HbA1c─ⱬכ☻ꜝ▬fi ⅛╠─ ╖ │⁸

5 mg MET - 0.70 ≢№╡⁸ⱪꜝ☿Ⱳ MET - 0.30 ≤ ⇔≡ ⌂

⅜╖╠╣√ p 0.0001 ⁹ 

102 ⌐⅔↑╢HbA1c─ⱬכ☻ꜝ▬fi ⅛╠─ ╖

│⁸ ─∆═≡─ ⌐⅔™≡⁸ⱪꜝ☿Ⱳ MET ≤ ⇔⁸

5 mg MET ≢╟╡ ⅝⌂ ⅜╖╠╣√⁹ 

102 ─HbA1c─ⱬכ☻ꜝ▬fi ⅛╠─ ╖ ⌐⅔

↑╢ⱪꜝ☿Ⱳ MET ≤─ │⁸ 5 mg MET - 0.60 95 CI - 0.89, 

- 0.31 ≢№∫√⁹ 

5 mg MET ⌐⅔↑╢HbA1c─ │⁸ 102 ╕≢ ⇔√⁹ 
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HbA1c─ⱬכ☻ꜝ▬fi ⅛╠─ ╖ ─ 102  

 

ₒ ה ₓ 

HbA1c 7 ⌐ ⇔√ ─  

24⁸50⁸76 ┘102 ⌐ ╩ ⇔√ ─ │⁸ⱪꜝ☿

Ⱳ MET ≤ ⇔⁸ 5 mg MET ≢ ⅛∫√⁹ 102 ─

5 mg MET ≤ⱪꜝ☿Ⱳ MET ≤─ │⁸ 24 ≤

24 11.8 ⁸ 102 11.0 ≢№∫√⁹ 

 

─ⱬכ☻ꜝ▬fi ⅛╠─  

24 ─ ─ⱬכ☻ꜝ▬fi ⅛╠─ ╖

│⁸ 5 mg MET - 1.19 mmol/L≢№╡⁸ⱪꜝ☿Ⱳ MET ≤ ═≡

⌂ ⅜ ╘╠╣√ p 0.0001 ⁹ 

─ⱬכ☻ꜝ▬fi ⅛╠─ ⌐≈™≡⁸ 5 mg MET

≢│ 1 ⌐ ⌂ ⅜ ╘╠╣⁸∕─ ╙ ╛⅛⌐ ⇔⁸

⅔╟∕ 8 12 ⌐ⱪꜝ♩כ⌐ ⇔√⁹ 

 
 

─ⱬכ☻ꜝ▬fi ⅛╠─ ╖ ─ 24 LOCF  
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ₒ ₓ 

 

─ │⁸ 5 mg MET 24. 1 33/1 37 ⁸ⱪꜝ☿Ⱳ MET

20.4 28/137 ≢№∫√⁹ 

⌂ │ 5 mg MET 1. 5 2/1 37 ⌐ ╘╠╣√⁹ 

⅜ ↕╣√ │ⱪꜝ☿Ⱳ MET 5.8 8/137 ⁸ 5 

mg MET 5.1 7/137 ≢№∫√⁹ 60 ─ ⅜ ⌐

╩ ⇔√⁹ ─ ⅜ⱪꜝ☿Ⱳ MET 1 ⁸ 5 mg MET

2 ⁸∕─ ─ ⅜ⱪꜝ☿Ⱳ MET 8 ⁸ 5 mg MET 6 ≢№╡⁸

─ │⌂⅛∫√⁹ ⌂ ≤ ↕╣√ ⁸ │

⌐ ∫√ │⌂⅛∫√⁹ 
 

     

 ⱪꜝ☿Ⱳ MET 

137  

5 mg MET 

137  

 111 81. 0  111 81. 0  

 8  5. 8  7  5. 1  

│  111 81. 0  111 81. 0  

 28 20. 4  33 24. 1  

⌐ ∫√  1  0. 7  0 

⌂  14 10. 2   9  6. 6  

⌂  3  2. 2  2  1. 5  

⌐ ∫√ ⌂  6  4. 4  1  0. 7  

⌐ ∫√  9  6. 6  5  3. 6  

⌐ ∫√  0 0 

 

MedDRA/J  ver.13.0  

כꜙ◐☻꜠ ╩♃כ♦─ ╗  

ה ≢⌂™ ┘ │⁸ ⅛╠ 4 ╕≢⌐ ⇔√╙─╩

⌐ ╘√⁹ 

ה ⌂ │⁸ ⅛╠ 30 ╕≢⌐ ⇔√╙─╩ ⌐ ╘√⁹ 

ה ⌂ ≤⇔≡ ↕╣√ ─╖⁸ ⁸ ⁸ ⌂ ⁸

⌂ ⁸ ⌐ ∫√ ─ ⌐ ╘√⁹ 4 ╕≢⌐ ↕╣√

│∆═≡₈ ₉⌐ ╘√⁹ 

 

β │⁸ ─●▬♄fi☻─ ⌐ ∫≡ ─≤⅔╡ ⇔√⁹ 

─  ─ ╛ ─√╘⌐ ⅛╠─ ⅜ ⌂ ⁸⅛≈

│ ⌐╟╢ ⅜54 mg/dL ☻כ◖ꜟ◓⁸≢ │◓ꜟ◌◗fi ⌐╟╡

⌐ ∆╢  

─  ─ ⌐│ ⇔⌂™⅜⁸ ⅛╠─ ─ ╩ ╦⌂™

⅛≈ │ ⌐╟╢ ⅜63 mg/dL ⁸ │ ⅛≈ ⅜63 

mg/dL ─  

∕─ ─  ⌐ ⇔√ ⅛╠ ⅜ ╦╣╢⅜⁸ ≢ ↕╣⌂™  
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2  

2 ╩ ≤⇔√ й D1692C00012 4 ⁸5  

 ╛ │ ⇔≡™╢ ≢ ◖fi♩꜡כꜟ⅜ ⌂

2 ╩ ⌐⁸ ┘ ≤ ⇔√

≤⅝─ ┘ ╩ ⇔√⁹ 

♦◙▬fi ⁸ ⁸ 8◘Ⱪ◓ꜟכⱪ ⁸ ₡7

─ ₢ ⁸  

 ╛ │ ⇔≡™╢ ☻ꜟⱱ♬ꜟ►꜠▪ ₡SU₢⁸☺Ɑ

ⱪ♅☺ꜟⱭⱪ♅♄4♀כ ₡DPP- 4 ₢⁸ɖ-◓ꜟ◖◦♄כ♀

₡ɖ- GI₢⁸ⱷ♩ⱱꜟⱵfi₡MET₢⁸♅▪♂ꜞ☺fi ₡TZD₢⁸ ▬

fi☻ꜞfi ₡GLI₢╙⇔ↄ│GLP- 1 ₡GLP- 1 ₢

≢ ◖fi♩꜡כꜟ⅜ ⌂ 2  

⁸ 249 ⁸ 479 ₡SU 122 ⁸DPP- 4  62 ⁸

ɖ- GI 61 ⁸MET 71 ⁸TZD 64 ⁸GLI 49 ⁸GLP- 1  50 ₢  

⌂  1 20 ─ │ ─2  

2 ─™∏╣⅛⌐ ∆╢  

ₒ ₓ 

╣ ה ⌐ ╩ ↑≡™⌂™⁸ │ ╣ 6 ⌐

TZD ─ ╩ ↑≡™╢  

ₒ ₓ 

8 ה ⁸ ≢№╢SU⁸DPP- 4 ⁸ɖ-

GI⁸MET⁸GLI │GLP- 1 ─ ≢

─ ╩ ↑≡™╢  

12 ה ⁸Ⱨ○◓ꜞ♃♂fi╩ ≢

─ ╩ ↑≡™╢  

3 HbA1c⅜ ─ ╩ ⇔≡™╢  

ₒ ₓ 

ה ╣ 1 ─HbA1c ⅜6.5 10 ╩ ↑

≡™⌂™ │⁸8 ╩ ↑≡™╢ ≢⁸

─1 5 ─HbA1c ⅜6.5 10 ─  

ₒ ₓ 

ה ╣ 1 ─HbA1c ⅜6.5 10 ≢⁸

─1 5 ─HbA1c ⅜6.5 10 ─  

 

⌂  1 ┘ ⁸☻◦כ♪◦▪♩◔ ─◖fi♩꜡כ

ꜟ ─ ⁸ ⅜240 mg/dL╩ ⅎ╢⁸BMI⅜45 kg/m2 ⁸

⁸ ⁸TSH⅜ ⅜ ╘╠╣√  

2 eGFR⅜45 mL/ ⁸ ◒꜠▪♅♬fi⅜ ≢1.5 mg/dL⁸

≢1.4 mg/dL╩ ⅎ╢⁸ ▪ꜟⱩⱵfi/◒꜠▪♅♬fi ⅜1800 

mg/g╩ ⅎ╢⁸ ⁸ ⅜ ╘╠╣√  

3 ⌂ ⁸ ⌂ ─ ⁸ ⱦꜞꜟⱦfi⅜2 mg/dL

╩ ⅎ╢⁸ ⁸ ⁸ ─

⁸ ⅜ ╘╠╣√  

4 ℮∫ ⁸ ⌂ ─ ⁸

⅜160 mmHg ⁸ ⅜100 mmHg ⅜ ╘╠╣√  

5 ה Ⱬ⸗◓꜡ⱦfi⅜ ≢10 g/dL⁸ ≢9 

g/dL ⁸ ⁸ Ⱬ⸗◓꜡ⱦfi ⁸ ⁸

│ ⁸ ⅜ ╘╠╣√  

6 ─ ⌐№╢  

7 ◒꜠▪♅♬fi◐♫כ♀⅜ ─3 ╩ ⅎ╢⁸
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Ⱶ○Ɽ♅⁸כ ◒꜠▪♅♬fi◐♫כ♀ ⅜ ╘╠

╣√  

8 ⁸ │ ─  

9 TZD⁸ ⁸ ◓ꜟ◖◖ꜟ♅◖▬♪⁸♥ꜞ

Ɽꜝ♅♪⁸ⱦ☻ⱱ☻ⱱⱠכ♩ ⁸◌ꜟ◦♩♬fi⁸ⱥ♩ ►

▬ꜟ☻─ ⁸ ►▬ꜟ☻ ╩ ↑≡™╢  

 

 ┘ ≤╙⌐ 5 mg≢ ╩ ⇔⁸ ≢1

1 ⌐52 ⇔√⁹ 12 ⌐HbA1c⅜7.5 ╩ ⅎ⁸

⅛≈ ⌐ ⅜⌂™ ⌐│⁸ ╩5 mg⅛╠10 mg┼ ⇔√⁹

╩10 mg⌐ ⇔≡8 ⁸ 24 ⅛╠52 ⌐HbA1c⅜8

╩ ⅎ≡™╢ ⁸ ⌐ כꜙ◐☻꜠ ─ ╩ ⇔√⁹

⌐╟╢ כꜙ◐☻꜠ ╩12 ∫≡╙HbA1c

⅜8 ╩ ⅎ≡™╢ ⌐│⁸ ─ ╩ ⇔√⁹ 

 
 

 ⁸ ⁸ ⁸Ᵽ▬♃ꜟ◘▬fi⁸ ⁸  

ה  52 LOCF⌐⅔↑╢HbA1c─ⱬכ☻ꜝ▬fi ⅛╠─  

ה 24 ┘52 LOCF⌐⅔↑╢HbA1c⅜7 ⌐ ⇔√

─  

ה 52 LOCF⌐⅔↑╢ ─ⱬכ☻ꜝ▬fi ⅛╠─
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  HbA1c─ⱬכ☻ꜝ▬fi ⅛╠─  

─ ┘ ─ ≤─ ⌐╟╡⁸HbA1c⌐ ⇔√

⅜ ╘╠╣√⁹ 52 ─HbA1c─ⱬכ☻ꜝ▬fi ⅛╠─

│⁸ ≢- 0.66 ⁸ ≢- 0.68 ⁸ ≤

╩ ╦∑√ ≢- 0.68 ≢№∫√⁹ 

⌐⅔™≡⁸ ─ ⌐ ╦╠∏ ⇔≡HbA1c ⅜ ╘╠

╣√⁹ 52 ─HbA1c─ⱬכ☻ꜝ▬fi ⅛╠─ ⅜ ╙

⅝⅛∫√─│TZD - 0.86 ≢⁸ ╙ ↕⅛∫√─│GLP- 1

- 0.49 ≢№∫√⁹ 

HbA1c─ⱬכ☻ꜝ▬fi ⅛╠─ │⁸ ┘ ≤

╙⌐ 12 ╕≢ ⇔⁸ │52 ╕≢ ⅜ ⇔≡™√⁹

⌐⅔↑╢ ─HbA1c─ⱬכ☻ꜝ▬fi ⅛╠─

─ ⌐⅔™≡╙⁸ ─ ⅜╖╠╣√⁹ 

 
HbA1c NGSP ─ⱬכ☻ꜝ▬fi ⅛╠─ 52 LOCF  

 
ⱬכ☻ꜝ▬fi

± 

 

 

52 ─  

± 

 

ⱬכ☻ꜝ▬fi  

⅛╠─ 

 

± 

 

─ 

95 CI 

 

n=726  
7.72±0.843 7.05±0.790 - 0.68±0.702 - 0.73, - 0.62  

 

n=249  
7.53±0.761 6.87±0.717 - 0.66±0.711 - 0.75, - 0.57  

 

n=477  
7.82±0.866 7.14±0.810 - 0.68±0.699 - 0.75, - 0.62  

SU 

n=122  
8.02±0.842 7.37±0.823 - 0.65±0.704 - 0.78, - 0.52  

DPP- 4 

 

n=62  

7.80±0.909 7.20±0.826 - 0.60±0.566 - 0.74, - 0.45  

ɖ- GI 

n=61  
7.59±0.729 6.78±0.637 - 0.81±0.671 - 0.98, - 0.63  

MET 

n=69  
7.63±0.845 6.99±0.  27 - 0.63±0.688 - 0.80, - 0.47  

TZD 

n=64  
7.94±0.915 7.08±0.6 - 0.86±0.758 - 1.05, - 0.67  

GLI 

n=49  
7.49±0.725 6.73± .51 - 0.76±0.653 - 0.95, - 0.57  

GLP- 1 

 

n=50  

8.11±0.917 7.62±1.009 - 0.49±0.800 - 0.72, - 0.26  

כꜙ◐☻꜠ ╩♃כ♦─ ↄ  

FAS full analysis set ─  
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HbA1c─ⱬכ☻ꜝ▬fi ⅛╠─ ─ LOCF  

 

HbA1c 7 ⌐ ⇔√ ─  

ⱬכ☻ꜝ▬fi ─HbA1c⅜7 ≢№∫√ 189 ⁸

SU 109 ⁸DPP- 4 51 ⁸ɖ- GI 47 ⁸MET 53

⁸TZD 55 ⁸GLI 36 ⁸GLP- 1 45 ⌐⅔™≡⁸

24 ⌐ ≢№╢7 ⌐ ⇔√ ─ │⁸

≢45.0 ⁸SU 22.9 ⁸DPP- 4 23.5 ⁸ɖ- GI

48.9 ⁸MET 30.2 ⁸TZD 30.9 ⁸GLI 44.4 ⁸GLP- 1

20.0 ≢№∫√⁹ ≢│ ─ ⌐╟╡ ⅜╖╠

╣⁸ ╙ ⅜ ⅛∫√─│ɖ- GI ⁸ ╙ ⅛∫√─│GLP- 1

≢№∫√⁹HbA1c─ⱬכ☻ꜝ▬fi ⅜ ™ ╒≥ ⌐

∆╢ ⅜ ™ ⅜╖╠╣√⁹ 

HbA1c─ⱬכ☻ꜝ▬fi ⅜7 ≢⁸ 52 ⌐ ≢№╢

7 ⌐ ⇔√ ─ │⁸ ≢53.4 ⁸SU

24.8 ⁸DPP- 4 35.3 ⁸ɖ- GI 53.2 ⁸MET 37.7 ⁸

TZD 34.5 ⁸GLI 58.3 ⁸GLP- 1 20.0 ≢№∫√⁹

≢│ ─ ⌐╟╡ ⅜╖╠╣⁸ ╙ ⅜ ⅛∫√─

│GLI ⁸ ╙ ⅛∫√─⅜GLP- 1 ≢№∫√⁹HbA1c─ⱬכ
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☻ꜝ▬fi ⅜ ™ ╒≥ ⌐ ∆╢ ⅜ ™ ⅜╖╠

╣√⁹ 

 

─ⱬכ☻ꜝ▬fi ⅛╠─  

eGFR 45 mL/min/1.73 m2 60 mL/min/1.73 m2

⌐⅔™≡⁸ 5 mg 10 mg┼─ ╩ ╗ ─52 ⌐╟╢

HbA1c─ ╖ │- 0.52 ≢№∫√⁹ 
 

⌐⅔↑╢HbA1c NGSP ─ⱬכ☻ꜝ▬fi ⅛╠─  

⁸ 52 LOCF  

    

 
  

 
  

 
  

eGFR─ⱬכ☻ꜝ▬fi mL/min/1.73 m2  

45  

60  
156 - 0.52 0.702 61 - 0.43 0.852 95 - 0.57 0.584 

60  

90  
522 - 0.70 0.681 175 - 0.73 0.633 347 - 0.69 0.704 

90  48 - 0.90 0.837 13 - 0.86 0.775 35 - 0.91 0.870 

 
⌐⅔↑╢HbA1c NGSP ─ⱬכ☻ꜝ▬fi ⅛╠─  

52 LOCF  

 SU DPP- 4  ɖ- GI 

 
  

 
  

 
  

eGFR─ⱬכ☻ꜝ▬fi mL/min/1.73 m2  

45  

60  
25 - 0.50 0.564 13 - 0.68 0.475 16 - 0.72 0.664 

60  

90  
88 - 0.68 0.673 47 - 0.57 0.597 39 - 0.83 0.717 

90  9 - 0.80 1.227 2 - 0.60 0.566 6 - 0.90 0.374 

 
 MET TZD GLI 

 
  

 
  

 
  

eGFR─ⱬכ☻ꜝ▬fi mL/min/1.73 m2  

45  

60  
3 0.10 0.100 12 - 0.59 0.727 10 - 0.55 0.327 

60  

90  
57 - 0.61 0.635 49 - 0.95 0.768 36 - 0.79 0.705 

90  9 - 1.06 0.889 3 - 0.37 0.153 3 - 1.03 0.839 

 
 GLP- 1  

 
  

eGFR─ⱬכ☻ꜝ▬fi mL/min/1.73 m2  

45  

60  
16 - 0.58 0.647 

60  

90  
31 - 0.35 0.797 

90  3 - 1.43 1.150 

FAS full analysis set ─  

כꜙ◐☻꜠ ╩♃כ♦─ ↄ  

HbA1c─ⱬכ☻ꜝ▬fi ⅛╠─  
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─ⱬכ☻ꜝ▬fi ⅛╠─  

─ ┘ ─ ≤─ ⌐╟╡⁸ ⌐

⇔√ ⅜ ╘╠╣√⁹ 52 ─ ─ⱬכ☻ꜝ▬

fi ⅛╠─ │⁸ ≢- 14.3 mg/dL⁸ ≢ 

- 17.4 mg/dL⁸ ≤ ╩ ╦∑√ ≢- 16.3 mg/dL≢

№∫√⁹ 

⌐⅔™≡⁸ 52 ─ │⁸SU - 18.4 

mg/dL⁸DPP- 4 - 17.6 mg/dL⁸ɖ- GI - 16.6 mg/dL⁸MET

- 17.8 mg/dL⁸TZD - 17.5 mg/dL⁸GLI - 20.9 mg/dL⁸GLP- 1

- 11.5 mg/dL≢⁸GLP- 1 ≢ ⅜ ↕⅛∫√

↓≤╩ ™≡⁸ ─ ⌐ ╦╠∏ ⇔≡ ⅜ ╘╠╣√⁹ 

─ⱬכ☻ꜝ▬fi ⅛╠─ │⁸ ┘

≤╙⌐ ─ ≢№╢ 4 ⌐ ⅜ ╘╠╣⁸

│52 ╕≢ ⅜ ⇔≡™√⁹ ⌐⅔↑╢ ─

─ⱬכ☻ꜝ▬fi ⅛╠─ ─ ⌐⅔™≡╙⁸ ─

⅜╖╠╣√⁹ 

 

 
─ⱬכ☻ꜝ▬fi ⅛╠─ ─ LOCF  
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 ─ │⁸ 20.1 146/728 ⁸ 24.9 62/249 ⁸

SU 16.4 20/122 ⁸DPP- 4 17.7 11/62 ⁸ɖ-

GI 11.5 7/61 ⁸MET 28.2 20/71 ⁸TZD 12.5

8/64 ⁸GLI 20.4 10/49 ⁸GLP- 1 16.0 8/50

≢№╡⁸ɖ- GI ≢╛╛ ↄ⁸∕╣ │ ≤╒╓ ∂≢№∫

√⁹ 

╕√⁸ ─ ─ ─ │⁸ 17.1 39/228 ┘

21.4 107/500 ≢№∫√⁹ 

╙ ⅜ ⅛∫√ │⁸ 3.4 ₡25/728 ₢ ┘ 2.2

₡16/728 ₢ ≢№∫√⁹ 

⌂ │ ≢5 0.7 ⌐ ╘╠╣⁸ 2 ┘

3 ≢№∫√⁹∕─ │⁸ ≢ ┘ ⅜ 1 ⁸SU

≢ ⅜1 ⁸MET ≢ ⅜1 ⁸TZD ≢

╘╕™⅜1 ≢№∫√⁹ 

│ 2.4 6/249 ⁸SU 6.6 8/122 ⁸DPP-

4 3.2 2/62 ⁸ɖ- GI 0 0/61 ⁸MET 2.8

2/71 ⁸TZD 1.6 1/64 ⁸GLI 6.1 3/49 ⁸GLP-

1 6.0 3/50 ≢№╡⁸ ⌐ ═≡SU ⁸GLI

┘GLP- 1 ≢ ⅛∫√⁹ ╩ ⇔√25 │™∏

╣╙ │∕─ ─ ≢№╡⁸ ─ │ ╘╠╣⌂⅛∫

√⁹ ⌂ ≤ ↕╣√ │⌂ↄ⁸ ⌐╟╡

⌐ ∫√ ╙⌂⅛∫√⁹ 

 

  

 

 

249  

SU 

122  

DPP- 4 

 

62  

ɖ- GI 

61  

MET 

71  

TZD 

64  

GLI 

49  

GLP- 1 

  

50  

 

 

197 

79.1  

89 

73.0  

47 

75.8  

39 

63.9  

56 

78.9  

45 

70.3  

34 

69.4  

37 

74.0  

 6  

2.4  

8  

6.6  

2 

3.2  
0 

2 

2.8  

1 

1.6  

3 

6.1  

3 

6.0  

 

│ 

 

198 

79.5  

91 

74.6  

47 

75.8  

39 

63.9  

56 

78.9  

45 

70.3  

34 

69.4  

37 

74.0  

 62 

24.9  

20 

16.4  

11 

17.7  

7 

11.5  

20 

28.2  

8 

12.5  

10 

20.4  

8 

16.0  

⌐ 

∫√ 

 

0 0 0 0 0 0 0 0 

⌂ 

 

14 

5.6  

5 

4.1  

3 

4.8  

2 

3.3  

2 

2.8  

1 

1.6  

1 

2.0  

1 

2.0  

⌂ 

 

2 

0.8  

1 

0.8  
0 0 

1 

1. 4  

1 

1. 6  
0 0 

 

⌐ ∫√ 

⌂ 

 

4 

1. 6  

3 

2. 5  
0 0 

1 

1. 4  
0 0 0 

 

⌐ ∫√ 

 

15 

6. 0  

8 

6. 6  

3 

4.8  

1 

1. 6  

11 

15. 5  

2 

3. 1  

2 

4. 1  

3 

6. 0  

 

⌐ ∫√ 

 

0 0 0 0 0 0 0 0 

 

MedDRA/J ver.15.0 

כꜙ◐☻꜠ ╩♃כ♦─ ╗  
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ה ─ │ ⌐╟╡₈ ⌂⇔₉ ┘₈ №╡₉─2

≢ ↕╣⁸₈ №╡₉≤ ↕╣√ ⌐⁸ ⅜ ≢⅝⌂™ ≤⇔≡

⇔√⁹ 

ה ≢⌂™ ┘ │⁸ ⅛╠ 4 ⁸ │ ╕≢

⌐ ⇔√╙─╩ ⌐ ╘√⁹ 

ה ⌂ │⁸ ⅛╠ 30 ⁸ │ ╕≢⌐ ⇔√╙─╩

⌐ ╘√⁹ 

ה ⌂ ≤⇔≡ ↕╣√ ─╖⁸ ⁸ ⁸ ⌂ ⁸

⌂ ⁸ ⌐ ∫√ ─ ⌐ ╘√⁹ 

 

₈о 8 1 ⌂ ≤ ₉─ ⁹ 

β │⁸ ─●▬♄fi☻─ ⌐ ∫≡ ─≤⅔╡ ⇔√⁹ 

─  ─ ╛ ─√╘⌐ ⅛╠─ ⅜ ⌂ ⁸⅛≈

│ ⌐╟╢ ⅜54 mg/dL ☻כ◖ꜟ◓⁸≢ │◓ꜟ◌◗fi ⌐╟╡

⌐ ∆╢  

─  ─ ⌐│ ⇔⌂™⅜⁸ ⅛╠─ ─ ╩ ╦⌂™

⅛≈ │ ⌐╟╢ ⅜63 mg/dL ⁸ │ ⅛≈ ⅜63 

mg/dL ─  

∕─ ─  ⌐ ⇔√ ⅛╠ ⅜ ╦╣╢⅜⁸ ≢ ↕╣⌂™  
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1 ╩ ≤⇔√ D1695C00001 PartB 25 ⁸26  

 ▬fi☻ꜞfi ≢ ◖fi♩꜡כꜟ⅜ ⌂ 1 ╩

⌐⁸ 5 mg ┘10 mg╩ ⇔√≤⅝─ ┘ ╩ ⇔√⁹ 

♦◙▬fi ⁸ ⁸ ⁸  

 ▬fi☻ꜞfi ≢ ◖fi♩꜡כꜟ⅜ ⌂ 1  

⁸ 5 mg 76 ⁸10 mg 75   

 1 18 75 ─ 1  

2 ◓fi♬כꜞ◒☻ ─HbA1c ⅜7. 5 10.5 ─  

3 CⱭⱪ♅♪⅜0.7  ng/mL ─  

 1 י1ִ ⌐ │ ⌐╟╢ ⅜№╢⁸

╩☻◦כ♪◦▪♩◔ ⇔√  

2 י6ִ ⌐ ⁸ ⁸ │ / ⌂≥

─ ⌂ ─ ⅜№∫√  

 ╩ 5 mg ≤10 mg ⌐1 1─ ≢ ↑⇔⁸ ≢∕

╣∙╣1 1 ⁸52 ⇔√⁹ 

─ꜞ☻◒╩ ⌐ ⅎ╢√╘⌐⁸ ─ ⌐ ─▬fi

☻ꜞfi─1 ╩ 20 ╕≢ ∆╢↓≤╩ ⇔√⁹ 

 
 

 ⁸ ≤⌂☻◦כ♪◦▪♩◔ ⁸ ⁸Ᵽ▬♃ꜟ◘

▬fi⌂≥ 

fi▬ꜝ☻כHbA1c─ⱬה  ⅛╠ 24 ┘52 ╕≢─  

fi☻ꜞfi1▬ה ─ⱬכ☻ꜝ▬fi ⅛╠ 24 ┘52 ╕≢─

 

 



 

75 

 

 ₒ ₓ 

HbA1c NGSP ─ⱬכ☻ꜝ▬fi ⅛╠─  

24 ⌐⅔™≡ 5mg ≢- 0.52 95 CI - 0. 66, - 0.38 ⁸10 mg

≢- 0.66 95 CI - 0.80, - 0. 53 ≢№╡⁸ 52 ≢│5 mg ≢- 0.33

95 CI - 0. 50, - 0. 15 ⁸10 mg ≢- 0.36 95 CI - 0. 53, - 0. 18 ≢№∫

√⁹ 

 
HbA1c─ⱬכ☻ꜝ▬fi ⅛╠─ LOCF  

 

52 ─  
 HbA1c NGSP  

n 1  

 

ⱬכ☻ꜝ▬fi  

SD  

ⱬכ☻ꜝ▬fi ⅛╠─
2  

SE  

5 mg n=76  8. 44 0.72  - 0. 33 0.09  

10 mg n=75  8.39 0.71  - 0.36 0.09  

SD ⁸SE  

1 ⱬכ☻ꜝ▬fi─ ⁸ 2 ╖  

 

▬fi☻ꜞfi─ 1 ─ⱬכ☻ꜝ▬fi ⅛╠─  

24 ⌐⅔™≡ 5 mg ≢- 15.30 95 CI - 18.55, - 11.92 ⁸10 

mg ≢- 15.14 95 CI - 18.43, - 11.73 ⁸ 52 ⌐⅔™≡5 mg ≢ 

- 12.27 95 CI - 15.92, - 8.46 ⁸10 mg ≢- 13.13 95 CI - 16.77,  

- 9.33 ≢№∫√⁹▬fi☻ꜞfi─ 1 │ ⌐ ⇔≡⅔╡⁸

│ 24 ⌐│ 15 ≢№╡⁸ 52 ⌐│12 ≢№∫√⁹ 

ₒ ₓ 

│5 mg ≢30.3 23/76 ⁸10 mg ≢29.3 22/75

≢№∫√⁹ ⌂ │5 mg ≢3.9 3/76 ⁸10 ≢29.3 22/75

≢№∫√⁹ 

─ ⇔√ ─ │5 mg ≢98.7 75/76 ⁸10 mg ≢

100 75/75 ≢№╡⁸ ─ │5 mg ≢2.6 2/76 ⁸10 

mg ≢6.7 5/75 ╘╠╣√⁹ ☻◦כ♪◦▪♩◔ 1 ─

│5 mg ≢2.6 2/76 10 mg ≢1.3 1/75 ≢№∫√⁹ 
1 ≢ ☻◦כ♪◦▪♩◔ ≤ ↕╣√  

 

₈л 4 ┘ ⌐ ∆╢ ₉⁸₈о 8 1 ⌂ ≤ ₉─ ⁹ 

  



 

76 

 

 ─ ↕╣√ ┘ ₄1 ₅▬fi☻ꜞfi ≤─ ⌐⅔™≡⁸ ⁸ ⌐│

♄Ɽ◓ꜞⱨ꜡☺fi≤⇔≡5 mg╩1 1 ∆╢⁹⌂⅔⁸ ⌂ ⌐│⁸ ╩ ⌐

⇔⌂⅜╠10 mg1 1 ⌐ ∆╢↓≤⅜≢⅝╢⁹ 

 

β │⁸ ADA ─ ADA 2005 ⌐ ∫≡ ─≤⅔╡ ⇔√⁹ 

─  ⅜ ╛◓ꜟ◌◗fi─ ⁸№╢™│∕─ ─ ╩ ⌐ ℮

⅜№╢ 

 ⌂ ⅜ ╘╠╣⁸ ⅜70 mg/dL ≢№╢ 

 ⌂ │ ╘╠╣⌂™⅜⁸ ⅜70 mg/dL ≢№╢ 

 ⅜ ╘╠╣√⅜⁸ ⅜ ↕╣≡™⌂™ 

 ⅜ ─™∏╣⅛╩ ∆╢╙⁸ ⅜70 mg/dL╟╡ ≢№╢ 
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5 ה  

ᵑ ⁸MB102029♃כ♦ 36 ⁸37  

 ╩ ∆╢ ◖fi♩꜡כꜟ⅜ ⌂2 ╩

⌐⁸ ─ ⌐ ∆╢ ⁸ ⌐ ∆╢ ⁸ ┘

╩ ⇔√⁹ 

♦◙▬fi ⁸ ⁸ⱪꜝ☿Ⱳ ⁸ ⁸  

 eGFR 30 59 mL/min/1.73 m2 ╩ ⇔≡™╢2

252  

 ≢⁸ ╩ⱪꜝ☿Ⱳ⁸ 5 mg ⁸10 mg ⌐ ↑⇔⁸

1 1 ⌐24 ⇔√ 24 ⁹↕╠⌐

⌐ ╡ ≡╠╣√ ┘ ╩ ⇔√ 28+52 ⁹ 

 ₒ ₓ 

24 LOCF─HbA1c─ⱬכ☻ꜝ▬fi ⅛╠─ ╖

│⁸ⱪꜝ☿Ⱳ - 0.32 ≤ ⇔⁸ 5 mg - 0.41 ⁸ 10 mg - 0.44

≢№╡⁸ │⌂⅛∫√⁹ 

eGFR ─ ⌐⅔™≡⁸eGFR 45 59 mL/min/1.73 m2≢│ⱪꜝ☿Ⱳ  

- 0.11 ⌐ ⇔≡⁸ 5 mg - 0.47 ⁸ 10 mg - 0.44 ≢№∫√⅜⁸

eGFR 30 44 mL/min/1.73 m2≢│ⱪꜝ☿Ⱳ - 0.52 ⁸ 5 mg - 0.47 ⁸

10 mg - 0.45 ≢№∫√⁹ 

 
ⱪꜝ☿Ⱳ 24 ─  

 

HbA1c NGSP 24 LOCF  

ⱬכ☻ꜝ▬fi  

±  

⅛╠─ β 

±  

ⱪꜝ☿Ⱳ≤─  

±  

 

ⱪꜝ☿Ⱳ n=82  8.53±1.29 - 0.32±0.17 Ί 

5 mg n=83  8.30±1.04 - 0.41±0.17 - 0.08±0.14 

10 mg n=82  8.22±0.97 - 0.44±0.17 - 0.11±0.15 

eGFR 30 44 mL/min/1.73 m2 

ⱪꜝ☿Ⱳ n=33  8.23±1.20 - 0.52±0.28 Ί 

5 mg n=41  8.49±1.16 - 0.47±0.27 0.05±0.21 

10 mg n=45  8.12±1.00 - 0.45±0.25 0.07±0.21 

eGFR 45 59 mL/min/1.73 m2 

ⱪꜝ☿Ⱳ n=40  8.78±1.32 - 0.11±0.23 Ί 

5 mg n=35  8.13±0.93 - 0.47±0.25 - 0.37±0.23 

10 mg n=32  8.25±0.89 - 0.44±0.25 - 0.33±0.24 

FAS full analysis set ─  

β ⱬכ☻ꜝ▬fi ⅛╠─ ╖  
 
╕√⁸eGFR⅜45 59 mL/min/1.73 m2─ ⌐⅔↑╢

24 ─ 5 mg ┘10 mg ─ ╖ ─ⱪꜝ☿Ⱳ≤─

± │⁸ ≢∕╣∙╣- 24.8±12.4 mg/dL ┘

- 24.4±12.7 mg/dL≢№∫√ ⁹ 
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ₒ ₓ 

