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Wbz o2 DPP-4 A3Al FolgA] 8l w4 Ee 4l "AAA 52 IHEUT. EAEANA o
e st T X BT AFEol TASH FA oAl HistES d#of Tk wef, &
24 FrARERl JAHE A, o oFE FHE AT ¥ AHI AN5E s 7 dEe
Fasior Fh

3) wiEgtl Bl12

MEX2R S HEY Bl2 FAE ZFaAZd & Atk

o vEyl B2 X9 f@L viExEY §%, A8 7|3 F7} WEE v Bl2 249
ke Aoz 4#zl A7 AATE A BAelA FUhE wigd Bl2 Aol oAdse A(HR
T A WIS 2e), 84 wER B2 FXE RUEE sof @tk HlEY B2 A 9% ARt
A= BA A= B71-<] BIER Bl2 BEUEEo] B8 4 Stk WEXZER 9H2 WEXER
Wepdeol gl 5717k obd 3 A&Hojof s, A dF Aol wet viEryl Bl2 Agel g A

2 S50l olAe] B vEl Lok o

6. A52tg
1) L
A% AQANA B2 de 10mg 1Y 1359} ¥EX =W 850mg 1Y 23] WLEQF Ax Py
Yelolu} MEZ=el ts) Fold okEetd WaE dosA wsivh
5ot opgasAge Ud ATe AAHA ggto, BuEdEs) Ez=Y

fEdEAEe] 494 Bt

AU HE S oA FAH ol 71l ofF oF WA F5E F=o| CYP o]aAkq) CYP3A4 AsjA|
oluf T2 CYP °o]aAUdE AslstAE ¢dom CYP o]aAd FEAE ovth fUSHHL P-F
PAZRHS 7IHEA, P-IFYPIZZH A 7 HFA RS oFSA AsiIe o]d Aol
osf, a2l FEolAe FEdEAE ATelM HU=SHRS g P-FYIAZRERI VA 4
SAEE oplsiAE e AR Addn

FEdEAEe] AA W Bt

N

olgf 7l&d YFAEE FA FAT FEdd g dFH R {3 FEAE Aol dre AS
Ueldt 324 a7 3le YAFHoE fo3 45288 BEEA It

duZge e mEx2Y, ZPHSgr e, AbtxetE, 9o FgetE, o9, gl == A7E
Aol sl dFHoRE AHe] e FFES UEA= Fskem CYP3A4, CYP2CI, CYP2CS, P-
2R ZZEA E f7] Fol FEA (OCT) 71d#He GFEFTAES of/|she AFo] ¢ Ao
2 JFHA

] el

712 kTt whEkA, 3
Axdegol gu= 5mge] e EFHE WS =(FE R ) 1.75mg 13] Fo,
gu=Y® Smg o3 AFFEA o] WstEA &Art a2y, SEWlEgr| =9 AUC ¥ Cmax
BT 14% ZAHAeH ol dAHoE #de gtk SgHEgvIEs F2 CYP2Coel <] tf
ALE 7] W &oll, o] 3 A7 JA Fu=gE o]l CYP2C9 AfAZF olUetes A2S Sk &=
el FSr =Y CYP2CIol 93] F=2 AAFE & dxdegolet ddo=z {3t 45




&2 dFEA Eeth
ElotEgldr: CYP2C8 ¥ CYP3A4 7149l Slv=¢He 1Y 10mg ¥ d =2 EtE 1Y 45mg o
§Eo A3, u=dd, I EE EE JL I EEY P UAA Y oFEste] ddE #FHo
Ae FEFS el Al @sken, ol AAdA gu=yrle]l CYP2C8 miZh tiAlb AafAI7l obd &
UetiiH, gusgEed 93 CYP3A4 of AAY Asfis FAE A== does 485 s o
PJEUHIZ: §33 P-FYZ 2 A3} CYP3A4 AafA JEUHIZ7F U HEE el o5 dto] n
A dFE Frier] A A7 FEHAST gUS9Ed 13 &3 omg# YEURE AT o
3]-&%<l 200mg o] W& A fUSPee] AUC ¥ Cmax 7F 22+ 24 R 3ui7bA] S7hgleh &y
ZHE U5 =5 JEYUYHIES] ¥E Al AAAH 8FEE AEHOHORE =& FUtE 539
F7ket #do] ke Aol AT ol2fd HuUS Y FFd wste 4 #do] e Ao
2 #ddn webs 71El P-2 8 ZZ 2 H Q/CYP3A4 AsiA|ete] 42 #do] JdE 458eL 9
FEA ko 8 2H =3 QA P
ggylal: P-FYz =2 A3} CYP3A4S] #8373 A fiysloe] guyz

