HIRA

A A 11=Ij|. 7E=|_|1|-

Offl QUT0I0] MU I

ertugliflozin L-pyroglutamic acid (as ertugliflozin bmg, 15mg)
(2" ZEEZA 5, 15622, I Ao 2Y(H))

O MY MR
- 14 < ertugliflozin 5, 15mg
O 8s gi:
- o] ok2 ARl A2Y WixW Y ddxdS A7V S8 AAreH 2 RE
=
ol ghry,

WY HEA=

O NS0T o
201849 HMI11XH SIS HE AR - 201848 88 232

- SAFATI ALY 2018 79 18Y

% oA FIRANN BAAS F A Ak GAF Dol AGFE W
(AR, AHAAA 8 ook pEE Fohulg, ARAT F F)e T
ool A A 9l sk o,

R HUL AN

= 2o RYIP|B -

AUt s RS2 AofI}



HIRA
JL. "o At
O wole AHdAdol A=
O 2AHFL “A A 28 Ixy A dGxdE& FA717] 8 A ¥

TE e EHEAT sk kAR A gART dssittal B gL,

A8 Hgo] fiAkARET A HEto] B]E FHHolBmE Fojo] AHAAo] glow,

NPT Tm R o]stE Fetad HAAEAE A

Lt oI HE
O e dF o7

- AAEFS AA A 28 T e dYExdS A7V fE AAeH 2
TR BEAY Friwte kAR dAA Y HSFol 372 dapagliflozin,
ipragliflozin, empagliflozin®] S Qorm =z ha] 7FeAd 52 118 Al kA9
SgFAUgAE 59 Hr7IE 2 da T i 7y A6RF s HEA
Lok okAe Gt e

O U4 784

- MAEFL A A 28 G e dERAS FAA717] fE e 2
TE8WY HEATZ NS UEF-2FIZ -3 5 TS5 A2SGLT2)e A s)A| 2.

- AHEFLS WA B QAR EX A0 A Al A 2 Fuw XY dExdS
A7) 7] 98 AALSYH W oY HEATY " 52 wEgawo=
ALEetEE FHE I 5.

- [VERTIS MONO - @5Q89]N8) Aolzdy yayvor aFad
d9d 24 (HbAlc 7.0%7105%)S Hole= A28 dxw Aol 3IxH(n=461)E o=z
oo, olFwd, FALEIAE, fux 34 dEAANES FIdsdern, 1A
H7HA x5 2672 F8td A (HbAle) W3,
= 267 AFEAA 71A AEHEFEE HbAlc(%)o] e dH] AHE FoJTto A

23t A 743 S (placebo-adjusted mean difference bmg —-0.99%; 95% CI -1.22
to —0.76; p<.001, 1bmg -1.16%; 95% CI -1.39 to -0.93; p<.001).
» ool AR e el AlAHE FoAddA YekrET fojskA =
U EFE(16.4%; p=0.043[6mgl, 22.6%; p=0.005[15mg] vs. 5.6%[ %] k).
I . xﬁ?ﬂzﬁﬂ”‘ﬁ?lﬂ
U5t oGt o2 FetE o= muogEHIp| et N, R



- [VERTIS MONO extension - ©58% A7]|AF9I0 2o]xH}
FE8HMo e B9 ddxd(HbAlc 7.0%7105%)S Hole A2d TYxH A<
A (n=461)E o= oy, olFwA, FAAMA, %/ /metforminll) thE 3%
WA FE TR, 14 F7A 2= 52574 kg3 vekd 9.

M o]/g =] _Qjﬂr

T o] WS FEFIHO|AMSLS  Ertugliflozina 3}
ol A v =gk A E

£t
BNl

= 527 AlAFoA AAAA AT it Aol AHEF FATAA STt HT
Fo3tAl  =A  YEY(269%; p=0.010[6mg], 29.0%; p=0.005[15mg] vs.
9.9%[ %] 2F/metforminl).