104 ─ ─ ─ │ ─≤⅔╡≢№∫√⁹ 

─ │⁸ⱪꜝ☿Ⱳ 4 ⁸ 10 mg 3 ⁸ ⌂ ≤⇔

≡ ↕╣√ │ⱪꜝ☿Ⱳ 2 ⁸ 10 mg 1 ≢ ⇔√⁹ 

  

 ⱪꜝ☿Ⱳ 

84  

 

5 mg 83  10 mg 85  

 77 91. 7  80 96. 4  77 90. 6  

 43 51. 2  38 45. 8  33 38. 8  

│  77 91. 7  80 96. 4  78 91. 8  

 39 46. 4  39 47. 0  41 48. 2  

⌐ ∫√  5  6. 0  2  2. 4  3  3. 5  

⌂  26 31. 0  21 25. 3  26 30. 6  

⌂  3  3. 6  6  7. 2  6  7. 1  

⌐ ∫√ ⌂  6  7. 1  6  7. 2  4  4. 7  

⌐ ∫√  22 26. 2  16 19. 3  11 12. 9  

⌐ ∫√  1  1. 2  0 0 

⁸MedDRA/J ver.14.0⁸ כꜙ◐☻꜠ ╩♃כ♦─ ╗  

ה ≢⌂™ ┘ 4 ╕≢╩  

ה ⌂ 30 ╕≢╩  

ה ⌂ ≤⇔≡ ↕╣√ ─╖⁸ ⁸ ⁸ ⌂ ⁸

⌂ ⁸ ⌐ ∫√ ─ ⌐ ╘√⁹ 

 

₈л 2 │ ⌐ ∆╢ ₉⁸₈л 4 ┘ ⌐ ∆╢ ₉⁸₈о 8 1

⌂ ≤ ₉─ ⁹ 

─ ↕╣√ ┘ ₄2 ₅ ⁸ ⌐│♄Ɽ◓ꜞⱨ꜡☺fi≤⇔≡5 mg╩1 1

∆╢⁹⌂⅔⁸ ⌂ ⌐│⁸ ╩ ⌐ ⇔⌂⅜╠10 mg1 1 ⌐ ∆╢↓≤⅜≢⅝╢⁹ 

 

β │⁸ ─●▬♄fi☻─ ⌐ ∫≡ ─≤⅔╡ ⇔√⁹ 

─  ─ ╛ ─√╘⌐ ⅛╠─ ⅜ ⌂ ⁸⅛≈

│ ⌐╟╢ ⅜54 mg/dL ☻כ◖ꜟ◓⁸≢ │◓ꜟ◌◗fi ⌐╟╡

⌐ ∆╢  

─  ─ ⌐│ ⇔⌂™⅜⁸ ⅛╠─ ─ ╩ ╦⌂™

⅛≈ │ ⌐╟╢ ⅜63 mg/dL ⁸ │ ⅛≈ ⅜63 

mg/dL ─  

∕─ ─  ⌐ ⇔√ ⅛╠ ⅜ ╦╣╢⅜⁸ ≢ ↕╣⌂™  
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ᵒ ┘ ╩ ∆╢ ⁸D1690C00018♃כ♦ 38 ⁸39  

 ┘ ╩ ⇔⁸ ≢ ◖fi♩꜡כꜟ⅜ ⌂2

╩ ⌐⁸ 10 mg ╩ ⇔√≤⅝─ ┘

╩ ⇔√⁹ 

♦◙▬fi ⁸ ⁸ⱪꜝ☿Ⱳ ⁸ ⁸ ⁸  

 ┘ ╩ ⇔≡™╢2 922  

 ╩ⱪꜝ☿Ⱳ ≤ 10 mg ⌐ ↑⇔⁸1 1 ⌐24

⇔√ 24 ⁹↕╠⌐ ⌐ ╡ ≡╠╣√

┘ ╩ ⇔√ 28 52 ⁹ 

▬fi☻ꜞfi ╩ ↑≡™╢ │⁸ ─ │ ▬fi

☻ꜞfi ⌐⁸▬fi☻ꜞfi1 ╩25 ⇔√⁹ ⅛

╠─ ⁸ ┘ ─ │ ⇔√⁹ 

 ₒ ₓ 

24 LOCF─HbA1c─ⱬכ☻ꜝ▬fi ⅛╠─ ╖

│⁸ⱪꜝ☿Ⱳ 0.08 ≤ ⇔⁸ 10 mg - 0.38 ≢ ⌐

⇔√ p 0.0001 ⁹ 10 mg ─HbA1c─ │⁸104 ╕≢

⇔√⁹ 

ₒ ₓ 

104 ─ ─ ─ │⁸ⱪꜝ☿Ⱳ ≤ ⇔⁸ 10 mg ≢

⅛∫√⁹65 ≢│ⱪꜝ☿Ⱳ ≤ ⇔⁸ 10 mg ≢ ⅛∫√⁹ 65

ⱪꜝ☿Ⱳ 16.3 ⁸ 10 mg 16.9 ⁸65 ⱪꜝ☿Ⱳ 18.7 ⁸

10 mg 31.4 ─ ⅜ⱪꜝ☿Ⱳ 1 ⁸ 10 mg 2 ≢ ⇔

√⁹ ⌂ ≤ ↕╣√ ⅜ 10 mg 3 ≢ ⇔√⁹ 
  
 ⱪꜝ☿Ⱳ 

462  

 

10 mg 460  

 351 76. 0  357 77. 6  

 131 28. 4  123 26. 7  

│  376 81. 4  367 79. 8  

 80 17. 3  106 23. 0  

⌐ ∫√  4  0. 9  7  1. 5  

⌂  68 14. 7  77 16. 7  

⌂  1  0. 2  7  1. 5  

⌐ ∫√ ⌂  9  1. 9  15  3. 3  

⌐ ∫√  48 10. 4  66 14. 3  

⌐ ∫√  2  0. 4  1  0. 2  

⁸MedDRA/J ver.15.1⁸ כꜙ◐☻꜠ ╩♃כ♦─ ╗  

ה ≢⌂™ ┘ 4 ╕≢╩  

ה ⌂ 30 ╕≢╩  

ה ⌂ ≤⇔≡ ↕╣√ ─╖⁸ ⁸ ⁸ ⌂ ⁸

⌂ ⁸ ⌐ ∫√ ─ ⌐ ╘√⁹ 

 

─ ↕╣√ ┘ ₄2 ₅ ⁸ ⌐│♄Ɽ◓ꜞⱨ꜡☺fi≤⇔≡5 mg╩1 1

∆╢⁹⌂⅔⁸ ⌂ ⌐│⁸ ╩ ⌐ ⇔⌂⅜╠10 mg1 1 ⌐ ∆╢↓≤⅜≢⅝╢⁹ 

 

β │⁸ ─●▬♄fi☻─ ⌐ ∫≡ ─≤⅔╡ ⇔√⁹ 

─  ─ ╛ ─√╘⌐ ⅛╠─ ⅜ ⌂ ⁸⅛≈

│ ⌐╟╢ ⅜54 mg/dL ☻כ◖ꜟ◓⁸≢ │◓ꜟ◌◗fi ⌐╟╡

⌐ ∆╢  

─  ─ ⌐│ ⇔⌂™⅜⁸ ⅛╠─ ─ ╩ ╦⌂™

⅛≈ │ ⌐╟╢ ⅜63 mg/dL ⁸ │ ⅛≈ ⅜63 

mg/dL ─  

∕─ ─  ⌐ ⇔√ ⅛╠ ⅜ ╦╣╢⅜⁸ ≢ ↕╣⌂™  
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ᵓ ╩ ∆╢ ⁸D1690C00019♃כ♦ 40 ⁸41  

 ╩ ⇔⁸ ≢ ◖fi♩꜡כꜟ⅜ ⌂2

╩ ⌐⁸ 10 mg ╩ ⇔√≤⅝─ ┘ ╩

⇔√⁹ 

♦◙▬fi ⁸ ⁸ⱪꜝ☿Ⱳ ⁸ ⁸ ⁸  

 ╩ ⇔≡™╢2 965  

 ╩ⱪꜝ☿Ⱳ ≤ 10 mg ⌐ ↑⇔⁸1 1 ⌐24

⇔√ 24 ⁹↕╠⌐ ⌐ ╡ ≡╠╣√

┘ ╩ ⇔√ 28 52 ⁹ 

▬fi☻ꜞfi ╩ ↑≡™╢ │⁸ ─ │ ▬fi

☻ꜞfi ⌐⁸▬fi☻ꜞfi1 ╩25 ⇔√⁹ ⅛

╠─ ⁸ ┘ ─ │ ⇔√⁹ 

 ₒ ₓ 

24 LOCF─HbA1c─ⱬכ☻ꜝ▬fi ⅛╠─ ╖

│⁸ⱪꜝ☿Ⱳ 0.07 ≤ ⇔⁸ 10 mg - 0.33 ≢ ⌐

⇔√ p 0.0001 ⁹ 

10 mg ≢│⁸ⱪꜝ☿Ⱳ ≤ ⇔⁸ 24 ─HbA1c─

│⁸104 ╕≢ ⇔√⁹ 

ₒ ₓ 

104 ─ ─ ─ │⁸ⱪꜝ☿Ⱳ ≤ ⇔⁸ 10 mg

≢ ⅛∫√⁹™∏╣─ ≢╙⁸ⱪꜝ☿Ⱳ ≤ ⇔⁸ 10 mg

≢ ⅛∫√ 65 ⱪꜝ☿Ⱳ 13.6 ⁸ 10 mg 21.7 ⁸65

ⱪꜝ☿Ⱳ 12.9 ⁸65 24.5 ⁹ 

⌂ ≤ ↕╣√ ⅜ⱪꜝ☿Ⱳ 2 ⁸ 10 mg 2 ≢

⇔√⁹ 

  

 ⱪꜝ☿Ⱳ 

483  

 

10 mg 482  

 350 72.5  371 77.0  

 142 29.4  148 30.7  

│  374 77.4  400 83.0  

 64 13.3  111 23.0  

⌐ ∫√  6  1.2  7  1. 5  

⌂  111 23.0  101 21.0  

⌂  3  0. 6  2  0. 4  

⌐ ∫√ ⌂  23  4.8  6  1.2  

⌐ ∫√  50 10.4  49 10.2  

⌐ ∫√  0 0 

⁸MedDRA/J ver.15.1⁸ כꜙ◐☻꜠ ╩♃כ♦─ ╗  

ה ≢⌂™ ┘ 4 ╕≢╩  

ה ⌂ 30 ╕≢╩  

ה ⌂ ≤⇔≡ ↕╣√ ─╖⁸ ⁸ ⁸ ⌂ ⁸

⌂ ⁸ ⌐ ∫√ ─ ⌐ ╘√⁹ 

 

─ ↕╣√ ┘ ₄2 ₅ ⁸ ⌐│♄Ɽ◓ꜞⱨ꜡☺fi≤⇔≡5 mg╩1 1

∆╢⁹⌂⅔⁸ ⌂ ⌐│⁸ ╩ ⌐ ⇔⌂⅜╠10 mg1 1 ⌐ ∆╢↓≤⅜≢⅝╢⁹ 
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6  

1 ⁸ ⁸ ⁸

☻כⱬ♃כ♦ ⁸ ─  

2 ╩ ≤⇔√▬fi☻ꜞfi D1692C00013 42 ⁸43  

 ▬fi☻ꜞfi ≢ ◖fi♩꜡כꜟ⅜ ⌂2 ╩ ⌐⁸

╩ ⇔√≤⅝─ ┘ ╩ ⇔√⁹ 

♦◙▬fi ⁸ ⁸ ⁸ ⁸ⱪꜝ☿Ⱳ  

 ▬fi☻ꜞfi ₡ ⁸ ⁸ ⁸ ┘ ─™∏╣⅛

2 ╕≢⁸0.2 /kg/ ⅛≈15 / ₢ │DPP- 4

≢ ◖fi♩꜡כꜟ⅜ ⌂2 DPP- 4 ─  

ₒ ₓ 122 ⁸ⱪꜝ☿Ⱳ 60   

ₒ ₓ 118 ⁸ⱪꜝ☿Ⱳ- ⅎ 57  

 1 20 ─ │ ≢HbA1c⅜7.2- 11.0 ─2  

2 ╖ ╣ 8 ─▬fi☻ꜞfi ╩ ↑≡™╢

⅜0.2 /kg/ ⅛≈15 /body/ DPP- 4 ─

│ ≤⇔√ 

3 eGFR⅜45 mL/min/1.73 m2 ─  

 1 ▬ⱬfi♩ ⁸ ⁸ ╩ ℮

⁸ ⁸ TIA ⅜ ╖ י2ִ─╣

⌐ ⇔√  

2 ╖ י6ִ╠⅛╣ ⌐♅▪♂ꜞ☺fi ╩ ↕╣√  

 ₒ 16 ₓ 

≢ ╩ 5 mg ≤ⱪꜝ☿Ⱳ ⌐2:1⌐ ⌐ ↑⁸∕╣∙╣

1 1 ⇔√⁹ 

ₒ 36 ₓ 

16- 20 ╕≢⌐ⱪꜝ☿Ⱳ ╩ 5 mg ⌐ ╡ ⅎ⁸ ≢36

╩ ⇔√⁹20 ⌐ ◖fi♩꜡כꜟ HbA1c 7.5 │

10 mg⌐ ⇔√⁹ 

 

ₒ ┘ ⌐⅔↑╢▬fi☻ꜞfi─ ₓ 

─  

1 SMBG70 mg/dL≢ ₁─ ╛ ⌐ ⅝⌂ ╩⅝√↕⌂™

╩ ⇔√ ⁸№╢™│ ⅜ ≤ ⇔√  

2 SMBG80 mg/dL⅜2 ⇔≡ ⇔⁸ ⌐╟╡ ─ꜞ

☻◒⅜ ™ ≤ ↕╣√  
 

─  

1 SMBG≢FPG 240 mg/dL⅜2 ↑≡ ⇔√  

2 ≢FPG 240 mg/dL⅜1 ⇔√  
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 16 ⌐⅔↑╢HbA1c─ⱬכ☻ꜝ▬fi ⅛╠─  

ה  16 ⌐⅔↑╢ ⁸▬fi☻ꜞfi1 ─ⱬכ☻ꜝ▬fi

⅛╠─  

ה 16 ⌐⅔↑╢▬fi☻ꜞfi1 ⅜ⱬכ☻ꜝ▬fi ⅛╠10

⇔√ ─  

 

 ₒ ₓ 

16 ⌐⅔↑╢HbA1c NGSP ─ⱬכ☻ꜝ▬fi ⅛╠─  

HbA1c│ ≢│ⱬכ☻ꜝ▬fi 8.26 ⅛╠8 7.54 ╕≢ ⌂

⅜ ╘╠╣⁸16 ╕≢│ ─ ≢ ⇔√⁹ ⁸ⱪꜝ☿Ⱳ

⌐ ╠⅛⌂ │╖╠╣⌂⅛∫√⁹ 

16 ⌐⅔↑╢ ─ⱬכ☻ꜝ▬fi⅛╠─HbA1c │- 0.55 ≢⁸

ⱪꜝ☿Ⱳ ≤─ │- 0.60 95 CI - 0.81, - 0.39 p 0.0001 ≢№∫√⁹ 
 

 
HbA1c─ⱬכ☻ꜝ▬fi ⅛╠─ LOCF  

ₒ ₓ 

16 ⌐⅔↑╢ ─ⱬכ☻ꜝ▬fi ⅛╠─  

─ⱬכ☻ꜝ▬fi⅛╠─ │- 21.7 mg/dL 95 CI - 28.3,  

- 15.1 ≢⁸ⱪꜝ☿Ⱳ │1.0  mg/dL 95 CI - 8.4 , 10.3 ≢№╡⁸

≤ⱪꜝ☿Ⱳ ≤─ │⁸- 22.7 95 CI - 33.2, - 12.2 p 0.0001 ≢№∫

√⁹ 

 

16 ⌐⅔↑╢▬fi☻ꜞfi1 ─ⱬכ☻ꜝ▬fi ⅛╠─  

─1 ─ ▬fi☻ꜞfi ─ⱬכ☻ꜝ▬fi⅛╠─ │- 0.74 /

95 CI - 1.21,0.27 ⁸ⱪꜝ☿Ⱳ ≢│- 0.02 / 95 CI - 0.68,0.64

≢№╡⁸ ≢ⱪꜝ☿Ⱳ ≤ ⇔≡▬fi☻ꜞfi ─ ⌂ ⅜ ╘

╠╣√⅜⁸ ⌐ ≢│⌂⅛∫√ - 0.72 95 CI  

- 1.51,0.07 p=0.0743 ⁹ 

 

16 ⌐⅔↑╢▬fi☻ꜞfi1 ⅜ⱬכ☻ꜝ▬fi ⅛╠10

⇔√ ─  

ⱬכ☻ꜝ▬fi⅛╠▬fi☻ꜞfi ⅜10 ⇔√ ─ │⁸ ≢

ⱪꜝ☿Ⱳ ╟╡ ⌐ ⅛∫√ 8.2 vs4.9 ⁹ 



 

83 

 

ₒ∕─ ₓ 

52 ⌐⅔↑╢HbA1c─ⱬכ☻ꜝ▬fi ⅛╠─  

HbA1c│ ≢│⁸8 ╕≢⌐╖╠╣√ ⌂ ⅜

↕╣√⁹ⱪꜝ☿Ⱳ- ⅎ ≢│20 ⅛╠HbA1c─ ⅜╖╠╣

√⁹52 ⌐⅔↑╢ⱬכ☻ꜝ▬fi⅛╠─HbA1c │ ≢ 

- 0.74 95 CI: - 0.88, - 0.60 ⁸ⱪꜝ☿Ⱳ- ⅎ ≢- 0.83 95

CI: - 1.04, - 0.62 ≢№∫√⁹ 

 
HbA1c─ⱬכ☻ꜝ▬fi ⅛╠─ LOCF  

 

52 ⌐⅔↑╢ ─ⱬכ☻ꜝ▬fi ⅛╠─  

ⱬכ☻ꜝ▬fi⅛╠─ ─ │ ≢- 22.3 mg/dL

95 CI: - 29.9, - 14.7 ⁸ⱪꜝ☿Ⱳ- ⅎ ≢- 24.7 mg/dL 95 CI:  

- 33.9, - 15.6 ≢№∫√⁹ 

 

52 ⌐⅔↑╢▬fi☻ꜞfi─1 ─ⱬכ☻ꜝ▬fi ⅛╠─  

ⱬכ☻ꜝ▬fi⅛╠─▬fi☻ꜞfi─1 ─ │ ≢- 1.52

/ 95 CI: - 2.19, - 0.84 ⁸ⱪꜝ☿Ⱳ- ⅎ ≢- 2.14 /

95 CI: - 3.74, - 0.54 ≢№∫√⁹ 

 

20- 52 ⌐⅔↑╢  

20- 52 ⌐ 5 ⅛╠10 mg⌐ ↕╣√ ─ │⁸

≢58.5 ⁸ⱪꜝ☿Ⱳ- ⅎ ≢64.9 ≢№∫√⁹ 

ₒ ₓ 

16 ⌐⅔↑╢ ─ │ ≢48.8 60/123 ⁸ⱪꜝ

☿Ⱳ ≢36.7 22/67 ≢№∫√⁹ ⌂ │ ↕╣⌂⅛∫√⁹

─ ⇔√ ─ │ ≢19.5 24/123 ⁸ⱪꜝ☿Ⱳ

≢23.3 14/60 ⁸≢№∫√⅜⁸™∏╣─ ⌐⅔™≡╙ ─

╛ ⌐ ∫√ │ ↕╣⌂⅛∫√⁹ 

52 ⌐⅔↑╢ ─ │ ≢82.9 102/123 ⁸

ⱪꜝ☿Ⱳ- ⅎ ≢71.7 43/60 ≢№∫√⁹ ⌂ ─

│⌂⅛∫√⁹ ─ ⌂ │⁸ 25.2 31/123 ⁸

12.2 15/123 ⁸ 7.3 9/123 ⁸ 6.5 8/123 ⁸

6.5 8/123 ≢№∫√⁹ ─ ⇔√ ─ │

≢35.0 43/123 ⁸ⱪꜝ☿Ⱳ- ⅎ ≢41.7 25/60 ≢№∫

√⅜⁸™∏╣─ ⌐⅔™≡╙ ─ ╛ ⌐ ∫√ │

↕╣⌂⅛∫√⁹ 
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β │⁸ ─●▬♄fi☻─ ⌐ ∫≡ ─≤⅔╡ ⇔√⁹ 

─  ─ ╛ ─√╘⌐ ⅛╠─ ⅜ ⌂ ⁸⅛≈

│ ⌐╟╢ ⅜54 mg/dL ≢⁸◓ꜟ◖-☻ │◓ꜟ◌◗fi ⌐╟╡

⌐ ∆╢  

─  ─ ⌐│ ⇔⌂™⅜⁸ ⅛╠─ ─ ╩ ╦⌂™

⅛≈ │ ⌐╟╢ ⅜63 mg/dL ⁸ │ ⅛≈ ⅜63 

mg/dL ─  

∕─ ─  ⌐ ⇔√ ⅛╠ ⅜ ╦╣╢⅜⁸ ≢ ↕╣⌂™  

 

 

╩ ≤⇔√ 44  

י3ִ ⌐ ╩ ╘≡ ↕╣√ 65 ─ 2 ╩

⌐⁸ ⌐⅔↑╢ ─ ┘ ╩ ∆╢√╘

╩ ⇔ 1714 ╩ ⇔√⁹ │ 1708 ⁸

│ 1622 ≢№∫√⁹ ⁸ │ 213 12.5 ⌐

╘╠╣√⁹ ⌂ │⁸ 17 1.0 ⁸ 14 0.8 ⁸ ∕℮

13 0.8 ⁸ ╘╕™ 11 0.6 ⁸ 9 0.5 ┘

8 0.5 ≢№∫√⁹ ⌂ │ 18 1.1 ⌐ 28 ╘╠╣√⁹

─ ─ │⁸₈75 80 ₉⅜ 17.0 55/324 ⁸₈80

₉⅜ 15.6 33/211 ≢№╡⁸₈65 70 ₉─ 9. 9 66/668

┘₈70 75 ₉─ 11. 7 59/505 ╟╡╙ ↄ⁸ ─ p

⅜ 0.05 ╩ ∫√ p=0.0066 ⁹ 

⌐ ∆╢ HbA1c⁸ ⁸ ⁸▬fi☻ꜞfi⁸ ⁸

BMI⁸ ─ ≢│⁸ ≤≤╙⌐ ┼─ ⅜ ╘╠╣√⁹ 

 

⌐ ∆╢ 45  

─ ⌐⅔↑╢ ┘ ╩ ∆╢√╘⁸ ╩│∂╘≡

↕╣√ 2 ╩ ≤⇔⁸ ╩ 3 ≤⇔≡

╩ ⇔√⁹ 

│ 7581 ⁸ │ 7359 ≤⇔√⁹ ─

│ י36ִ ⅜ 50.6 3838 ⁸ 1 │ 5 mg⅜ 90.7 6876

≢№∫√⁹ 7581 ⁸ │ 981 12.9 ⌐ ╘

╠╣⁸╙∫≤╙ ⅜ ⅛∫√╙─│ 70 0.9 ≢№╡⁸ ™≢ ∕℮

51 0.7 ≢№∫√⁹ ⌂ │ 135 1.8 ⌐ ╘╠╣√⁹ 

≤⇔√ │⁸ ה ⌐ ∆╢≤ ⅎ╠╣╢

215 2.8 ⁸ ⌐ ∆╢≤ ⅎ╠╣╢ 27 0.4 ⁸

ה ⌐ ∆╢≤ ⅎ╠╣╢ 94 1.2 ⁸ ⌐ ∆╢≤

ⅎ╠╣╢ 91 1.2 ⁸ ה ⌐ ∆╢≤ ⅎ╠╣╢

59 0.8 ⁸ ⌐ ∆╢≤ ⅎ╠╣╢ 6 0.1 ⁸

⌐ ∆╢≤ ⅎ╠╣╢ 75 1.0 ⁸ ⌐ ∆╢≤
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ⅎ╠╣╢ 58 0.8 ⁸ ⌐ ∆╢≤ ⅎ╠╣╢ 54

0.7 ⁸◔♩fi ⌐ ∆╢≤ ⅎ╠╣╢ 46 0.6 ⁸

⌐ ∆╢≤ ⅎ╠╣╢ 25 0.3 ⁸ ⌐ ∆╢≤ ⅎ╠╣

╢ 6 0.1 ≢№∫√⁹ 

─ ⌐╟╡ HbA1c⁸ ⁸ ⁸ ⁸BMI⁸ │ י36ִ ⌐

╦√╡ ⅜ ╘╠╣√⁹ 

 

2 ≤⇔≡ ─ │ ⇔√ ה ─  

⌂⇔ 

 

7 ∕─  

╩ ≤⇔√ й D1699C00001 DAPA- HF ┘

D169CC00001DELIVER ─ 46 ⁸47  

─ ─ ─◄ⱦ♦fi☻╩ ∆╢√╘⌐⁸ ┘⌐ⱬכ☻ꜝ▬fiLVEF

⅜♄Ɽ◓ꜞⱨ꜡☺fi─ ⌐ ∆╢⅛ ⅛ ∆╢√╘⌐⁸LVEF⅜40

─ ╩ ≤⇔√D1699C00001 ≤LVEF⅜40 ─ ╩ ≤

⇔√D169CC00001 ─ 11,007 ╩ ⇔√⁹ 

10 mg │ⱪꜝ☿Ⱳ╩1 1 ⇔√≤⅝─ ◄fi♪ⱳ▬fi♩

⁸ ⌐╟╢ ⁸ ⌐╟╢ ─ ─p │0.2970≢№╡⁸

─ │ ╘╠╣⌂⅛∫√⁹ ─ ─Ɫ◙כ♪ │0.85 95

CI 0.75, 0.96 ⁸p=0.0115 ≢№╡⁸ ⅜ ⌐ ⇔⁸ ─ │⌂

™↓≤⅜ ↕╣√ ─p=0.5860 ⁹ 

◄fi♪ⱳ▬fi♩⌐ ∆╢ ─ │LVEF⌐╟╢ ╩ ↑⌂™↓≤

⅜ ↕╣√⁹╕√⁸ ⌐ ∆╢ ─ ─╟╡ ⌂ ⅜ ╠╣⁸

⌐⅔↑╢ ⌐╟╢ ─ ⅜ ↕╣√⁹ 
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м. ⌐ ∆╢  

1. ⌐ №╢ │  

♫♩ꜞ►ⱶכ◖ꜟ◓ה☻ sodium- glucose co- transporter SGLT 2  

─№╢ ─ ה │⁸ ─ ╩ ∆╢↓≤⁹ 

2.  

1 ה  

SGLT2│ ⌐ ⌐ ⇔≡⅔╡⁸ ╩☻כ◖ꜟ◓≢ ∆╢

╩ ℮ ⌂ ≢№╢48 ⁹♄Ɽ◓ꜞⱨ꜡☺fi│⁸SGLT2─ ⅛≈ ⌂

≢№╢ Ki 0.55 nM 49 ⁹♄Ɽ◓ꜞⱨ꜡☺fi│⁸ כ◖ꜟ◓╢↑⅔⌐

☻─ ╩ ⇔⁸ ☻כ◖ꜟ◓ ╩ ∆╢↓≤⌐╟╡⁸ ┘

─ ◖fi♩꜡כꜟ╩ ∆╢⁹ 

 

♄Ɽ◓ꜞⱨ꜡☺fi─ ⌐ ∆╢ ⌐│⁸SGLT2 ⌐╟╢

┘ ⌐ ⅎ≡⁸ ┼─ ⅜ ⇔≡™╢

⅜№╢50 ⁹╕√⁸NLRP3 ▬fiⱨꜝⱴ♁כⱶ─ ⌐ ∆╢♄Ɽ◓ꜞⱨ꜡

☺fi─ ⅜⁸ ┼─ ⌂ ╩╙√╠∆ ─ ≢№╢ ⅜ ↕

╣√51 ⁹ 

♄Ɽ◓ꜞⱨ꜡☺fi─ ⌐ ∆╢ ⌐│⁸SGLT2 ⌐╟╡⁸

⌐ ∆╢♫♩ꜞ►ⱶ ⅜ ⇔⁸ ⱨ▫כ♪Ᵽ♇◒⅜ ↕╣╢↓

≤≢ ⅜ ∆╢↓≤⅜ ⇔≡™╢ ⅜№╢52)⁹╕√⁸ ─ ⅜

⌐╟╢⁸ ─ ⁸ ⁸ ┘ ─ ─

─ ≤ ╖ ╦↕∫≡⁸ ╩ ∆╢↓≤⅜ ⇔≡™╢ ⅜№

╢53)⁹ 
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2 ╩ ↑╢  

1 SGLT2─ in vitro   

ᵑ ⱥ♩─SGLT2 ┘SGLT1⌐ ∆╢ ┘ 49  

ⱥ♩─SGLT2 ┘SGLT1⌐ ∆╢♄Ɽ◓ꜞⱨ꜡☺fi─ ╩ ╘≡ ╩

⇔√⁹ 

♄Ɽ◓ꜞⱨ꜡☺fi│ⱥ♩SGLT2⌐ ∆╢ ⅛≈ ⌂ ≢№╡⁸Ki

⅛╠ ⇔√ⱥ♩SGLT1⌐ ∆╢ⱥ♩SGLT2 │1,400 ≢№∫√⁹SGLT1

│⁸ ─╒⅛⁸ ⌐ ☻כ◖ꜟ◓⁸≡⇔ ⌐ ∆╢ ⌂

≢№╢54 ⁹ 

ⱥ♩─SGLT2 ┘SGLT1⌐ ∆╢ ┘  

 Ki nmol/L  SGLT1⌐ ∆╢ 

SGLT2  

Ki ─  

IC50 nmol/L  SGLT1⌐ ∆╢ 

SGLT2  

IC50 ─

 

ⱥ♩SGLT2 ⱥ♩SGLT1 ⱥ♩SGLT2 ⱥ♩SGLT1 

♄Ɽ◓ꜞⱨ꜡☺fi 0. 55±0. 16 810±200 1,473 1.12±0.065 1, 391±7 1, 242 

ⱨ꜡ꜞ☺fi    35.6±4.2 330±50 9 

° Ki n=3⁸IC50 n=10 18  

Ki  

IC50 50  

[ ]  

ⱥ♩─SGLT2 │SGLT1╩ ⇔√CHO ╩ ™⁸♄Ɽ◓ꜞⱨ꜡☺fi

≢SGLT ╢№≢◓꜡♫▪☻כ◖ꜟ◓ [ 14C]ɖ- ⱷ♅ꜟ◓ꜟ◖Ⱨꜝⱡ◦♪

[ 14C]AMG╩ ⅎ≡ ⇔⁸ [ 14C]AMG─ ⅛╠ SGLT⌐ ∆╢♄Ɽ◓ꜞ

ⱨ꜡☺fi─Ki ┘IC50 ╩ ╘√⁹ 

 

2 ─ ┘ ☻כ◖ꜟ◓ ─ ꜝ♇♩ 55  

ꜝ♇♩ ┘ ⸗♦ꜟꜝ♇♩╩ ™≡⁸♄Ɽ◓ꜞⱨ꜡☺fi─ ☻כ◖ꜟ◓

┘ ☻כ◖ꜟ◓ ╩ ⇔√⁹ 

ᵑ ꜝ♇♩⌐⅔↑╢  

♄Ɽ◓ꜞⱨ꜡☺fi1 ┘10 mg/kg─ ⌐╟╡⁸ ⅜AUC☻כ◖ꜟ◓

⌐ ═≡ ⌐ ⇔√⁹╕√⁸♄Ɽ◓ꜞⱨ꜡☺fi1 ┘10 mg/kg

≢ ⌂ ☻כ◖ꜟ◓ ─ ⅜ ╘╠╣√⁹ 

        ♄Ɽ◓ꜞⱨ꜡☺fi  AUC⁸☻כ◖ꜟ◓

        24 ☻כ◖ꜟ◓ ┘  

 

mg/kg  

☻כ◖ꜟ◓

AUC mgהh/dL  

24  

☻כ◖ꜟ◓ mg  

24  

mL  

0  69.11±2.17    3±0.4   5±0.6 

0.01 75.80±3.55  5±1   7±0.1 

0.1 60.78±7.93   707±165Η 12±1* 

1  48. 00±5.25# 1, 369±74**     16±0.4 ***  

10  34. 98±0.75# 2, 417±205**     27±0.8 ***  

± n=3  
Η p=0.05⁸* p 0.05⁸** p 0.01⁸*** p 0.001 vs. 18 ⱬכ☻ꜝ▬fi ⁸

─№╢Student' s t  

# p 0.05 vs. ⁸Fisher ' s LSD  
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[ ]  

Sprague- Dawley SD ꜝ♇♩⌐ │♄Ɽ◓ꜞⱨ꜡☺fi 0.01 10 

mg/kg ╩ ⇔√ ⁸50 ☻כ◖ꜟ◓ ╩ ☻כ◖ꜟ◓⁸⇔

1 ─ ╩AUC☻כ◖ꜟ◓ ⇔√⁹╕√⁸ ⌐ ↑⁸ ⁸

⇔√ꜝ♇♩─ ╟╡ ╩ ⇔⁸ ☻כ◖ꜟ◓ ╩ ⇔√⁹ 

 

ᵒ ꜝ♇♩⌐⅔↑╢ ─  

ꜝ♇♩⌐♄Ɽ◓ꜞⱨ꜡☺fi╩ ⇔⁸ ┘ ☻כ◖ꜟ◓

─ ╩ ⇔√⁹ 

♄Ɽ◓ꜞⱨ꜡☺fi ≢│⁸ 0 6 ┘0 24 ─ ☻כ◖ꜟ◓

⅜ ⌐ ═≡ ⌐ ⇔⁸∕─ │ 0 6 ≢800 ⁸0

24 ≢300 ≢№∫√⁹╕√⁸ №√╡─ ☻כ◖ꜟ◓ ─ │⁸

─ №√╡─ ─ ≤ ⇔≡™√⁹ ☻כ◖ꜟ◓ │⁸

0 24 ⌐ ═≡⁸ 24 48 ┘ 48 72 ⌐│ ⇔⁸

╙ ─ ╩ ⇔√⁹ 

  
♄Ɽ◓ꜞⱨ꜡☺fi ─  

 0 6 0 24 24 48 48 72 72 96 96 168 

№√╡─ ☻כ◖ꜟ◓ mg/ h  

 0.09 

±0.02 

0.23 

±0.02 

0.28 

±0.06 

0.12 

±0.08 

0.02 

±0.02 

0.04 

±0.02 

♄Ɽ◓ꜞⱨ꜡☺fi 73 

±6* 

74 

±5* 

12 

±3* 

0.89 

±0.5 

0.22 

±0.12 

0.14 

±0.12 

№√╡─ mL/h  

 0.22 

±0.05 

0.32 

±0.03 

0.29 

±0.03 

0.26 

±0.03 

0.14 

±0.02 

0.10 

±0.03 

♄Ɽ◓ꜞⱨ꜡☺fi 1.19 

±0.07* 

0.98 

±0.04* 

0.36 

±0.05 

0.22 

±0.05 

0.13 

±0.03 

0.09 

±0.02 

± n=6  

* p 0.0001 vs. ⁸Fisher ' s LSD  

[ ]  