2
MAE 9 B A% ATt FARUSG. AR Duue) wy
@ A E YUl AUCSH CmaxE 22 306% 31 438% ASHA7lm B2 dHolA DPP-4 A3 E
30% ZAAZAT Webd FF Pgp HEAS UL Wee AT FEE AL F YL A
9=, YYHoE fEstn BeEh
O AP ALAA PUEUE Smeat T 0.25mg WEFe e Ul fEEestel o
$e oA gk, GeA, SUERRE A el pogdazEed aAl £el e Ad
7} okt

obmhal: e 19 5 mg el CYP2CY 717l S() EE R() el ohEste WshA s
gskon ol ZlyadEe] CYP2CY A&7} ofyet= A HojEh

Alut2ebel: 4733 A9 M FuZ9EE 1Y 10mg $o&= 9173 CYP3A4 712 Alnl2ElE 9
8237 FEstel disl] mm FFS JERRT Fu=dE 10mgd AubAEE 40mgs 697 F
AtAFEY AlntxEtd e F AUCE 34%, % Cmaxe 10% S7hstdch webA, glusgee
CYP3A4 w7 whArtell ik oFt AsiA= ddH® g7 Foldts CYP3A4el o3 thAekEe] &7
Zdo] FastA ot

AT 9AA: PuiEHe Smge HEL HELEALE
S WHEA7IA st

guZdre] Ao Al &ELS ek 0%ttt 1A %2
P B FFo] W] WEZel, BUHEHES AAe FHglel FAE F Utk

i
I
rr
2
o
ic
2
[>
(m
k)
iy}
o
N
0%
0%
=
©
offt

L
®
ol
X
1
£
ol
b4t/
o
£
4
-
oft
o
2
=
o

3 WMEX=N

D o] k&9 FHHE F sl = g

Z EE ) Al fFakEe flde] SUHEAH. das 9 dAE Py o' B8-S ok
gt

2) A7sol S v F AAY Y FHSH WEE oAU AAad
He golA EH o] o] ¢ dFE vH F de U4E o HEXEVS
(Organic Cation transporter, OCT) OCT1, OCT2¢] ~
- OCT1 AAA==E 5)oF B8 Al WEX=T
- OCT1 F=AEFAA S)ok HE Al EXEVN] A34A F5 2 Fart 3712 F A+

- OCT2 AAAAHE Y, &FH 1eH =, =2k, E]UﬂE_u, HEERE, o AR UE 59k W

& A vlEz=me) AuMAS gard & o] ME B 45T 5 e
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- OCT2, OCT1 &4 dAA(Zd =Y, &tatd)el HE A vMEx=e] Aujd 9 okgd JFF

o 2=
< EF F U

[ﬂrﬂ}/‘ﬂ HEXZ=ZRH o2 S HE Fo & AP WEZZT 3
, ol Aol thstd 53] AAel e A Fo7F Basith O
E% HIA L = glormz HQ3% Hf EX=S &3 248
sk, A8 COX-I(Cyclo-oxygenase) SAAE X&3 H|2H Zo|&X x](NSAIDs) AL
N8 Fg4A AAAACE  inhibitors), <FA ¥4l 1T 484 Z3A(angiotensin I receptor
antagonists), o] =A(E3] Fx oA & A7l B3 IFE = F+ Ao FAMEEFY F S

T/ JoeBEE HEXZEZRIY Y8 Fo & A AVsS AdeA #Es) ok ok
3 WA HAA 253t 2FAY AMY Fos ARAES oprlsix A= WEXER 4 4
fTAEEe] f1Ee 29T + o

