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1) o] ok REAL Molulx Wi AAE Ak sl YA Aol hHS T3 e
& Qo AR olzle] HHYUL g Lok Fr.

AERoI MET 2R o feI% HEHA WHE YOS ke
FEol OfF kA FBYEAG OF ATE AAHA Lo, JUEPRR )
ExEn 47 Y@ A7t A4,

oFEdEAGY APUH B}
JUdae ol AAEelm Ao 9% o WA FFE =9 CYP olam
CYP3A4 AsiAlolL THE CYP o] 24492 As|sAE om CYP o]aAe FEAE of

ot gyu=dele p-ZgzzzEQ 71ZE2A, P-2IZ =2 <93
SHAl A&lgtth ol gt Aol o3, a8lal FEAY FEFETAE A =
2 OE P-2gZZ2HQ 72H9 F5AES of7el A= ¥ ASE ddE

kg EA g A ) Bt

obd 71%8 YPABE FA Rl hEol T YFHOE T FEBAE ol B
T Ze Uit $EEAS WA S YA FolF 4TAEL DA 2
.

=
= oF7lske A@ol W2 Aoz ATHAH.

HEZ=RY: A2 LA HEZ=T 850mg 1Y 33 2 AS8&F S 2943te Ty
A" 10 mg 1Y 13 W&5o A7 guIPs =& fEZZV9] F53S gdos §
ostAl WA 7|A Fshth mEbA, FUuEHEe §71%0)(0CT) wiA FEA A A7}

ol t}.

Axdgdok HU=HE dmgel AdH FesHc sddEr=(EdFE =) 175 mg
13] 7o, gy=dd dmg 3] ATl ofsf WMaHA &ty 2y, SHlEEy|
°] AUC 3l Cmax E5F 14% HaE0on o= JddHo=z ddL ¢l %ﬂﬂﬂ%?/‘r‘ﬂ

1= = BA

F2 CYP2C9 o3 thAbs 7] wiel], o]gd A8 94 PuIH

7b obdEls A8s S £0. SIS =X " CYP2CIel o)
2 dxdegolet dAHdoxm Fodt AL Z

o
Elo}Zaldr]e: CYP2C8 @ CYP3A4 1A gly=Zde 1Y 10mgd 1 ZdeE 1Y 45




°of 943 #dol = Y= HEA Ger, o= AAlAM Huadde] CYP2C8 v
N A A AZE obd & YEhH, 2luS iRl o3k CYP3A4S] AW A= AL A
EE Sts 224 siEn
PEUYHE: §83 P-2a 293 CYP3A4 AsiAQl EUN 2L 2uadee] of
&Sl PlA= SFe Bl SR A7t FASAS. 2AYEdHE 18] &7l Smg 2
EUR2 A7 38 200mge] ¥ A 2lu=dde] AUC B Cmax7h 742 20 5
AR S7FAH. HuEHE @5 Ee fEyboiete] BE A BAAdH dFEE AE
doldo s w9 F7he F2 9 St #de] itk Aol AN o)H T =
|l ofEst W3t 44 g2z 2 g <l
8

#do] e Zor AGdAY. wEks 7 P-=
ICYP3A4 AsfA|ete] 34 Aol e 4528 A o & 2d =3+
a2 Tt
gy Al P-2YlZZ2H A3 CYP3A49) 733 =41 ggdile] Zlu=dd 5
dFe F7kst7] AT 77 FFEJAG. dUu=dE S gyl vk
HEEARE A4 Bu=dde AUCS Cmaxs ZH2b 39.6% 9 43.8% #3tA7]11 E=
30% FaAAT. kA Gk P-gp FEA HuedRe] X

Z Zgejel A DPP-4 A& & 9]
&2 SHT FEE de F Rl AYE, ddHeE fFEsna dddn.