= 525 Al 1A AEl2FE HbAlc(%)e] WalEe 265F A oM el Aol
A = (9] 2/ metformin -1.0%, 5mg -0.9%, 15mg -1.0%).
- [VERTIS SITA - sitagliptin 7] HE&£F9 Y iz d3AIN1213)

Holxdi Frawiter =3Ed ddxzd(HbAle 8.0%7105%)S Heol= A2¥
gy A4 Fn=20D)F oz v, olFwW, FAMA, 9 tx 3
AdANBEe FAsslen, 14 B xs 2654 332 (HbAle) WMt

» 267 AlFEelA Z1A AEEHFYE HbAlc(%)o]l ¢k div] AHF FolTlA
T3t A 7435 (placebo-adjusted mean difference E5/S100 -1.2%; 95% CI
-1.5 to -0.8; p<.001, E15/S100 -1.2%; 95% CI -1.6 to -0.9; p<.001).

- AYY, e2dY, A7

| A o] st AFE TS ok o]
o8 Aols woln B

- [VERTIS MET - metformin 5-8& &x}lo] AAEF F7F 8549 Y dx
A A F 114915 Metformin ©5 2H(>1500 mg/¥, >8 weeks)o.2 &
ZAHA e FAMHbAle 7.0%7105%)(n=621)2 uAow griw, olFwWH,
291 ul A, 91 oF/metformin(met) WE 34 AFAIF S Fdstdon, 12 FrHA e

2672 F3td M A (HbAle) W 3hE4l.

o] Fi3

= 267 AJHAA 71A FEHEFEE HbAlc(%)°] ¢ % /metformin WH] Al E
oo FostA A3 S (placebo-adjusted mean difference  5mg/met
-0.7%; 95% CI -09 to -0.5, p<.001, 15mg/met -0.9%; 95% CI -1.0 to -0.7

p<.001).

w OFEF OGNS T oA AA Y] X Aol Ertugliflozin 15mgel A]
ekt #9938 A =A YebF(B.5%[5mg/met], 6.3%; p=0.032[15mg/met] vs.
0.9%[ 9] ¢F/met]).

}{ HUL AN

Aot ORdel o gFets doke s gdip|at -3 -



» 265 AlA oA DXA(dual energy X-ray absorptiometry)S
ste] AAHF FATLE I FAGE 2HE B

- [VERTIS SU - metformin & 39 ANAF F7} HEF A glimepiride A Z
A AA 6N Metformin =L W (>1500 mg/Y, >8 weeks) o2 o] =13
Z4¥HA gE  FAHHbAlc 7.0%79.0%)(n=1326)5 WAoo = E}ﬂl, o]z A,
T2 A, glimepiride/metformin(met) thH%x 34 AA4AE gt o, 14

)
=
HI7MA EE 5252 21 3FE 156meg9] glimepiride/met thH] B E S5 A ‘?J %

O]N

» 525 A AHAA 71A AEHEHE HbAlc(%)9 zFo]l:= glimepiride/met thHH] A% =
15mg/met Foftoll A 0.1%(95% CI -0.0 to 0.2)= HIEFA 73 0.3%Eth
AT el Vol MAEAH S WEG

» AEEe AAF FoTA glimepiridex*  thH] o] sk Al )

" A8 8} 31 (5mg/met 5.6%, 15mg/met 8.2%, glimepiride/met 27.2%), 2171 =2
a2 A8 Folxol A glimepiridew B v 2] 8tAl =4 HEFS (A A F Folad
2.1-10%, glimepiride/met 0-1.4%).

N

- [VERTIS SITA2 - metformin¥ sitagliptin &9 AFEF F7} 48 9 7;}/\]63]18)19)
|

[e)
Metformin®} sitagliptin Hg8W oz ddo] =E3 X2

7.0%710.5%)(n=464) = Ao = o}7] 3, olT WA, T2l A
#1 ¢F/metformin/sitagliptin ™z 34 AAAIE S S om, 12 F7HA R= 2673

F3td A A (HbAle) W stEFSl.