L:l

r"‘ 12

eGFR > 60mL/min/1.73m?Q 3+ajol| A o] SFEL AHAAF A, = HAF A] ZoEojof sl AAF & F
& BATA FBoAHAE ¢ HH A7])sSs AWrieta o ol ZAHA v AR FHH o]
Tt FoE 5 gtk

FZ % A& (eGFR 45-60m/min/1.73m»)Q) &ztoll A o] k&S AL 48413t o] Aol FrhE ojok dlar
AL 3 HA& 48AIRE 4R B E ol A= QF HH AV]es AWIIeta o ol ZAEHA e AL
2 ddd o]Fout Fod & Ut

4) o5 fAISt W&o o3 At A8ol T e TE F JorB=E BEse Aeode &
A L g2 2 FHE TR BRSHA Fo g

- 9343 28 TAANIIE A

AedAA, AEotvA U HAEQAA oA, o -SFIAITA As)A, el FSIAHZ o=, Foly
Hd, dgjdddetagd 5), p-AdA(ZE2x2g5E F), MAO A )|

vl Z=d, wAAF Y, ZEHIAHEOE, AGHITEE, GILZIEE, 2ER
EotA =3t g oA, dRlotu|E, ojayoAE, YARAE FH g opxIA oF

Ad AgA

5) FRAVE : AFT AGeIM BIATCR o] ofst FRASO FEFEAE] T ATE, ¥
gEclo] o3 2t Bde| FEEYNH £ATo] FFL WiT: S Ut FEANEE o
oFe] A4 FhEel foHel W glo] o ok WFHEE F/HAYM, BF Cmaxd 2%, BF
AUCE 15% %Atk o okt g7 Foigle w), e Fofo] uls) FZAv|=e] Cmaxsh AUC7H
27k 31%s) 129 PaHQon, FRANE A4 Yage] W glo] HF WIS 32% FaA
oo AHOE of ot FEAVEE W] HUS W FEAEe] B FET FRE vk

E

6) Usitld - el A% ALANAN BHEIR of ofn Untue) otEgsage] fdd AT
=, Ysgase 34 $o7k @4 U o) oke) Cmaxsh AUC 20%2 9% Z74A71H, 2% W)
A ZAAZAY. Tmaxsh Wrle Ggol oy UsAgae of okl §48 WA of ke
Uslidel JFe A vNA 2

m{m
N
JE

7. ?J’\ TRl U 5o

D Q4L o] oFE EE: 7 FHROZ JuReA AT T FAE AR AFE gtk YAT Y
SoA] o] SfEE MAF MY YAZHAGANE JUS P WEZZY EFFelo] @
7184 e tehtA ekste,

EAZ o] obEe 4l Fols ALL Fali Ao Er)




T U A AT T FY BT ATATEAS FAE G199 ATE A1 A

AR Fofslel AFH AHFAY LE HEAA BIE fASNGF )

2 5%

Sf BN METEWG JUI2YUS B AR ATE £PHA 2yth FBUFIA Gt

298 2 dAAT BhE Be MEEE o] BEHU MEZZWE A FFoR Bulw

W oeuEgdel A% 459 B BWEHEAL deAA gtk webd o] fEe Ff Foln
o)

of kB Al A%l UE FF& 2ASE AFE FARA Ggkort Agelae] Fojgel
900712 & 240 mg/kgldaye] A Fol§BAA AT MAFATONA B e JuUEEd

o Sqwee BEHA gl

ZERS FE NG4S B MAsE, 1A gof maks vl Astel Belo] Uv] WEel
gzte] A7l 2Ase] HAG WY 24 GHE D= H2gFe ARsoF Ak nAAE 37
Aoz A7)%%e BUHY slok s, A oR THA AL AU s Folsha o

10. 4 2 71 A xZ o] g
A 9@ JAZRZ uXE Gl I AT FHEA LU

11, ﬂ%ﬁ—oq Ao} A

D 5%

zjz}tz AP A A DA FAA, F2EE 600mg (BAEF] 12080 7R 13
Fo g F WFHAT Aol 600mge AN AET AFS foh