SD ꜝ♇♩⌐ │♄Ɽ◓ꜞⱨ꜡☺fi 1 mg/kg ╩ ⇔√

⁸ ◘fiⱪꜟ╩ 6⁸24⁸48⁸72⁸96 ┘168 ⌐ ⇔⁸ כ◖ꜟ◓┘

☻ ╩ ⇔√⁹ 
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ᵓ ☻♩꜠ⱪ♩♂♩◦fi ⸗♦ꜟꜝ♇♩⌐⅔↑╢ 56  

☻♩꜠ⱪ♩♂♩◦fi STZ ⸗♦ꜟꜝ♇♩⌐♄Ɽ◓ꜞⱨ꜡☺fi╩

⇔⁸ ꜠ⱬꜟ ☻כ◖ꜟ◓ ⌐ ╓∆ ╩ ⇔√⁹ 

♄Ɽ◓ꜞⱨ꜡☺fi0.03 ┘0.1 mg/kg ≢│⁸ 2⁸3⁸4 ┘5 ─

☻כ◖ꜟ◓ ⅜ ⌐ ═≡ ⌐ ⇔√⁹ ─ כ◖ꜟ◓

☻ │ 5 ⌐⅔™≡╙ ⌐ ═≡∕╣∙╣45 ┘55

⇔≡™√⅜⁸0.01 mg/kg ≢│ │ ╘╠╣⌂⅛∫√↓≤⅛╠⁸♄Ɽ◓

ꜞⱨ꜡☺fi ⌐╟╡⁸ ⌂ ☻כ◖ꜟ◓ ⅜ ↕╣√⁹ 

 

 

 

 
♄Ɽ◓ꜞⱨ꜡☺fi ─ ☻כ◖ꜟ◓ ─  

[ ]  

STZ ⸗♦ꜟSD ꜝ♇♩ STZꜝ ♇♩ ⌐⁸ │♄Ɽ◓ꜞⱨ꜡☺fi

0.01 0.1 mg/kg ╩ ⇔≡⁸ ⁸30⁸60⁸120⁸180⁸240 ┘

300 ⌐ ⅛╠ ⇔⁸ ☻כ◖ꜟ◓ ╩ ⇔√⁹ 
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ᵔ ⸗♦ꜟZDFꜝ ♇♩⌐⅔↑╢ 57  

⸗♦ꜟZucker diabetic fatty ZDF ꜝ♇♩ ꜠ⱪ♅fi

⌐ ⅜№╡⁸ ⁸ ┘▬fi☻ꜞfi ╩ ∆⁹╕√⁸ ɗ

╩ ⇔⁸ 8 10 ╕≢⌐ ╩ ∆╟℮⌐⌂╢2 ─⸗♦

ꜟ ╩ ™≡⁸♄Ɽ◓ꜞⱨ꜡☺fi ─ ☻כ◖ꜟ◓ ┘

☻כ◖ꜟ◓ ⌐ ╓∆ ╩ ⇔√⁹ 

 

♄Ɽ◓ꜞⱨ꜡☺fi0.01⁸0.1⁸1 ┘10 mg/kg╩ ⇔√ZDFꜝ ♇♩─0 6 ─

☻כ◖ꜟ◓ │⁸ ≤ ═≡∕╣∙╣9.6⁸17⁸18 ┘18 ─

⌂ ╩ ⇔⁸ ─ ╙ ↕╣√ ∕╣∙╣ ─5⁸9⁸10 ┘10

⁹↓╣╠─ ≤ ⇔≡♄Ɽ◓ꜞⱨ꜡☺fi 6 ─ ☻כ◖ꜟ◓

─ ⌂ ╙ ╘╠╣√ 0.01⁸0.1⁸1 ┘10 mg/kg ≢⁸∕╣∙╣

⌐ ═≡17 ⁸54 ⁸64 ┘73 ─ ⁹ 

  

♄Ɽ◓ꜞⱨ꜡☺fi 0 6 ─ ☻כ◖ꜟ◓  

 

 

♄Ɽ◓ꜞⱨ꜡☺fi 6 ⌐⅔↑╢ ☻כ◖ꜟ◓  
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[ ]  

⸗♦ꜟZDFꜝ ♇♩⌐ │♄Ɽ◓ꜞⱨ꜡☺fi 0.01 10 mg/kg

╩ ⇔⁸ ⌐ ⁸ 2⁸4⁸6 ⌐ ┘ ╩ ™⁸

☻כ◖ꜟ◓ ┘ ☻כ◖ꜟ◓ ╩ ⇔√⁹ 

 

ᵕ ⸗♦ꜟZDFꜝ ♇♩⌐⅔↑╢ 58  

ZDFꜝ ♇♩⌐♄Ɽ◓ꜞⱨ꜡☺fi╩15 ⇔⁸ ☻כ◖ꜟ◓ ⌐

╓∆ ┘⌐ ┘ ─ ☻כ◖ꜟ◓ ⌐ ╓∆ ╩

⇔√⁹ 

♄Ɽ◓ꜞⱨ꜡☺fi─0.01⁸0.1⁸1 ┘10 mg/kg ─ 8 ─ ≢─

☻כ◖ꜟ◓ │⁸ ⌐ ═≡∕╣∙╣27⁸46⁸66 ┘72 ─ ⌂

╩ ⇔⁸╕√ 14 ─ ≢│⁸ ≢∕╣∙╣16 ⁸30 ⁸44

┘47 ─ ⌂ ╩ ⇔√⁹ 15 ─ ≢─ ┘ כ◖ꜟ◓

☻ │⁸ ⌐ ═≡ ⇔√⅜⁸♄Ɽ◓ꜞⱨ꜡☺fi ≢│⁸ ◓ꜟ

☻כ◖ ─ ⌂ ⅜ ╘╠╣√⁹ 

 

♄Ɽ◓ꜞⱨ꜡☺fi1 1 15 ─ 

┘ ─ ☻כ◖ꜟ◓  
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♄Ɽ◓ꜞⱨ꜡☺fi1 1 15 ─ 

☻כ◖ꜟ◓ ─  

[ ]  

ZDFꜝ ♇♩⌐ │♄Ɽ◓ꜞⱨ꜡☺fi 0.01 10 mg/kg ╩1 1 15

⇔⁸ ╘╠╣√ ⌐24 ─ ≤ ☻כ◖ꜟ◓ ╩ ⇔

√⁹ │ ⌐ ⇔√⁹ 

 

3 ☻כ◖ꜟ◓ ┘ ɗ ┘ ⌐ ∆╢ ꜝ♇♩ 59  

ᵑ ▬fi☻ꜞfi ◒ꜝfiⱪ ☻כ◖ꜟ◓╢╟⌐ ⌐ ╓∆♄Ɽ◓ꜞⱨ

꜡☺fi─ ─ 60  

♄Ɽ◓ꜞⱨ꜡☺fi╩ ⇔√ZDFꜝ ☻כ◖ꜟ◓─♩♇ ╩ ▬fi

☻ꜞfi ◒ꜝfiⱪ β⌐╟╡ ⇔√⁹ 

 

♄Ɽ◓ꜞⱨ꜡☺fi╩15 ⇔√≤⅝─ ☻כ◖ꜟ◓

│138 mg/dL≢⁸ 295 mg/dL ⌐ ═≡ ⌂ ╩ ⇔√⁹╕√⁸◒

ꜝfiⱪ ─▬fi☻ꜞfi ⌐⁸♄Ɽ◓ꜞⱨ꜡☺fi ─ ╩ ∆

╢√╘─ ☻כ◖ꜟ◓ GIR │⁸ ─∕╣⌐ ═≡ ⌂

╩ ⇔√ 131 ⁹↕╠⌐⁸♄Ɽ◓ꜞⱨ꜡☺fi ─ ☻כ◖ꜟ◓

GUR ┘ ☻כ◖ꜟ◓ ╖ │⁸ ⌐ ═≡ ⌂ ╩ ⇔⁸

☻כ◖ꜟ◓ HGPR│⁸ ⌐ ═≡ ⌂ ╩ ⇔√⁹ 

─ ⅛╠⁸♄Ɽ◓ꜞⱨ꜡☺fi─ ⌐╟╡⁸ZDFꜝ ♇♩─ ▬fi☻

ꜞfi ╩ ↕∑╢↓≤⅜ ↕╣√⁹ 
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ZDFꜝ ♇♩⌐⅔↑╢♄Ɽ◓ꜞⱨ꜡☺fi─◓ꜟ◖כ☻ ⌐ ╓∆  

 15  ☺כ♥☻ 

  

☻כ◖ꜟ◓  

mg/dL  

 

☻כ◖ꜟ◓

mg/dL  

UGLR 

 

mg/kg/min  

GUR 

 

mg/kg/min  

 295.2°19.5 402°30 0.35°0.15 3.3°0.3 

♄Ɽ◓ꜞⱨ꜡☺fi  138.2°7.4 ***  307°19 0.014°0.01*  3.9°0.27 

 

 ▬fi☻ꜞfi  ☺כ♥☻

  

☻כ◖ꜟ◓

mg/dL  

UGLR  

 

mg/kg/min  

GIR  

 

mg/kg/min  

GUR 

 

mg/kg/min  

HGPR 

 

mg/kg/min  

 122.8°0.4  0.1°0.05 2.6°0.4 5.3°0.15 3.0°0.32 

♄Ɽ◓ꜞⱨ꜡☺fi 121.7°0.6 0.02°0.01  6.0°0.6 **    6.6°0.32***   0.7°0.4 ***  

° n=6  

* p 0.05⁸** p 0.01⁸*** p 0.005 

vs. ⁸Student' s t  
UGLR ☻כ◖ꜟ◓ mg/kg/min  

☻כ◖ꜟ◓ = mg/100 mL × mL/60 / kg  

GUR ☻כ◖ꜟ◓ mg/kg/min ☻כ◖ꜟ◓ = Rd UGLR 

GIR ☻כ◖ꜟ◓ mg/kg/min    

= ⱳfiⱪ mL/min ☻כ◖ꜟ◓× 100 mg/mL / kg  

HGPR ☻כ◖ꜟ◓ mg/kg/min = Rd GIR 

[ ]  

⸗♦ꜟꜝ♇♩ ZDF/Gmi- fa/fa ⌐⁸ │♄Ɽ◓ꜞⱨ꜡☺fi 0.5 

mg/kg ╩1 1 15 ⇔⁸ ⌐ ≢ ◓ꜟ

☻כ◖ ╩ ⇔√⁹ 2 ⌐⁸ ─ ▬fi☻ꜞfi ◒ꜝfiⱪ

β╩ ⇔√⁹ 

◒ꜝfiⱪ ─ ☺כ♥☻  

▬fi☻ꜞfi ⌐ ☻כ◖ꜟ◓ ⁸ ▬fi☻ꜞfi ─ ╩ ∫√⁹

╕√⁸ ┘ ☻כ◖ꜟ◓ ╙ ⇔√⁹ 

◒ꜝfiⱪ ─▬fi☻ꜞfi ☺כ♥☻  

▬fi☻ꜞfi 10 ⌐ ☻כ◖ꜟ◓ ⅜ ╩ ∆╢╟

℮⌐ ╩ ⇔√⁹ ⁸ ⌐╟╡ ☻כ◖ꜟ◓ ⁸

▬fi☻ꜞfi ╩ ⇔√⁹ ≥☺כ♥☻ ⌐⁸ ≤ ☻כ◖ꜟ◓

╩ ⇔√⁹ 

β  ▬fi☻ꜞfi─ ⌐╟╡ ⌐ ▬fi☻ꜞfi ╩≈ↄ╡⁸◓ꜟ◖כ☻╩ ∆╢↓≤

⌐╟╡ ╩ ⌐ ≈⁹↓─ ☻כ◖ꜟ◓─ ⌐╟╡▬fi☻ꜞfi ╩ ∆╢

≢⁸ ⌐╟╡ ─ ╩ ↑∏⌐▬fi☻ꜞfi ╩ ⌐ ∆╢↓≤⅜≢⅝╢⁹ 
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ᵒ ◒ꜝfiⱪ ⌐╟╢ ɗ ─ ┘ ⌐ ╓∆♄Ɽ◓ꜞⱨ꜡☺fi─

─  

ⱷ♃Ⱳꜞ♇◒◦fi♪꜡כⱶ ⸗♦ꜟ─ ⌐ ∆╢♄Ɽ◓ꜞⱨ꜡☺fi─

╩ ∆╢ ≢⁸ ┘ ⌐ ╓∆ ╩ ⇔√⁹ 

 

ZDFꜝ ♇♩⌐ ⅛╠♄Ɽ◓ꜞⱨ꜡☺fi╩34

⇔√≤⅝─▬fi☻ꜞfi M/I index │⁸ ≤ ═≡ ⌐

⇔√ ∕╣∙╣0.08±0.02⁸0.02±0.00 ɡmol/kg/min/pmol/L p֔0.01⁸

⁹╕√⁸ ɗ ─ ≢№╢disposition index DI ╩

≤ ═≡ ⅛≈ ─꜠ⱬꜟ╕≢ ⇔√⁹ ⁸ ɗ

─ ⌐│♄Ɽ◓ꜞⱨ꜡☺fi ≤ ≤─ ⌐ │╖╠

╣⌂⅛∫√⅜⁸ ╩ ⌐ ⇔ p֔0.05 ⁸╕√⁸▬fi☻ꜞfi

ɗ ╩ ⌐ ⇔√ p֔0.01 ⁹ 

─ ⅛╠⁸♄Ɽ◓ꜞⱨ꜡☺fi│ ◖fi♩꜡כꜟ ⌐╟╡⁸ⱷ♃Ⱳ

ꜞ♇◒◦fi♪꜡כⱶ⸗♦ꜟ⌐⅔↑╢ ┘ ⌐ ╩╙√╠∆

⅛╠ ╩ ∆╢↓≤⅜ ↕╣√⁹ 

 

 
ZDFꜝ ♇♩┼─♄Ɽ◓ꜞⱨ꜡☺fi ─ ⌐ ∆╢  
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ZDFꜝ ♇♩┼─♄Ɽ◓ꜞⱨ꜡☺fi1 mg/kg ─ 

┘ ɗ ⌐ ∆╢  

 n  

▬fi☻ꜞfi

pmol/L  

 

TG  

mmol/L  

ɗ  

 
2  

ɗ  

 
3  

1  7   46°9***    0.75°0.05***  0.49°0.08 0.69°0.12 

 8 1,114°144 10. 79°1. 18 1. 02°0. 34 1.15°0.36 

♄Ɽ◓ꜞⱨ꜡☺fi 7   488°88**    7.06°0.23**  1. 18°0. 17 1.49°0.18 

 

 

ɗ  

4  

ɗ ─ 

⅝↕ 

Ⱨ◒☿ꜟ  

 

 

ɡm2  

 21.36°1.87***  194.8°18.7 1,239°56* 

7. 90°1. 85 222. 0°15. 6  687°66 

17. 17°2.88**  210.6°14.2   1, 576°126* 

 

°  

* p֔0.05⁸** p֔0.01⁸*** p֔0.001 vs. ⁸  

1 │ ꜝ♇♩ ⌐ ⇔√⅜⁸ ꜝ♇♩ ⌐│ ⇔⌂⅛∫√ 

2 ⌐ ∆╢  

3 ⌐ ∆╢  

4 ɗ ⌐ ∆╢  

TG:triglyceride ⁸♩ꜞ◓ꜞ☿ꜞ♪ 

[ ]  

ZDF fa/fa ꜝ♇♩⌐ ╩ ⇔⁸ ⅛╠ │♄Ɽ◓

ꜞⱨ꜡☺fi 1 mg/kg/ ╩1 1 34 ⇔√⁹╕√⁸

ZDF fa/+ ꜝ♇♩⌐ ≢ ╩34 ⇔⁸

≤⇔√⁹♄Ɽ◓ꜞⱨ꜡☺fi ─48 ⌐ ◒ꜝfiⱪ ╩ ™≡

▬fi☻ꜞfi M/I index ┘ DI ╩ ⇔√⁹↕╠⌐⁸ ⌐

─ ⅛╠ ╩ ⇔⁸ɗ ─ ┘ ╩ ⇔√⁹ 

▬fi☻ꜞfi M/I index ⌐⅔↑╢GIR/ ▬fi☻ꜞfi  

disposition index DI C-Ɑⱪ♅♪ ×M/I index 
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ᵓ ◒ꜝfiⱪ ⌐╟╢ ɗ ─ ┘ ⌐ ╓∆♄Ɽ◓ꜞⱨ꜡☺fi─

─  

─ ╩ ⇔√ⱷ♃Ⱳꜞ♇◒◦fi♪꜡כⱶ ⸗♦ꜟ⌐ ∆╢♄Ɽ◓

ꜞⱨ꜡☺fi─ ╩ ∆╢ ≢⁸ ┘ ⌐ ╓∆ ╩

⇔√⁹ 

 

10 ⌐ ─ ╩ ⇔≡™╢ ZDFꜝ ♇♩⌐♄

Ɽ◓ꜞⱨ꜡☺fi╩34 ⇔√≤⅝─▬fi☻ꜞfi M/I index

│⁸ ≤ ═≡ ⌐ ⇔√ ∕╣∙╣0.05±0.01⁸0.02±0.01 

ɡmol/kg/min/pmol/L p֔0.05⁸ ⁹ ɗ ─ ≢№╢

disposition index DI ╙ ≤ ═≡ ⌐ ⇔√⁹♄Ɽ◓ꜞⱨ

꜡☺fi ≢⁸ ɗ ─ ⌐ │⌂⅛∫√⅜⁸ ≤▬fi☻ꜞ

fi ɗ ─ ≢ ⌂ ⅜ ╘╠╣√⁹ ─ ⅛╠⁸♄Ɽ◓

ꜞⱨ꜡☺fi│ ⌐ ─ ⅜ ⇔≡™╢ⱷ♃Ⱳꜞ♇◒◦fi♪꜡כⱶ⸗♦

ꜟ⌐⅔™≡╙⁸ ◖fi♩꜡כꜟ╩ ⇔⁸ ┘ ⌐ ╩╙√╠

∆ ⅛╠ ╩ ∆╢↓≤⅜ ≢№╢≤ ⅎ╠╣√⁹ 

 

ZDFꜝ ♇♩┼─♄Ɽ◓ꜞⱨ꜡☺fi1 mg/kg ─ ⌐ ∆╢  
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ZDFꜝ ♇♩┼─♄Ɽ◓ꜞⱨ꜡☺fi1 mg/kg ─ 

┘ ɗ ⌐ ∆╢  

 n  

▬fi☻ꜞfi 

pmol/L  

 

TG  

mmol/L  

ɗ  

 
2  

ɗ  

 
3  

1  8    141°62***      0.86°0.14***   0.44°0.03**   0.59°0.03* 

 8 1,907°384 11. 28°1. 0 1. 03°0. 18 1.23°0.25 

♄Ɽ◓ꜞⱨ꜡☺fi 7    828°146*   7.86°0.8 **  1. 17°0. 15 1.47°0.22 

 

 

ɗ  

4  

ɗ ─ 

⅝↕ 

Ⱨ◒☿ꜟ  

 

 

ɡm2  

18.93°1.56**   213.1°14.0  1,375°34**  

9. 81°2. 59 211. 3°9. 9   825°49 

14. 53°2.06**   231.6°21.2  1,410°72* 

 

°  

* p֔0.05⁸** p֔0.01⁸*** p֔0.001 vs. ⁸  

1 │ ꜝ♇♩ ⌐ ⇔√⅜⁸ ꜝ♇♩ ⌐ ⇔⌂⅛∫√ 

2 ⌐ ∆╢  

3 ⌐ ∆╢  

4 ɗ ⌐ ∆╢  

[ ]  

ZDF fa/fa ꜝ♇♩⌐⁸ │♄Ɽ◓ꜞⱨ꜡☺fi 1 mg/kg ╩

─ 10 ⅛╠1 1 34 ⇔√⁹ ⁸ ZDF

fa/+ ꜝ♇♩⌐│⁸ ─ 10 ⅛╠1 1 34 ╩

⇔√⁹♄Ɽ◓ꜞⱨ꜡☺fi ─48 ⌐ ◒ꜝfiⱪ ╩ ™≡▬

fi☻ꜞfi M/I index ┘ DI ╩ ⇔√⁹↕╠⌐⁸ ⌐

─ ⅛╠ ╩ ⇔⁸ɗ ─ ┘ ╩ ⇔√⁹ 
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4 ∕─ ─ 61  

ZDFꜝ ♇♩⌐♄Ɽ◓ꜞⱨ꜡☺fi╩5 ⇔√≤⅝⁸ 24 ─

☻כ◖ꜟ◓ │⁸ ╩ ∂≡⁸ ╟╡╙ ╩ ⇔

√⁹ ▬fi☻ꜞfi │ 2 ╕≢ⱬכ☻ꜝ▬fi ╩ ⇔√⅜⁸ 3

│⁸ ╟╡╙ ╩ ⇔√⁹↓╣╠─ ⅛╠⁸ ▬

fi☻ꜞfi ─ ⌐⅔™≡⁸♄Ɽ◓ꜞⱨ꜡☺fi ⌐╟╡ ɗ │

↕╣╢↓≤⅜ ↕╣√⁹ 

 

 
ZDFꜝ ♇♩┼─♄Ɽ◓ꜞⱨ꜡☺fi ─ 

≢─ ☻כ◖ꜟ◓ ┘ ▬fi☻ꜞfi ─  

[ ]  

ZDFꜝ ♇♩ ⁸7 ⌐ ⁸♄Ɽ◓ꜞⱨ꜡☺fi 

0.5 mg/kg │rosiglitazone 10 mg/kg ⁸ 0.5

◌ꜟⱲ◐◦ⱷ♅ꜟ☿ꜟ꜡כ☻ ╩1 1 5 ⇔√⁹ ZDFꜝ ♇♩

─ ꜝ♇♩⌐ ╩1 1 5 ⇔⁸

▬fi☻ꜞfi ≤⇔√⁹ ⌐ ™╢ │⁸ ⁸ ─ 1

┘5 ─ ⌐ ⇔√⁹╕√⁸ ╩ ⌐2 ⇔⁸ ╩ ⌐

1 ⇔√⁹ 
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5 ⱴ►☻  

ᵑ ob/obӇ/Ӈⱴ►☻⌐⅔↑╢ ┘ ⌐ ∆╢♄Ɽ

◓ꜞⱨ꜡☺fi─ 62  

ob/obӇ/Ӈⱴ►☻⌐⅔↑╢ ┘ ⌐ ∆╢♄Ɽ◓ꜞⱨ꜡

☺fi─ ╩ ⇔√⁹ 

CFVR │ ⸗♦ꜟⱴ►☻⌐⅔↑╢ ─ ≢

№╢⁹♄Ɽ◓ꜞⱨ꜡☺fi4.0 mg/kg/ ⌐⅔↑╢ 5 ┘10 ─CFVR

│⁸ ≤ ⇔≡ ⌐ ⌐ ⅛∫√⁹ 

  

Coronary flow was studied over time in ob/obī/ī mice, treated with either dapagliflozin or 

vehicle, using non-invasive transthoracic ultrasound (N = 16-19 mice for each treatment 

group).  Absolute CFVR is calculated as the ratio of hyperemic to baseline average peak 

flow velocity.  Statistical significance for the difference of the mean between groups was 

assessed using ANOVA, and Bonferroni correction for multiple comparisons.  Each bar 

represents Mean ± SEM.  "ns"  means no statistical significance. 

CFVR⌐ ∆╢♄Ɽ◓ꜞⱨ꜡☺fi─  
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─ FAC │⁸ ≤ ─ ─ ≢№╡⁸

─ ≢№╢⁹FAC─ │ ─ ╩ ∆⁹ 10 ⁸

♄Ɽ◓ꜞⱨ꜡☺fi─ ⌐⅔↑╢FAC │⁸ ≤ ⇔≡ ⌐

⌐ ⅛∫√⁹ ─ ⅛╠⁸♄Ɽ◓ꜞⱨ꜡☺fi│ ─ ≤⇔√

╩ ∆╢↓≤⅜ ↕╣√⁹ 

 
FAC was studied over time in ob/obī/ī mice, treated with either dapagliflozin or vehicle, 

using non-invasive transthoracic ultrasound (N = 16-19 mice for each treatment group).  

Statistical significance for the difference of the mean between groups was assessed using 

ANOVA, and Bonferroni correction for multiple comparisons. Each bar represents Mean ± 

SEM.  "ns" means no statistical significance. 

FAC ⌐ ∆╢♄Ɽ◓ꜞⱨ꜡☺fi─  

[ ]  

ob/obӇ/Ӈⱴ►☻ 10 ⌐♄Ɽ◓ꜞⱨ꜡☺fi 1.5 ┘4.0 mg/kg/ ⁸

18 │ ⁸18 ╩10 ⇔√⁹ ⱴ►☻╩ ⌐⁸

⅛╠0⁸5 ┘10 ⌐ כ◖◄ ╩ ∫√⁹ 

 



 

101 

 

ᵒ NOD ♃fiⱤ◒ 3 NLRP3/▪ⱳ♩כ◦☻ ☻Ɑ♇◒ ♃fiⱤ◒ ASC

▬fiⱨꜝⱴ♁כⱶ─ ┘T2DMⱴ►☻⌐⅔↑╢ ─ ⌐ ∆

╢♄Ɽ◓ꜞⱨ꜡☺fi─ 51  

BTBR ob/ob/ ⱴ►☻─ ⌐⅔↑╢ ┘ ⌐ ∆╢♄Ɽ◓ꜞⱨ

꜡☺fi─ ╩ ⇔⁸∕─ ⌐ ⇔≡ ↕╣╢ ╩

⇔√⁹ 

BTBR ob/ob/ ⱴ►☻ ─ ─ ESV LV ⱴכ◌כ

┘ EDV ─ ⌐ │⁸ WT ⱴ►☻ ⌐

⇔≡⁸∕╣∙╣8.5 ┘3.5 ⅛∫√⁹BTBR ob/ob/ ⱴ►☻⌐⅔↑╢ ─

ESV ┘EDV─ │⁸♄Ɽ◓ꜞⱨ꜡☺fi ⌐╟╡⁸ ─∕╣∙╣65 p

0.001 ┘45 p 0.001 ⌐ ⇔√⁹↓╣╠─ ⅛╠⁸♄Ɽ◓ꜞⱨ꜡☺fi

⌐╟╡⁸BTBR ob/ob/ ⱴ►☻⌐⅔↑╢ ─ ⅜ ⇔⁸

⅜ ∆╢↓≤⅜ ↕╣√⁹ 

 

LV ESV (A) and LV EDV (B) were estimated from echocardiography experiment.  Each 

treatment group consists of 8 animals.  Each bar represents Mean ± SEM values.  One-

way ANOVA was used for the statistical data analysis. 

BTBR ob/ob/ ⱴ►☻⌐⅔↑╢ ─ESV ┘EDV⌐ ∆╢♄Ɽ◓ꜞⱨ꜡☺fi─  

 

BTBR ob/obӇ/Ӈⱴ►☻ ─ ─ FS │WTⱴ►☻ ⌐ ⇔≡

42 p 0.001 ⅛∫√⁹BTBR ob/obӇ/Ӈⱴ►☻≢⁸♄Ɽ◓ꜞⱨ꜡☺fi ─FS

│ ⌐ ⇔≡35 p 0.001 ─ ⌂ ╩ ⇔√⁹╕√⁸WTⱴ

►☻ ⌐⅔↑╢ LVEF │⁸ⱥ♩≢ ≤ ↕╣╢ 50

65 ╟╡╙ ↄ81 ±1 ≢№∫√⁹BTBR ob/obӇ/Ӈⱴ►☻ ─LVEF│53

±1 ≢№∫√⁹♄Ɽ◓ꜞⱨ꜡☺fi─ ⌐╟╡BTBR ob/obӇ/Ӈⱴ►☻─LVEF│68

±1 ⌐ ⇔√⁹↓╣╠─ ⅛╠⁸♄Ɽ◓ꜞⱨ꜡☺fi│⁸BTBR ob/obӇ/Ӈⱴ►☻

⌐⅔↑╢ ─ ╩ ⌐ ∆╢↓≤⅜ ↕╣√⁹ 
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Each treatment group consists of 8 animals.  Each bar represents Mean ± SEM values.  

One-way ANOVA was used for statistical data analysis. 
BTBR ob/obӇ/Ӈⱴ►☻⌐⅔↑╢FS⌐ ∆╢♄Ɽ◓ꜞⱨ꜡☺fi─  

 

 

Each treatment group consists of 8 animals.  Each bar represents Mean ± SEM values.  

One-way ANOVA was used for statistical data analysis. 
BTBR ob/obӇ/Ӈⱴ►☻⌐⅔↑╢LVEF⌐ ∆╢♄Ɽ◓ꜞⱨ꜡☺fi─  
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NLRP3▬fiⱨꜝⱴ♁כⱶ⌐ ∆╢ⱴ►☻ ⌐≈™≡ RT- PCR╩ ⇔

√⁹BTBR ob/obӇ/Ӈⱴ►☻ ─ASC⁸NALP3 ⱥ♩NLRP3⌐ ∆╢ⱴ►☻

⁸▬fi♃כ꜡▬◐fi IL -1ɗ⁸IL - 6 ┘Caspase- 1─ mRNA꜠ⱬꜟ│⁸WT

ⱴ►☻ ⌐ ⇔≡ ⌐ ↄ⁸∕─7 12 ≢№∫√⁹BTBR ob/obӇ/Ӈⱴ►☻

⌐⅔™≡⁸♄Ɽ◓ꜞⱨ꜡☺fi ─ASC⁸NALP3⁸IL -1ɗ⁸IL - 6 ┘Caspase- 1─

mRNA꜠ⱬꜟ│⁸ ⌐ ⇔≡1/3 1/2⌐ ⇔√⁹ 

 

mRNA levels for each inflammasome component were analysed by RT-PCR.  (a) ASC; 

(b) NALP3; (c) IL-1b; (d) IL-6; (e) Caspase 1.  The expression of glyceraldehyde-3-

phosphate dehydrogenase (GAPDH) was used as the housekeeping gene for the 

normalization of data in quantitative RT-PCR experiments estimating the effect.  The Y-

axis represents the ratio between normalized mRNA of each gene in the BTBR ob/obī/ī 

mice and that of the WT-control mice.  There were 4 animals in each group.  Each bar 

represents Mean ± SEM values.  One-way ANOVA was used for the statistical data 

analysis.  N.S. means no statistical significance. 

BTBR ob/obӇ/Ӈⱴ►☻⌐⅔↑╢NLRP3▬fiⱨꜝⱴ♁כⱶ ⌐ ∆╢♄Ɽ◓ꜞⱨ꜡☺fi─  
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─ ⌐ ∆╢♄Ɽ◓ꜞⱨ꜡☺fi─ ⌐≈™≡╙ ⇔√⁹BTBR ob/obӇ/Ӈ

ⱴ►☻ -fi◕כꜝ◖─ 1 -fi◕כꜝ◖┘ 3─ mRNA꜠ⱬꜟ⁸ ┘⌐⁸

─ │⁸WTⱴ►☻ ⌐ ⇔≡ ⌐ ⅛∫√⁹BTBR ob/obӇ/Ӈⱴ►☻⌐⅔

™≡⁸♄Ɽ◓ꜞⱨ꜡☺fi -fi◕כꜝ◖─ 1 -fi◕כꜝ◖┘ 3─mRNA─꜠ⱬꜟ⁸

┘⌐⁸ ─ 29 ±2 p 0.001 ─ │ ⌐ ⇔≡ ⅛∫

√⁹BTBR ob/obӇ/Ӈⱴ►☻ ─ ⌐⅔↑╢▪ⱳ♩⁸│☻◦כWTⱴ►☻

─ 6 ≢№∫√⁹BTBR ob/obӇ/Ӈⱴ►☻─♄Ɽ◓ꜞⱨ꜡☺fi ⌐⅔↑╢

─▪ⱳ♩⁸│☻◦כ ⌐ ⇔≡41 ±2 p 0.001 ─ ╩ ⇔√⁹WT

ⱴ►☻⌐♄Ɽ◓ꜞⱨ꜡☺fi╩ ⇔√ ⁸ ─ ⱴכ◌כ╙▪ⱳ♩כ◦☻

─ ⌐╙ │ ╘╠╣⌂⅛∫√⁹ 

─ ⅛╠⁸BTBR ob/obӇ/Ӈⱴ►☻≢⁸♄Ɽ◓ꜞⱨ꜡☺fi│ ─

┘ ╩ ↕∑╢∞↑≢⌂ↄ⁸ ─ ┘▪ⱳ♩כ◦☻╩ ∆

╢↓≤⅜ ↕╣√⁹NLRP3▬fiⱨꜝⱴ♁כⱶ─ ─ │⁸↓╣╠─ ⌐

⌂ ╩ √⇔≡™╢ ⅜№╢⁹⇔√⅜∫≡⁸ ⁸ ⁸

┘⌐ ─ ┘ ─ │⁸♄Ɽ◓ꜞⱨ꜡☺fi⌐╟╢

≤ ⅎ╠╣╢⁹ 
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(a) Collagen-1 (myocardium mRNA quantitated by RT-PCR); (b) Collagen-3 (myocardium 

mRNA quantitated by RT-PCR); The expression of glyceraldehyde-3-phosphate 

dehydrogenase (GAPDH) was used as the housekeeping gene for the normalization of data 

in quantitative RT-PCR experiments estimating the effect.  The Y-axis represents the ratio 

between normalized mRNA of each gene in the BTBR ob/obī/ī mice and that of the WT-

control mice.  There were 4 animals in each group.  

(c) Fibrosis; The degree of fibrosis was analysed by Massonôs trichrome staining.  The Y-

axis represents the percentage of myocardium which are occupied by fibrosis.  Each 

treatment group consists of 4 animals.   

(d) Apoptosis (TUNEL staining); The Y-axis represents the percentage of Tunnel positive 

cells.  Each treatment group consists of 10 animals.  Each bar represents Mean ± SEM 

values.  N.S. means no statistical significance. One-way ANOVA was used for the 

statistical data analysis. 