gl 378 AdAelA gu=dE dmgy =4l 0.25mg BE&Fo= dxale deF
gistoll &< wAA I webA, HuEdEe A ol P-2ElZZ=2H|d izl
+Fol thak AsA7} oyt

otutd: g

298 1% 5mg Fo= CYP2C9 7149l S(-) EE R 9] ofgdhs W
% = gu=dde] CYP2CI AsjA7E otyehs e HAEn.
AvtzebRl A48 AR A gluEdE 19 10mg Fol+= 133 CYP3A4 7181 Alnt
et o] A oFsstel dis) wmd e debdth AuSHE 10mg AuketE
40mgS 6Lt FolstAutiy Antxetde] 85 AUCE 34%, 85 Cmaxe 10% F7hst3ith.
webA, fu=HE 2 CYP3A4 w7l thAtel tigh oFgk Asizlz AdEw A Fosts
gk tjAterE o] 87F o] dastA ¢t

ATE YA dU29d 5mgel BEL dELEAXED EE JEdrELT S HY
FH okEste WA

N
X
52
32
v

o ek 30%elth. LAl BA Folstae W 1 oFF
st td U4 A ol YY) WM, AUFFRL AAsh JBGol FAT £ 9




ol MEEH s ol okEd 2ol o] oo = vE F e dE  WMEEEVLS F

7] ko] 44 (Organic Cation transporter, OCT) OCT1, OCT22] 7]& o]t}

- OCT1 AA(d gt E F)oF HE A MEXERS a7l At U+

- OCT1 €=A4EH02 =)0 e A feEXZ=W AT &4 9 okgyl =719 91

o

- OCT2 AAANHWEY, SFEH 20 =2, gsehxl, EYWEZY, viHely, oA auE

) BE A MEZERIS AHjAE TAAE F o WMEXERS F FEIF AT

T A=

- OCTZ, OCT1 &4 dAA(ZEzEY, Setag)er HE A WEZ=EVO Aujd gl g

of 9FE = F U+

weta WMEZERIF o] =g HME Fo & Af WMEXZEYY EF $EI 45T

T ez o] Ho tistd 53| AAe] Ao Ae Fort Hasitk. OCT JAA/F=

Ae WMEXEWS <FgE HIAZ & orz I3 A wWEX=ve £ 4SS
o

2 COX-II(Cyclo-oxygenase) <SAAES Egg3 HlzHZol=Ad £E3

w3 =l A
(NSAIDs), <SHA|LEIAZAZ G4 AAA(ACE inhibitors), <X L®lAl I 8 ZA3kA
(angiotensin II receptor antagonists), ¢|=A(53] Fi o|xA) T2 7|5l B3 IF
= = 7 Yo MEFY RS HZE F JeoernE WEXEVNY HE Fo & A

A71%5& WA s ok ok

3 WA A 2223 gAY AU Fois ARHE oprldiM Ax mMEZE=ER
=7 3 At e 29 5 I

eGFR > 60mL/min/1.73m*Q] &xfell Al o] f&EL HAL A, e HAF A FdE oo}k 3}
A E Ha BAIEA] BoEoIME ¢ HY AlVIES AHIIEtA O o) FAHA
Ao Hed o]Fovt " & 9t

g,

g M
froox

T 5 213ol(eGFR 45-60mL/min/1.73m?)1 Ao A o] FE AL 48417t o] Mol Foh
Hojok stal HAF & Ha 8AIHA B E A F HH AUeS ABTEL ¢ ol
dadA ge Aor ddd o|Foyt Fojd £ ot

4) T ofAle W&ol o8 st 2HEo] T e #E g JernE WEse 4¢
A= @94 2 gE Ao FHE S5 BESHA FoATT

- @iet AE&e A= oA

AdedAA, dEotr= l R AZLEA A, o-SFIZAIGA AsiA, @t H 2o
£, 7ordE |, dedader2ad §), p-ATA(Z2EEE 5), MAO A4

- dAst A= Z:—F 171% R

Vvl Z=d, WA, F2EI2HZE, FIHNIEE, GEXIT2E, J2EZA, FF
€ ek, ElopX =R Z|E olmAl, dEotuE, ojayolAE, YAEA, HImE oA
ofAl, AYES], ZgAd d3A