MEZ=NANE S 85g7HA A8 o frakdtgol Uehddl glou Adde] #EHAE dskh
MEXEREAE ] FFAE EE FHkEE AP A o £ Qo kit oy
o8 TR A&eolv B Az oforrt ot

2) A A

HeF Tl A, ARBARRE FFEA G GBS AANAY YFHeE RUHTYsa 287
YAAE AAste & IRl REASE FdPste Zlo] o AddH MEZERS AAS=
7P AR e AR

12. B3 9 HFEY FYAE

D ojge] o) &Eo] B ¢he el nad 7.
2) & 871 mre]l Y= A2 Abae] Aol AU F42 FAECA vt EA] doerw oF

Fog A,
3) %718 W] BAT A,

13. AE7FE A% AR
D °fe =&




o] oF2 A28 FuH 3z ¥dzxd AM HFoZ guIHdd WEX=YHE
B4 EdAlelth flvu=ddS Yy E DA E A -4(dpp-DE A H o2 A3t =
g BEHE SUAIgRIaZEE &9 WEX=2TLE oA =AY A (Gluconeogenesis)S & Al
3H= 7l¥i° B @S UFA, 1 2 APAEY IEd AIES IFEE AoE 4HA Ao
2) F5H AR

o] —F(5/1000mg)ﬂr 71817k o F U= E Smg ©GYA9 HEXE
A& 2x2 wAAFoZ 72t 184 A7g AlolA 35 A G343+
=98 9 WEXEVS SHI A, v FUFFEAAUC, Ch)E =
S ], 7|SFE A E9 90% A F 7ol 80.00~125.00% oW ZA AEEHFHOZE

|

O

Mo AYol A AT thzeke 2x2 mANFOR 7 144 AR AAelA A% A w3 AT
Eoddle] 2800 ¥ WEZEWS =3 A, vln FEFEIAUC, Cr)sS 1 H3E o =
Al AgstdS o, 71stEEn1E2 90% ATl 80.00~125.00% ©lHEZA HEFHORE FF5IE
A5t

3 PRAE AR

HEZ=ZR 5o ik guZdele] F71H &

HEZ=ER G=EQHoR FE3 ddxdo] HA e Ao iz gus=dde F7HH L&Y F8
A3 B 245 AK7IY olF =7 fok-tlx Al@olA HIMEJS 2453 HUEHE S
ek vl F3dA 4(HbAIoS M-S JYERATHSI O tivl- 0.64% ®3hH. =3 HU=dHe HoF
e FEI D (fasting plasma glucose, FPG) ZFA(-21.1 mg/dl) 2 A% 247+ d9(@2-hour

post-prandial glucose, 2h-PPG) 7F4&(-67.1 mg/dL)E WElH ow, HbAlc 7% v 24 A vl &L
ek tivl o =%t

WEXEZY dxgHom FHI I 2Ho 5]1] 2 FA4E e fu=YPe F71
SEAY AR YW= BlwE 10437 A4 o] ¢ke] HbAlc 74 AFE ZE W e
= diH] +0.20%(95% CI 0.09, 0.299)=2 H|E 5 ]‘OQE]'(H]%CH o}z 0.35%)

UﬂEEE‘ﬂ dEZafor EFET @9 S Uehd gAte] dig u=Edd 5 mg 1€ 13 tiH]
U= 25mg 19 23] T fa3A4 2 AP 125 A& 7|7 olF w/FE Ui Ag
oA FriEAT BU=2EHE 25mg 19 23 =& Yy=¢HE bmg 1¥€ 13 F7¥H 82 <k g
FAAE el HbAlc T4E Yepdlom -z 9o vl -0.74% , -0.80% ®3h) WEZ=R| of
g F7 B8 Al FUE9HE 25mg 1Y 23] £9 9] HbAle MAEAE HU=HE Smg 19 13 &
W FrAbSEATH

=

WEz=9 guagdee =7¥ &

o) FuH FEXNTE WE Aol gAY dEalor FEI T Mo HA ot FAE
Fo = E]LFEL%‘EU’% HEXEZY 27|HEo FEF ML 247 U=, olFw/td, &<
(factoriaDd Foll Al H7F=EQth gUyE9e 25mgd WEZ =29 500mg == JdU2HEE 2.5mgd
1000mg 1¥9 23] @2 F k&9 wxayd va ¥4 #H g {3 M-S BRATHE