BTBR ob/ob/ ⱴ►☻⌐⅔↑╢ ─ ┘▪ⱳ♩כ◦☻⌐ ∆╢♄Ɽ◓ꜞⱨ꜡☺fi─  

[ ]  

WT ┘BTBR ob/ob / ⱴ►☻ 8 ⌐⁸♄Ɽ◓ꜞⱨ꜡☺fi 1.0 mg/kg/

⁸ 8 │ →∫ ⁸ 8 ╩8 ⇔√⁹

♄Ɽ◓ꜞⱨ꜡☺fi│→∫ ⌐ ⇔ ⇔√⁹ ⌐

╩ ™≡ כ◖◄ ╩ ™⁸ ⇔√ ⅛╠⁸

LVIDd ┘ LVIDs ┘⌐ ─FS─ Ɽꜝⱷכ♃╩

⇔⁸single - plane area length ⌐╟╡LVEF╩ ⇔√⁹ 

╕√⁸ ╩ ⇔⁸NLRP3▬fiⱨꜝⱴ♁כⱶ─ ⌂ ╩RT- PCR ⌐

╟╡ fi1◕כꜝ◖⁸⌐╠↕⁹√⇔ fi3─mRNA꜠ⱬꜟ⁸◕כꜝ◖┘ ─

┘⌐ ─▪ⱳ♩כ◦☻╩ ⇔√⁹ 
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3 ה  

₈н. 1. ─ ₉─  

  



 

107 

 

н. ⌐ ∆╢  

1. ─  

1 ⌂  

⇔⌂™ 

 

2 ≢ ↕╣√  

1 ⌐⅔↑╢ 24  

⌂ 24 ╩ 2.5⁸10⁸20⁸50 mg 6 ⌐

↑⇔⁸ ⌐ ⇔√⁹∕─ ⁸♄Ɽ◓ꜞⱨ꜡☺fi│ ⁸

╛⅛⌐ ↕╣⁸ ♄Ɽ◓ꜞⱨ꜡☺fi │ 1 ⌐ ⌐ ⇔⁸

│ 8 12 ≢№∫√⁹♄Ɽ◓ꜞⱨ꜡☺fi─t 1/2│ ⌐ ⇔⌂

⅛∫√⁹Cmax ┘AUCinf│ ⌐ ⇔≡ ∆╢≤ ⅎ╠╣√ ⁹ 

 
─ ♄Ɽ◓ꜞⱨ꜡☺fi  
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─♄Ɽ◓ꜞⱨ꜡☺fi─ Ɽꜝⱷכ♃ 

Ɽꜝⱷכ♃ 
≤  

2.5  mg n=6  10  mg n=6  20  mg n=6  50  mg n=6  

Cmax ng/mL  29 14  124 34  265 26  610 22  

t max h  
1.00 

1.00, 2.00  

1.25 

1.00, 1.50  

1.00 

0.50, 2.00  

1.25 

1.00, 1.50  

AUC0- t ng·h/mL 89 31  464 20  915 15  2058 24  

AUCinf ng·h/mL 103 30  489 19  939 14  2093 24  

t 1/2 h  8.1 4.78  12.1 7.79  12.2 4.70  12.1 7.03  

Cmax⁸AUC0- t⁸AUCinf│ CV ⁸t max│ ⁸ ⁸t 1/2│  
 

 ─ ↕╣√ ┘ ₄2 ₅ ⁸ ⌐│♄Ɽ◓ꜞⱨ꜡☺fi≤⇔

≡5 mg╩1 1 ∆╢⁹⌂⅔⁸ ⌂ ⌐│⁸ ╩ ⌐ ⇔⌂⅜

╠10 mg1 1 ⌐ ∆╢↓≤⅜≢⅝╢⁹₄1 ₅▬fi☻ꜞfi ≤─ ⌐⅔™

≡⁸ ⁸ ⌐│♄Ɽ◓ꜞⱨ꜡☺fi≤⇔≡5 mg╩1 1 ∆╢⁹⌂⅔⁸

⌂ ⌐│⁸ ╩ ⌐ ⇔⌂⅜╠10 mg1 1 ⌐ ∆╢↓≤⅜≢⅝╢⁹ 

 

2 2 ⌐⅔↑╢ 24  

2 27 ⌐ 2.5⁸10⁸20 mg╩1 1 14 ⇔√⁹

∕─ ⁸1 ┘14 ⌐⅔↑╢ ─ ─Cmax ┘AUCt│⁸ ⌐

╒╓ ⇔≡ ⇔√⁹ 14 ─ │⁸ 2.5 mg≢│1. 28⁸10 mg≢│

1.21⁸20 mg≢│1.19≢№∫√⁹∆═≡─ ─1 ┘14 ⌐⅔™≡⁸

24 ╕≢⌐ ≤⇔≡ ⌐ ↕╣√─│ ─2 ≢№∫√⁹

♄Ɽ◓ꜞⱨ꜡☺fi─ ◒ꜞ▪ꜝfi☻│ 4.3  mL/min 3.75 5.10 mL/min

≢№∫√ ⁹ 

 
⌐⅔↑╢ ♄Ɽ◓ꜞⱨ꜡☺fi  
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─♄Ɽ◓ꜞⱨ꜡☺fi─ Ɽꜝⱷכ♃ 

 

Ɽꜝⱷכ♃ 

⁸ ┘  

2.5  mg 10  mg 20  mg 

1  

n=9  

14  

n=9  

1  

n=9  

14  

n=9  

1  

n=9  

14  

n=9  

Cmax ng/mL  43 30  48 27  188 27  191 35  298 21  305 31  

AUCt ng·h/mL 123 29  157 27  602 23  727 23  1027 15  1225 17  

t max h  0.5 

0.5, 1.0  

0.5 

0.5, 1.0  

1.0 

0.5, 1.0  

1.0 

0.5, 1.5  

1.0 

0.5, 2.0  

1.0 

0.5, 2.0  

a -  1.28 11  -  1.21 7  -  1.19 4  

◒ꜞ▪ꜝfi☻

mL/min  3.8 1. 1  4. 6 1.9  3. 8 0.9  4.3 1.0  4.4 0. 6  5.1 1.4  

 1. 2 0.4  1. 7 0.5  1. 4 0.3  1.9 0. 6  1. 4 0. 3  1. 9 0.6  

Cmax⁸AUCt⁸ │ CV ⁸t max│ ⁸ ⁸ ◒ꜞ▪ꜝfi☻⁸ │

 

a 14 ─AUCt 1 ─AUCt 
 

 ─ ↕╣√ ┘ ₄2 ₅ ⁸ ⌐│♄Ɽ◓ꜞⱨ꜡☺fi≤⇔

≡5 mg╩1 1 ∆╢⁹⌂⅔⁸ ⌂ ⌐│⁸ ╩ ⌐ ⇔⌂⅜

╠10 mg1 1 ⌐ ∆╢↓≤⅜≢⅝╢⁹ 

 

3 1 ⌐⅔↑╢ D1695C00001PartA 30  

1 20 ⌐ 5 ┘10 mg╩1 1 7 ⇔√≤⅝⁸

─Cmax─ │69 ┘162 ng/mL⁸AUCɩ─ │322 ┘

670 ngהh/mL≢№∫√⁹Cmax ┘AUCɩ│™∏╣╙ ⌐ ⇔√ ⁹ 

 

─♄Ɽ◓ꜞⱨ꜡☺fi─ Ɽꜝⱷכ♃ 

Ɽꜝⱷכ♃ 
≤  

5  mg n=10  10  mg n=10  

Cmax ng/mL  69.31 26.42  162.09 26.03  

t max h  
2.00 

1.0, 3. 0  

2.00 

1. 0, 3. 0  

AUCt ng·h/mL 
322.72

44.69  
670.01 36.92  

Cmin ng/mL  3.4 80.14  5.71 52.36  

Cmax⁸Cmin⁸AUCt⁸│ CV ⁸t max│ ⁸  

 

 ─ ↕╣√ ┘ ₄1 ₅▬fi☻ꜞfi ≤─ ⌐⅔™≡⁸

⁸ ⌐│♄Ɽ◓ꜞⱨ꜡☺fi≤⇔≡5 mg╩1 1 ∆╢⁹⌂⅔⁸ ⌂

⌐│⁸ ╩ ⌐ ⇔⌂⅜╠10 mg1 1 ⌐ ∆╢↓≤⅜≢⅝╢⁹ 

 

3  

⌂⇔ 
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4 ה ─  

1 ─ ♃כ♦ 63  

29 ⌐ 10 mg╩ │ כꜞ꜡◌ ⌐ ⇔

√≤⅝⁸ ⌐ ∆╢ ─♄Ɽ◓ꜞⱨ꜡☺fi─Cmax ┘AUCinf─

90 CI │∕╣∙╣0. 550 0. 499, 0. 606 ┘0. 973 0. 943, 1.004 ≢№∫

√⁹ ─t max─ │⁸ ≤ ═1.25 ⇔√ ⁹ 

 

 ─ ↕╣√ ┘ ₄2 ₅ ⁸ ⌐│♄Ɽ◓ꜞⱨ꜡☺fi≤⇔

≡5 mg╩1 1 ∆╢⁹⌂⅔⁸ ⌂ ⌐│⁸ ╩ ⌐ ⇔⌂⅜

╠10 mg1 1 ⌐ ∆╢↓≤⅜≢⅝╢⁹₄1 ₅▬fi☻ꜞfi ≤─ ⌐⅔™

≡⁸ ⁸ ⌐│♄Ɽ◓ꜞⱨ꜡☺fi≤⇔≡5 mg╩1 1 ∆╢⁹⌂⅔⁸

⌂ ⌐│⁸ ╩ ⌐ ⇔⌂⅜╠10 mg1 1 ⌐ ∆╢↓≤⅜≢⅝╢⁹ 

 

2 ─  

 

ᵑ Ⱨ○◓ꜞ♃♂fi≤─ ♃כ♦ 64 ⁸65  

24 ⌐⁸ 50 mg╩Ⱨ○◓ꜞ♃♂fi45 mg≤ ⇔√≤⅝⁸

⌐ ∆╢♄Ɽ◓ꜞⱨ꜡☺fi─Cmax ┘AUCinf─ ─ 90 CI │∕╣∙╣

1.09 1.00, 1.18 ┘1.03 0.98, 1.08 ≢№∫√⁹Ⱨ○◓ꜞ♃♂fi

⌐ ∆╢Ⱨ○◓ꜞ♃♂fi─Cmax ┘AUCinf─ ─ 90 CI │∕╣∙╣0.93

0.75, 1.15 ┘1.00 0.90, 1.13 ≢№∫√⁹╕√⁸ ≢№╢ⱥ♪꜡◐◦

Ⱨ○◓ꜞ♃♂fi─Cmax ┘AUCinf─ ─ 90 CI │∕╣∙╣0.90 0.79, 

1.02 ┘1.05 0.90, 1.22 ≢№∫√ ⁹ 

 

ᵒ ◦♃◓ꜞⱪ♅fi≤─ ♃כ♦ 64  

18 ⌐⁸ 20 mg╩◦♃◓ꜞⱪ♅fi100 mg≤ ⇔√≤⅝⁸

⌐ ∆╢♄Ɽ◓ꜞⱨ꜡☺fi─Cmax ┘AUCinf─ ─ 90 CI │∕╣∙╣

0.958 0.875, 1.049 ┘1.081 1.031, 1.133 ≢№∫√⁹◦♃◓ꜞⱪ♅fi

⌐ ∆╢◦♃◓ꜞⱪ♅fi─Cmax ┘AUCinf─ ─ 90 CI │∕╣∙╣

0.887 0.807, 0.974 ┘1.012 0.985, 1.040 ≢№∫√ ⁹ 

 

ᵓ ◓ꜞⱷⱧꜞ♪≤─ ♃כ♦ 64  

18 ⌐⁸ 20 mg╩◓ꜞⱷⱧꜞ♪4 mg≤ ⇔√≤⅝⁸ ⌐

∆╢♄Ɽ◓ꜞⱨ꜡☺fi─Cmax ┘AUCinf─ ─ 90 CI │∕╣∙╣1.01

0.92, 1.10 ┘0.99 0.96, 1.02 ≢№∫√⁹◓ꜞⱷⱧꜞ♪ ⌐ ∆

╢◓ꜞⱷⱧꜞ♪─Cmax ┘AUCinf─ ─ 90 CI │∕╣∙╣1.04 0.91, 

1.20 ┘1.13 0.99, 1.29 ≢№∫√ ⁹ 
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ᵔ ⱷ♩ⱱꜟⱵfi≤─ ♃כ♦ 64  

18 ⌐⁸ 20 mg╩ⱷ♩ⱱꜟⱵfi1,000 mg≤ ⇔√≤⅝⁸

⌐ ∆╢♄Ɽ◓ꜞⱨ꜡☺fi─Cmax ┘AUCinf─ ─ 90 CI │∕╣∙╣

0.93 0.85, 1.02 ┘1.00 0.94, 1.05 ≢№∫√⁹ⱷ♩ⱱꜟⱵfi ⌐

∆╢ⱷ♩ⱱꜟⱵfi─Cmax ┘AUCinf─ ─ 90 CI │∕╣∙╣0.95 0.87, 

1.05 ┘1.00 0.93, 1.08 ≢№∫√ ⁹ 

 

ᵕ Ⱳ◓ꜞⱲכ☻≤─ 66  

22 ⌐⁸ 10 mg╩Ⱳ◓ꜞⱲ0.2☻כ  mg 1 3 ≤ ⇔√≤⅝⁸

⌐ ∆╢♄Ɽ◓ꜞⱨ꜡☺fi─Cmax ┘AUCinf─ ─ 90 CI

│∕╣∙╣1.040 0.899, 1.204 ┘1.009 0.954, 1.067 ≢№∫√ ⁹ 

 

 

ᵖ ⱥ♪꜡◒꜡꜡♅▪☺♪≤─ ♃כ♦ 67  

18 ⌐⁸ 50 mg╩ⱥ♪꜡◒꜡꜡♅▪☺♪25 mg≤ ⇔√≤⅝⁸

⌐ ∆╢♄Ɽ◓ꜞⱨ꜡☺fi─Cmax ┘AUCinf─ ─ 90 CI │∕

╣∙╣0.99 0.88, 1.11 ┘1.07 1.04, 1.11 ≢№∫√ ⁹ ₈о 7 2

≤∕─ ₉─  

 

ᵗ Ⱪⱷ♃♬♪≤─ ♃כ♦ 68 ⁸69  

42 ⌐⁸ 10 mg╩Ⱪⱷ♃♬♪1 mg≤ ⇔√≤⅝⁸

⌐ ∆╢♄Ɽ◓ꜞⱨ꜡☺fi─Cmax ┘AUCɩ─ ─ 90 CI │∕╣∙╣

1.080 0.953, 1.222 ┘1.047 0.991, 1.106 ≢№∫√⁹Ⱪⱷ♃♬♪

⌐ ∆╢Ⱪⱷ♃♬♪─Cmax ┘AUCɩ─ ─ 90 CI │∕╣∙╣1.132

0.979, 1.310 ┘1.132 0.985, 1.302 ≢№∫√ ⁹ ₈о 7 2

≤∕─ ₉─  

 

∕─ ─  

ᵘ Ᵽꜟ◘ꜟ♃fi≤─ ♃כ♦ 70 ⁸71  

24 ⌐⁸ 20 mg╩Ᵽꜟ◘ꜟ♃fi320 mg≤ ⇔√≤⅝⁸

⌐ ∆╢♄Ɽ◓ꜞⱨ꜡☺fi─Cmax ┘AUCinf ─ ─ 90 CI │∕╣∙╣

0.881 0.796, 0.975 ┘1.024 1.000, 1.049 ≢№∫√⁹Ᵽꜟ◘ꜟ♃fi

⌐ ∆╢Ᵽꜟ◘ꜟ♃fi─Cmax ┘AUCinf ─ ─ 90 CI │∕╣∙╣

0.938 0.762, 1.156 ┘1.046 0.850, 1.286 ≢№∫√ ⁹ 
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ᵙ ◦fiⱣ☻♃♅fi≤─ ♃כ♦ 70 ⁸71  

24 ⌐⁸ 20 mg╩◦fiⱣ☻♃♅fi40 mg≤ ⇔√≤⅝⁸

⌐ ∆╢♄Ɽ◓ꜞⱨ꜡☺fi─Cmax ┘AUCinf─ ─ 90 CI │∕╣∙╣0.978

0.887, 1.078 ┘0.986 0.957, 1.017 ≢№∫√⁹◦fiⱣ☻♃♅fi ⌐

∆╢◦fiⱣ☻♃♅fi─Cmax ┘AUCinf ─ ─ 90 CI │∕╣∙╣0.936

0.816, 1.073 ┘1.193 1.018, 1.399 ≢№∫√⁹╕√⁸ ≢№╢◦fiⱣ☻

♃♅fi ─Cmax ┘AUCinf─ ─ 90 CI │∕╣∙╣1.077 0.931, 1.247

┘1.311 1.146, 1.499 ≢№∫√ ⁹ 

 

ᵚ ꜞⱨ□fiⱧ◦fi≤─ ♃כ♦ 72  

14 ⌐⁸ 10 mg╩ꜞⱨ□fiⱧ◦fi600 mg≤ ⇔√≤⅝⁸

⌐ ∆╢ ♄Ɽ◓ꜞⱨ꜡☺fi─Cmax ┘AUCinf─ ─ 90 CI │∕╣∙

╣0.931 0.779, 1.112 ┘0.780 0.731, 0.832 ≢№∫√ ⁹ 

 

ᵛ ⱷⱨ▼♫ⱶ ≤─ ♃כ♦ 72  

16 ⌐⁸ 10 mg╩ⱷⱨ▼♫ⱶ 250 mg 1 4 ≤ ⇔√≤⅝⁸

⌐ ∆╢♄Ɽ◓ꜞⱨ꜡☺fi─Cmax ┘AUCinf─ ─ 90 CI │∕╣

∙╣1.13 1.03, 1.24 ┘1.51 1.44, 1.58 ≢№∫√ ⁹ 

 

ᵜ ꞉ꜟⱨ□ꜞfi≤─ ♃כ♦ 71  

14 ⌐⁸ 10 mg╩꞉ꜟⱨ□ꜞfi25 mg≤ ⇔√≤⅝⁸꞉ꜟⱨ□ꜞfi

⌐ ∆╢S-꞉ꜟⱨ□ꜞfi─Cmax ┘AUCinf─ ─ 90 CI │∕

╣∙╣1.030 0.994, 1.124 ┘1.068 1.002, 1.138 ⁸R-꞉ꜟⱨ□ꜞfi─Cmax

┘AUCinf─ ─ 90 CI │∕╣∙╣1.057 0.977, 1.145 ┘1.079

1.030, 1.130 ≢№∫√ ⁹ 

 

ᵝ ☺◗◐◦fi≤─ ♃כ♦ 64  

16 ⌐⁸ 10 mg╩☺◗◐◦fi0.25 mg≤ ⇔√≤⅝⁸☺◗◐◦fi

⌐ ∆╢☺◗◐◦fi─Cmax ┘AUC0-ɩ─ ─ 90 CI │∕╣∙

╣0.99 0.84, 1.16 ┘1.00 0.86, 1.17 ≢№∫√ ⁹ 

 

 ─ ↕╣√ ┘ ₄2 ₅ ⁸ ⌐│♄Ɽ◓ꜞⱨ꜡☺fi≤⇔

≡5 mg╩1 1 ∆╢⁹⌂⅔⁸ ⌂ ⌐│⁸ ╩ ⌐ ⇔⌂⅜

╠10 mg1 1 ⌐ ∆╢↓≤⅜≢⅝╢⁹₄1 ₅▬fi☻ꜞfi ≤─ ⌐⅔™

≡⁸ ⁸ ⌐│♄Ɽ◓ꜞⱨ꜡☺fi≤⇔≡5 mg╩1 1 ∆╢⁹⌂⅔⁸

⌂ ⌐│⁸ ╩ ⌐ ⇔⌂⅜╠10 mg1 1 ⌐ ∆╢↓≤⅜≢⅝╢⁹ 
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2. Ɽꜝⱷכ♃ 

1 73  

⅜ │ ─ ╩ ∆╢ 2 ╩♃כ♦─ ™

√ ≢│⁸ ╩ ™ ≤ Ɽꜝⱷכ♃╩

╕⌂™2-◖fiⱤכ♩ⱷfi♩⸗♦ꜟ╩ ™√⁹∕─ ─ Ɽꜝⱷכ♃─

⌐│ⱡfi◖fiⱤכ♩ⱷfi♩ ╩ ™√⁹ 

 

2 73  

─ ⁸ ─ │10.7 h- 1 ≢№∫√⁹ 

 

3  

⌂⇔ 

 

4 ◒ꜞ▪ꜝfi☻73  

─ ⁸ ◒ꜞ▪ꜝfi☻─ │15.3 L/h ≢№∫

√⁹eGFR⁸ ⁸ ⅜ ◒ꜞ▪ꜝfi☻─ ⌂ ≢№∫√⁹ 

 

5 ♃כ♦ 74  

7 ⌐ 10 mg╩ ⌐ ⇔⁸∕─1 ⌐[ 14C]♄Ɽ◓

ꜞⱨ꜡☺fi80 ɡg╩1 ⅛↑≡ ⇔√≤⅝─ ⌐⅔↑╢

│118 L≢№∫√ ⁹ 

 

 ─ ↕╣√ ┘ ₄2 ₅ ⁸ ⌐│♄Ɽ◓ꜞⱨ꜡☺fi≤⇔

≡5 mg╩1 1 ∆╢⁹⌂⅔⁸ ⌂ ⌐│⁸ ╩ ⌐ ⇔⌂⅜

╠10 mg1 1 ⌐ ∆╢↓≤⅜≢⅝╢⁹₄1 ₅▬fi☻ꜞfi ≤─ ⌐⅔™

≡⁸ ⁸ ⌐│♄Ɽ◓ꜞⱨ꜡☺fi≤⇔≡5 mg╩1 1 ∆╢⁹⌂⅔⁸

⌂ ⌐│⁸ ╩ ⌐ ⇔⌂⅜╠10 mg1 1 ⌐ ∆╢↓≤⅜≢⅝╢⁹ 

 

6 ∕─  

⌂⇔ 

3. ⱳⱧꜙ꜠כ◦ꜛfi  

1  

╩ ™ ≤ Ɽꜝⱷכ♃╩ ╕⌂™2-◖fiⱤכ♩ⱷfi♩⸗

♦ꜟ 
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2 Ɽꜝⱷכ♃ 73  

≢ ⇔√⁸ ⅜ │ ─ ╩ ∆╢ 2

⌐ ∆╢2≈─ MB102025 ┘D1692C00005 ⌐⅔↑╢

╩ ∫√ ⁸eGFR⁸ ⁸ ⅜ ◒ꜞ▪ꜝfi☻─ ⌂ ≢№∫

√⁹ ─ ⌐ ╓∆ ─ ─ ⅝↕⅛╠⁸ 2 ⌐⅔

™≡⁸ ⁸ ⁸ ⁸ ─ ⌐ ≠ↄ │ ⌂™≤ ⅎ╠╣

√⁹ 

4.   

1  

 

 

2 Ᵽ▬○▪ⱬ▬ꜝⱦꜞ♥▫ ♃כ♦ 74  

7 ⌐ 10 mg╩ ⌐ ⇔⁸∕─1 ⌐[ 14C]♄Ɽ◓

ꜞⱨ꜡☺fi80 ɡg╩1 ⅛↑≡ ⇔√≤⅝─ Ᵽ▬○▪ⱬ▬ꜝⱦꜞ

♥▫│78 ≢№∫√ ⁹ 

 

 ─ ↕╣√ ┘ ₄2 ₅ ⁸ ⌐│♄Ɽ◓ꜞⱨ꜡☺fi≤⇔

≡5 mg╩1 1 ∆╢⁹⌂⅔⁸ ⌂ ⌐│⁸ ╩ ⌐ ⇔⌂⅜

╠10 mg1 1 ⌐ ∆╢↓≤⅜≢⅝╢⁹₄1 ₅▬fi☻ꜞfi ≤─ ⌐⅔™

≡⁸ ⁸ ⌐│♄Ɽ◓ꜞⱨ꜡☺fi≤⇔≡5 mg╩1 1 ∆╢⁹⌂⅔⁸

⌂ ⌐│⁸ ╩ ⌐ ⇔⌂⅜╠10 mg1 1 ⌐ ∆╢↓≤⅜≢⅝╢⁹ 

5.   

1 Ί  

ⱥ♩≢─ ⌂⇔ ꜝ♇♩  

Long- Evans ꜝ♇♩ ⌐[ 14C]♄Ɽ◓ꜞⱨ꜡☺fi 26.6 mg/kg ╩

⇔√≤⅝⁸ ┘ │∕╣∙╣ 1 ┘4 ⌐ ╩ ⇔⁸

≤ ─AUCinf─ │0.163≢№∫√75 ⁹ 

SD ꜝ♇♩ ⌐[ 14C]♄Ɽ◓ꜞⱨ꜡☺fi 22 mg/kg ╩ ⇔

√≤⅝⁸ ─AUCinf─ │0.250 0.335≢№∫√76 ⁹ 
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2 Ί  

ⱥ♩≢─ ⌂⇔ 

ꜝ♇♩  

18 ─SD ꜝ♇♩⌐[ 14C]♄Ɽ◓ꜞⱨ꜡☺fi 23 mg/kg ╩

⇔√≤⅝⁸ │ ╩ ⇔≡ ─ ┼ ⇔⁸ ─ ⁸ ⁸ ⁸

┘ ─ │ 4 ⌐ ╩ ⇔√⁹ ─

─AUCinf│ ─ ─AUCinf─64 ≢№╡⁸ 24 ≢│

┘ ─ │ ≢№∫√⁹ ─ ⁸ ⁸ ┘

─ ─AUCinf│⁸ ─ ─AUCinf─∕╣∙╣80⁸129⁸88

┘113 ≢№∫√77 ⁹ 

 

3 ┼─  

ⱥ♩≢─ ⌂⇔ 

ꜝ♇♩  

─SD ꜝ♇♩⌐[ 14C]♄Ɽ◓ꜞⱨ꜡☺fi 5.2 mg/kg ╩ ⇔√≤

⅝⁸ 24 ╕≢ │ ─ ┘ ≤╒

╓ ⇔≡ ⇔√⅜⁸ │ ⌐ ═≡ ↄ⁸Cmax ┘AUCinf

─ │∕╣∙╣0.55⁸0.76≢№∫√78 ⁹ 

 

4 ┼─  

⌂⇔ 

 

5 ∕─ ─ ┼─  

ⱥ♩≢─ ⌂⇔ 

ꜝ♇♩  

Long- Evans ꜝ♇♩ ⌐[ 14C]♄Ɽ◓ꜞⱨ꜡☺fi 26.6 mg/kg ╩

⇔√≤⅝⁸ │ ⇔≡ 1 4 ⌐ ╩ ⇔√⁹

─AUCinf─ ⅜1╩ ╢ │⁸ ┘ ⁸ ⁸ ⁸

⁸ ⁸ ┘ ≢№∫√⁹AUCinf─ │⁸ ⁸ ┘ 3.40

3.83 ≢ ⅝ↄ⁸ ⁸ ┘ 0.140 0.170 ≢ ↕⅛∫√75 ⁹ 

SD ꜝ♇♩ ⌐[ 14C]♄Ɽ◓ꜞⱨ꜡☺fi 22 mg/kg ╩ ⇔

√≤⅝⁸ ─AUCinf─ ⅜ ⅝⅛∫√ │⁸ ⁸ ⁸

⁸Ɫכ♄כ ⁸ ⁸ ⁸ ⁸ ⁸ ⁸ ⁸ ⁸ ⁸ ⁸

⁸ ┘ ≢№∫√⁹AUCinf─ │Ɫכ♄כ ─╖ ⁸ ⁸

┘ 6.21 15.2 ≢ ⅝ↄ⁸ ┘ ─ 0.075 0.158 ≢ ↕

⅛∫√76 ⁹ 
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6 79 81  

♄Ɽ◓ꜞⱨ꜡☺fi╩ ⇔√ⱥ♩ 0.5 ┘5 ɡg/mL≢─

⌐╟╢ ⌐⅔™≡⁸♄Ɽ◓ꜞⱨ꜡☺fi─ │ 91 ≢№∫√ in 

vitro ⁹ 

⁸ ⅜ │ ╩ ∆╢ ⌐ 50 mg╩

1.5 ⌐ ⇔√ ⁸ ┘⌐ ⁸ ╩ ∆╢ ⌐

10 mg╩ 1.5 ⌐ ⇔√ ╩ ⌐╟╡ ⇔√≤↓╤⁸

⌐⅔↑╢♄Ɽ◓ꜞⱨ꜡☺fi─ │ 92 ≢№╡⁸ ⅜

⌂ ⁸ ╩ ∆╢ ┘ ╩ ∆╢ ≢

│ 91 95 ≢№∫√ ♃כ♦ ⁹ 

 

 ─ ↕╣√ ┘ ₄2 ₅ ⁸ ⌐│♄Ɽ◓ꜞⱨ꜡☺fi≤⇔≡

5 mg╩1 1 ∆╢⁹⌂⅔⁸ ⌂ ⌐│⁸ ╩ ⌐ ⇔⌂⅜╠

10 mg1 1 ⌐ ∆╢↓≤⅜≢⅝╢⁹₄1 ₅▬fi☻ꜞfi ≤─ ⌐⅔™≡⁸

⁸ ⌐│♄Ɽ◓ꜞⱨ꜡☺fi≤⇔≡5 mg╩1 1 ∆╢⁹⌂⅔⁸

⌂ ⌐│⁸ ╩ ⌐ ⇔⌂⅜╠10 mg1 1 ⌐ ∆╢↓≤⅜≢⅝╢⁹ 
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6.   

1 ┘ ♃כ♦  

⌐[ 14C]♄Ɽ◓ꜞⱨ꜡☺fi50 mg╩ ⇔√≤⅝⁸

⌐│3- O-◓ꜟ◒꜡fi ─ 42 ⁸ 39 ⁸2-

O-◓ꜟ◒꜡fi 5 ┘ⱬfi☺ꜟ 4 ⅜ ↕╣⁸ ⌐

│ ⌐3- O-◓ꜟ◒꜡fi ─ 61 ⅜ ╘╠╣√82 ⁹ 

─ │3- O-◓ꜟ◒꜡fi ≢№╡⁸ ┘ ≢UGT1A9⌐╟╡

╩ ↑╢ 83 ⁹ ₈о 7 ₉─  

 
 ─ ↕╣√ ┘ ₄2 ₅ ⁸ ⌐│♄Ɽ◓ꜞⱨ꜡☺fi≤⇔≡

5 mg╩1 1 ∆╢⁹⌂⅔⁸ ⌂ ⌐│⁸ ╩ ⌐ ⇔⌂⅜╠

10 mg1 1 ⌐ ∆╢↓≤⅜≢⅝╢⁹₄1 ₅▬fi☻ꜞfi ≤─ ⌐⅔™≡⁸

⁸ ⌐│♄Ɽ◓ꜞⱨ꜡☺fi≤⇔≡5 mg╩1 1 ∆╢⁹⌂⅔⁸

⌂ ⌐│⁸ ╩ ⌐ ⇔⌂⅜╠10 mg1 1 ⌐ ∆╢↓≤⅜≢⅝╢⁹ 

 
 

 

♄Ɽ◓ꜞⱨ꜡☺fi─  
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2 ⌐ ∆╢ CYP ─ ⁸  

I n vitro ⌐⅔™≡⁸ⱥ♩ ╖ ⅎUGT1A9⌐╟╢3- O-◓ꜟ◒꜡fi ─

│⁸ ─UGT⌐ ═≡ 100 ↄ⁸ⱥ♩ Ⱶ◒꜡♁כⱶ⌐⅔↑╢UGT1A9

≤3- O-◓ꜟ◒꜡fi ─ ⌐ ⅜ ╘╠╣√↓≤⅛╠⁸3- O-◓ꜟ◒

꜡fi ─ ⌐ ∆╢ │UGT1A9≢№╢↓≤⅜ ╠⅛⌐⌂∫√⁹╕

√⁸2- O-◓ꜟ◒꜡fi ─ ⌐ ∆╢ │UGT2B4┘UGT2B7≢№∫√⁹ 

I n vitro ⌐⅔™≡⁸CYP1A1⁸CYP1A2⁸CYP2A6⁸CYP2C9⁸CYP2D6⁸CYP2E1⁸CYP3A4┘

CYP3A5╩ ╗ ─CYP ⌐№╢ ─♄Ɽ◓ꜞⱨ꜡☺fi ⅜ ╘╠╣√

⅜⁸ⱥ♩⌐⅔™≡♄Ɽ◓ꜞⱨ꜡☺fi⅜ ⌐╟╡ ∆╢ │

─10 ≢№╢↓≤⅛╠⁸ⱥ♩⌐⅔↑╢♄Ɽ◓ꜞⱨ꜡☺fi─ ⌐CYP ⅜

⌂ ╩ √⇔≡™╢ │ ™84 ⁹ 

I n vitro ⌐⅔™≡⁸♄Ɽ◓ꜞⱨ꜡☺fi│CYP1A2⁸CYP2A6⁸CYP2B6⁸CYP2C8⁸CYP2C9⁸

CYP2C19⁸CYP2D6┘CYP3A4╩ ∑∏ IC50 45 ɡM ⁸CYP1A2⁸CYP2B6⁸CYP2C8⁸

CYP2C9⁸CYP2C19⁸CYP2D6┘CYP3A4─ ⌂ │╖╠╣⌂⅛∫√ IC50 40 

ɡM ⁹♄Ɽ◓ꜞⱨ꜡☺fi│CYP1A2⁸CYP2B6┘CYP3A4/5╩20 ɡM─ ╕≢ ⇔

⌂⅛∫√⁹♄Ɽ◓ꜞⱨ꜡☺fi│UGT1A1─ ≤│⌂╠⌂™⅜⁸UGT1A1⌐ ⇔≡ ™

╩ ⇔√ IC50 50 ɡM 85 ⁹ 

 

1 UGT1A9─ 86  

UGT1A9─ SNP⅜ ─ ◒ꜞ▪ꜝfi☻⌐ ╓∆ ⌐≈™≡⁸

ANCOVA⸗♦ꜟ╩ ™≡ ⇔√≤↓╤⁸UGT1A9─

┘ ─ ◒ꜞ▪ꜝfi☻─ ⅛╠⁸UGT1A9─SNP│ ─ ⌐ ⇔≡

─№╢ ╩ ╓↕⌂™↓≤⅜ ↕╣√⁹ 
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3 ─ ┘∕─ ♃כ♦ 74 ⁸87  

7 ⌐ 10 mg╩ ⇔⁸∕─1 ⌐[ 14C]♄Ɽ◓ꜞ

ⱨ꜡☺fi80 ɡg╩1 ⅛↑≡ ⇔√≤⅝─ Ᵽ▬○▪ⱬ▬ꜝⱦꜞ♥▫

─ ⅜78 ≢№∫√⁹ ⌐[ 14C]♄Ɽ◓ꜞⱨ꜡☺fi50 

mg╩ ⇔√≤⅝─ ─ ┘ ╩ ⇔√ ⁸ ⅛╠

│ ─ 15 ⅜ ≤⇔≡ ↕╣√⁹ ╟╡⁸№╢ ─

╩ ↑╢⁸ ⅜ ⌐ ↕╣╢⁸ ⌐╟∫≡

⅜ ⌐ ↕╣╢⁸ ⅛╠─ ⅜ ≢№╢≤™℮ ⅜

ⅎ╠╣√ ⁹ 

 

 ─ ↕╣√ ┘ ₄2 ₅ ⁸ ⌐│♄Ɽ◓ꜞⱨ꜡☺fi≤⇔≡

5 mg╩1 1 ∆╢⁹⌂⅔⁸ ⌂ ⌐│⁸ ╩ ⌐ ⇔⌂⅜╠

10 mg1 1 ⌐ ∆╢↓≤⅜≢⅝╢⁹₄1 ₅▬fi☻ꜞfi ≤─ ⌐⅔™≡

⁸ ⌐│♄Ɽ◓ꜞⱨ꜡☺fi≤⇔≡5 mg╩1 1 ∆╢⁹⌂⅔⁸

⌂ ⌐│⁸ ╩ ⌐ ⇔⌂⅜╠10 mg1 1 ⌐ ∆╢↓≤⅜≢⅝╢⁹ 

 

4 ─ ─ ┘ ⁸ 88  

ⱥ♩─SGLT2 ┘SGLT1⌐ ⇔≡⁸ ◄♅ꜟ │♄Ɽ◓ꜞⱨ꜡☺fi≤╒╓ ─

╩ ∆╢⁹ⱥ♩⌐ 10 mg╩ ⇔√≤⅝⁸ ≢ ↕╣√─

│ ─0.1 ≢№╡⁸ ≢│ ↕╣⌂⅛∫√⁹↓╣╠─ ⅛╠⁸

◄♅ꜟ │♄Ɽ◓ꜞⱨ꜡☺fi─ ⌐ ⌐ ⇔⌂™↓≤⅜ ↕╣√⁹

╕√⁸3- O-◓ꜟ◒꜡fi ┘2- O-◓ꜟ◒꜡fi │⁸♄Ɽ◓ꜞⱨ꜡☺fi

⌐ ⇔≡⁸ⱥ♩─SGLT2 ┘SGLT1─™∏╣⌐ ⇔≡╙ ⌐ ⅜ ™√╘⁸

≢│♄Ɽ◓ꜞⱨ꜡☺fi─ ⌐ ⇔⌂™≤ ⅎ╠╣╢ ⁹ 

 

 ─ ↕╣√ ┘ ₄2 ₅ ⁸ ⌐│♄Ɽ◓ꜞⱨ꜡☺fi≤⇔≡

5 mg╩1 1 ∆╢⁹⌂⅔⁸ ⌂ ⌐│⁸ ╩ ⌐ ⇔⌂⅜╠

10 mg1 1 ⌐ ∆╢↓≤⅜≢⅝╢⁹₄1 ₅▬fi☻ꜞfi ≤─ ⌐⅔™≡⁸

⁸ ⌐│♄Ɽ◓ꜞⱨ꜡☺fi≤⇔≡5 mg╩1 1 ∆╢⁹⌂⅔⁸

⌂ ⌐│⁸ ╩ ⌐ ⇔⌂⅜╠10 mg1 1 ⌐ ∆╢↓≤⅜≢⅝╢⁹ 
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7.   