» 267 AFEAA 71A AEHEHEE HbAlc(%)o]l e dH] AHE FolTtoA
o3 Al 743 S (placebo-adjusted mean difference 5mg/met/sita —0.7%; 95%
CI -09 to -0.5; p<.001, 15mg/met/sita -0.8%; 95% CI -0.9 to -0.6; p<.001).

» 267 AlAFolA FEF-HOINEES AAFF FoTAA kT EY =4
LEFSE © ™ (5mg/met/sita  10.9%, 15mg/met/sita  14.4%, <1k 85%), T=
A2 7] A Aol (o715 Smg/met/sita 8.0%, 15mg/met/sita 12.7%,
2l 2F/met/sita 1.9%).

- [VERTIS FACTORIAL - metformin &8 3x}o] ANAHF EE sitagliptin F7}
He 2o AAAF]202D Metformin P52 H(>1500 mg/Q, >8 weeks) o2 o]
e 2AHA &= FAH(HbAlC 7.5A~11.04)(n:1233)é‘ 151 A= R o
ol=wd, FAYWMA, DA K ertugliflozin  5mg(E5), ertugliflozin  15mg(E15),
sitagliptin 100mg(S100) thx 34 YEdAES Fdst9 o, 12 H7HA 2= 2674
33} A 4 (HbAle) W 3ka9l.

- 265 AAAA 714 U RRE HbAle(%)e] WatHe WaFol g2l 77}

R HUL AN

Aot ORdel o gFets doke s gdip|at -4 -



i

A

5 =
26 %k, E5 4.9%, E15 7.0%, S100

T

HIRA

-0.5%(95% CI, -0.6
-0.6 to

-0.5%(95% CIL:

==
RLN

A =+(ES5 Rl E5/S100:

to -0.3), E15 thH] E15/S100: -0.4%(95% CI, -0.6 to -0.3), S100 ti®] E5/S100:

°©

9l

o

i

1 =06 to -0.3), S100 @iH] E15/S100:

o] 23 tjH]
A7 At Aol E (9447

A YErsE o (2657 2F, S100 4.9%, E5/S100 11.1%, E15/S100 16.0%), 7%
1.1%, E5/S100 5.0%, E15/S100 7.6%).

-0.4%(95% CI

-0.3)).

O Hl-&

=9l dapagliflozin, ipragliflozin,

110

ol
bl

T
o)
oy
Tor

]

A
p s

[e)

=

Hoprt 7)1z

8F24)

R4

A

empagliflozin
(e

%
D 4

o A

o
i
m_mo

—

~

To=

7]

A% oA B5 2

- Aok

ki3

|

a1, ertugliflozin® thA| =

]

A

OJO

o] Y, ertugliflozin® WA= ¢

ok
ol

)
, 3R o]

y

-
T

o A& 2
(e}

A&

- Aok

oﬁ

R

.
gl
o
ol
o|]
wmo
o

O

x HUL AN

_5_

dop|et

(=
Ir

o

= 20|
T

[

2olS A0t

oo
o 2

224510 OBt O]



o

H

>,

-13

oX
i

A A A
& A7 27} F w2 el $x)E o)
Mol O|2R512 doJls =2ulog2H |2 -6 -

o)
A

o
= .

HIRA

x HLHYAAIIIE



"

HIRA
References

9]

I
2) Harrison’s Principles of Internal Medicine, 20e. 2018. Ch. 397 Diabetes Mellitus

3) Harrison’s Principles of Internal Medicine, 20e. 2018. Ch. 397 Diabetes Mellitus

4) Consensus statement by AACE/ACE on the comprehensive type 2 diabetes management
algorithm-2018 executive summary, endocrine practice Vol 24 No.l January 2018

5) American Diabetes Association. 8. Pharmacologic approaches to glycemic treatment: Standards
of Medical Care in Diabetes, 2018. Diabetes Care 2018;41(Suppl. 1)

6) ety srs] - A2y I FAAEAH 2017
7) Terra S.G. et al. Phase III, efficacy and safety study of ertugliflozin monotherapy in people

with type 2 diabetes mellitus inadequately controlled with diet and exercise alone. Diabetes
Obes Metab. 2017 May;19(5):721-728.