D. diAl= wo]2gkl thn] HbAlcrt O &2 #AelA o =ZA Yeksth

F1 AolaWy 2507 ¥gzxdol BEEI A28 Gk BAA PUIYLY WEZZY 27

BE A7be] 4RSS vwd 245 UGN A

<] oF Jusge | MEXEY | gusgda’| fEXE2Y | u=da”
5mg 500 mg 2.5 mg 1000 mg 2.5 mg

1¢ 13 19 23] + 19 23] +

rﬁ




500 mg 1000mg
19 23] 19 23]
HbAlc(%) N=65 N=135 N=141 N=137 N=138 N=140
Hj o] 2~ 2]l 8.7 8.7 8.7 8.7 8.5 8.7
kT
2452} o] 0.1 -0.5 -0.6 -1.2 -1.1 -1.6
Ear )
H 3}
(A9 &
)
U= -0.77%* -1.14%*
5mg G5F (-0.99, -0.55) (-1.36, -0.92)
of tfH W
s}
(95% CD
HEZ=Z7T -0.58%* -0.51%*
G55 o (-0.79, -0.36) (-0.73, -0.30)
H] ¥}
(95% CI)
* w};aw 19 & 892 5mgo s EUst
*p-%%<0.0001
HEX=EW3 dxd-egol el g gusgdee F71H &
WEZ=ZRY Hrdedol ¥eaon 2 Fdxdel Hx 2t B U PuITPe F
Jhgge] FEAT P 2uF A%7Ie] fek-thx AP A mmom 2473 PF P
Sk diul frol@ HbAlce] M-S RATHIA Sk thul-0.62% Wb, =3, 2 F2PRe] HbAle 7.0%
kg SR el wigo] Siok ¥l o Egkoul, $iok tu] FPG 7hat -12.7 mgldLel Atk
WEzeds Av2eEad Yo g duude 27 3e
WEZ=93 92 E2A00mg = 25mge] BWEaWor Y dgzde) wHx 2t #x
T doR PUIRUE F/PYET 245 oF =/h, ik tiul AFAA gk hiul wlo] ekl

o7 RAW HF HbAlc ZaE zZ+zt 0.32%WEXZEW D QdaZelZ=27 10mg WAL 2 -
047%MEZZ Y JZZ27 25mg vl AL Z 93 oS BYrh wo]2~ekQl HbAlcrt
7% ©142 FAES o E E®Q HbAlc 7% wlvte] =23 &z} Bl &S 9okl H|g EAHORE
frolstA o =AU

wo] 2~gtel HbAlc 8.5% o)<l 3zt o g gk Abde Aod shelw EAMEXENN gt
FYZER 10mg =+ WEZ=3 JdgZFfdZ23 25mg WA 3k zhzhe] @ak 5= n=66
2 n=42)o 4 FUuSHee F7p ol g 2453 wlojxeRlo g BHAR H HbAlcY ZAaE
ok thul Z+7F -0.33%(p=0.0875) % -0.62%(p=0.0046)] AT}

HEX=D l&Ed HE&aHd Ui U= F71 ¥

HEXEW e HEHoR 28I dAgxdo X gt IAE Yo Uy F

=
=
oll 3]
=4

spg




20F A/ o|F D Akt AdolA BT 2453
R 27, AEdH FZYeE, JIEdY HEXE
¥l HbAlcol #ol@ ML Jepic

kil 3t ZYElo] =¥ go 9oF
(YeF v HbAlc -0.65% W3}, AT& F4eA sjFd ol wE s EXolA d&Edz 1
Exzvl oA QHEA 76%)°] tdt HbAlc 244 EFE= AA A9 SASHYG T