1 ┘  

⁸ ⌐ ↕╣╢⁹ 

 

2 ╩♃כ♦ ╗  

6 ⌐ 2.5⁸10⁸20⁸50 mg╩ ⌐ ⇔√≤⅝─

≤⇔≡─ │⁸™∏╣─ ≢╙2 ≢№∫√ 24 ⁹ 

 

2 9 ⌐ 2.5⁸10⁸20 mg╩1 1 14 ⇔√≤

⅝─ ≤⇔≡─ │⁸™∏╣─ ≢╙2 ≢№∫√ 24 ⁹ 

⌐[ 14C]♄Ɽ◓ꜞⱨ꜡☺fi50 mg╩ ⇔√≤⅝

─ ─ ┘ ╩ ⇔√ ⁸ 312 ╕≢⌐ ─96

⅜ ↕╣ ⌐75 ⁸ ⌐21 ⁸ ┘ ─76 ⅜ 24

⌐⁸89 ⅜ 48 ⌐ ↕╣√⁹ ⅛╠│ ─ 15 ⅜

≤⇔≡ ↕╣√ 87 ⁹ 

 

 ─ ↕╣√ ┘ ₄2 ₅ ⁸ ⌐│♄Ɽ◓ꜞⱨ꜡☺fi≤⇔≡

5 mg╩1 1 ∆╢⁹⌂⅔⁸ ⌂ ⌐│⁸ ╩ ⌐ ⇔⌂⅜╠

10 mg1 1 ⌐ ∆╢↓≤⅜≢⅝╢⁹₄1 ₅▬fi☻ꜞfi ≤─ ⌐⅔™≡⁸

⁸ ⌐│♄Ɽ◓ꜞⱨ꜡☺fi≤⇔≡5 mg╩1 1 ∆╢⁹⌂⅔⁸

⌂ ⌐│⁸ ╩ ⌐ ⇔⌂⅜╠10 mg1 1 ⌐ ∆╢↓≤⅜≢⅝╢⁹ 

8. ♩ꜝfi☻ⱳכ♃כ⌐ ∆╢  

I n vitro ⌐⅔™≡⁸♄Ɽ◓ꜞⱨ꜡☺fi│P- ─ ™ ≤⌂╢⅜⁸P- ╩

⇔⌂⅛∫√⁹♄Ɽ◓ꜞⱨ꜡☺fi│ ─ ╡ ╖♩ꜝfi☻ⱳכ♃כ≢№╢ ▪♬○fi

♩ꜝfi☻ⱳכ♃כ OAT3 ┘ ─ ╡ ╖♩ꜝfi☻ⱳכ♃כ≢№╢ ▪♬○fi♩

ꜝfi☻ⱳכ♃כⱳꜞⱭⱪ♅♪ OATP1B1┘OATP1B3⌐ ⇔≡ ™ ╩ ⇔√ IC50

│∕╣∙╣33 ɡM⁸69 ɡM⁸8 ɡM 89 ⁹ 

9. ⌐╟╢  

⁸ ⁸  

⌂⇔ 

10. ─ ╩ ∆╢  

1 ⌐⅔↑╢ ♃כ♦ 79 ⁸90  

┘2 ⌐ 50 mg╩ ⇔√≤⅝─ ⌐ ╓

∆ ─ ⌐≈™≡ ⇔√⁹ 
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⅜ ⌂ 8 ┘CLcr 80 mL/min≢№╢2 12

⌐ ∆╢⁸ 50 CLcr֔ 80 mL/min≢№╢2 8

⁸ 30֔ CLcr֔ 50 mL/min≢№╢2 8

┘ CLcr 30 mL/min≢№╡ ╩ ↑≡™⌂™2

4 ─Cmax ┘AUCinf─ ─ 90 CI │⁸∕╣∙╣1.142 1.052, 1.239

┘1.278 1.189, 1.374 ⁸1.256 1.091, 1.445 ┘1.523 1.346, 1.724 ┘

⌐1.355 1.123, 1.633 ┘1.753 1.486, 2.068 ≢№∫√⁹ 

CLcr 80 mL/min ⁸ 50 CLcr֔ 80 mL/min ⁸ 30֔ CLcr

֔50 mL/min │ CLcr 30 mL/min ─ ╩ ∆╢2 ⌐⁸

20 mg╩1 1 7 4- 10 ⇔√≤⅝⁸ ⌐⅔↑

╢24 ─ │⁸ ⅜ ≢№╢2 ≢│85 g/ ⁸

╩ ∆╢2 ≢│52 g/ ⁸ ╩ ∆╢2

≢│18 g/ ⁸ ╩ ∆╢2 ≢│11 g/ ≢№∫√⁹ 

⅜ ⌂ │2 ⁸ ┘⌐ ⁸ │ ─

╩ ∆╢2 ⌐⅔™≡⁸♄Ɽ◓ꜞⱨ꜡☺fi─ │

92.3 94.6 ≢№╡⁸ ⇔≡™√ ⁹ ₈л 2 │ ⌐ ∆╢ ₉⁸

₈о 6 2 ₉─  

 

⌐ ⇔√ Ɽꜝⱷכ♃ 

 

    

 

Ɽꜝⱷכ♃ 

Cmax 

ng/mL 

t max 

h  

AUCinf  

ng·h/mL  

AUC0-ɩ 

ng·h/mL  

t 1/2 

h  

CL/F 

mL/min  

◒ꜞ▪ 

ꜝfi☻ 

mL/min  

 

 

 

 

8  

710 

31  

1.17 

0.5, 2.0  

2880 

27  

2821 

27  

12.7 

7.0  

289 

26  

3.52 

34  

1.2 

0.5  

 

2 12  

647 

37  

1.25 

0.5, 2.0  

2504 

30  

2439 

30  

11.9 

5.7  

333 

26  

3.43 

47  

1.0 

0.4  

 

2 8  

902 

35  

1.25 

0.5, 2.0  

4018 

26  

3832 

26  

18.4 

8.2  

207 

25  

2.85 

55  

1.4 

1.0  

 

2 8  

897 

41  

1.00 

0.5, 3.0  

5182 

38  

4847 

35  

17.9 

3.4  

161 

26  

2.06 

81  

1.6 

1.3  

 

2 4  

772 

11  

1.17 

0.75, 1.5  

4884 

10 a 

4385 

12  

15.0 

4.2 a 

171 

10 a 

0.84 

46  

0.5 

0.2  

Cmax⁸AUCinf⁸AUC0-ɩ⁸ ◒ꜞ▪ꜝfi☻─ │ CV ⁸t max│ ⁸ ⁸∕─ │

 

a n=3 

 

 ─ ↕╣√ ┘ ₄2 ₅ ⁸ ⌐│♄Ɽ◓ꜞⱨ꜡☺fi≤⇔

≡5 mg╩1 1 ∆╢⁹⌂⅔⁸ ⌂ ⌐│⁸ ╩ ⌐ ⇔⌂⅜

╠10 mg1 1 ⌐ ∆╢↓≤⅜≢⅝╢⁹₄1 ₅▬fi☻ꜞfi ≤─ ⌐⅔™

≡⁸ ⁸ ⌐│♄Ɽ◓ꜞⱨ꜡☺fi≤⇔≡5 mg╩1 1 ∆╢⁹⌂⅔⁸

⌂ ⌐│⁸ ╩ ⌐ ⇔⌂⅜╠10 mg1 1 ⌐ ∆╢↓≤⅜≢⅝╢⁹ 
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2 ⌐⅔↑╢ ♃כ♦ 80 ⁸91  

Child - Pugh A⁸B⁸C─ 6 ┘ 6 ⌐

10 mg╩ ⌐ ⇔√⁹ 

⌐ ∆╢ ⁸ ┘ ─ ⌐⅔↑╢♄Ɽ◓ꜞⱨ꜡☺

fi─Cmax ┘AUCinf─ ─ 90 CI │⁸∕╣∙╣0.882 0.598, 1.301

┘1.033 0.765, 1.396 ⁸1.122 0.761, 1.654 ┘1.359 1.007, 1.836 ┘

⌐1.395 0.946, 2.056 ┘1.669 1.236, 2.255 ≢№∫√⁹ 

♄Ɽ◓ꜞⱨ꜡☺fi─ ⌐ ⇔≡⁸ ≤ ╩ ∆╢

─ ⌐ ╠⅛⌂ ™│╖╠╣⌂⅛∫√ ⁹ 

 

⌐ ⇔√ Ɽꜝⱷכ♃ 

   

 

Ɽꜝⱷכ♃ 

Cmax 

ng/mL  

AUCinf  

ng·h/mL 

AUC0- t  

ng·h/mL 

t 1/2 

h  

t max 

h  

CL/F 

L/h  

Vz/F 

L  

 

 
 

n=6  
136 
31  

465 
34  

438 
34  

12.9 
5.54  

1.00 
0.50, 

2.00  

21.5 
35  

370 
36  

92.1 
1.92  

Child - Pugh 
A  

n=6  

120 
28  

480 
26  

443 
25  

15.0 
16.26 a 

1.25 
0.50, 

3.17  

20.8 
28  

322 
91  

91.1 
2.28  

Child - Pugh 
B  

n=6  

153 
51  

632 
40  

614 
40  

8.1 
2.87  

0.75 
0.50, 

3.00  

15.8 
29  

174 
52  

93.4 
0.80  

Child - Pugh 
C  

n=6  

190 
40  

776 
22  

762 
22  

6.1 
1.35  

0.75 
0.50, 

4.00  

12.9 
23  

111 
28  

91.6 
4.13  

t 1/2≤ │ ⁸t max│ ⁸ ⁸∕─ │ CV  

a 1 ─ ╣ 47.6 h ╩ ⇔√ ⁸8.5 3.52 ≤⌂╢⁹ 
 

 ─ ↕╣√ ┘ ₄2 ₅ ⁸ ⌐│♄Ɽ◓ꜞⱨ꜡☺fi≤⇔

≡5 mg╩1 1 ∆╢⁹⌂⅔⁸ ⌂ ⌐│⁸ ╩ ⌐ ⇔⌂⅜

╠10 mg1 1 ⌐ ∆╢↓≤⅜≢⅝╢⁹₄1 ₅▬fi☻ꜞfi ≤─ ⌐⅔™

≡⁸ ⁸ ⌐│♄Ɽ◓ꜞⱨ꜡☺fi≤⇔≡5 mg╩1 1 ∆╢⁹⌂⅔⁸

⌂ ⌐│⁸ ╩ ⌐ ⇔⌂⅜╠10 mg1 1 ⌐ ∆╢↓≤⅜≢⅝╢⁹ 

11. ∕─  

⌂⇔ 
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о. ─ ⌐ ∆╢  

1. ≤∕─  

↕╣≡™⌂™ 

2. ≤∕─  

2.  ─ ⌐│ ⇔⌂™↓≤  

2. 1 ─ ⌐ ⇔ ─ ─№╢  

2. ⁸☻◦כ♩◔ 2 │ ─ ⁸▬fi☻ꜞfi⌐╟╢ ╛⅛

⌂ ─ ⅜ ≤⌂╢─≢ ─ │ ↕⌂™⁹]  

2. 3 ⁸ ⁸ ⌂ ─№╢ ╩ ∆╢ ≢│▬fi☻ꜞ

fi ⌐╟╢ ⅜ ╕╣╢─≢ ─ │ ↕⌂™⁹]  

 

2. 1 ─ ⌐ ⇔ ─ ─№╢ ⌐ ╩ ⇔√ ⁸ ⅜ ∆

╢ ⅜ ™≤ ⅎ╠╣╢√╘⁸ ≤⇔≡ ⇔√⁹ 

⌐│ ─ ⅜ ╕╣≡™╢⁹ 

♄Ɽ◓ꜞⱨ꜡☺fiⱪ꜡Ⱨ꜠fi◓ꜞ◖כꜟ  

⁸☻כ꜡ꜟ☿ ⁸◒꜡☻ⱳⱦ♪fi⁸ ◔▬ ⁸ 

☻♥▪ꜞfi ⱴ◓Ⱡ◦►ⱶ⁸ⱳꜞⱦ♬ꜟ▪ꜟ◖כꜟ ↑╪ ⁸ 

♅♃fi⁸ⱴ◒꜡◗כꜟ 4000⁸♃ꜟ◒⁸  

─ ⌐ ⇔≡│⁸ ╩ ™⁸↓╣╠─ ⌐ ⇔ ─ ─№╢

⌐│⁸ ╩ ⇔⌂™↓≤⁹ 

2. ⁸☻◦כ♩◔ 2 │ ─ │⁸ ╛▬fi☻ꜞfi⌐╟╢ ╛

⅛⌂ ╩ ≤⇔⁸ ─ │ ↕⌂™√╘⁸ ╩ ⌐ ╩

∆╢ ≢№∫≡╙↓─╟℮⌂ ⌐│ ╩ ⇔⌂™↓≤⁹ 

2. 3 ⁸ ⁸ ⌂ ─№╢ ⌐│ ╩ ⇔⌂™↓≤⁹ ╩

∆╢ ≢│▬fi☻ꜞfi ⌐╟╢ ⅜ ╕╣╢⁹ 

3. │ ⌐ ∆╢ ≤∕─  

₈л 2 │ ⌐ ∆╢ ₉╩ ∆╢↓≤⁹ 

4. ┘ ⌐ ∆╢ ≤∕─  

₈л 4 ┘ ⌐ ∆╢ ₉╩ ∆╢↓≤⁹ 
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5. ⌂ ≤∕─  

8.  ⌂  

8. 1 ─ ⌐№√∫≡│⁸ ⌐ ⇔ ┘∕─ ⌐≈™≡

∆╢↓≤⁹ 9.1.3⁸11.1.1  

8.2  ⌐⁸ ◒꜠▪♅♬fi─ │eGFR─ ⅜╖╠╣╢↓≤⅜№╢─

≢⁸ ╩ ⌐ ∆╢↓≤⁹ ─№╢ ≢│ ╩ ⌐

⇔⁸ ⌐ ─ ⌐ ╩ ∆╢ ⌐│⁸ ─ ⌐

∆╢↓≤⁹ ─ ◖fi♩꜡כꜟ ╩ ≤⇔≡ ⇔≡™╢ ⌐

⅔™≡│⁸ ⌐eGFR⅜45 mL/min/1.73 m2 ⌐ ⇔√ │ ─ ╩

∆╢↓≤⁹ 5.1⁸5.2⁸5.7⁸9.2.1⁸9.2.2⁸17.1.1  

8. 3 ─ ⌐╟╡ ה ⅜╖╠╣╢↓≤⅜№╢⁹╕√⁸ ⅜ ∆

╢↓≤⅜№╢─≢ ╩ ⌐ ™⁸ ⌂ ╩ ℮╟℮ ∆╢↓≤⁹

⌐ ╩ ↓⇔╛∆™ ⁸ ─№╢ ⁸

⌐⅔™≡│⁸ ╛ ⁸☻◦כ♪◦▪♩◔ ⁸

╩ ╗ ה ─ ⌐ ∆╢↓≤⁹ 9.1.1⁸9.2.2⁸9.8⁸10.2⁸

11.1.3⁸11.1.4  

8.4  ─ ◖fi♩꜡כꜟ ╩ ≤⇔≡ ∆╢ │⁸ │⁸

╩ ⌐ ∆╢≤≤╙⌐⁸ ╩ ⌐ ⇔⁸ ⌐ ─ ⌐

≈™≡ ╩ ℮↓≤⁹ י3ִ╩ ⇔≡╙ ⅜ ⌂ ⁸╟╡ ≤

ⅎ╠╣╢ ╩ ∆╢↓≤⁹ 

8.5  ┘ ╩ ↓⇔⁸ ⁸ ┘ ─ ⱨ

ꜟ♬◄ ⁸ ─ ⌂ ⌐ ╢↓≤⅜№╢⁹ ┘

─ ┘∕─ ⌐≈™≡ ⌐ ∆╢↓≤⁹ 9.1.2⁸11.1.2  

8.6  ─ ≢№╢ ☻כ◖ꜟ◓ ⌐╟╡⁸ ◖fi♩꜡כꜟ⅜

≢№∫≡╙ ⅜ ☻◦כ♪◦▪♩◔⁸╣╦╠№⅜☻◦כ♩◔⁸⇔

⌐ ╢↓≤⅜№╢⁹ 

8.6. 1 ⇔™ ─ ╩ ╦⌂™ ⅜№╢√╘⁸ ─ ⌐ ∆╢↓≤⁹ 7.1⁸

7.2⁸7.3 .1⁸11.1.4  

(1) ה ⁸ ⁸ ⁸ ⌂ ⁸ ⁸ ⁸ ─

⅜ ╘╠╣√ ⌐│⁸ │ ◔♩fi ╩ ╗ ╩ ∆

╢↓≤⁹ ⅜ ╘╠╣√ ⌐│ ╩ ⇔⁸ ⌂ ╩ ℮↓≤⁹ 

 (2) ⌐⁸1 ─ ⁸▬fi☻ꜞfi ─ ⁸▬fi☻ꜞfi ─ ╛

⁸ ⌂ ⁸ ⁸ ⁸ ╩ ℮ ⌐│◔♩

╩☻◦כ♪◦▪ ⇔╛∆™─≢⁸ ╩ ⌐ ℮↓≤⁹ 

(3) ⌐ ⇔⁸ ─ ╩ ∆╢↓≤⁹ 

─☻◦כ♪◦▪♩◔ה ה ⁸ ⁸ ⁸ ⌂ ⁸

⁸ ⁸ ⁹ 
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─☻◦כ♪◦▪♩◔ה ⅜ ╘╠╣√ ⌐│ ∟⌐ ╩ ∆╢↓≤⁹ 

ה ⅜ ≢⌂ↄ≤╙◔♩▪◦♪כ◦☻⅜ ⇔℮╢↓≤⁹ 

⌐⁸1 ⌐ ⇔≡│⁸ 3 ⌐ ⅎ≡⁸◔♩▪◦♪כ◦☻

─ꜞ☻◒⅜ ™↓≤╙ ∆╢↓≤⁹ 

8.6.2  ╩ ╗SGLT2 ─ ⁸ ⅛╠ ↕╣╢╟╡ ↄ

☻כ◖ꜟ◓ ⅜☻◦כ♪◦▪♩◔┘ ⇔√ ⅜ ↕╣≡™╢√

╘⁸ ⌐ ∂≡ ╩ ∆╢⌂≥ ╩ ⌐ ℮↓≤⁹ 7.1⁸7.2⁸11.1.4 

 

8.7  ⁸ ⁸ №╢™│ ─ ╩ ∆╢ ⌐⅔™≡│⁸∕╣╠─

╩ ∆╢≤≤╙⌐ ≢─ ╩ ∆╢↓≤⁹ 

8.8  ⌐╟╢ ⅜ ↕╣≡™╢√╘⁸ ─ ⌐ ∆╢↓≤⁹ 

8.9  ╩ ↓∆↓≤⅜№╢─≢⁸ ⁸ ─ ⌐ ⇔≡™╢

⌐ ∆╢≤⅝│ ∆╢↓≤⁹ 11.1.1  

 

 

8. 1 ⌐╟╡ ⅜ ∆╢⅔∕╣⅜№╢─≢⁸ ⌐ ⇔≡

┘∕─ ⌐≈™≡ ⌐ ⇔⁸ ⅜ ╘╠╣√ ⁸ ╩

╗ ╛ ╩ ∆╢⌂≥─ ⌂ ╩ ℮↓≤⁹ ₈о 6 1 ה

─№╢ ₉⁸₈о 8 1 ⌂ ≤ ₉─  

8. 2 й D169AC00001 ─ ╟╡⁸ ◒꜠▪♅♬fi─ │

eGFR─ │ ≢№╡⁸ ⌐│ ⌐│ ◒꜠▪♅♬fi─

⅛≈eGFR─ ⅜№╢⁹⇔⅛⇔⌂⅜╠⁸ ─

│ ⌐ ∆╢√╘⁸ ◖fi♩꜡כꜟ ⌐ ╩ ∆╢

⌐│⁸ ─ ⌂ ⅜ ≢№╢⁹╕√⁸ ─ ⌐ ™⁸

⌐ ─ ⌐ ╩ ∆╢ ─ ⌐≈™≡╙⁸ ─ ⌂

╩┤╕ⅎ≡ ⇔√⁹ ₈л 2 │ ⌐ ∆╢ ₉⁸₈л

5 5 ה ₉⁸₈о 6 2 ₉─  

8. 3 ⌐⅔™≡⁸ ⌐ ∆╢ ─ │ ⌂ↄ⁸

┘ ╩ ⇔√ ⅛╠╙⁸ ⌐╟╢ ⌐ ∆╢ ─

│ ∂⌂⅛∫√⁹╕√⁸ й D1692C00012 ≢ ─

╩5 mg⅛╠10 mg⌐ ⇔√ ⌐⅔™≡╙⁸5 mg─╕╕ ⇔⌂⅛∫√ ⌐ ═

≡ ⌐ ∆╢ ─ ⅜ ↄ⌂╢ │╖╠╣⌂⅛∫√4 ⁸5 ⁹ 

⇔⅛⇔⁸ ─SGLT2 ─ ⁸ ☻כ◖ꜟ◓─ ┘♫♩ꜞ►ⱶ⅜ ⇔⁸

∕─ ⌐╟╡ ה ⅜╖╠╣╢↓≤⅜№╡⁸ ⌐ ─

─ ⅜№╠╦╣╢ ⅜№╢⁹╕√⁸ ⌐ ╩ ↓⇔╛∆™

⌐⅔™≡│⁸ ⁸☻◦כ♪◦▪♩◔ ⁸ ╩ ╗ ה

⌐ ∆╢ ⅜№╢⁹ ₈о 6 1 ה ─№╢ ₉⁸

₈о 6 2 ₉⁸₈о 6 8 ₉⁸₈о 7 2
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≤∕─ ₉⁸₈о 8 1 ⌂ ≤ ₉─  

8.4  ─ ◖fi♩꜡כꜟ ╩ ≤⇔≡ ∆╢ │⁸ ⌐│⁸

HbA1c ╩ ╗ ⁸ ╩ ⌐ ⇔≡⁸ ─ ╩ י⁹3ִ≥↓╢∆

⇔≡╙ ⅜ ⌂ │⁸╟╡ ≤ ⅎ╠╣╢ ╩ ∆╢↓≤⁹ 

8.5  ⌐⅔™≡⁸ ┘ ⌐ ∆╢ ─ │ ⅛∫√╙─

─⁸ ⌐╟╢ ☻כ◖ꜟ◓ ⌐╟╡ ⁸ ⌂≥ ┘

◌fi☺♄ ⌂≥ ⅜ ↓╢↓≤⅜№╢⁹╕√⁸ ⌂ ╛⁸╕╣≢№╢⅜

ⱨꜟ♬◄ ≤ ┌╣╢ ┘ ─ ⁸ ╛ ◦ꜛ♇◒⌐

╢↓≤⅜№╢─≢⁸ ↄ ╩ ™⁸ ⇔√ ⌐│ ⌂ ╩ ℮≤≤╙⌐⁸

⌐ ∂≡ ╩ ∆╢↓≤⁹╕√⁸ ┘ ─ ┘∕─

⌐≈™≡ ⌐ ⌐ ⇔⁸↓╣╠─ ⅜№╢ │∆←⌐ ╩ ↕∑╢

↓≤⁹ ₈о 6 1 ה ─№╢ ₉⁸₈о 8 1 ⌂

≤ ₉─  

8.6 .1  SGLT2 ─ ≢№╢ ☻כ◖ꜟ◓ ⌐╟╡⁸ ◖fi♩

⅜ꜟכ꜡ ≢№∫≡╙ ⅜ ⁹╢№⅜≥↓╢╣╠╖⅜☻◦כ♩◔⇔

╩ ≤⇔≡ ╩ ∆╢ │ ─ ⌐№√╡⁸▬fi☻ꜞfi

─ ⌐╟╢◔♩fi ≤─ ⅜ ≢№╢⁹ ⌐⅔™≡SGLT2

⌐▬fi☻ꜞfi ─ ⁸▬fi☻ꜞfi ─ ה ⁸꜡ ♄Ⱳכ◌כ

▬◄♇♩⌂≥─ ─ ⁸ ⁸ ⁸ ⌂≥─◦♇◒♦▬

╩ ℮ ⌐☻◦כ♪◦▪♩◔⌐ ∫√ ⅜ ⌐ ↕╣≡™╢⁹ 

ה ⁸ ⁸ ⁸ ⌂ ⁸ ⁸ ⁸ ─◔♩▪

─☻◦כ♪◦ ⅜ ╘╠╣√ ⌐│⁸ ∞↑≢⌂ↄ⁸ │ ◔♩fi

╩ ⇔⁸ ⅜ ╘╠╣√ ⌐│ ╩ ⇔⁸ ⌂ ╩ ℮↓≤⁹╕√⁸

─☻◦כ♪◦▪♩◔⌐ ╩ ⌐ ⇔⁸↓╣╠─ ⅜ ╘╠╣√ ⌐

│ ∟⌐ ╩ ∆╢╟℮⌐ ∆╢↓≤⁹ ₈о 8 1 ⌂ ≤

₉─  

1 ─ ─☻◦כ♪◦▪♩◔│≡™⅔⌐ ─ꜞ☻◒⅜ ™↓≤⅛╠⁸

⅜ ≢⌂ↄ≤╙◔♩▪◦♪כ◦☻⅜ ⇔℮╢↓≤╩ ⌐ ↕∑╢↓≤⁹╕√⁸

╩◒☻ꜞ─☻◦כ♪◦▪♩◔≥ ∆╢√╘⌐│ ⌐ ∂≡▬fi☻ꜞfi─

╩ ∆╢↓≤⁹ ⌂▬fi☻ꜞfi ╩◒☻ꜞ─☻◦כ♪◦▪♩◔│ ╘╢↓≤

⌐⌂╢√╘⁸ ≢│⁸▬fi☻ꜞfi ─1 ─ │20 ≤∆╢↓≤

⅜ ↕╣√⁹ 

─☻◦כ♪◦▪♩◔ ꜞ☻◒│⁸ ≢╟╡ ─ ⅜ ™⅜⁸

┘ ╩ ⌐ ╩ ∆╢ ≢№∫≡╙ ⌐ ∆╢↓≤⁹₈л

4 ┘ ⌐ ∆╢ ₉⁸₈о 8 1 ⌂ ≤ ₉─  

8.6.2  SGLT2 ⌐⅔™≡⁸ ⁸ ⅛╠ ↕╣╢╟╡ ↄ

☻כ◖ꜟ◓ ⅜☻◦כ♪◦▪♩◔┘ ⇔√ ⅜ ↕╣≡™╢⁹

SGLT2 ⌐⅔↑╢ ─ ☻כ◖ꜟ◓ ─☻◦כ♪◦▪♩◔┘
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⌐≈™≡⁸ ≢ │ ≢│⌂™╙──⁸SGLT2 ─ꜞ☻◒≢

№╢ ⅜№╢√╘⁸SGLT2 ─ ⅜ ≤ ⇔ ⇔≡™╢⁹ 

8.7  ⁸ ⁸ №╢™│ ─ ─╖╠╣╢ │⁸ ⌐╟╡ ╩↕

╠⌐ ↕∑╢ ⅜№╢√╘⁸∕╣╠─ ─ ─ ┘ ─ ╩

∆╢ ⅜№╢⁹ 

8.8  ⌐╟╡⁸ ⅜ ↕╣≡⅔╡⁸ ─ ⅜╖╠╣√ ⁸

⌐ ∆╢ ⅜№╢↓≤⅛╠⁸ ∆╢↓≤⁹ 

8.9  ⌐╟╡ ╩ ↓∆↓≤⅜№╢√╘⁸ ⁸ ─ ⌐

⇔≡™╢ ⌐ ∆╢≤⅝│ ∆╢ ⅜№╢⁹╕√⁸ ⌐ ⇔≡⁸

┘∕─ ⌐≈™≡ ⌐ ∆╢↓≤⁹ ₈о 8 1 ⌂ ≤

₉─  

6. ─ ╩ ∆╢ ⌐ ∆╢  

1 ה ─№╢  

ה 9.1 ─№╢  

9.1.1  ╩ ↓⇔╛∆™ ◖fi♩꜡כꜟ⅜ ╘≡ ─ ⁸ ⁸

 

─ ⌐╟╡ ╩ ↓∆⅔∕╣⅜№╢⁹ 8.3⁸10.2⁸11.1.3  

9.1.2  ⁸ ─№╢  

╩ ↕∑╢⅔∕╣⅜№╢⁹ 8.5⁸11.1.2  

9.1.3  ╩ ↓∆⅔∕╣─№╢ ─ │ 8.1⁸11.1.1  

ה │ ╩ ∆╢  

ה  

ה  

ה ⌂  

ה ─ │ ─  

ה ⇔™ ╩ ℮  

ה ꜟכ◖ꜟ▪─  

9.1.4  1 ╩ ∆╢ ┘  

╩☻◦כ♪◦▪♩◔ ↓∆⅔∕╣⅜№╢⁹1 ╩ ∆╢ ┘

╩ ≤⇔√ │ ⇔≡™⌂™⁹ 7.3.1⁸8.6.1⁸8.6.2

 

 

9.1.1  ◖fi♩꜡כꜟ⅜ ╘≡ ⌂ ╛ ─₈ ╩ ↓⇔╛∆™

₉≢│⁸ ⌐ ─ ⌐ ∆╢ ⅜№╢√╘⁸ ⌐ ∆╢↓≤⁹

₈о 5 ⌂ ≤∕─ ₉⁸₈о 7 2 ≤∕─ ₉⁸

₈о 8 1 ⌂ ≤ ₉─  

9.1.2  SGLT2 │ ☻כ◖ꜟ◓ ⅜№╡⁸ ⁸ ─№╢



 

128 

 

≢│⁸ ╛ ⌐ ∆╢ ⅜№╢↓≤⅛╠⁸ ⌐ ∆╢↓≤⁹₈о

5 ⌂ ≤∕─ ₉⁸₈о 8 1 ⌂ ≤ ₉─

 

9.1.3 ה  ⌐⌂╢≤⁸ ╛ ╩ ∆╢ ⱱ

ꜟ⸗fi─ ╛ ╩ ⅝⅔↓⇔≡ ⅜ ⇔⁸∕↓⌐▬fi☻ꜞfi

─ ╙ ╦╡⁸ ╩ ∆↓≤⅜ ╠╣≡™╢92 ⁹ 

╕√⁸ ⱱꜟ⸗fi≢№╢◖ꜟ♅♂⁸│ꜟכ ╩ ⇔≡◓ꜟ◌◗fi

╩ ⇔√╡⁸◓ꜟ◌◗fi╛◄ⱧⱠⱨꜞfi⌐╟╢◓ꜞ◖כ◕fi ╩

∆╢⁹≈╕╡⁸ ⌐⌂╢≤ fi◕כ◖ꜞ◓╛ ─ ⌂≥⅜

∂⁸ ⅜ ↓╡℮╢≤ ⅎ╠╣≡™╢93 ⁹ 

ה ⁸ ⌂ ─ ⌐⅔™≡│⁸ ╩ ∂╛∆ↄ⌂╢94 ⁸95 ⁹ 

ה ∆╢≤⁸ ⁸ ─▬fi☻ꜞfi ⅜ ∆╢96 ⁸97 ⁹╕√⁸ ⌐

╟╢ ─ ≤∕╣⌐ ℮▬fi☻ꜞfi ─☻כ◖ꜟ◓┘ ┼─

─ ⌐╟╡⁸ ─ ≤≤╙⌐Ⱪ♪► ─ ╙ ∆╢96 ⁹ ⅛

╠⁸ ⇔™ ⌐│ ╩ ∂╛∆ↄ⌂╢⁹ 

╩ꜟכ◖ꜟ▪ה ∆╢≤ ≢─ ⅜ ↕╣≡⁸ ⅜ ∆╢⅔∕╣⅜

№╢98 ⁹ 

₈о 5 ⌂ ≤∕─ ₉⁸₈о 8 1 ⌂ ≤

₉─  

9.1.4  1 │ ─ ╩ ≤⇔√ й

D1699C00001 15 ⁸16 ⁸D169CC00001 17 ⁸18 ┘ ╩ ≤

⇔√ й D169AC00001 19 ⁸20 ≢│ ↕╣≡⅔╡

⅜⌂™⁹╕√⁸1 ╩☻◦כ♪◦▪♩◔│ ⇔╛∆™√╘⁸ ⌐

∆╢↓≤⁹ ₈л 4 ┘ ⌐ ∆╢ ₉⁸₈о 5 ⌂

≤∕─ ₉─  

 