8) A&+ Ertugliflozin bmg, Ertugliflozin 15mg

gz 9% (Phase A)

9) Aronson R. et al. Long-term efficacy and safety of ertugliflozin monotherapy in patients with
inadequately controlled T2DM despite diet and exercise: VERTIS MONO extension study.
Diabetes Obes Metab. 2018 Jun;20(6):1453-1460.

10) A&+ Ertugliflozin 5mg, Ertugliflozin 15mg

2= 9 F/Metformin (Phase A: ¢ ¢F, Phase B: Metformin)
11) Phase A(265): $]¢F, Phase B(26): Metformin

12) Miller S. et al. Ertugliflozin and Sitagliptin Co-initiation in Patients with Type 2 Diabetes:
The VERTIS SITA Randomized Study. Diabetes Ther. 2018 Feb;9(1):253-268.

13) Alg¥+t: Ertugliflozin bmg + Sitagliptin  100mg(E5/100S), Ertugliflozin 15mg + Sitagliptin
100mg (E15/100S)

ST
14) Rosenstock J. et al. Effect of ertugliflozin on glucose control, body weight, blood pressure and

bone density in type 2 diabetes mellitus inadequately controlled on metformin monotherapy
(VERTIS MET). Diabetes Obes Metab. 2018 Mar;20(3):520-529.

15) A&+ Ertugliflozin 5mg + Metformin, Ertugliflozin 15mg + Metformin

gzt ¥ + Metformin

16) Hollander P. et al. Ertugliflozin Compared with Glimepiride in Patients with Type 2 Diabetes
Mellitus Inadequately Controlled on Metformin: The VERTIS SU Randomized Study. Diabetes
Ther. 2018 Feb;9(1):193-207.

17) A& <" Ertugliflozin 5mg + Metformin, Ertugliflozin 15mg + Metformin

=+ Glimepiride + Metformin (Glimepiride &% 1mg% 8 AlZtsle] Hdl 6 8mg7tAl S,
median 3mg)

18) Dagogo-Jack S. et al. Efficacy and safety of the addition of ertugliflozin in patients with type
2 diabetes mellitus inadequately controlled with metformin and sitagliptin: The VERTIS
SITA2 placebo-controlled randomized study. Diabetes Obes Metab. 2018 Mar;20(3):530-540

19) A&+ Ertugliflozin bmg + Metformin + Sitagliptin, Ertugliflozin 15mg + Metformin -+

x 2 LHYAAIIEY

AYota ORMe 9 g Rots HoPks s gEHIP 2 -7 -



"

) . HIRA
Sitagliptin
iz 91oF + Metformin + Sitagliptin
20) Pratley R.E. et al. Ertugliflozin plus sitagliptin versus either individual agent over 52 weeks

in patients with type 2 diabetes mellitus inadequately controlled with metformin: The
VERTIS FACTORIAL randomized trial. Diabetes Obes Metab. 2018 May;20(5):1111-1120

21) A&+ Ertugliflozin 5mg + Sitagliptin 100mg(E5/100S), Ertugliflozin 15mg + Sitagliptin
100mg(E15/100S)

) =" Ertugliflozin 5mg(E5), Ertugliflozin 15mg(E15), Sitagliptin 100mg(S100)
22) Ertugliflozin 5mg + Sitagliptin 100mg(E5/100S), Ertugliflozin 15mg + Sitagliptin
100mg(E15/100S)
23) Ertugliflozin 5mg(E5), Ertugliflozin 15mg(E15), Sitagliptin 100mg(S100)
24) & AAEZQFTHLE 9T &Y FAIRFA D A Fda )

25) AFAL AE o ARE (RS A, A TS D)

4= 22 d = A=
5mg [ [ [
15mg . [ [ !
- ARSI E L 2 E Il 3=

26) A AE 28T o}
27) AR AR QA FAZ A vzl AHE A AF Ans Lttt 7HE g

o = (4]
28) Ak} AZE ol AGB(ES A, AFARE wA)

x HBEYAATT

Adotil oot OgRots F0Pke =0 s d | -8 -