5 FEAME @ 73 Aol @I FAR o] oy FEANES o FzAgol thh

dTe B o—r¢1°ﬂ ofs &+ =49 FEFHLH FASc] dFe Teue Ae UE
J ]




o, 8% CmaxE 22%, €% AUCE 15% JsAZith. o] o 34 FoAds W, ¢ Foo
of Hla) FEA v =9 Cmax$} AUCZF 2442t 31%9 12% ZAEglom, FEAn =9 4
Aage] W3 glo] HF W& 32% FaAZY T H o R o] ¢y FEZAw
S5q 3He o FsAgo) #HI F83 FRE QUTh

6) YA - AR AT AL @I FAR o] oy YHHAY EFT A
g AT, UilgAade] B8 Foqr d3 Wl o] ¢k Cmax$et AUCE 77t 20%2t 9%
771, 8% M-S F7HAH Tmaxeh 971 & o] fith Yagae o] oF9
FE XA o] ok YdAgdHd dFS A WAA Fe

I
il
o

D QAL o] oFE i 7 FHROE ARl AAT % FAR AT ATE gk
d AeolA AT NP AASHAGIAE JUFYRD MEZ2Y EBFFo o

3) A4

o] SFEE Ao ATl U FTFE 2AEIE orok o1}
Fo ol 9001 S A& 240 mg/kg/dayel Hi FoJ&F7hA] AAG vGgA TN Bl
o e du=sdEe] FANSS BEHA BT

8. &xofdl] i Fo

WEFENES F2 AL B Mamv, nPge) ol kot As)% A ol 9
7 el BAe] Aol ZAse] AW WY =W EIE A ALEFL A
9 Ao nAAE Al

dot AL AR A%e U doF s, Yuka
o




10. A R 7|AzR 9 YF
A g A zE A s g g A7 FAHA LshTh

AGA ol A, Ely=9Ed 600mg (AA-83Fe] 12089 al&)71A]

3 = 1=
o) 18] Fel e % stk Aol A 600mge EupsA A-EF AHe T
MEZENGLGS 857 AFAE W FALF0l Vel Yot ABYel BEEA
t gtk MEzERgtge] Rl B FUHE WS FANES o & 9
o fARFS JASHOE AFH FFoln WUNM X m]ofokyt FTh

2) A

B} Fol A, AFBAZRE
BT YA E ANHE
20e AASE 1Y B

D ool &o] B4 e ol Zad A

2) The 87100 HRo P Ae Ane 9ol HAAY FA FARNA wFHEA 2o
5E o§ 7T 7.

3 w71 Hsto] By

>,\1

13. AEIIE 9 AR

D °fe 7#%

2) kEeE An

o] °K(5/1000m@) 71517k o FE[EU=¢EH Smg ©dAel WEXEUFAAAEE)




1000mg ©LdAle 2x2 nxA ez 2 14 1A AAdolA &5 A @3F 7 T35
o 409 €% Hu=HE B MEEXERS SAHIT A, Hln HVFFEAAUC, Cu)s
27 Wgkste] FA Agstde W, ZlskE A HI &2 90% A E T3] 80.00~125.00% ol =
A AESH o e ATt BEo Aol Ay thxokes 2X2 nAAE
o= 7+ 144 AAZ AdoAl A% Al @dIFTF Foste] 288 EF WEXENS =
A% A3, vlu HrHEEA(AUC, Chles 21 ¥$kste B4 Adsde o, 718k ]
&9 90% AlZ]F3ko] 80.00~125.00% W ZA AESHOZ F5TS YS3A