U= Ad88A 9 A% HdAd A5 (CARMELINA)
CARMELINAE E1d oida#d s == 2343 gEs 2ASIY A8 Age] =2 A 28 &
=24 6,979 o2 HbAlcet AEAA A7 A& 2 AZAZe i & A5 U=
gl 5mg(3,494™) =& 919F3,485)S F7F T FA9] v AFolth. o] A& 754 o] de] F
b 1,211%(17.4%)3 224243 32} 4,34878(62.3%)S Edsta Utk AEA] o 3E8(eGFR)©] 45 o4
60 ml/min/1.73m?7) 5kl A= ok 19%, 30 ©]7 45ml/min/1.73m’H| 9kl 3= ok 28%, 183 3
ml/min/1.73m*m] ¥+¢1 #Ab= oF 15% %tk 714 Aol A2l 3 HbAlce 8.0%°] Atk

o] AFE AYAA AN, PIAHAH A = HXHE HEFGP-MACE)S] A WA

(<]

oz offolzl YA AWHA W7 A5 U WMASHL YFHES IAAFAT. A% B
Bt Hee AZER A e AE54H DU N(ESRD) == eGFRE 40%0]7d A&EH Q] A=
o)Aty
STHHoERN 22499 F& T BF Hgd F/E HUSHEL FR3 AEAA ol We =
A% As Ade e wol gtk BUuTYUS ol wA Yo BF A A 28 Y A
T3 Bl 3PS W FrHAEQ HUPHESE] ARHoZ 23 YU T HFe ZrtE R gkt
¥2. CARMELINA 79 X g0 wE B3y o Gy s
SHEETE: Bt e
=9E bm .
B & (Hazard Ratio)
EIVEY] Y B/ (95% CD)
A}z 2=(% A2 4+(%)
AR FO) |00 py + | AT 1000 PY
57 o 3494 3485
dzar AEAA
23 Brhas
nEaA A 1.02
434 (12.4 57.7 420 (12.1) 56.3
U P B (124 (0.89,1.17)**
A7, WA
9 1EF)
AdAA AF) 0.96
] 255 (7.3) 32.6 264 (7.6) 34
Aprpres 0.81, 1.14)
] 115
B X AT
156 (4.5) 20.6 135 (3.9) 18.0 0.91, 1.45)
761 }_\H'***k
H] %] A = 0.88
N 65 (1.9) 8.5 73 (2.1 9.6
i (0.63, 1.23)
SRR
I ARt 1.04
LA BT 48.9 306 (8.8) 46.6
A A, (0.89, 1.22)
ESRD, eGFR]




40%A) 74

=& 29 A 367 (10.5) 46.9 373 (10.7) 48.0 0.98

3 0.84, 1.13)
RESEI 0.90
@ a9 209 (6.0) 217 226 (6.5) 30.4 ©.74, 108)

*

PY= ¥2}d s=(patient years)

** Hld-sAd flgnle dig 95% Cle] 3A7) 1.324 %—% A=357] ¢
AL gE el A Al o)l AbeElZE bEbE 5 e

A e gdA FRG F.

U= AdaA A4 97 (CAROLINA)

CAROLINAE A E8A 9130 =71u &ld 8Tl de 271 28 g 6,0338S ez
HbAlcel AEAA AP AAe] g EF A 5EB3%] FAAAL WEEZZR 7R @S Z3h
Ju=9d 5mg3,023%) =+ W IAYE 1-4mgB,010M)S F7F FoAg 729 wjA AFolth
AT A B AE2 64401H, 2,030 (B4%)e] FA7F 704 Bk s ollnh o] AFTidA
e 2,089%(35%)e AEAA A& FAel ZAGE A eGFRo] 60 ml/min/1.73m27] ¥kl 1,1307
(19%)2] A%l &A7F gH Atk 7IAGEH A B HbAles 7.15%°1U 0.

of A= ABHA A, HIAEH ATAEN E=e BB HEFGP-MACE)S A ®A 2o &
Foz o]Folz da AEHA Bt Mol d HdsAS dFeeF HAdEH AT
TYHOEA 6.25d9 F2 F, Uy SYvA =} vluste Fo3 AdHA ol vk
(3] AZ S S7HN7IA Skt 23s gake] WExER A 5o ol FHsHA dBEHA e