2  

9.2   

9.2.1  ─ │ ─  

₄1 ⁸2 ₅ 

◖fi♩꜡כꜟ ╩ ≤⇔≡ ⇔⌂™↓≤⁹ ─ ⅜

≢⅝⌂™⁹ 

₄ ₅ 

─ ╩ ⌐ ∆╢↓≤⁹ ≢│ ⌐ ℮ ─

⅜ ↕╣≡™╢⁹ ⌐eGFR⅜ ∆╢↓≤⅜№╡⁸ ⅜

∆╢⅔∕╣⅜№╢⁹╕√⁸eGFR⅜25 mL/min/1.73 m2 №╢™│

─ ╩ ≤⇔√ │ ⇔≡™⌂™⁹ 
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₄ ₅ 

eGFR⅜25 mL/min/1.73 m2 ─ ≢│⁸ ─ ╩ ⌐ ∆╢↓≤⁹

eGFR⅜25 mL/min/1.73 m2 ─ ≢│⁸ ─ ⅜ ⌐ ╠╣⌂

™ ⅜№╢⁹╕√⁸ ⌐eGFR⅜ ∆╢↓≤⅜№╡⁸

⅜ ∆╢⅔∕╣⅜№╢⁹eGFR⅜25 mL/min/1.73 m2 ─ ╩ ≤⇔√

│ ⇔≡™⌂™⁹ 

5.1⁸5,7⁸8.2⁸16.6.1  

9.2.2  ─  

₄1 ⁸2 ₅ 

─ ╩ ⌐ ∆╢↓≤⁹ ─ │ ⌐ ∆╢√

╘⁸ ⌐eGFR⅜45 mL/min/1.73 m2 ⌐ ⇔√ ≢│⁸ ─ ⅜

⌐ ╠╣⌂™ ⅜№╢⁹ 5.2⁸8.2⁸8.3⁸16.6.1  

 

 

9.2.1  ╩ ≤∆╢ ⌐│⁸ ─ │ ⌐ ⇔≡™╢

↓≤⅛╠⁸ ─ ─№╢ │ ─ ≢│ ─

⅜ ≢⅝⌂™√╘⁸↓╣╠─ ┼─ ─ │ ↑╢↓≤⁹ 

╩ ≤∆╢ │⁸ ⌐ ∫≡ ⅜ ∆╢⅔

∕╣⅜№╢↓≤⁸ ⌐eGFR⅜ ∆╢↓≤⅜№╡ ─ ⌐≈

⌂⅜╢⅔∕╣⅜№╢↓≤⁸╕√⁸ й D1699C00001 15 ⁸16

┘D169CC00001 17 ⁸18 ≢│⁸∕╣∙╣eGFR⅜30 mL/min/1.73 m2 ┘25 

mL/min/1.73 m2 ─ │ ⇔≡™√↓≤⅛╠⁸ ─ ╩ ⌐

∆╢↓≤⁹ 

╩ ≤∆╢ │⁸ й D169AC00001 19 ⁸

20 ≢ ⌐eGFR⅜25 mL/min/1.73 m2 ─ │ ⇔≡™√↓≤⁸

⌐eGFR⅜ ∆╢↓≤⅜№╡ ─ ⌐≈⌂⅜╢⅔∕╣⅜№

╢↓≤⅛╠⁸ ─ ╩ ⌐ ∆╢↓≤⁹ ₈л 2 │ ⌐

∆╢ ₉⁸₈о 5 ⌂ ≤∕─ ₉⁸₈н 10 1

⌐⅔↑╢ ₉─  

9.2.2  ╩ ≤∆╢ ⌐│⁸ ─ │ ⌐ ⇔≡™╢

↓≤⅛╠⁸ ─ ─№╢ ≢│ ─ ⅜ ⌐ ╠╣⌂™

⅜№╢⁹╕√⁸ ─ ⅜ ╣╢√╘ ⅜ ⇔⁸ ⌐╟╡

╛ ⅜№╠╦╣╢⅔∕╣⅜№╢√╘⁸ ⌐ ∆╢↓≤⁹ ₈л 2

│ ⌐ ∆╢ ₉⁸₈о 5 ⌂ ≤∕─ ₉⁸₈н

10 1 ⌐⅔↑╢ ₉─  
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3  

9.3  

─ ─№╢ ╩ ≤⇔√ │ ⇔≡™⌂™⁹ 

 

─ ─№╢ ≢│⁸ ─ ⅜⌂™⁹╕√⁸ ─ ╣─√╘⁸

─ ⅜ ∆╢⅔∕╣⅜№╢√╘⁸ ⌐ ∆╢↓≤⁹ 

 

4 ╩ ∆╢  

↕╣≡™⌂™ 

 

5  

9.5  

│ ⇔≡™╢ ─№╢ ⌐│ ╩ ∑∏⁸ ≢│▬fi☻

ꜞfi ╩ ∆╢↓≤⁹ ─ ⌐ ∆╢ │ ↕╣≡™⌂™⁹

ꜝ♇♩ ⌐⅔™≡⁸ⱥ♩─ ┘ ⌐№√╢ ─ ┘ 21 90

─ ⌐╟╡⁸ ┘ ⌐ ┘ ─ ⅜ ╘╠╣√≤─

⅜№╢⁹╕√⁸ ─ ꜝ♇♩ ≢ ┼─ ⅜ ↕╣≡™╢⁹ 

 

╩ ≤⇔√ │ ⇔≡⅔╠∏⁸ ⌐ ∆╢ │ ⇔≡™⌂™⁹ 

ꜝ♇♩ ⌐⅔™≡⁸ⱥ♩─ ┘ ⌐№√╢ ─ ┘ 21

90 ┼─♄Ɽ◓ꜞⱨ꜡☺fi ⌐╟╡⁸ ┘ ⌐ ┘ ─ ⅜

╘╠╣√⁹╕√⁸ 6 ⅛╠ 20 22 ─ ⌐⅔↑╢ ┼─♄Ɽ◓ꜞⱨ꜡☺fi

⌐╟╡⁸ ┼─ ⅜ ╘╠╣√⁹ 

⇔√⅜∫≡⁸ │ ⇔≡™╢ ─№╢ ⌐│ ⇔⌂™↓≤⅜ ╕⇔™≤

ⅎ╠╣╢⁹ 

 

6  

9.6  

⇔⌂™↓≤⅜ ╕⇔™⁹ꜝ♇♩≢ ┼─ ⅜ ↕╣≡™╢⁹ 

 

╩ ≤⇔√ │ ⇔≡⅔╠∏⁸ ⌐⅔↑╢ │ ⇔≡™⌂™⁹

ꜝ♇♩ ⌐⅔™≡⁸ ≢│♄Ɽ◓ꜞⱨ꜡☺fi ⌐╟╡ ┼─ ⅜

╘╠╣√⁹ 

⇔√⅜∫≡⁸ ⌐ ╩ ∆╢ ⌐│⁸ ╩ ∆╢↓≤⁹ 
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7  

9.7  

╩ ≤⇔√ ┘ ╩ ≤⇔√ │ ⇔≡™⌂™⁹ 

 

╩ ≤⇔√ │ ⇔≡⅔╠∏ ⅜ ⇔≡™⌂™√╘⁸ ⌂ ≤

⇔≡ ⇔√⁹ 

 

8  

9.8  

─ ⅜ ╣╢⅔∕╣⅜№╢⁹ 8.3⁸11.1.3  

 

≢│⁸ ─ ─ ⅜ ╣⁸ ⌂ ⌐≈⌂⅜╢⅔∕╣⅜№╢⁹₈о

5 ⌂ ≤∕─ ₉⁸₈о 8 1 ⌂ ≤ ₉─  

7.  

10.   

│ ≤⇔≡⁸UGT1A9⌐╟╢◓ꜟ◒꜡fi ⌐╟╡ ↕╣╢⁹ 16.4  

 

│⁸ ┘ ≢UGT1A9⌐╟╢◓ꜟ◒꜡fi ⌐╟╡ ↕╣╢⁹₈н 6 1

┘ ₉─  

 

1 ≤∕─  

↕╣≡™⌂™ 

 

2 ≤∕─  

10.2 ⌐ ∆╢↓≤  

ה  ה   

 

▬fi☻ꜞfi   

☻ꜟⱱ♬ꜟ►꜠▪  

♅▪♂ꜞ☺fi  

ⱦ◓▪♫▬♪  

ɖ-◓ꜟ◖◦♄כ♀  

▬fi☻ꜞfi  

DPP- 4  

GLP- 1   

11.1.1⁸11.1.4  

─ ⌐ ∆╢↓≤⁹ ⌐⁸▬

fi☻ꜞfi ⁸☻ꜟⱱ♬ꜟ►꜠▪ │

▬fi☻ꜞfi ─ ╩

∆╢↓≤⁹ 

√∞⇔⁸1 ⌐⅔™≡▬fi☻

ꜞfi ╩ ∆╢ כ♪◦▪♩◔⁸

◦☻ ─ꜞ☻◒⅜ ╕╢√╘⁸ ─

⌐ ∆╢↓≤⁹ 

⅜

⌐ ∆╢⅔∕╣

⅜№╢⁹ 

╩ ∆╢  

ɗ  

◘ꜞ♅ꜟ  

⸗ⱡ▪Ⱶfi   

│ ◖fi♩꜡כꜟ⌐ ⇔⁸

⁸∕─ ─ ╩ ⌐ ⇔

⌂⅜╠ ∆╢↓≤⁹ 

⅜

↕╣╢⁹ 

╩ ∆╢  

ⱱꜟ⸗fi 

ⱱꜟ⸗fi 

│ ◖fi♩꜡כꜟ⌐ ⇔⁸

⁸∕─ ─ ╩ ⌐ ⇔

⌂⅜╠ ∆╢↓≤⁹ 

⅜

↕╣╢⁹ 
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▪♪꜠♫ꜞfi   

 

ⱪכꜟ  

◘▬▪◙▬♪   

8.3⁸9.1.1⁸11.1.3⁸16.7.2  

⌐ ∂ ─ ╩ ∆╢⌂

≥ ∆╢↓≤⁹ 

⅜ ↕╣

╢⁹ 

ꜞ♅►ⱶ  

 ꜞ♅►ⱶ 

ꜞ♅►ⱶ─ ⅜ ↕╣╢⅔∕╣⅜

№╢⁹ 

ꜞ♅►ⱶ─ ╩

∆╢↓≤⌐╟╡⁸

ꜞ♅►ⱶ ⅜

∆╢ ⅜№

╢⁹ 

  

 

2 ╩ ≤⇔√ 4 ⁸5 ┘ 99 ⌐⅔™≡⁸ ─

≤ ╩ ⇔√ ⌐⁸ ⌐ ─ ─ ꜞ☻◒⅜ ⇔√⁹

─ ⌂╢ ─ ⌐╟╡⁸ ⅜ ⌐ ↕╣╢⅔∕╣⅜№╢─≢⁸

⌐ ∆╢↓≤⁹⌂⅔⁸ ─ │▬fi☻ꜞfi⌐ ∑∏⁸ כ◖ꜟ◓─≢

☻ ⌐ ∆╢↓≤⅛╠⁸ ─ ≢│ ╩ ∆╢ꜞ☻◒│ ™≤ ⅎ

╠╣╢⁹ 

D1692C00012 4 ⁸5  

52 ─ ⁸ 2.4 ⌐ ═≡⁸☻ꜟⱱ♬ꜟ►꜠▪

6.6 ⁸ ▬fi☻ꜞfi 6.1 ⁸GLP- 1

6.0 ≢ ─ ⅜ ⅛∫√⁹ 

 D1690C00006 99  

▬fi☻ꜞfi┼─ ╩ ⇔√ ⁸ ─ │⁸ 2.5 mg ≢

60.4 ⁸5 mg ≢55.7 ⁸10 mg ≢53.6 ≢№∫√ ⁹ 

1 ⌐⅔™≡│⁸ ─ꜞ☻◒╩ ∆╢√╘⌐│ ⌐ ∂≡▬fi☻ꜞfi

─ ╩ ∆╢↓≤⁹ 

₈н 1 4 2 ─ ₉⁸₈о 8 1 ⌂ ≤ ₉─  

 

 ─ ↕╣√ ┘ ₄2 ₅ ⁸ ⌐│♄Ɽ◓ꜞⱨ꜡☺fi≤⇔≡

5 mg╩1 1 ∆╢⁹⌂⅔⁸ ⌂ ⌐│⁸ ╩ ⌐ ⇔⌂⅜╠

10 mg1 1 ⌐ ∆╢↓≤⅜≢⅝╢⁹ 

 

╩ ∆╢ ↓╣╠─ ╩ ∆╢ ≤─ ⌐╟╡⁸

─ ⅜ ⌐ ↕╣⁸ ╩⅝√∆⅔∕╣⅜№╢⁹ 

ɗ  

⌐│▪♪꜠♫ꜞfi─ɗ2 ⌐╟╡ ─ ⅜ ↓╡ ⅜ ∆╢

⅜⁸ ─ɗ │↓─ ╩ ∆╢≤™╦╣≡™╢100 ⁹↕╠⌐ɗ ⌐│

⌐ ∆╢ ─ ⁸ ╩ ⇔⁸ ╩ ↕∑╢

⅜№╢⁹ 

◘ꜞ♅ꜟ  

◘ꜞ♅ꜟ │ɗ ─ ⌐ ∆╢ ─ ╛▬fi☻ꜞfi ─ ⌐╟╡
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╩ ∆101 ⁹ 

⸗ⱡ▪Ⱶfi  

⸗ⱡ▪Ⱶfi │▬fi☻ꜞfi─ ╩ ⇔⁸ ╩ ∆╢102 ⁹ 

 

╩ ∆╢ ↓╣╠─ ╩ ∆╢ ≤─ ⌐╟╡⁸

─ ╩ ⇔⁸ ◖fi♩꜡כꜟ ─ ⌐⌂╢ ⅜№╢√╘⁸

─ ⁸ ◖fi♩꜡כꜟ⌐ ⌐ ∆╢ ⅜№╢⁹ 

ⱱꜟ⸗fi 

ⱱꜟ⸗fi│ ≢▬fi☻ꜞfi─ ⌐ ⇔⁸╕√ ≢─ ╩ ∆╢

↓≤⌐╟╡ ╩ ↕∑╢103 ⁹ 

ⱱꜟ⸗fi 

ⱱꜟ⸗fi│ ≢─ ╩ ↕∑╢ ⅜№╢104 ⁹ 

▪♪꜠♫ꜞfi 

▪♪꜠♫ꜞfi│ ≢─ ╩ ⇔⁸ ≢─ ╩ ∆╢103 ⁹╕√⁸▬fi☻ꜞfi

⌐╟╡ ╩ ↕∑╢↓≤╙ ↕╣≡™╢105 ⁸106 ⁹ 

 

≤─ ─ ⌐╟╡⁸ ⅜ ⌐ ↕╣╢⅔∕╣⅜№╢⁹ 

₈н 1 4 2 ─ ₉⁸₈о 5 ⌂ ≤∕─ ₉⁸₈о

6 1 ה ─№╢ ₉⁸₈о 8 1 ⌂ ≤ ₉─

 

 

 ꜞ♅►ⱶ ─ ≢⁸ ꜞ♅►ⱶ─ ꜠ⱬꜟ─ ⅜ ╠╣√107 ⁹

≤ꜞ♅►ⱶ≤─ ⌐╟╡ꜞ♅►ⱶ─ ⅜ ↕╣⁸ ꜞ♅►ⱶ ⅜ ∆

╢ ⅜ ↕╣≡™╢⁹ 
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8.  

─  

2  

─ ⌐⅔™≡⁸1012 172 17.0 ⌐ ⅜ ╘╠╣√⁹ ⌂

│⁸ 36 3.6 ⁸ 18 1.8 ⁸ 17 1.7 ⁸

17 1.7 ≢№∫√⁹  

1  

ⱪꜝ☿Ⱳ ┘ й ⌐⅔™≡⁸1265

247 ╩ ╗ 406 32.1 ⌐ ⅜ ╘╠╣⁸ ⌂ │⁸

116 9.2 ⁸ 76 6.0 ⁸ 56 4.4 ⁸ 43 3.4 ⁸

41 3.2 ≢№∫√⁹ │  

 

й D1699C00001 ⌐⅔™≡⁸ 2368 ⁸

∆═⅝ │⁸ 68 2.9 ⁸ ─ꜞ☻◒⌐ ∫√

35 1.5 ⁸ 33 1.4 ⁸ 3 0.1 ⁸ ◔♩▪

1*☻◦כ♪◦ 0.0 ⁸ 1 0.0 ≢№∫√⁹ │

 

*  ≢ ☻◦כ♪◦▪♩◔ ≤ ↕╣√  

 

й D169AC00001 ⌐⅔™≡⁸ 2149 ⁸

∆═⅝ │⁸ 54 2.5 ⁸ 35 1.6 ⁸ ─

ꜞ☻◒⌐ ∫√ 31 1.4 ⁸ 4 0.2 ⁸ 3

0.1 ≢№∫√⁹ │  

 

₄2 ₅ 

₡ иb D1692C00005 1 ⁸6 ⁸ й D1692C00006 2 ⁸3 ┘

D1692C00012 4 ⁸5 ₢⌐⅔↑╢ 5 mg ┘10 mg ⌐⅔™≡ ↕

╣√ ─ ╩ ⇔≡ ⇔√ ⁹ 

 

 ─ ↕╣√ ┘ ₄2 ₅ ⁸ ⌐│♄Ɽ◓ꜞⱨ꜡☺fi≤⇔≡

5 mg╩1 1 ∆╢⁹⌂⅔⁸ ⌂ ⌐│⁸ ╩ ⌐ ⇔⌂⅜╠

10 mg1 1 ⌐ ∆╢↓≤⅜≢⅝╢⁹ 
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₄1 ₅ 

1 ╩ ≤⇔√ ₡ⱪꜝ☿Ⱳ MB102229

11 14 ⁸MB102230 7 10 ₢ ┘ й D1695C00001 PartB25 ⁸

26 ⌐⅔↑╢ 5 mg ┘10 mg ⌐⅔™≡ ↕╣√ ─ ╩ ⇔≡

⇔√ ⁹ 

  
 ─ ↕╣√ ┘ ₄1 ₅▬fi☻ꜞfi ≤─ ⌐⅔™≡⁸ ⁸

⌐│♄Ɽ◓ꜞⱨ꜡☺fi≤⇔≡5 mg╩1 1 ∆╢⁹⌂⅔⁸ ⌂

⌐│⁸ ╩ ⌐ ⇔⌂⅜╠10 mg1 1 ⌐ ∆╢↓≤⅜≢⅝╢⁹ 

 

₄ ₅ 

╩ ≤⇔√ й D1699C00001 15 ⁸16 ≢│⁸

⌂ ⁸ ─ │ ⌐ ∫√ ⁸ ┘ ∆═⅝

╩ ⇔⁸ ∆═⅝ ≤⇔≡⁸ ⁸ ⁸ כ♪◦▪♩◔

◦☻⁸ ─ ⁸ ⁸ ⁸ ─ꜞ☻◒⌐ ∫√ ╩

⇔√⁹™∏╣⌐╙ ⇔⌂™ ⌂ │ ⇔⌂⅛∫√⁹ 10 mg ⌐⅔™

≡ ↕╣√ ∆═⅝ ─ ╩ ⇔√ ⁹ 

  
 ─ ↕╣√ ┘ ₄ ₅ ⁸ ⌐│♄Ɽ◓ꜞⱨ꜡☺fi≤⇔

≡10 mg╩1 1 ∆╢⁹ 

 

₄ ₅ 

╩ ≤⇔√ й D169AC00001 19 ⁸20 ≢│⁸

⌂ ⁸ ─ │ ⌐ ∫√ ⁸ ┘ ∆═⅝

╩ ⇔⁸ ∆═⅝ ≤⇔≡⁸ ⁸ ⁸ כ♪◦▪♩◔

◦☻⁸ ─ ⁸ ⁸ ⁸ ─ꜞ☻◒⌐ ∫√ ╩

⇔√⁹™∏╣⌐╙ ⇔⌂™ ⌂ │ ⇔⌂⅛∫√⁹ 10 mg ⌐⅔™

≡ ↕╣√ ∆═⅝ ─ ╩ ⇔√ ⁹ 

  
 ─ ↕╣√ ┘ ₄ ₅ ⁸ ⌐│♄Ɽ◓ꜞⱨ꜡☺fi≤⇔

≡10 mg╩1 1 ∆╢⁹ 
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11.   

─ ⅜№╠╦╣╢↓≤⅜№╢─≢⁸ ╩ ⌐ ™⁸ ⅜ ╘╠╣√

⌐│ ╩ ∆╢⌂≥ ⌂ ╩ ℮↓≤⁹ 

 

1 ⌂ ≤  

11.1 ⌂  

11.1. 1  

⅜№╠╦╣╢↓≤⅜№╢─≢⁸ ⅜ ╘╠╣√ ⌐│⁸

╩ ╗ ╩ ∆╢⌂≥ ⌂ ╩ ℮↓≤⁹√∞⇔⁸ɖ-◓ꜟ◖◦♄כ

♀ ≤─ │Ⱪ♪► ╩ ∆╢↓≤⁹ 7.2⁸8. 1⁸8.9⁸9.1.3 ⁸10.2⁸

17.1.1 - 17.1. 4  

11.1. 2 0.1 1 ⁸ ┘ ─ ⱨꜟ♬◄

1 ⁸ 0.1 1  

⁸ ┘ ─ ⱨꜟ♬◄ ⅜№╠╦╣⁸

◦ꜛ♇◒╩ ╗ ⌐ ╢↓≤⅜№╢⁹ 8.5⁸9.1.2  

11.1. 3 1  

⁸ ⁸ ⁸ ─ ⅜№╠╦╣ ⅜ ╦╣╢ ⌐│⁸

╛ ─ ⌂ ╩ ℮↓≤⁹ ⌐ ⅝ ⅝ ╩ ╗ ה

╩ ⇔√ ⅜ ↕╣≡™╢⁹ 8.3⁸9.1.1⁸9.8⁸10.2  

11.1. ☻◦כ♪◦▪♩◔ 4  

⅜ ≢⌂ↄ≤╙⁸◔♩▪◦♪כ◦☻ ╩☻◦כ♪◦▪♩◔ ╗

⅜№╠╦╣╢↓≤⅜№╢⁹ ⌐1 ⌐⅔™≡ ↄ ╘╠╣≡™╢⁹

7.1⁸7.2⁸8.3⁸8.6 .1⁸8.6.2⁸10.2⁸17.1.1 - 17.1. 4  
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11.1.1  2 ⌐⅔↑╢ ₡ иb D1692C00005 1 ⁸6 ⁸ й

D1692C00006 2 ⁸3 ┘ D1692C00012 4 ⁸5 ₢⌐⅔™

≡⁸ ─ ─ │⌂ↄ⁸ ╩ ⇔√ ≢─ ─ │29

1 mg⁸2.5 mg ╩ ╗1,127 ⌐⅔™≡2.6 ≢ ⌐ ™╙─≢№∫

√⁹⇔⅛⇔⁸ D1692C00012 ⌐⅔™≡⁸ ─ ≤

╩ ⇔√ ⌐ ⌐ ═≡ ─ ⅜ ↄ⁸╕√

╙ ⅜№╠╦╣╢⅔∕╣⅜№╢↓≤⅛╠⁸ ┘

─ ≤─ ⌐│ ⌐ ⇔⁸ ⅜ ╘╠╣√

⌐│⁸ ╩ ╗ ╩ ∆╢⌂≥ ⌂ ╩ ℮↓≤⁹ 

1 ⌐⅔↑╢ й MB102230 7 10 ┘ й

MB102229 11 14 ─ ─ ─ │⁸2 ⌐⅔↑

╢ ≤ ⇔≡ ⅛∫√⅜⁸ⱪꜝ☿Ⱳ ≤ ≢№∫√⁹ 

⌐⅔↑╢ й D1699C00001 15 ⁸16 ┘D169CC00001

17 ⁸18 ≢ ╠╣√ │⁸↓╣╕≢─ ≢ ╠╣√ ⱪ꜡ⱨ□▬

ꜟ≤ ⇔≡™╢↓≤⅛╠⁸ ╩ ⌐ ╩ ∆╢ ≢№∫≡╙

─ ⅜ ≢№╢√╘⁸ ─ ─ ⌐ ∂ ⇔√⁹ 

⌐⅔↑╢ й D169AC00001 19 ⁸20 ≢ ╠╣√

│⁸↓╣╕≢─ ─ ≢ ╠╣√ ⱪ꜡ⱨ□▬ꜟ≤ ⇔≡™╢↓

≤⅛╠⁸ ╩ ⌐ ╩ ∆╢ ≢№∫≡╙ ─ ⅜

≢№╢√╘⁸ ─ ⌐ ∂ ⇔√⁹ 

₈л 4 ┘ ⌐ ∆╢ ₉⁸₈о 5 ⌂ ≤∕─

₉⁸₈о 6 1 ה ─№╢ ₉⁸₈о 7 2

≤∕─ ₉⁸₈л 5 4 ₉⁸₈л 5 5 ה

₉─  

11.1. 2 ₡ иb D1692C00005 1 ⁸6 ⁸ й D1692C00006 2 ⁸

3 ┘ D1692C00012 4 ⁸5 ₢⌐⅔™≡⁸ │ ╘╠

╣⌂⅛∫√⅜⁸ 2010 ─ ⱪꜝ☿Ⱳ

≢│⁸ⱪꜝ☿Ⱳ 0.1 1/1393 ⁸ 2.5 mg 0.2 2/814 ⁸

5 mg 0.1 1/1145 ─ ╩ ╘√⁹╕√⁸ ⌐│ ⌂

╛⁸╕╣≢│№╢⅜ⱨꜟ♬◄ ≤ ┌╣╢ ┘ ─ ⅛

╠ ╛ ◦ꜛ♇◒⌐ ∫√ ⅜ ↕╣≡™╢↓≤⅛╠⁸ ↄ

⇔⁸ ⅜ ╘╠╣√ │ ─ ╩ ⇔⁸ ⌂ ╩ ℮↓≤⁹ 

⌂⅔⁸ ▬ⱬfi♩ ─ ╩ ∆╢ DECLARE ⁸

17,160 ⁸ 67,000 ─ ≢│⁸ ⌐≈™≡│ ≢

™ ⅜ ╘╠╣√⅜⁸ⱨꜟ♬◄ ⁸ ⌂ ┘

│⁸ ≢ ⅜ ™ │ ╘╠╣⌂⅛∫√108 ⁹ 

2 10 1 1 ╩ ≤⇔√
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ⱪꜝ☿Ⱳ ⌐⅔↑╢ ┘ ⌐ ∆╢ ─

│ ─≤⅔╡≢№∫√⁹₈о 5 ⌂ ≤∕─ ₉⁸₈о

6 1 ה ─№╢ ₉─  

▬ⱬfi♩ ─ ╩ ∆╢ⱪꜝ☿Ⱳ DECLARE  

 ♄Ɽ◓ꜞⱨ꜡☺fi 10  

N=8574 

ⱪꜝ☿Ⱳ  

N=8569 

 76 0.9  9 0.1  

 127 1.5  133 1.6  

⌂  14 0.2  26 0.3  

⌂  20 0.2  22 0.3  

 

 ─ ↕╣√ ┘ ₄2 ₅ ⁸ ⌐│♄Ɽ◓ꜞⱨ꜡☺fi≤⇔≡5 

mg╩1 1 ∆╢⁹⌂⅔⁸ ⌂ ⌐│⁸ ╩ ⌐ ⇔⌂⅜╠10 

mg1 1 ⌐ ∆╢↓≤⅜≢⅝╢⁹ 

 

11.1. 3 ⌐ ≤─ ╩ ≢⅝⌂™ ⌂ ⅜ ↕╣⁸ ─

≢│ ⌐ ⅝ ⅝ ─ ה ╩ ⇔√ ⅜ ↕╣√⁹

₈о 5 ⌂ ≤∕─ ₉⁸₈о 6 1 ה ─

№╢ ₉⁸₈о 6 8 ₉⁸₈о 7 2 ≤∕─ ₉─

 

11.1. 4 SGLT2 ─ ≢№╢ ☻כ◖ꜟ◓ ⌐╟╡⁸ ◖fi♩

⅜ꜟכ꜡ ≢№∫≡╙ ⅜ ⁹╢№⅜≥↓╢╣╠╖⅜☻◦כ♩◔⇔

⌐▬fi☻ꜞfi ─ ⁸▬fi☻ꜞfi ─ ה ⁸꜡ ♇◄▬♄Ⱳכ◌כ

♩⌂≥─ ─ ⁸ ⁸ ⁸ ⌂≥─◦♇◒♦▬╩

℮ ⌐☻◦כ♪◦▪♩◔⌐ ∫√ ⅜ ⌐ ↕╣≡™╢⁹▬fi☻ꜞfi

≢№╢1 ─ ☻◦כ♪◦▪♩◔⁸│ ─ꜞ☻◒⅜ ™↓≤

⅛╠⁸ ≡™≈⌐☻◦כ♪◦▪♩◔∏ ╩ ─☻◦כ♪◦▪♩◔⁸™ ╩

╘√ ⌐│⁸ ⅜ ≢⌂ↄ≡╙⁸√∞∟⌐ ╩ ⇔⁸◔♩fi ╩

─☻◦כ♪◦▪♩◔⁸⇔ ╩ ℮↓≤⁹ ₈о 4 ┘ ⌐ ∆╢

≤∕─ ₉⁸₈о 5 ⌂ ≤∕─ ₉⁸₈о 7

₉⁸₈л 5 4 ₉⁸₈л 5 5 ה ₉─  

 

─ │⁸₈ ⌐ ≠ↄ ─ ─ Q&A⌐≈™≡₉

31 1 17 ↑ /

⌐ ≠⅝ ⇔√⁹₈ ⌂ ₉─ ─ │⁸1 ⁸2 ⁸

⁸ ─ ─ ⌂ ╩ ⇔⁸™∏╣─ ≢╙

⇔≡™⌂™ │₈ ₉≤⇔√⁹ 

⁸│☻◦כ♪◦▪♩◔ 11.1.4┘ ⁸11.1.1⅔⌂ ─ ≤│ ⌂╢ ≢ ה

⇔≡™╢↓≤⅛╠⁸↓╣╕≢≤ ₈ ₉≤⇔⁸₈л 5 4 ₉─

⌐ ─ ╩ ⇔√⁹ 
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2 ∕─ ─  

11.2 ∕─ ─  

 5  1 5  1   

 ◌fi

☺♄   

  

    Ⱬⱴ♩◒ꜞ♇♩

 

┘

 

 2 ⁸☻◦כ♩◔ 

⁸  

 

  ⁸  ⁸ ⁸ ⁸

 

 

ה    ⁸   

     

  ⁸  ⁸

 

 

   ⁸ ⁸╘╕™  

     

  ∕℮    

   ⁸   

∕─    ⁸ ⁸

⁸  

 

2 ╩ ≤⇔√ D1692C00005 ⁸D1692C00006 ┘D1692C00012 ⁸1

╩ ≤⇔√ MB102229 ⁸MB102230 ┘D1695C00001 PartB ─ ⌐╟╡ ⇔

√⁹ 

1 2 ╩ ≤⇔√ D1692C00005 ⁸D1692C00006 ┘D1692C00012 ⁸1

╩ ≤⇔√ MB102229 ⁸MB102230 ┘D1695C00001 PartB ⁸

╩ ≤⇔√ D1699C00001 ┘D169CC00001 ⁸ ╩ ≤⇔√

D169AC00001 ─ ⌂ ─ ⌐╟╡ ⇔√⁹ 

2 2 ╩ ≤⇔√ D1692C00005 ⁸D1692C00006 ┘D1692C00012 ⁸1

╩ ≤⇔√ MB102229 ⁸MB102230 ┘D1695C00001 PartB ⁸

╩ ≤⇔√ D1699C00001 ⁸ ╩ ≤⇔√ D169AC00001 ─

⌐╟╡ ⇔√⁹ 

 

2 ┘1 ─ ⌐⅔™≡ 3 ⌐ ⅜ ╘╠╣√ ┘CCDS

Company Core Data Sheet ♩כ◦♃כ♦ ⌐ ─№╢ ╩ ⌐ ⇔√⁹

⌐ ⅎ⁸ │ ⌐⅔™≡3 ≢№∫√⅜⁸ ─

⌐ ⇔ ∆╢⅔∕╣⅜№╢↓≤⅛╠ ⇔√⁹ 

⌂⅔⁸ │2 ─ ┘1 ─ ╩ ⇔≡

⇔√⁹Ⱬⱴ♩◒ꜞ♇♩ ⌐≈™≡│⁸ ≢ ≤⇔≡─ ⅜⌂⅛∫√

√╘⁸₈ ₉≤⇔√⁹╕√⁸₈ ₉─ │2 ─

⁸1 ─ ⁸ ─ ┘ ─

╩ ⇔≡ ⇔√⁹ 
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Ợ  
2  

иb D1692C00005 ⁸ й D1692C00006 ┘
D1692C00012 ≢╖╠╣√  

1,012 ─℮∟⁸ │172 17.0 ⌐ ╘╠╣√⁹  

1 mg⁸2.5 mg ╩ ↄ 

 