a7,

dxaor TR ddxHo] HA ge Ao i u=gHHe FHy
A BAARL 245 A&7 olF wUHE Aok-thE A @AM BIrEAT 24
SHES A iy G AHbALOY NS YERATHSI S tirl- 0.64% W
3. =3 U HEE S 9oF tinl FEYEH(fasting plasma glucose, FPG) 7F4(-21.1 mg/dL)
2 A5 2A17F I 3H2-hour post-prandial glucose, 2h-PPG) 7F4(-67.1 mg/dL)ES el o,
HbAlc 7% v&F 24 2 vl &L 9JoF vl o =S4k
Hog ZES 9 2Ho] HA ge FAE o= guadd F7}
Lxd/‘é*‘l =g g e Bl 1047 ¢ 1 &
0.20%(95% CI 0.09, 0.299= H| <€ F3tA M|
Hog BFRI g9 2de velhd o) gk E]Ur%%% 5 mg 1¥
g 25 mg 1Y ﬁ Folo a4 9 A8 I3
2

m rir o
o

il

=)

o o

2 B ook

|
Il
-,
TR AT

i fo |d

0.74% , -0.80% w3} W
HbAlc 7/l &¥+= gy=dd 5 mg 19 13 & FASEAT

o M-S EATHED. A2 wo] 2kl thr] HbAlcrt B &2 2

riot

mg =+ fU=HE 25 ngJr 1000 mg l% 2§] &‘ﬂ 5 oFEo "E ol HE 9
I

1 HolaRd EEor ddxdo] ETET A28 dx &AdA du=EHEd WES
2 2783 440 d5eS Bladt 245 d3AE A




et 2IL=8E8x HEXZ=2Z ZILZ2EEx HEZZ2C 2ILI=8Ex
5mg 500 mg 2.5 mg 1000 mg 2.5 mg
12 13 19 23] + 19 23] +
HEZ=S2 HEZZ0I
500 mg 1000mg
1 23] 1 23l
HbA1c(%) N=65 N=135 N=141 N=137 N=138 N=140
HiOlActel & 8.7 8.7 8.7 8.7 8.5 8.7
24=7%t HlolActel 0.1 -0.5 -0.6 -1.2 -1.1 -1.6
CHel Hst
(28E BR)
clLt=88 5 mg —=0.77%% —1.14%=
=S50 tHol (-0.99, (-1.36,
sakely -0.55) -0.92)
(95% ClI)
HEZZ0 H=EE —0.58+* —0.51%%
o OHyl 21&t (-0.79, (-0.73,
(95% Cl) -0.36) -0.30)
*EUSHEEY 1Y ¥ &F2 5 mgeE FYsitt
**p-%£<0.0001
e dzdedol Weand nF PuIgne] 318 E
WMEZEYY dEdodc Wgegos Frd ddzdel HA @ #ad g ut
ZYE FPE 80 FEAN AL UF AL SIof-thx AFA BrrEATh 24
T2k FuE g2 9ok vl 9% HbAlce] /MAE BATHSIF tivl-0.62% A sh). E=3,
=g ® e HbAlc 7.0% PHS 243 Sxbe] vl &o] 9oF vl o &Hgkom, 9JoF oy
FPG Z+4-+= -12.7 mg/dLo] At
MEZ=9s du2eE2d JEedel 0@ guIyee) o ¥e
HEXZ9s JdZ2FZ2F00 mg == 25 mge] HEaHoz FEI dFxdo] HXA
G FAE OO JUZAVL IS 245 o]F =/H, Sk tinl AFelA 9
o tjul wo|zellow mAE WE HbAle gaE 77 032%MEZ=Y A2 S
221 10mg Wi eR) 2 047%MEZEN3 AgZgFE2Z 25 mg iE Yo = {3t
Aol woith wlol 22kl HbAlcr} 7% o] 49l BAE 4oz 2l HbAlc 7% w7l
SR $& v &2 oo nlE SAFCE FosiA ¥ =3t