Ir

=
3. CAROLINA 79 X Ego] e F8 AdaA AAMACE) %S4 E
Pu2 e Smg e E (1-4mg) A
T (Hazard ratio)
oA (%) e o3 AF (%) /IEOOPY* (95% CI)
/1000PY*
A 3023 3010
Uzt A EAA
2 oW
2
(HEaA AH 356 (11.8) 20.7 362 (12.0) 21.2 O‘iiﬁf‘l’
B, HAEA
A2, HlA
BA HEF)

* PY= fé‘rz}bﬂ “~(patient years)

Fulel tigk 95% ClY F&A7E 1380 E3S 4353t7] g vigsd AlY

T A8 7]71} TARA BV TL# 5.99) T5F Ev T3Y AYED A9 v g2 ZEvag
o 9% ™Hl o] o T 6.5%C 3PstReH, FFo AEES YW IAYE FA

o] oF FojF9] 0.3%NA AT}

S
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z O




D HEzZERE 1344 =& 23302 AAFEE FEo|Y FHYOR oAl E SFEFHTE A
A& JehA &
2) A71zF wA A E(&F 10457 A&} vh-2015 AL il 242k 900 mg/kg/day <t
1500 mg/kg/day<] & ]QC’*EP o2t &S AFXHH 72T AA 1Y Hol FE&F
o] of 3ujolt}. & - F vk BFA WEZEZWN BEP B FAE g FASH

Z RENA HEZEVY g T4 T/ Ak 28y 900 mg/kg/dayE Foig 4A A

+

EoA ¢4 A AT &Fol TUFs= 2o dEHAH.

A=A ol A A (S typhimurim), +32 EAHNA G (PR HZFAE), A o] GAID(R] =
7)) EE AA W 29AJE2 SFAD)NA HEZEZN S WoldA ThsAddd i FAE /I
=

G- A Aedze 7oz Ao 5839 oF 24

o] FEl5e 600 mg/kg/daye] &, T
x=re oaf FFS A Fuh

=
m

[71987), AL A(1~30C), AZXIZIE 24749
O A=z
[ AAAz, RLAAKE), BN = A Fedd AFgDld 24, et

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 EXZHAE FZ2o|l=A o4ttt Aa
O = - 20170831-37-C-369-26
O A %4 W= : Harman Finochem LTD.

O &AA : Plot No. E-9, E-7, E-8 MIDC Chikalthana, Aurangabad Aurangabad
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SeuetE HES 2459 Guy A8 AL DA EE ABIYE DAY APe w37 9ld)
4359 YEdS AW on, A2y PP BAel YU LHAL)E 6.5% UHOE 2IT A
2 d13tx 9%

0 APAT} dFd BHF B2 FUekE A28 Ty BASIAE A6Y @ OUE FPuGE
(Biguanide, Meglitinide, DPP-4 inhibitor, SGLT2 inhibitor, Sulfonylurea, a-Glucosidase inhibitor, TZD,

GLP-1 receptor agonist)7} AF&H 1 9&
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2. +Tx=ZH-=2l3tsty HdA 2 MEStE dAEo a2t XMHER(EEA AT XE)
21. 959 % (Drug substance)
211, ¥R R
%% 53y 724, BA4 724
. 4
CIRRE=tl) 5-[4-[2-(5-Ethyl-2-pyridyl 0
(v] 5 Jethoxylbenzyll-2,4-thiazol| 2 02 8 (o
RUS Ty B N
T o . (MW 472.54) T\)\ I
(Linagliptin) idinedione Hydrochloride ZN AN
CH, r_l'u, NH,
C4H15CINs + SiO, NH NH
o )L )J\
. HiC
TEngay , , , Metformin e HA
e 1,1-Dimethylbiguanide , N N NH,
F2o|s o4t hverochiorid hydrochloride: |
» ochloride ;
it ! 165.6 B
Colloidal silicon *
. 0=—Ssi—0
dioxide: 60.08)

212 AEYGFFE NEFE
o ZU=HE (v E3}




H 7|E)

m 7E)

qr
No

B dRaAag

O 71EH)

=1
R

o) k)72
FEAY (W 5983 B ARSUAY O
u

ABA (O pH O HAZ=

221 A7HAY F7 (FAA, AEA, AA|, HolAd dHFe= B¢

2.2. $A| ¢ %FE(Drug product)

ojn
&
Ho

3

O 7€)

d=d W 7IE)

AZA (OpH O HZ

222. A %FE NFFE

PERE

Him
R
2]

O

W 33

O 718 g

AA A

g

1
oH

—-—
R

1

on

A A AT LA E

bz

W AFHED

3]
=4

EER

=
[¢)

oot

29 YAEA

!