MedDRA/J ver.15.0

 1,012  

─   

⅔╟┘  46 4.5  

 32 3.2  

  6 0.6  

  3 0.3  

  3 0.3  

  1 0.1  

  1 0.1  

   1 0.1  

   1 0.1  

   1 0.1  

 16 1.6  

   3 0.3  

╘╕™  2 0.2  

  2 0.2  

   3 0.3  

   1 0.1  

 ╘╕™  1 0.1  

  1 0.1  

2  כ♅Ɽ꜡כꜙ♬ 0.2  

  1 0.1  

  1 0.1  

   1 0.1  

   1 0.1  

 ꜝ◒♫   1 0.1  

⁸  
⅔╟┘  

 2 0.2  

─   1 0.1  

  1 0.1  

ה  
⅔╟┘ ─  

26 2.6  

 18 1.8  

  3 0.3  

  1 0.1  

  1 0.1  

  1 0.1  

  1 0.1  

  1 0.1  

  1 0.1  

  5 0.5  

   1 0.1  

   3 0.3  

   1 0.1  

   1 0.1  

 10 1.0  

   5 0.5  

   1 0.1  

  2 0.2  

 1,012  

─   

⅔╟┘  31 3.1  

   8 0.8  

 ◌fi☺♄   9 0.9  

   8 0.8  

   1 0.1  

   4 0.4  

   1 0.1  

   1 0.1  

   1 0.1  

   1 0.1  

 29 2.9  

  16 1.6  

   3 0.3  

   1 0.1  

   1 0.1  

   1 0.1  

   1 0.1  

   2 0.2  

   1 0.1  

   1 0.1  

   1 0.1  

   1 0.1  

   1 0.1  

   1 0.1  

 
⅔╟┘  

 7 0.7  

  2 0.2  

  2 0.2  

  1 0.1  

  1 0.1  

  1 0.1  

  1 0.1  

  1 0.1  

  1 0.1  

  1 0.1  

⅔╟┘  12 1.2  

   3 0.3  

   1 0.1  

 ∕℮   1 0.1  

   1 0.1  

   1 0.1  

   1 0.1  

   1 0.1  

   1 0.1  

   1 0.1  

   1 0.1  

∕℮   1 0.1  

 1,012  

─   

▪ꜝ ♬fi▪Ⱶⱡ♩ꜝ fi☻ 
ⱨ▼ꜝ ♀כ  

 1 0.1  

 X   1 0.1  

   1 0.1  

   1 0.1  

⅔╟┘  15 1.5  

 ∕℮   6 0.6  

∕℮   5 0.5  

   1 0.1  

  1 0.1  

   1 0.1  

   1 0.1  

⅔╟┘   3 0.3  

 ╘╕™  2 0.2  

   1 0.1  

⅔╟┘   6 0.6  

   2 0.2  

   1 0.1  

 ◌ꜞ►ⱶ   2 0.2  

 ▪ꜟⱩⱵfi   1 0.1  

   1 0.1  

  5 0.5  

  3 0.3  

  1 0.1  

◖fi♩꜡ כꜟ ─   1 0.1  

  7 0.7  

   1 0.1  

   2 0.2  

   1 0.1  

   1 0.1  

 Ⱪ꜡♇◒  1 0.1  

   1 0.1  

   1 0.1  

  4 0.4  

   1 0.1  

ꜟכ◖ꜟ▪    1 0.1  

   1 0.1  

  1 0.1  

ה ⅔╟┘
─ ⅔╟┘

ⱳꜞכⱪ╩ ╗  

 3 0.3  

  1 0.1  

  1 0.1  

 ⅔╟┘   1 0.1  

│⁸ ⅛╠ ⇔√ ─℮∟ ⅜ ≢⅝⌂™≤ ↕╣√ ─ ≢№╢⁹ 
₈ה ₉─ │ⱪ꜡♩◖כꜟ≢ ⇔⁸ ≤│ ⌐ ─₈ ₉╩ ™≡ ⇔√⁹ ╕≢
─ иb ⁸ й ⁸ ⌐⅔™≡⁸₈ ₉≤ ⇔√ │29 ≢№∫√⁹ 

ה ─₈ ₉1 │⁸ ⌐╟╡₈ hypoglycemia like symptom ₉≤⇔≡ ↕╣√⅜⁸
│ⱪ꜡♩◖כꜟ≢ ∆╢₈ ₉⌐│ ≡│╕╠⌂⅛∫√√╘⁸ │ ≢⅝⌂™ ≤

⇔≡─╖ ⇔√⁹ 
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1  
ⱪꜝ☿Ⱳ MB102229 ⁸MB102230 ⁸ й

D1695C00001 PartB ≢╖╠╣√  

1, 797 ─℮∟⁸ │ 5 mg ≢204 32.7 ⁸10 mg ≢202 31.5 ⁸

ⱪꜝ☿Ⱳ ≢88 16.5 ⌐ ╘╠╣√⁹ 1  │  

 
5 mg 

624  

10 mg 

641  

ⱪꜝ☿Ⱳ 

532  

─     

 2 0.3  6 0.9  2 0.4  
 1 0.2  2 0.3  1 0.2  

 1 0.2  0 0 
 0 5 0.8  1 0.2  

 3 0.5  1 0.2  0 
 3 0.5  1 0.2  0 

◔♩fi  1 0.2  1 0.2  1 0.2  
◔♩fi  1 0.2  1 0.2  1 0.2  

 0 1 0.2  1 0.2  
 0 0 1 0.2  

 0 1 0.2  0 
 3 0.5  3 0.5  0 

 3 0.5  3 0.5  0 
 6 1.0  0 0 

 6 1.0  0 0 
 3 0.5  2 0.3  1 0.2  

 3 0.5  2 0.3  1 0.2  
╘╕™ 5 0.8  8 1.2  2 0.4  

╘╕™ 5 0.8  8 1.2  2 0.4  
 4 0.6  6 0.9  2 0.4  

 4 0.6  6 0.9  2 0.4  
 60 9.6  56 8.7  13 2.4  

 1 0.2  2 0.3  0 
 0 1 0.2  0 

◌fi☺♄  1 0.2  1 0.2  0 
 7 1.1  6 0.9  0 

◌fi☺♄  2 0.3  2 0.3  0 
 2 0.3  1 0.2  0 

 14 2.2  15 2.3  0 
 3 0.5  3 0.5  0 

 0 1 0.2  0 
 6 1.0  1 0.2  3 0.6  

 1 0.2  0 1 0.2  
◌fi☺♄  10 1.6  10 1.6  1 0.2  

 13 2.1  17 2.7  5 0.9  
 3 0. 5  1 0.2  3 0. 6  

∕℮  5 0.8  10 1.6  0 
∕℮  2 0.3  4 0.6  0 
∕℮  3 0.5  6 0.9  0 

 5 0.8  10 1.6  3 0.6  
 5 0.8  10 1.6  3 0.6  
 5 0.8  3 0.5  1 0.2  

 3 0.5  1 0.2  1 0.2  
 0 1 0.2  0 

 2 0.3  1 0.2  0 
 0 1 0.2  1 0.2  

 0 0 1 0.2  
 0 1 0.2  0 

2.4 15 ☻◦כ♪◦▪♩◔  15 2.3  1 0.2  
2.1 13 ☻◦כ♪◦▪♩◔  12 1.9  1 0.2  

0.3 2 ☻◦כ♪◦▪♩◔  3 0.5  0 
◔♩fi  1 0.2  1 0.2  1 0.2  
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5 mg 

624  

10 mg 

641  

ⱪꜝ☿Ⱳ 

532  

─     
◔♩fi  0 1 0.2  0 
◔♩fi  1 0.2  0 1 0.2  

1.3 8 ☻◦כ♩◔  11 1.7  4 0.8  
▪☿♩fi  1 0.2  2 0.3  3 0.6  

0.2 1 0 ☻◦כ♩◔  0 
1.1 7 ☻◦כ♩◔  8 1.2  1 0.2  

 0 0 1 0.2  
▪ꜝ♬fi▪Ⱶⱡ♩ꜝfi☻ⱨ▼ꜝכ♀  0 0 1 0.2  
▪☻Ɽꜝ◑fi ▪Ⱶⱡ♩ꜝfi☻ⱨ▼ꜝכ♀  0 0 1 0.2  

 3 0.5  6 0.9  0 
 2 0.3  5 0.8  0 

 1 0.2  1 0.2  0 
 38 6.1  38 5.9  15 2.8  

 2 0.3  2 0.3  0 
 1 0.2  7 1.1  1 0.2  

 35 5.6  29 4.5  14 2.6  
 1 0.2  1 0.2  0 

 1 0.2  0 0 
 0 1 0.2  0 

 3 0.5  1 0.2  2 0.4  
 1 0.2  0 0 
 0 0 1 0.2  

∕℮  2 0.3  1 0.2  1 0.2  
 3 0.5  2 0.3  2 0.4  

◒꜠▪♅♬fi  2 0.3  2 0.3  1 0.2  
 0 0 1 0.2  

 1 0.2  0 0 
 0 1 0.2  0 

 0 1 0.2  0 
 18 2.9  25 3.9  3 0.6  

 5 0.8  1 0.2  0 
 13 2.1  24 3.7  3 0.6  

 0 1 0.2  0 
 0 1 0.2  0 

 31 5.0  25 3.9  25 4.7  
 5 0.8  6 0.9  3 0.6  

 3 0.5  3 0.5  0 
 1 0.2  0 0 

 23 3.7  16 2.5  22 4.1  
 0 1 0.2  0 

 12 1.9  29 4.5  5 0.9  
 8 1.3  16 2.5  4 0.8  

 4 0.6  13 2.0  1 0.2  
 8 1.3  9 1.4  1 0.2  

 8 1.3  9 1.4  1 0.2  
∕─  61 9.8  49 7.6  31 5.8  

 0 1 0.2  0 
 1 0.2  0 0 
 1 0.2  0 1 0.2  

 0 0 1 0.2  
 1 0.2  0 0 

 0 1 0.2  0 
 0 0 1 0.2  

 1 0.2  0 0 
 1 0.2  0 0 
 4 0.6  5 0.8  0 

 0 1 0.2  0 
 0 1 0.2  0 
◌ꜞ►ⱶ  0 1 0.2  0 
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5 mg 

624  

10 mg 

641  

ⱪꜝ☿Ⱳ 

532  

─     
♫♩ꜞ►ⱶ  1 0.2  0 0 
♩ꜞ◓ꜞ☿ꜞ♪  0 1 0.2  0 

 1 0.2  0 0 
 0 1 0.2  1 0.2  
 0 1 0.2  0 
 1 0.2  1 0.2  0 

 1 0.2  0 0 
 1 0.2  0 1 0.2  
 0 1 0.2  0 
 1 0.2  0 0 

 2 0.3  0 0 
 0 0 1 0.2  

 2 0.3  1 0.2  1 0.2  
כ◑ꜟ꜠▪  1 0.2  0 0 

 1 0.2  1 0.2  0 
 0 1 0.2  0 

 0 1 0.2  0 
 0 1 0.2  0 

 1 0.2  1 0.2  0 
 1 0.2  1 0.2  0 

 0 0 1 0.2  
 0 1 0.2  0 

 1 0.2  1 0.2  0 
 1 0.2  0 0 

 0 0 1 0.2  
 0 1 0.2  0 

 1 0.2  0 0 
 3 0.5  0 1 0.2  

 1 0.2  0 0 
 1 0.2  0 1 0.2  

 1 0.2  0 0 
 1 0.2  1 0.2  0 

 0 0 1 0.2  
 1 0.2  0 0 

 0 0 1 0.2  
 1 0.2  1 0.2  0 

 0 1 0.2  0 
◌ꜟ◦►ⱶ  0 1 0.2  1 0.2  

 1 0.2  0 1 0.2  
 0 1 0.2  0 

◌ꜞ►ⱶ  0 1 0.2  1 0.2  
 1 0.2  0 0 

 1 0.2  0 0 
 1 0.2  1 0.2  0 

 1 0.2  0 0 
◌ꜞ►ⱶ  1 0.2  0 0 
ꜞfi  0 0 2 0.4  

 3 0.5  2 0.3  1 0.2  
 0 1 0.2  0 

0.2 1 0 0 ☻◦כ♪◦▪  
 0 1 0.2  0 

 2 0.3  0 0 
 1 0.2  0 0 

ꜞⱳ  1 0.2  0 0 
 0 0 1 0.2  

 1 0.2  0 0 
╩ ℮  0 0 1 0.2  

 1 0.2  0 0 
 2 0.3  6 0.9  1 0.2  
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5 mg 

624  

10 mg 

641  

ⱪꜝ☿Ⱳ 

532  

─     
 2 0.3  0 0 

 0 0 1 0.2  
 8 1.3  6 0.9  5 0.9  

 1 0.2  0 0 
 1 0.2  0 0 

 0 1 0.2  0 
 0 0 1 0.2  
 0 1 0.2  0 

 0 2 0.3  0 
 0 1 0.2  0 

 0 1 0.2  0 
 3 0.5  2 0.3  0 

 0 1 0.2  0 
 1 0.2  0 0 
 1 0.2  0 0 

 1 0.2  0 0 
 0 1 0.2  0 
 1 0.2  0 0 

⇔╦ 0 1 0.2  0 
 1 0.2  0 0 
 1 0.2  0 1 0.2  
 1 0.2  0 0 

 0 1 0.2  0 
 0 0 1 0.2  

 1 0.2  0 0 
 0 1 0.2  0 

 0 1 0.2  0 
 2 0.3  1 0.2  1 0.2  

 1 0.2  0 0 
 1 0.2  3 0.5  1 0.2  

 0 1 0.2  0 
 0 0 1 0.2  

MedDRA version 20.1 
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й D1699C00001 ≢╖╠╣√ ∆═⅝  

 2,368  
─   

 68 2. 9  
─ꜞ☻◒⌐ ∫√  35 1. 5  

 33 1.4  
 3 0. 1  
1 *☻◦כ♪◦▪♩◔ 0.0  

 1 0.0  

MedDRA version 22.0  
*  ≢ ☻◦כ♪◦▪♩◔ ≤ ↕╣√  

й D1699C00001 ≢│⁸ ⌂ ⁸ ─ │ ⌐ ∫

√ ⁸ ┘ ∆═⅝ ╩ ⇔⁸ ∆═⅝ ≤⇔≡⁸ ⁸ ⁸

⁸☻◦כ♪◦▪♩◔ ─ ⁸ ⁸ ⁸ ─ꜞ☻◒⌐ ∫√

╩ ⇔√⁹™∏╣⌐╙ ⇔⌂™ ⌂ │ ⇔⌂⅛∫√⁹ 

 

й D169CC00001 ─ │₈л 5 4 ₉─ ╩
∆╢↓≤⁹ 

й D169CC00001 ≢│⁸ ⌐ ∫√ ⁸ ⁸ ⌐ ∫√

⁸ ─ꜞ☻◒≤⌂╢ ⁸ ─☻◦כ♪◦▪♩◔ ⅜№╢ ⁸ ─ ⁸

▬ⱬfi♩ ⁸ ┘ ⁸ ─ ⌐ ∫√ ⌐

∆╢ ─╖ ⌂ ╩ ⇔⁸™∏╣⌐╙ ⇔⌂™ ⌂ │ ⇔⌂⅛∫√⁹ 

 
 

й D169AC00001 ≢╖╠╣√ ∆═⅝  

 2,149  
─   

 54 2. 5  
 35 1. 6  
─ꜞ☻◒⌐ ∫√  31 1.4  

 4 0.2  
 3 0. 1  

MedDRA version 23.0  
й D169AC00001 ≢│⁸ ⌂ ⁸ ─ │ ⌐ ∫

√ ⁸ ┘ ∆═⅝ ╩ ⇔⁸ ∆═⅝ ≤⇔≡⁸ ⁸ ⁸

⁸☻◦כ♪◦▪♩◔ ─ ⁸ ⁸ ⁸ ─ꜞ☻◒⌐ ∫√

╩ ⇔√⁹™∏╣⌐╙ ⇔⌂™ ⌂ │ ⇔⌂⅛∫√⁹ 
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9. ⌐ ╓∆  

12.  ⌐ ╓∆  

─ ⌐╟╡⁸ │ ⁸ 1,5- AG 1,5-▪fiⱥ♪꜡◓ꜟ

ꜟכ♩◦ ╩ ∆⁹ ┘ 1,5- AG─ │⁸ ◖fi♩꜡כꜟ─

≤│⌂╠⌂™─≢ ∆╢↓≤⁹ 

 

│⁸ ⌐ ⇔ ╩ ⌐ ↕∑╢ ╩ ≈√╘⁸ │ ⁸

1,5- AG 1,5-▪fiⱥ♪꜡◓ꜟ◦♩כꜟ ⅜ ╩ ∆⁹ ┘ 1,5- AG─ │⁸

◖fi♩꜡כꜟ─ ≤│⌂╠⌂™√╘ ∆╢↓≤⁹ 

10.  

↕╣≡™⌂™ 

11. ─  

14.  ─  

14.1 ─  

PTP ─ │PTP◦כ♩⅛╠ ╡ ⇔≡ ∆╢╟℮ ∆╢↓≤⁹PTP◦כ♩

─ ⌐╟╡⁸ ™ ⅜ ┼ ⇔⁸ ⌐│ ╩⅔↓⇔≡

─ ⌂ ╩ ∆╢↓≤⅜№╢⁹  

 

PTP ─ ─√╘⁸₈PTP ⌐≈™≡₉ 8 3 27  240

⌐ ╡⁸ ⇔√⁹ 
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12. ∕─ ─  

1 ⌐ ≠ↄ  

15.1 ⌐ ≠ↄ  

2 ⌐⅔↑╢ ─ ─ ⌐⅔™≡⁸ ≡─

─ │ ≤ ≢ ≢№∫√⅜⁸ ┘ ≢│ ≢

™ ⅜ ╘╠╣√⁹⇔⅛⇔⌂⅜╠⁸ ⅛╠ ┘ ─ ╕≢⅜

≢№∫√↓≤⅛╠⁸™∏╣─ ⌐⅔™≡╙ ≤─ │ ↕╣

≡™⌂™⁹ 

 

2 ⌐⅔↑╢ ─ иb ┘ й ─ ≢│⁸ ≡

─ №╢™│ ─ ─ │⁸ 1.5 ≤ⱪꜝ☿Ⱳ/

1.5 ≤≢ ≢№∫√⁹ ≢│ ⌐ ═≡ ≢ ┘ ─

⌐ ™ ⅜ ╘╠╣√⅜⁸ ⅛╠ ┘ ─ ╕≢─ ⅜

⅛∫√↓≤⅛╠⁸™∏╣─ ⌐⅔™≡╙ ≤─ │ ↕╣≡™⌂™⁹ 

⇔⅛⇔⌂⅜╠⁸ ⌐ ≢│ ─ꜞ☻◒⅜ ╕╢≤ ╦╣≡™╢↓≤⅛╠⁸

⅜ ╦╣╢ ⌐│ ⌐ ∆╢↓≤⁹ ⌐ ⌐ ─

│ ╩ ⇔⁸ ⌐ ╩ ╘√ │ ╩ ∆╢╟℮ ∆╢⌂≥⁸

⌂ ╩ ℮↓≤⁹ 

 

┘ ─ ─ иb ┘ й 30- MU ⁸ +  

 
30- MU 30- month update ≢─ ⌐⅔™≡⁸ ─ ╩ ∆╢√╘⌐╕≤

╘╠╣√ ⌂ ⁹30- MU⌐│3≈─ ₡ иb D1692C00005 ⁸ й

D1692C00006 ┘ D1692C00012 ₢╩ ╘⁸ 26─ иb ┘ й ─

⅜ ╕╣╢⁹ 

⌂⅔⁸ ↔≤⌐ ∆╢ │♃כ♦ ⌂╡⁸ ⌐│21 ─ ♃כ♦ 5,936 ⁸

3,403 ⅜ ↕╣≡™╢ ─⌂™ D1692C00012 │ ╕╣≡™⌂™ ⁹ 
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2 ⌐ ≠ↄ  

15.2 ⌐ ≠ↄ  

№╢™│ │ ╘╠╣≡™⌂™⁹ 

 

─ ⌐⅔™≡ №╢™│ │ ╘╠╣⌂⅛∫√⁹ 
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п. ⌐ ∆╢  

1.  

1  

₈м ⌐ ∆╢ ₉─  

 

2 109  

 
⁸ │ 

/ /  

│ ⁸ 

/  
 

 

 

 

hERG ╩

↕∑√ⱥ♩

n=3  

0 ⁸10⁸30 ɡmol/L⁸ 

in vitro  

hERG ⌐15 ─ ─

╩ ⇔√⁹ 

►◘◑ⱪꜟ◐fi

◄ n=3  

0 ⁸3⁸10⁸ 

30 ɡmol/L⁸ 

in vitro  

⌐ ≤⌂╢ │

╘╠╣⌂⅛∫√⁹ 

 

♥꜠ⱷ♩ꜞכ 

 

ⱦכ◓ꜟ

n=3  

0 ⁸30 mg/kg 

/  

Ɽꜝⱷכ♃ ┘QT

╩ ╗ Ɽꜝⱷכ♃⌐

│ ╘╠╣⌂⅛∫√⁹ 

 

⁸

┘  

ⱦכ◓ꜟ  

n=5  

0 ⁸5⁸30⁸ 

180 mg/kg/  

י3ִ/  

180 mg/kg/ ─ ▬♯

≢ 13 ⌐QTc ─

⌂ ⅜ ╘╠╣√⁹ 

ⱦכ◓ꜟ  

n=11⁸ 

120 mg/kg/  

─╖n=10  

0 ⁸5⁸20⁸ 

120 mg/kg/  

י12ִ/  

י6ִ ╩♃כ♦─  

120 mg/kg/ ─ ▬♯

י⁸6ִ≢ ⌐ ∞⅜ ⌂

QT ┘QTc ─ ⅜ ╘╠

╣√ ⌐│⁸ │ ╘╠╣

⌂⅛∫√⁹ 

 ⱦכ◓ꜟ  

n=4 │

n=11  

0 ⁸5⁸20⁸120 mg/kg/  

י12ִ/  

┼─ │ ╘╠

╣⌂⅛∫√⁹ 

 ⱦכ◓ꜟ  

n=11⁸ 

120 mg/kg/  

─╖n=10  

0 ⁸5⁸20⁸ 

120 mg/kg/  

י12ִ/   

┼─ │ ╘╠╣⌂

⅛∫√⁹ 
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3 ∕─ ─  

1 SGLTⱨ□Ⱶꜞכ─▪▬♁ⱨ◊כⱶ/ ☻כ◖ꜟ◓─ ⌐ ∆╢ in vitro  110  

ᵑ SGLTⱨ□Ⱶꜞכ─▪▬♁ⱨ◊כⱶ⌐ ∆╢  

♫♩ꜞ►ⱶ ☻כ◖ꜟ◓ ╩ ∆╢ⱥ♩SMIT1⁸SGLT4 ┘SGLT6╩∕╣

∙╣ ⇔√CHO ╩ ™⁸ⱥ♩SMIT1⁸SGLT4 ┘SGLT6─ ─ ╖⌐

∆╢♄Ɽ◓ꜞⱨ꜡☺fi 0.5 500 ɡmol/L ─ ╩ ⇔√⁹∕─ ⁸♄Ɽ

◓ꜞⱨ꜡☺fi│⁸SGLT2⌐ ≢№╡⁸ ─SGLTⱨ□Ⱶꜞכ─▪▬♁ⱨ◊כⱶ⌐

⇔≡│ ≢№╢↓≤⅜ ↕╣√⁹ 

 

SGLTⱨ□Ⱶꜞכ─▪▬♁ⱨ◊כⱶ⌐ ∆╢  

 SGLT2 SGLT1 SMIT1 SGLT4 SGLT6 

 SLC5A2 SLC5A1 SLC5A3 SLC5A9 SLC5A11 

♄Ɽ◓ꜞⱨ꜡☺fi─ ▪▬♁

ⱨ◊כⱶ⌐ ∆╢SGLT2  
1 1, 473 25, 455 6, 000 1, 455 

SMIT sodium myoinositol  co- transporter ⁸♫♩ꜞ►ⱶהⱵ○▬ⱡ◦♩כꜟ  

[ ]  

♫♩ꜞ►ⱶ ☻כ◖ꜟ◓ ╩ ∆╢ⱥ♩SMIT1⁸SGLT4 ┘SGLT6╩∕╣

∙╣ ⇔√CHO ╩⁸♄Ɽ◓ꜞⱨ꜡☺fi 0.5 500 ɡmol/L ─ ≢

ⱥ♩SMIT1⁸SGLT4 ┘SGLT6─ [ 14C]AMG⁸[ 3H]Ⱶ○▬ⱡ◦♩כꜟ ≤ ⌐

⇔⁸ ─ ╩ ⇔√⁹ 

╕√⁸ⱥ♩─SGLT2 │SGLT1╩ ∆╢CHO ╩♄Ɽ◓ꜞⱨ꜡☺fi─ ≢

AMG≤ ⌐ ⇔⁸AMG─ ╩ ⇔√⁹ 
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ᵒ ─◓ꜟ◖כ☻ ⌐ ∆╢  

GLUT1ⱥ♩ ⁸GLUT2HepG2 ⁸GLUT4ⱥ♩ ⌐≈™≡⁸

─◓꜡♫▪☻כ◖ꜟ◓ ╖⌐ ∆╢♄Ɽ◓ꜞⱨ꜡☺fi─ ╩

⇔√⁹∕─ ⁸♄Ɽ◓ꜞⱨ꜡☺fi│⁸20 ɡmol/L≢GLUT4╩8±2 ⇔⁸ 

100 ɡmol/L≢GLUT1⁸GLUT2┘GLUT4╩ ⇔√⁹SGLT2⌐ ∆╢Ki ⅜0.55 

nmol/L≢№╢↓≤⅛╠⁸ⱥ♩SGLT2⌐ ∆╢ │ⱥ♩GLUT1⁸GLUT2┘GLUT4⌐

═≡36, 000 ≢№∫√⁹ 

 

ⱥ♩GLUT1⁸GLUT2┘GLUT4⌐ ∆╢  

♩ꜝfi☻ⱳכ♃כ 
♄Ɽ◓ꜞⱨ꜡☺fi 

100 ɡmol/L  

ⱨ꜡꜠♅fi 

20 ɡmol/L  

◘▬♩◌ꜝ◦fiB 

20 ɡmol/L  

GLUT1  3.6±3.6   4.6±3.9  47.6±12.4  

GLUT2 11.6±3.2  53.6±5.4  86.2±4.7  

GLUT4 a 33±4  44±7  ∑∏ 

° n=4  

a ▬fi☻ꜞfi ⌐ ∆╢  

GLUT facilitative glucose transporter ⁸ ☻כ◖ꜟ◓  

ⱨ꜡꜠♅fi GLUT1⁸GLUT2─  

◘▬♩◌ꜝ◦fiB GLUT  

[ ]  

ⱥ♩ GLUT1╩ ⁸ⱥ♩ HepG2 GLUT2╩ ⁸ⱥ♩

GLUT4╩ ╩♄Ɽ◓ꜞⱨ꜡☺fi 20⁸50⁸100 ɡmol/L ≢D- [6 - 3H]◓ꜟ

☻כ◖ ⱥ♩ ⁸2-♦○◐◦- D- [1 - 3H]◓ꜟ◖כ☻ HepG2 │2-♦○◐◦

- [U- 14C]◓ꜟ◖כ☻ ⱥ♩ ≤ ⌐1 ⱥ♩ │1 HepG2

⁸ⱥ♩ ─☻כ◖ꜟ◓⁸⇔ ╩ ⇔√⁹ 
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2 ☻כ◖ꜟ◓ ⌐ ╓∆ ꜝ♇♩ 111  

┘ ⸗♦ꜟꜝ♇♩╩ ™⁸♄Ɽ◓ꜞⱨ꜡☺fi ⌐╟╢

─☻כ◖ꜟ◓ ⌐ ╓∆ ╩ ⇔√⁹ 

♄Ɽ◓ꜞⱨ꜡☺fi─0.5 ┘1.0 mg/kg ⌐╟╡⁸ ZDFꜝ ♇♩≢│ ◓ꜟ

☻כ◖ ─ ≤ ☻כ◖ꜟ◓ ─ ⅜ ╘╠╣√⅜⁸ ─

ꜝ♇♩ ꜝ♇♩ ≢│ ╘╠╣⌂⅛∫√⁹↓─↓≤⅛╠⁸

ꜝ♇♩ ꜝ♇♩ ≢│ ☻כ◖ꜟ◓ ⌐╟╡⁸ ☻כ◖ꜟ◓

⌐╟╢ ─ ╩ ≢⅝╢ ⅜ ↕╣√⁹ 

 

3 ┘ ⌐ ╓∆ ꜝ♇♩ 112  

─ DIO diet - induced obese ꜝ♇♩─ ┘

⌐ ╓∆ ╩ ⇔√⁹ 

DIOꜝ ♇♩⌐ │♄Ɽ◓ꜞⱨ꜡☺fi╩1 1 27 ⇔√⁹

⌐ ⁸ ┘ ╩ ⇔⁸ ─ │ ⌐ ∆╢

≤⇔≡ ⇔√⁹ ┘ 22 ⌐MRI ╩ ™≡ ┘ ─

╩ ⇔⁸ ╩ ⇔√⁹ 27 ⌐16 ─

╩ ⇔≡ ⌐ ™√⁹ 

∕─ ⁸♄Ɽ◓ꜞⱨ꜡☺fi ≢ │ ⇔√⅜⁸ 25 ─ │⁸

0.5⁸1.0 ┘5 mg/kg ≢⁸∕╣∙╣ ⅛╠3.9 ⁸4.2 ┘5.6

⇔√⁹╕√⁸♄Ɽ◓ꜞⱨ꜡☺fi0.5 ┘5 mg/kg ⌐╟╡⁸ ⅜

⅛╠ ⌐ ⇔√⅜ ™∏╣╙p 0.01⁸Fisher ' s LSD ⁸ ⌐ ═

≡ ⌐ │╖╠╣⌂⅛∫√⁹ 

─ ⅛╠⁸ ☻כ◖ꜟ◓ ─ ⌐╟╡⁸◄Ⱡꜟ◑כ ≤⇔≡─

─ ⅜ ↕╣√↓≤⅜ ↕╣√⁹╕√⁸SGLT2 ⌐╟╡ כ◖ꜟ◓

☻ ╩ ∆╢↓≤≢ ⌐ ╩╙√╠∆↓≤⅜ ↑╠╣√⁹ 
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4 ≤─ ⌐ ∆╢ ꜝ♇♩⁸in vitro 113  

♄Ɽ◓ꜞⱨ꜡☺fi─ ≢⁸ ─ ⅜ⱪꜝ☿Ⱳ ╟╡╙ ™ ╩

⇔√√╘⁸ ⌐ ∆╢ ┘ ─ ─ ╩ ⇔√⁹ 

ᵑ ⌐ ╓∆♄Ɽ◓ꜞⱨ꜡☺fi ─  

⸗♦ꜟ─ ZDFꜝ ♇♩⌐ │♄Ɽ◓ꜞⱨ꜡☺fi 0.5 mg/kg ╩1

1 5 ⇔⁸∕╣∙╣ ─48 ⌐ ⁸ ⁸

┘ ─ ⅛╠RNA ╩ ≡ⱴ▬◒꜡▪꜠▬╩ ™≡ ─ ╩

⇔√⁹ 

∕─ ⁸↓╣╠4 ─ ≢⁸ ─ ⌐ ⌂ │ ╘╠

╣∏⁸ ⌐ ⇔√ ─ ⌐╙ ⅜⌂⅛∫√⁹↓─↓≤⅛╠⁸♄Ɽ

◓ꜞⱨ꜡☺fi│ │ ⌐ ⇔√ ╩ ⅝ ↓↕⌂™↓

≤⅜ ↕╣√⁹ 

 

ᵒ ─ ⌐ ─☻כ◖ꜟ◓∆╓  

☻כ◖ꜟ◓─ ⅜ⱥ♩ ─ ⌐ ╓∆ ⌐≈™≡

⇔√ in vitro  ⁹ 

RPMI1640 ≢⁸ ☻כ◖ꜟ◓ ╩11 mmol/L≤⇔≡5 ─ T- 24⁸

TCCSUP⁸UM- UC- 3⁸J82 ┘SW780╩ ⇔⁸ ⌐≈™≡ כ◖ꜟ◓─

☻ 25 50 mmol/L ─ ≤ ⇔√⁹∕─ ⁸™∏╣─ ≢╙ ◓

☻כ◖ꜟ ⌐╟╢ ─ │ ╘╠╣∏⁸ ♩ⱥ│☻כ◖ꜟ◓

─ ⌐│ ╩ ╓↕⌂™≤ ⅎ╠╣√⁹ 
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2.  