=

| o] 2~2}21 HbAlc 8.5% OWO A= Aoz 3 AL AHoH YT EHMEZEN
% A= E2% 10 mg = U']]EJILE‘?_-T”]' A =27 25 mg wiA ol 3 7

o] &2 4 n=66 % n= 42)O1W 2 7 &0l ek 24572 Wo]~epRleE H
H H+ HbAlce] e 9oF tiw

|

(o]
= L
EE
p
lo
ol

MEx=R Jded HE&ayd t fu=adde 71 88

HEx=YY Jdegd HE&oWHor SEI d9dxdo] HA &e AE d¥de= gdu=
HE F7F HE FEA 2 RS 24F AEVY olFwrHE -tz AP A
H7HE RS 2470 S Jded avQled o5, dedy MEZER, JIedd e
=2YeE, dedd MEXER 9 eI ed)dd ti gu=dEe F7HHE2 ok o
H] HbAlce| frolgh /IS Uetvk($ef el HbAlc -0.65% W3}h). 478 Ed7dstAl Al
darid mE skl B£4oA dedd MEx=T wiF A 76%)°] tik HbAlc #
& A= AA Aok FAsE T

CARMELINAE= &1d dida4dst =& A3ds ‘%‘a% oAsk] AEAA Pl =
A 28 A 69798 oz HbAlCS’Jr Ag 3 ez }
= A5 gU=HE 5mg(3,4949) == 9] 9K3,485 o) F7F FoAgE 729 v Aol
o). o] ATE 754 ool B 1211111(17 4% NAAZ BAb 4,348%(62.3%) S E 36w
Atk AFEA o] 7E(eGFR)e] 45 ©]4F 60 ml/min/1.73m2u] 92l X}L °F 19%, 30 o)A+
45ml/min/1.73m2u]) 9kl EAt= oF 28%, 18] 30 ml/min/1.73m27] 9kl $xl= oF 15% %t
7134 AEjel A el B+ HbAlcS 8.0%°] At

o] ATE AWPA AW, WNGH AAM EE wXPA H2ZGP-MACE)Y H A
Mo Bgo o Rojxl U}t APWA Byl WMol i MAFHS YFHEE G
ot A% B3 Brh Wes S A% £ &4 27440 (ESRD) £ eGFRY]

40%°]1d A&EAQ] AR A=)
TIHeEA 229 FA F, 2F AR FrHE fUSHRS Fa3 ALBA o) B

< = AR Ay A YL Zo)

A 28 Fx AT ¥w PSS o
o

W
N
N
N
e,
&
N
N
T,

A F7HEA &kt
2. CARMELINA o] X 5+o s B3 2 dyE
SEL
cILI2& &l 5mg P ef i
(Hazard Ratio)
YHME/ YUME/
CHAMRE 2=(% CHAFRE 2(% 95% Cl
+(%) 1000 PY * +(%) 1000 PY ( )

B 4 3494 3485 |




AR AEHDYH =2F
ol (AER oo
A, HIZIZE A2 434 (12.4) 57.7 420 (12.1) 56.3 '
_ (0.89,1.17)%x
ZMOHIXYE SIS
=)
AERN HE AY 0.96
255 (7.3) 32.6 264 (7.6) 34
(0.81, 1.14)
1.15
HIZIZR A2
156 (4.5) 20.6 135 (3.9) 18.0 (0.91, 1.45)
* %%
HIXIZE SZZx«x 65 (1.9) 8.5 73 (2.1) 9.6 0.88
(0.63, 1.23)
OIXt Al =8 T}
HA (AE ANY, 1.04
+ 327 (9.4) 48.9 306 (8.8) 46.6
ESRD, eGFR2| 40% (0.89, 1.22)
Xl&=2hA
0.98
DE 0l AY 367 (10.5) 46.9 373 (10.7) 48.0
(0.84, 1.13)
Aoz ol ¢ 0.90
209 (6.0) 27.7 226 (6.5) 30.4
2 (0.74, 1.08)

* PY= g2} \d<=(patient years)
ould A fgnld gk 95% CI] 3AIVE 13-t 38 ¢

ol\

7] 9% HAEA A

A @ AN B ol Ak el S dleng, A A dunEsl S

Uy e A4 kA AT (CAROLINA)
CAROLINAE A 834 9do] =AU gold =0 9= 27| 28 Fudtat 6,0338H<
thAaro 2 HbAlce AldaAA Y& <o) that