9

A#

1
atil

;:5_]__

Ay

* F)EpA @

M

Wl
o

X0
K0
ol

gz 2L

h=1

=

31. 9489 Z9 AA
e DMF %
3.2. SASfFE AAA



ak ki REES] Ak LILE A
BN RENY 25T /60% RH o o . i - -
7N 40C/75% RH ¥ ¥ Z(HDPE #, LDPE #) 1% | A3

33. AAAE} 9 92 57183
° 7]%%7], @%(1~30°C)E.3&, AzY2E2E URL

34. A td AAA 924
o« IRANY A oA W glo] J1E W AFY e FAF
=]

1o

A
o AR AT Wt A AR

E
s
>~
>
olfo
N,
Y
o
o
off
ook

A=

o

Mdof|

N
I

41. SANIAAE N8

.« AY Y

42. SANFAE AE 89 (Aot &

o AT W=

43. A AF AAA A
o [9%F FES7MANLAA #481 R 1] F4o] A3 AZF BA 7hs

A=

&
o

5. ef2| 2&of

51 % &AEAH .

o 3T US

52. EYAE

o« N FHEY NS FAT ESES B RN BIAT s A

A 7vE

53. Ak AP (Ee GA G )

o AF 9e

54. F - BX - A - W) A3 AY

LR

55. okeld] ofd WA 97

24 N FAE

A& |



o FHRI FY ASF U AL HAA HrAee] 2Aste] TYAY AR 1% WA
- A% Hg3o| 7 FHRY /IS A% YL BUA AT WIY PEaol WGl glon,
$9 249 £43 2HA E2A7H U
- TOoRE FESMATAA TR (A A) ABEA4G 2 A6l Weh PAWANE oFelggo] B
AR A% 9A s
6. YHAREdHo HE A=

6.1. RN EARY AHH(GCP €F)
o S A4 94, GC

62. YINAAEH L

o PAANFAAAR: L ESAI(FRNIAR Zd5) 20 AE
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5/1000% 2] 1)

- YNNG S AT AAR 1FEF AA(G/1000mgeke] T kEFETAAG7E] (AFH AN wE v

WEEA]
FARE AEsPod, xSy EEddol T3 old wet AP AEZAM HEFHEHES 45
Aa%
64. A3 E
. A%
65. 84 9 ¢HA
.« A7 gle
6.6. 7t A5
o 3T gl
6.7. 4 thdt HAAYA
o YUEEEHY HEXEVELE 24 W&o Iod AAE e BAESEE NAATY A% u=dH/
WELZAGAINY) LY EFRAAL AL S
GAA 7FALE O] B8 Qo] B Eo] Jlon, Y A9 &4y EFA FH557 e
- 7187F @A 24 #HE b E¥A HA BE& A ELAGFE -3 2H0 2 FolE F oy, FU=EH
MIEEENGNY S0 BPAERAEF o) 10 28 B4 1Y 152 2Y 5 o] BokegE
T

AL 71dE & A+

o EFEFHANA 2.5/10000 8 1%

- PUu=geSoA A7 F FEAY & Aol(1.04%)7F HA
o Hegon, Az MAe AAAr]d o3 E7tog



- INZAY HTLEENHARE AE5P0H TE5YS

o EftglElZulAuy 25/750 & 12

- YUEEEZAgA HHA F BEAY FHE Ao)(L04%)7 TAFPOoY FAR FF BAY BHo A sk
g Wegon, WEZ2NZAA A7HA Y] FHEE T AT WAL ARV o £}

8. 2L FAIK Exte
o S|P AJASJA(F), ESAELFLA 3