1 ⱴ►☻⁸ꜝ♇♩⁸▬♯ 114  

/ /  

/  

mg/kg ⁸ 

/  

─  

mg/kg  
∆═⅝  

ⱴ►☻ 

CD- 1 

5 /  

5 /  

0 ⁸375⁸750⁸1, 500⁸

3, 000 

 

≤╙ 

3,000 

1, 500⁸3,000 mg/kg ─

⁸ ⅜ ⌐╖╠╣√⁹ 

3, 000 mg/kg ⌂ ┘

⅜╖╠╣√⁹ 

ꜝ♇♩ 

SD 

5 /  

5 /  

0 ⁸375⁸750⁸1, 500⁸

3, 000  

 

≤╙ 

750 

֕750 mg/kg ⌂ ─ ⁸

┘ ⅜╖╠╣√⁹ 

ⱦכ◓ꜟ  

3 /  

0 ⁸200⁸500⁸1, 000 

/BID 

1, 000 10 60 ⌐ ⅜╖╠

╣√─╖⁹ 

BID 1 2 4  

 

2 ⱴ►☻⁸ꜝ♇♩⁸▬♯ 115  

/ /  

/  

mg/kg/ ⁸ 

/ /  

 

 

mg/kg/  
∆═⅝  

ⱴ►☻/ CD- 1 

18 /  

18 /  

4.1⁸25⁸43⁸75 

/ QD/1  

75 ⌐ ⇔√ │╖╠╣⌂⅛∫√⁹ 

ⱴ►☻/ CD- 1 

10 /  

10 /  

0 ⁸50⁸150⁸250⁸

400 

י3ִ/  

150 ─ ─ ה ⁸

⁸ ⁸  

250⁸400 mg/kg/  

֔250 mg/kg/ ─  

ꜝ♇♩/ SD 

10 /  

10 /  

0 ⁸5⁸50⁸300 

/ QD/1ִי  

50 300 mg/kg/ ┘

─ ⁸ ⌂ ה ⁸

 

ꜝ♇♩/ SD 

15 /  

15 /  

0 ⁸5⁸50⁸200 

/ QD/3ִי  

50 200 mg/kg/ ┘

─ ⁸

⁸ ─ ⁸

 

ꜝ♇♩/ SD 

30 /  

30 /  

0 ⁸5⁸25⁸150 

/ QD/6ִי  

25 150 mg/kg/ ⁸ ─ ⁸

─ ⁸ ┼─ ─

⁸ ╩ ℮

⁸ ┘ ≢─

─╖  

ⱦכ◓ꜟ  

3 /  

3 /  

0 ⁸5⁸25⁸250 

/ QD/1ִי  

25 250 mg/kg/ ┘ ┘⌐

─  

ⱦכ◓ꜟ  

5 /  

5 /  

0 ⁸5⁸30⁸180 

/ QD/3ִי  

30 180 mg/kg/ ┘◌ꜟ◦►ⱶ─

⁸ QTc ─╖ ⁸

 

ⱦכ◓ꜟ  

11 /  

11 /  

0 ⁸5⁸20⁸120 

/ QD/6 י12ִ│  

120 ⌐ ⇔√ ┘

│╖╠╣⌂⅛∫√⁹ 

QD 1 1  
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3 in vitro ⁸ꜝ♇♩ 116  

─  
/ /  

/  

⁸ /  

/  
∆═⅝  

 Ⱡ☼Ⱶ♅ⱨ☻ TA98⁸

TA100⁸TA1535⁸TA1537 

31 2, 000 ɡg/plate │╖╠╣⌂

⅛∫√⁹ 

WP2 uvrA  62 5, 000 ɡg/plate 

 CHO  50 250 ɡg/mL 4

⁸S9

⁸50 210 ɡg/mL

4 ⁸S9

┘25

150 ɡg/mL20

⁸S9

 

in vitro  

≢│⁸

♄Ɽ◓ꜞⱨ꜡☺fi⌐╟╢CHO

─ ─

│ ≢№∫√⁹ ⁸

⌐⅔™

≡│100 ɡg/mL ─

≢ ─ ╩

⇔√⅜⁸ │ ⇔⌂

⅛∫√⁹ 

─ ⌂╢♄Ɽ◓

ꜞⱨ꜡☺fi ⱪ꜡Ⱨ꜠fi

ꜟכ◖ꜞ◓ ┘▪

⸗ꜟⱨ□☻ ⌐⅔↑╢

 

CHO  50 300 ɡg/mL4

⁸S9

 

in vitro  

™∏╣─ ≢╙CHO

⌐⅔™≡S9

⌐⅔ ™≡│ 2 0 0  

ɡg/mL ─ ≢

⅜ ╘╠╣

√⁹ 

≤

≤─  

CHO  200⁸220 ┘240 ɡg/mL 

4 ⁸

 

in vitro  

≢│ ⌂

╩ ⇔⁸ ⅜╖

╠╣╢ ⌐⅔™≡⁸S9

─╖≢

╩ ⇔√⁹ 

ꜞfiⱤ ╩ ™√

 

ꜝ♇♩/ SD 

10 /  

10 /  

0 ⁸25⁸100⁸150

┘200 mg/kg/  

/ QD/1ִי  

│╖╠╣

⌂⅛∫√⁹ 

 ꜝ♇♩/ SD 

5 /  

5 /  

0 ⁸350⁸700 ┘

1, 050 mg/kg/  

/QD/3   

1, 050 mg/kg/ ┘

⌐╟╡

│ ⇔⌂⅛∫√⁹ 

700 mg/kg/ ╕

≢ │╖╠

╣⌂⅛∫√⁹ 

ꜝ♇♩/ SD 

5 /  

0 ⁸150⁸300⁸500

┘700 mg/kg/  

/ QD/2  

⌂ 250 

mg/kg/ ╕≢ ⇔≡╙⁸

│╖╠╣⌂

⅛∫√⁹ ꜝ♇♩/ SD 

7 /  

0 ⁸75⁸150⁸200

┘250 mg/kg/  

/ QD/2  

DNA  ꜝ♇♩/ SD 

10 /  

0 ⁸175⁸350 ┘

700 mg/kg 

/  

DNA ─ ╩

⇔⌂⅛∫√⁹ 

QD 1 1  

S9 ⱶP450כ꜡◒♩♅ ╩ ⌐ ∆╢ꜝ♇♩─ ─ⱱ⸗☺Ⱡכ♩─S9  
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4 ⅜╪ ꜝ♇♩⁸ⱴ►☻ 117  

CD- 1 ⱴ►☻ 60 / / ⌐♄Ɽ◓ꜞⱨ꜡☺fi╩ ⌐ 40 mg/kg/ AUC[0 - 8h]

33.5 ɡgהh/mL⁸ ≢─AUC─46 ⁸ ⌐ 20 mg/kg/ AUC[0 - 24h]

48.6 ɡgהh/mL⁸ 67 ─ ≢1 1 ⇔√⁹∕─ ⁸ י24ִ ─

≢⁸ ⌐ ⇔√ │╖╠╣⌂⅛∫√⁹ 

SD ꜝ♇♩ 70 / / ⌐♄Ɽ◓ꜞⱨ꜡☺fi╩0⁸0.5⁸2 ┘10 mg/kg/ ─ ≢

90 │105 ⁸1 1 ⇔√⁹∕─ ⁸ ≢

≢─AUC─83 ⁸ ≢119 ─ ⌐⅔™≡╙⁸ ⌐ ⇔√

│╖╠╣⌂⅛∫√⁹ 

SD ꜝ♇♩ 50 / ╩ י6ִ√™ ⱪ꜡⸗כ◦ꜛfi ⌐⅔™≡⁸

─ ┘ ⌐ ∆╢♄Ɽ◓ꜞⱨ꜡☺fi 0.5 mg/kg/ ─

│ ╘╠╣⌂⅛∫√⁹ 
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5 ꜝ♇♩⁸►◘◑ 118  

─ 

 

/  

/  

/  

mg/kg/ ⁸ 

/  

/  

 

mg/kg/  
∆═⅝  

┘

╕≢─

 

ꜝ♇♩ 

SD 

25 /  

25 /  

0 ⁸15⁸75⁸

300/210 5  

0 ⁸3⁸15⁸

75 

/ QD 

 

75⁸ 

15 

┘ 

75 

™∏╣─ ≢╙ ─ ⁸

№╢™│ ⌐

│╖╠╣⌂⅛∫√⁹ 

300/210 mg/kg/ ─

┘ ─

⁸ ⅜╖╠╣√⁹ 

ה

 

ꜝ♇♩ 

SD 

25 /  

0 ⁸37.5⁸75⁸

150⁸300 

/ QD 6 15  

75 ֕150 mg/kg/ ⌐ ⌐

⇔√ ⅜╖╠╣√ ≢

─╖ ⅜╖╠╣√⁹ 

►◘◑ 

NZW 

22 /  

0 ⁸20⁸60⁸180 

/ QD 7 19  

180 ™∏╣─ ≢╙⁸ ⌐

⇔√ ─ ┘ │╖

╠╣⌂⅛∫√⁹ 

┘

⌐⅔↑╢

ⱵⱠꜝꜟה

 

ꜝ♇♩ 

15 /  

0 ⁸150⁸225⁸

300 

/ QD 6 12  

∑∏ ֕150 mg/kg/ ⌂

⅜  

225 ┘300 mg/kg/

⅜  

⌐ ⇔√ ⌂

☻כ◖ꜟ◓─ ─ ⅜

╖╠╣√⅜⁸↓─ ≤

≤─ ╠⅛⌂ │ ╘╠╣

⌂⅛∫√⁹↕╠⌐⁸ ─

◌ꜟ◦►ⱶ ─ ⅜╖╠╣

√⅜⁸↓─ │ ≢

│⌂⅛∫√⁹ 

ה

─

⁸ ─

 

ꜝ♇♩ 

SD 

24 /  

0 ⁸1⁸15⁸75 

/ QD 6 ⅛╠

20 22  

F0 75⁸ 

F1 1 

F1 75 

F0 ™∏╣─ ≢╙

─ │╖╠╣⌂⅛∫

√⁹ 

F1 ֕15 mg/kg/ ─

≢ ⁸75 mg/kg/

≢ ─ ┘

─ ⅜╖╠╣√⁹ 

QD 1 1  

 

6  

⅜ ≢№╢√╘⁸ ⌐≈™≡│ ⇔⌂⅛∫√⁹ 

 

7 ∕─ ─  

1 ┘  

⌐ ∆╢ ╩ ∆╢ │╖╠╣⌂⅛∫√↓≤⅛╠⁸ ┘

│ ⇔⌂⅛∫√⁹ 
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2 ⌐ ∆╢ 119  

─  
/ /  

/  

mg/kg/ ⁸ 

/ /  
∆═⅝  

◌ꜟ◦►ⱶ ┘ ┼─  

☻כ◖ꜟ◓─

─  

ꜝ♇♩/ SD 

10 /  

250  

250 ☻כ◖ꜟ◓  

/ QD/10  

┘

☻כ◖ꜟ◓ ⌐⁸ ⌐╟╢

│╖╠╣⌂⅛∫√⁹ 

◌ꜟ◦►ⱶ┼

─  

ꜝ♇♩/ SD 

20 /  

0 ⁸250 

/ 8  

⁸ ⱥ☺-⁸1,25☻כ◖ꜟ◓

♪꜡◐◦ⱦ♃ⱵfiD⁸◌ꜟ◦♩♬fi

│ ⇔⁸ ◌ꜟ◦►ⱶ⁸ ◌

ꜟ◦►ⱶ⁸ꜞfi│ ⇔√⁹ 

◌ꜟ◦►ⱶ │⁸ⱦ♃ⱵfiD⌐

⇔⌂™◌ꜟ◦►ⱶ─

⌐ ∆╢ ≢№╢↓

≤⅜ ↕╣√⁹ 

┘◌ꜟ◦►ⱶ

┼─  

ꜝ♇♩/ SD 

20 /  

300/225 18  

/ QD/1ִי  

┼─ │╖╠╣⌂⅛∫

√⁹ 

┘ ┼─  

SGLT ─  

in vitro   

Ⱪ♃

LLC-

PK1  

0.001 100 ɡM ⌐⅔↑╢ ─◄fi♪◘

─SGLT1/2│☻◦כ♩▬

⌂ ⌐ ⌐│ ↕╣⌂™

↓≤⅜ ↕╣⁸ꜝ♇♩≢ ↕

╣√ ─ ≢│⌂™≤ ⅎ

╠╣√⁹ 

─  ꜝ♇♩/ SD 

10 /  

0 ⁸50 

/ QD/1ִי  

─ ╛ ─

│╖╠╣⌂⅛∫√⁹ 

 

⌐⅔↑╢

─  

SGLT2ⱡ♇◒▪►

♩ⱴ►☻36

23 ⁸ 13  

ⱴ►☻33

16 ⁸ 17

 

י15ִ ╕≢ ⇔  SGLT2ⱡ♇◒▪►♩ⱴ►☻≤

ⱴ►☻≤─ ╠⅛⌂ │╖╠╣

⌂⅛∫√⁹ 

QD 1 1  

 

3  

♄Ɽ◓ꜞⱨ꜡☺fi│ ⌐⅔™≡ ┼─ ╩ ↕∏⁸ ┼─

╙ ™↓≤⅛╠⁸ │ ⇔⌂⅛∫√⁹  
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р. ⌐ ∆╢  

1.  

 

 

─ ⌐╟╡ ∆╢↓≤ 

 

⇔⌂™ 

2.  

3  

3. ≢─  

 

4. ™ ─  

20.  ™ ─  

│PTP◦כ♩⅛╠ ╡ ⇔√ │⁸ ה ╩ ↑╢↓≤⁹ 

5. ↑  

●▬♪ ╡ ₈з 6 RMP─ ₉─  

ↄ∆╡─⇔⅔╡ ╡ 

∕─ ─ ↑ ⱨ◊◦כ● ╩ ↕╣╢ ↔ה╪↕ ─ ┼o ⁸x

ⱨ◊◦כ● ╩ ↕╣╢1 ─ ↔ה╪↕ ─ ┼ₒ1 ₓ⁸ⱨ◊◦כ

● 1 ↑●▬♪ ♪כ◌ ₒ1 ₓ ₈з 4. ⌐ ⇔≡

∆═⅝ ₉─  

ה .6  

⌂⇔ 

ꜝ◓כ☻ 25mg 50mg⁸ꜟ☿ⱨ▫ 2.5mg 5mg⁸ꜟ☿ⱨ▫ODⱨ▫ꜟⱶ2.5 ⁸♦ⱬꜟ

◙ 20mg⁸◌♫◓ꜟ 100mg⁸◌♫◓ꜟOD 100 ⁸☺ꜗ♦▫▪fi☻ 10mg 25mg 

7.  

2012 10 5 ▪ꜞꜝ♩☻כ○  
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8. ┘ ⁸ ⁸  

2014 3 24  

22600AMX00528ⱨ◊◦כ●® 5 mg ⁸22600AMX00529ⱨ◊◦כ●® 10 mg 

2014 5 23  

2014 5 23  

9. │ ⁸ ┘ ─ ┘∕─  

2019 3 26  

1  

2020 11 27  

 √∞⇔⁸ ─ ⌂ ╩ ↑≡™╢ ⌐ ╢⁹ 

2021 8 25  

 √∞⇔⁸ │ ─ ╩ ↄ⁹ 

10. ⁸ ┘∕─  

2 2024 3 6  

⁸ ─ ⁸ ┘ ─ ⌐ ∆╢ 14 2 3

▬⅛╠Ɫ╕≢─™∏╣⌐╙ ⇔⌂™ 

11.  

2 8 2014 3 24 ⅛╠2022 3 23  

1 4 2019 3 26 ⅛╠2023 3 25  

4 2020 11 27 ⅛╠2024 11 26  

4 2021 8 25 ⅛╠2025 8 24  

12. ⌐ ∆╢  

│⁸ ⌐ ∆╢ │ ╘╠╣≡™⌂™⁹ 

 ♪כ◖ .13

 
 ♪כ◖

♪כ◖
YJ◖כ♪  

HOT 9
 

꜠☿ⱪ♩
◦☻♥ⱶ  ♪כ◖

ⱨ◊◦כ●®

5 mg 
3969019F1027 3969019F1027 123419001 622341901 

ⱨ◊◦כ●®

10 mg 
3969019F2023 3969019F2023 123420601 622342001 
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14. ─  

5 1 10  0110 10  

₈ ─ ה ─ ⌐ ℮ ─ ⌐≈™≡₉ 

2 11 27  1127 3 ─ ─1─( 1)ᵑ╩ ─╟℮⌐ ╘╢⁹ 

 

(1)  ⱨ◊◦כ● 5mg ┘ 10mg 

ᵑ  

│ ⌐⅔™≡⁸₈√∞⇔⁸ ─ ⌂ ╩ ↑≡™╢ ⌐  

╢⁹₉≤↕╣≡™╢─≢⁸ ⌐ √∫≡│ ∆╢↓≤⁹ 

 

ᵒ  

1 │ ⌐⅔™≡⁸₈√∞⇔⁸ │ ─ ╩ ↄ⁹₉

≤↕╣≡™╢─≢⁸ ⌐ √∫≡│ ∆╢↓≤⁹ 

2 │ ⌐ ∆╢ ⌐⅔™≡⁸₈eGFR⅜25mL/min/1.73m2 ─ ≢

│⁸ ─ ⅜ ⌐ ╠╣⌂™ ⅜№╢↓≤⁸ ⌐eGFR

⅜ ∆╢↓≤⅜№╡⁸ ⅜ ∆╢⅔∕╣⅜№╢↓≤⅛╠⁸ ─

╩ ⌐ ∆╢↓≤⁹₉ ┘₈₈ ₉─ ─ ╩ ⇔⁸

⌐ ╖ ╣╠╣√ ─ ⁸ ⁸ ╩ ⌐ ⇔√

≢⁸ ⌐ ∆╢●▬♪ꜝ▬fi⌐⅔↑╢ ╩ ⌐⁸

╩ ∆╢↓≤⁹₉≤↕╣≡™╢─≢⁸ ─ ⌐ √∫≡│⁸

─ ≢№╢≤ ⇔√ ┘ ⌐ ™√ ─ eGFR─ ╩ ╗⁹

╩ ─ ⌐ ∆╢↓≤⁹ 
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ри.  

1. ⌂ ≢─  

♄Ɽ◓ꜞⱨ꜡☺fi│⁸2012 10 SGLT2≡™⅔⌐▪ꜞꜝ♩☻כ○⁸ ≤⇔≡ ≢ ╘≡2

─ ╩ ⇔⁸2024 10 ≢ ╩ י130ִ╗ ≢ ↕╣≡™╢⁹

╕√⁸2019 3 ⌐EU⌐⅔™≡1 ─ ╩ 2021 11 ╡ → ⇔⁸2020

5 ⌐│ ⌐⅔™≡SGLT2 ≤⇔≡ ≢ ╘≡ ⅜ ⇔√

─ ╩ ⇔√⁹↕╠⌐⁸2021 4 ⌐ ⌐⅔™≡SGLT2 ≤⇔≡ ≢ ╘≡

─ ╩ ⇔√⁹2022 11 ⌐│♩ꜟ◖⌐⅔™≡⁸ ╩ ╦⌂™ ─

─ ╩ ⇔√⁹ 

 

⌂ ≢─ ה │ ─ ╡≢№╢⁹ 

♄Ɽ◓ꜞⱨ꜡☺fi─ SmPC 2024 12  

ה  EU  

 Marketing Authorisation Holder  

AstraZeneca AB 

SE-151 85 Södertälje 

Sweden 

 Forxiga 5  mg film - coated tablets, Forxiga 10  mg film - coated tablets  

 2012 11  

│  

 

2ה  

Forxiga│◖fi♩꜡כꜟ ⌂2 ─ ┘10 ─ ─ ה
─ ⌐ ™╢⁹ 

- ⅜⌂™√╘ⱷ♩ⱱꜟⱵfi ⅜ ≢│⌂™≤ ⅎ╠╣╢ ─

≤⇔≡ 
- 2 ─ ─ ≤─ ≤⇔≡ 
ה  

Forxiga│ ─ ─√╘⌐ ⌐ ™╢⁹ 
ה  
Forxiga│ ─ ─√╘⌐ ⌐ ™╢⁹ 

┘  2  

│Forxiga╩1 1 10 mg ≢№╢⁹Forxiga╩▬fi☻ꜞfi │☻ꜟⱱ♬ꜟ

▬fi☻ꜞfi ≤ ∆╢ ⁸ ─ꜞ☻◒ ─√╘▬fi☻

ꜞfi │▬fi☻ꜞfi ╩ ∆╢↓≤╩ ∆╢⁹ 

 

│Forxiga╩1 1 10 mg ≢№╢⁹ 

 

│Forxiga╩1 1 10 mg ≢№╢⁹ 

 

 

♄Ɽ◓ꜞⱨ꜡☺fi─Prescribing Information 2024 12  

ה  ▪ⱷꜞ◌ US  

 AstraZeneca AB 

 FARXIGA 5 mg tablets, FARXIGA 10 mg tablets  

 2014 8  

│ │FARXIGAה  ⅔╟┘10 ─ ─2 ─ ◖fi♩꜡כꜟ ╩

≤⇔≡ ה ─ ⌐ ™╢⁹ 

FARXIGA│2ה ┘ ─ │ ─ ─ ─≥∟

╠⅛╩ ∆╢ ⌐⅔↑╢ ⌐╟╢ ─ꜞ☻◒ ⌐ ™╢⁹ 

│FARXIGAה ⌐⅔↑╢ ┘ ⌐╟╢ ─ꜞ☻◒

⌐ ™╢⁹ 

│FARXIGAה ─ꜞ☻◒⅜№╢ ⌐⅔↑╢ ⌂eGFR ⁸

⁸ ┘ ⌐╟╢ ─ꜞ☻◒ ⌐ ™╢⁹ 
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⌐ ∆╢  

1ה ─ ◖fi♩꜡כꜟ ─√╘─ │ ↕╣⌂™⁹ 

eGFR⅜45 mL/min/1.73 mה 2 ─ 2 ─ ◖fi♩꜡כꜟ ╩

≤⇔√ │ ↕╣⌂™⁹FARXIGA─ ╟╡ ⅜ ╠╣⌂™ ⅜№

╢⁹ 

ה ─ ╕√│ ─√╘⌐ ⅜ │ ∕─

╩ ∆╢ ⌐ ∆╢ ─ ⌐│ ↕╣⌂™⁹ 

┘ ה  ⌐ ╩ ⇔⁸∕─ │ ⌐ ∂≡ ╩ ∆╢

↓≤⁹ ⌐ ╩ ⇔⁸ ╩ ∆╢↓≤⁹ 

ה ◖fi♩꜡כꜟ ≤∆╢ ─ │1 1 ≢5mg≢

№╢⁹↕╠⌂╢ ◖fi♩꜡⁸1⌐╘√─ꜟכ 1 10mg╕≢ ⅜ ⁹ 

─⧵ה ≡─ ─ ⁸ │ 1 1 ≢10mg≢№╢⁹ 

ה ─ ⌐≈™≡│⁸2.2, 2.3 ╩ ∆╢↓≤⁹ 

ה ≢№╣┌⁸ ─ ╩ ℮ ╕√│ ─ ⌐│⁸ ⌂ↄ≤╙3

FARXIGA─ ╩ ∆╢⁹ 

 

2 ⅔╟┘ ─ ⅔╟┘  

eGFR⅜45mL/min/1.73m2ה ─ ⌐ ∆╢FARXIGA─ │⁸ ⅜

⌂ ┼─ ≤ ≢№╢⁹ 

eGFR⅜45mL/min/1.73m2ה ─2 ─ ◖fi♩꜡כꜟ ╩ ≤⇔

√FARXIGA─ │ ↕╣⌂™⁹FARXIGA─ ╟╡ ⅜ ╠╣⌂™

⅜№╢⁹ 

 

◖fi♩꜡כꜟ ─ ≢ ─№╢  

eGFR⅜25mL/min/1.73m2ה ─ ⌐ ∆╢FARXIGA─ │⁸ ⅜

⌂ ┼─ ≤ ≢№╢⁹ 

eGFR⅜25mL/min/1.73m2ה ─ ≢│FARXIGA─ │ ↕╣⌂™⁹ 

╢╟⌐FARXIGAה ⌐eGFR⅜25mL/min/1.73m2╩ ∫√ ⁸eGFR ⁸ESKD⁸

⁸ ⌐╟╢ ꜞ☻◒─ ─√╘⌐FARXIGA10mg11 ╩

∆╢↓≤⅜≢⅝╢⁹ 

 

♄Ɽ◓ꜞⱨ꜡☺fi─PRODUCT INFORMATION2024 12  

ה  ▪ꜞꜝ♩☻כ○ 

 AstraZeneca Pty Ltd  

 FORXIGA 10 mg film - coated tablets  

 2012 10  

│ 2ה   

◖fi♩꜡כꜟ  

FORXIGA│ 2 ⌐⁸ ─╟℮⌐ ◖fi♩꜡כꜟ ⌐ ™╢⁹ 

 

⅜⌂™√╘ⱷ♩ⱱꜟⱵfi ⅜ ≢│⌂™≤ ⅎ╠╣╢ ⌐⅔™≡⁸

┘ ─ ⌐ ™╢ ⁹ 

 

ה ┘ ≢ ⌂ ◖fi♩꜡כꜟ⅜ ╠╣∏ⱷ♩ⱱꜟⱵfi ⌐╟╢

─ ╖⅜ ™ ⌐⁸ ה ─ ≤⇔≡ⱷ♩ⱱꜟⱵfi≤─

╩ ⁹ 

─⧵ה ─ ≢⁸ ┘ ≤ ╦∑≡╙ ⌂ ◖fi♩꜡כꜟ

⅜ ╠╣⌂™ ⁸↓╣╠─ ≤─ ⁹ 

⌐╟╢ ─  

2 ┘ ─ │ ─ ╩ ∆╢ ⌐⅔↑╢

⌐╟╢ ꜞ☻◒╩ ↕∑╢√╘⌐ ™╢⁹ 

ה  

FORXIGA│ ≤│ ⇔√ ─ ─√╘⌐ ─

≤⇔≡ ⌐ ™╢⁹ 

ה  

FORXIGA│ ─ꜞ☻◒⅜№╢ CKD☻♥2⁸3☺כ │4 ┘

UACR֓30 mg/g ─ꜞ☻◒╩ ↕∑╢√╘⌐ ⌐ ™╢⁹ 
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┘  2  

FORXIGA 10 mg╩1ה 1 ⁸ ה ╩ ╦∏ ∆╢↓≤╩ ∆╢⁹ 

FORXIGA╩▬fi☻ꜞfiה │☻ꜟⱱ♬ꜟ ▬fi☻ꜞfi ≤ ∆╢

⁸ ─ꜞ☻◒ ─√╘▬fi☻ꜞfi │▬fi☻ꜞfi ╩ ∆╢↓≤

╩ ∆╢⁹ 

─FORXIGA≤ⱷ♩ⱱꜟⱵfiה ─ │FORXIGA 10 mg⁸ⱷ♩ⱱꜟⱵ

fi500 mg1 1 ≢№╢⁹↓─ ≢ ◖fi♩꜡כꜟ⅜ ⌂ │ⱷ♩ⱱ

ꜟⱵfi─ ╩ ↕╣√ ⌐ ≠⅝ ∆╢⁹ 

 

FORXIGA 10 mg╩1ה 1 ⁸ ה ╩ ╦∏ ∆╢↓≤╩ ∆╢⁹ 

 

FORXIGA 10 mg╩1ה 1 ⁸ ה ╩ ╦∏ ∆╢↓≤╩ ∆╢⁹ 

⌐⅔↑╢ │ ┘ │ ─≤⅔╡≢№╡⁸ ≢─ ≤│

⌂╢⁹ ─ ─ ≢ ╩ ∆╢↓≤⁹ 

 

4.  │  

ủ2  

ủ1  

ủ  

√∞⇔⁸ ─ ⌂ ╩ ↑≡™╢ ⌐ ╢⁹ 

ủ  

√∞⇔⁸ │ ─ ╩ ↄ⁹ 

6.  ┘  

₄2 ₅ 

⁸ ⌐│♄Ɽ◓ꜞⱨ꜡☺fi≤⇔≡5 mg╩1 1 ∆╢⁹⌂⅔⁸ ⌂

⌐│⁸ ╩ ⌐ ⇔⌂⅜╠10 mg1 1 ⌐ ∆╢↓≤⅜≢⅝╢⁹ 

₄1 ₅ 

▬fi☻ꜞfi ≤─ ⌐⅔™≡⁸ ⁸ ⌐│♄Ɽ◓ꜞⱨ꜡☺fi≤⇔≡5 mg╩1 1

∆╢⁹⌂⅔⁸ ⌂ ⌐│⁸ ╩ ⌐ ⇔⌂⅜╠10 mg1 1 ⌐

∆╢↓≤⅜≢⅝╢⁹ 

₄ ⁸ ₅ 

⁸ ⌐│♄Ɽ◓ꜞⱨ꜡☺fi≤⇔≡10 mg╩1 1 ∆╢⁹ 
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2. ⌐⅔↑╢  

1 ┼─ ⌐ ∆╢  

⌐⅔↑╢ ─ ₈9.5  ₉⁸₈9.6  ₉─ ─ │ ─ ╡

≢№╢⁹ 

 

9.5   

│ ⇔≡™╢ ─№╢ ⌐│ ╩ ∑∏⁸ ≢│

▬fi☻ꜞfi ╩ ∆╢↓≤⁹ ─ ⌐ ∆╢ │ ↕╣≡

™⌂™⁹ ꜝ♇♩ ⌐⅔™≡⁸ⱥ♩─ ┘ ⌐№√╢

─ ┘ 21 90 ─ ⌐╟╡⁸ ┘ ⌐ ┘

─ ⅜ ╘╠╣√≤─ ⅜№╢⁹╕√⁸ ─ ꜝ♇♩ ≢

┼─ ⅜ ↕╣≡™╢⁹ 

9.6   

⇔⌂™↓≤⅜ ╕⇔™⁹ꜝ♇♩≢ ┼─ ⅜ ↕╣≡™╢⁹ 

 

  

─SmPC 

2024 12  

Pregnancy 

There are no data from the use of dapagliflozin in pregnant women. Studies 

in rats have shown toxicity to the developing kidney in the time period 

corresponding to the second and third trimesters of human pregnancy. 

Therefore, the use of dapagliflozin is n ot recommended during the second 

and third trimesters of pregnancy.  

When pregnancy is detected, treatment with dapagliflozin should be 

discontinued.  

 

Breast - feeding  

It is unknown whether dapagliflozin and/or its metabolites are 

excreted in human milk. Available pharmacodynamic  /  toxicological 

data in animals have shown excretion of dapagliflozin/metabolites 

in milk, as well as pharmacologically - mediated effects in nursing 

offspring. A risk to the newborns/infants cannot be excluded. 

Dapagliflozin should not be used while breast - fe eding.  

 

Fertility  

The effect of dapagliflozin on fertility in humans has not been 

studied. In male and female rats, dapagliflozin showed no effects 

on fertility at any dose tested.  
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2024 12  

Pregnancy 

Risk Summary 

Based on animal data showing adverse renal effects, FARXIGA is not 

recommended during the second and third  trimesters of pregnancy.  

Limited data with FARXIGA in pregnant women are not sufficient to 

determine drug- associated risk for major birth  defects or 

miscarriage. There are risks to the mother and fetus associated 

with poorly controlled diabetes and untreated heart failure in 

pregnancy. 

In animal studies, adverse renal pelvic and tubule dilatations, 

that were not fully reversible, were observed in rats when  

dapagliflozin was administered during a period of renal development 

corresponding to the late second and third trimesters  of human 

pregnancy, at all doses tested; the lowest of which provided an 

exposure 15- times the 10 mg clinical dose.  

The estimated background risk of major birth defects is 6  to 10% in 

women with pre- gestational diabetes with a HbA1c  greater than 7% 

and has been reported to be as high as 20 to 25% in women with HbA1c 

greater than 10%. The estimated  background risk of miscarriage for 

the indicated population is unknown. In the U.S. general population, 

the estimated  background risk of major birth defects and miscarriage 

in clinically recognized pregnancies is 2 to 4% and 15 to 20%,  

respectively.  

 

Clinical Considerations  

Disease- associated maternal and/or embryofetal risk  

Poorly controlled diabetes in pregnancy increases the maternal risk 

for diabetic ketoacidosis, preeclampsia, spontaneous  abortions, 

preterm delivery and delivery complications. Poorly controlled 

diabetes increases the fetal risk for  major birth defects, 

stillbirth, and macrosomia related morbidity.  

 

Lactation  

Risk Summary 

There is no information regarding the presence of dapagliflozin in 

human milk, the effects on the breastfed infant, or the  effects on 

milk production. Dapagliflozin is present in the milk of lactating 

rats . However, due to  species specific differences in lactation 

physiology, the clinical relevance of these data are not clear. 

Since human kidney maturation occurs in utero and during the first 

2 years of life when lactational exposure may occur, there may be 

risk to  the developing human kidney.  

Because of the potential for serious adverse reactions in breastfed 

infants, advise women that use of FARXIGA is not  recommended while 

breastfeeding.  
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Effects on f ertility  

In a study of fertility in rats, no effects on mating, fertility, 

or early embryonic  development were seen when males received oral 

doses up to 210 mg/kg/day or when females received oral doses up to 

75 mg/kg/day yielding plasma AUC values at least  1000 times the 

clinical exposure at the maximum recommended human dose [MRHD] of 

10 mg/day . However, at 210 mg/kg/day, a dose associated with 

profound toxicity  including mortality , seminal vesicle and 

epididymal weights were reduced; sperm  motility and sperm counts 

were reduced; and there were increased numbers of  morphologically 

abnormal sperm. No adverse effects on sperm or male reproductive  

organs were seen at 75 mg/kg/day 700 times the clinical exposure 

at the MRHD .  

 

Use in pregnancy Έ Category D 

There are no data from the use of dapagliflozin in pregnant women. 

Studies in rats have  shown toxicity to the developing kidney in the 

time period corresponding to the second  and third trimesters of 

human pregnancy. Therefore, FORXIGA must not be used during the 

second and third trimesters of pregnancy. When  pregnancy is 

detected, treatment with FORXIGA should be discontinued.  

In conventional studies of embryofoetal development in rats and 

rabbits, dapagliflozin  was administered for intervals coinciding 

with the period of organogenesis in humans.  

An increased incidence of embryofoetal lethality, decreased foetal 

weight and an  increased incidence of foetal visceral and skeletal 

anomalies were seen in rats at  maternotoxic doses oral doses 

greater than or equal to 150 mg/kg/day . The no  observed effect 

level for embryofoetal effects in rats was an oral dose of 75 

mg/kg/day 1530 times the exposure in patients at the maximum 

recommended human dose [MRHD] . No developmental toxicities were 

observed in rabbits at oral doses up to 180  mg/kg/day 1265 times 

the exposure in patients at the MRHD .  

 

Use in lactation  

FORXIGA must not be used by breastfeeding women. It is not known 

whether dapagliflozin or its metabolites are excreted in human milk. 

Studies in rats have shown  excretion of dapagliflozin in milk. 

Direct and indirect exposure of dapagliflozin to  weanling juvenile 

rats and during late pregnancy are each associated with increased  

incidence and/or severity of renal pelvic and tubular dilatations 

in progeny. The long - term functional consequences of these effects 

are unknown. These periods of exposure  coincide with a critical 

window of renal maturation in rats. A s functional maturation of the  

kidneys in humans continues in the first 2 years of life, 

dapagliflozin - associated dilated  renal pelvis and tubules noted in 

juvenile rats could constitute potential risk for human  renal 

maturation during the first 2 years of life. Additionally, the 

negative effects on body  weight gain associated with lactational 

exposure in weanling juvenile rats suggest that  FORXIGA must be 

avoided during the first 2 years of life.  
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No dose adjustment is required for the treatment of type 2 diabetes 

mell itus in children aged 10 years and above. No data are available 

for children below 10 years of age.  

The safety and efficacy of dapagliflozin for the treatment of heart 

f ailure or for the treatment of chronic kidney disease in children 

< 18 years have not yet been established. No data are available  

US─ 

Prescribing 

Information  

2024 12  

The safety and effectiveness of FARXIGA as an adjunct to diet and 

exercise to improve glycemic control in type 2 diabetes mellitus 

have been established in pediatric patients aged 10 years and older.  

The safety and effectiveness of FARXIGA for glycemic control in 

type 2 diabetes mellitus have not been established in pediatric 

patients less than 10 years of age.  

The safety and effectiveness of FARXIGA have not been established 

in pediatric patients to reduce the risk of:  

Ι sustained eGFR decline, end - stage kidney disease, cardiovascular 

death, and hospitalization for heart failure in patients with 

chronic kidney disease at risk of progression.  

Ι cardiovascular death, hospitalization for heart failure, and 

urgent heart failure visit in patients with heart failure.  

Ι hospitalization for heart failure in patients with type 2 

diabetes  mellitus and either established cardiovascular disease or 

multiple cardiovascular risk factors.   

─▪ꜞꜝ♩☻כ○

PRODUCT 

INFORMATION 

2024 12  

Safety and effectiveness of FORXIGA in paediatric patients have not  

been established.  

Delayed growth and metabolic acidosis in rats were observed in both 

sexes at higher  doses greater than or equal to 15 mg/kg/day . 

The developmental age of animals in  this study approximately 

correlates to 2 to 16 years in humans.  
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