BF A 5083%2 AL A ] WEXZEZY 7]
b @WS 23] PuEgE 5mg(3,0239) == YW IgE 1-4mg3,010)S F7F Fo
S 529 A AFelth A i gAY B AES 6441011, 2,030 (34%)e] A7) 70
M B aEo]dn o] AFudAldl= 2,089 (35%)e] AEIA HB 3o} 7)Ao
A eGFRe] 60 ml/min/1.73m2m] ¥+l 1,130 (19%)2] 21&e 327} E3= o] gtk 7] A4 el
oA 3 HbAlc: 7.15%°] At}

o ATE APBA AW, MAPH AN w= wAPE HEFEP-MACEIY R A
Fe] BFo ofFold Ut HBWA H7h MFe] hE MASHL AZFES T

FIgoeA 62590 F4 ¥, eluIyde Feunse) vasd Fad Adw
o W(EIY HHE F/AANA Uitk Ao BAY HEZER TolRe} T}




Al I A YERST
3. CAROLINA A9 A 57 & =2 AdAA AAHAMACE) 2 HAYE
_ &l (Hazard
222 E 5mg Ze|HmelS (1-4mg) B ,
ratio)
ETNE= /gg%
CHANRE 2 (% CHAFRF 2(%)  /1000PY=* 95% Cl
B v (%) (95% Cl)
EPES 3023 3010 |
AR AR
=25 I} A
(ME2H MY,
i 356 (11.8) 20.7 362 (12.0) 21.2 0.98 (0.84, 1.14)xx
HIZIZE A23A
AOHIRYE o
£x)

* PY= $x}\d=(patient years)
AFule gk 95% CI] A7 1380 @3-S Y453sh7] g vldsAd Al

T AR 712 SA BV T4 599 T5F EE T35 AYD A vEL =
2] v o) 8] = _‘%oq:ih,] 30.9% ™iH] o] °F T e] 6.5%° Ao, TFo AT 2
guldgls Foiqte 2.2% iyl o] ¢ Foiel 0.3%A EAYsHA T

4 H4ANE AR

| Ex 27

D) HEZERL 128 e 22802 AYPEE FEolu BHOR oAlY= BT
Blshd A4S YelgA L=t

(@ A7 BPH AFol NESF 1047 AL)sh mhe201F Aol ois) 22 900

o ZoAE AT FANA F2 2 o gl
T 900 mglkgldayE FI® 2A A=A FY HAY AT §Fo| F7EHE o] B

A o] NAH

AH
FFAZ)NA HEZER HolYdA 7HsA




ﬂr

Aedde 7lgoes Ao 3832

TR Sk

E9 FH5-& 600 mg/kg/daye] &, =
FoAe W WEXET o3 FF=

O AYH B ARE7IZE

| Az, ALAKF), A7 = A S AFTa1Zd 24, gz

O AlZ4 wWA . MSN Pharmachem Private Limited

O Z&AA] : Plot. No.212/A,B,C,D,Phase-II, IDA Pashamylaram, Pashamylaram(Village),
Patancheru(Mandal), Sangareddy District, Telangana, Pincode-502 307, India

2. FAEY EXZFEAE FZ2ol=Ao|4tst A
O = - 20170831-37-C-369-26
O Al%x24 WA : Harman Finochem LTD.

O &AA : Plot No. E-9, E-7, E-8 MIDC Chikalthana, Aurangabad Aurangabad
431006 Maharashtra State, India
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1.6 AU AE A A2

:.1_.
Ot

%)

17 ARAE @gste B
O A7 F(HFTHIE 20200157525)
18 AEH
M= QEAA- F-EA
T 537} ae A= 24 A= E3 A }
Al A L=} 2022.11.10.
2023.01.17. 2023.01.17. 2023.01.17.
B oAU} -
2023.08.31. 2023.08.31. 2023.08.31.
2023.07.31. 2023.07.31. 2023.07.31.
BH L=} -
2023.09.08. 2023.09.08. 2023.09.08.
HFAHYA | 2023.10.13. 2023.10.13. 2023.10.13. 2023.10.13.
[EY 1] ¢HHAA-FEAQ 2 7E 2L AFYH AA A3
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