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11 Y- FEA 2 71 2 AEEE AAES <Y 1 2>

40/20/10mg : 71E87], A2(1~30C)EH, AZLZREH 00/ML(GAe 84
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duiAlE g 95 By JdFoz fojgk Apolrt glom, 34 WME FoTolA

LDL-C W8t&e 25 ge, dAgns Mesa s A3
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Eln|A[2E 5/10 10/10 20/10
40 O O O
80 - - -

o oFE)ZHE 71A
- AujAlZ e kx| e ”lAl =84 X}HA(ARB, angiotensin 1 receptor blocker) @A FA] <
g4 9] a8 At s SAAA ddAst &35 UEd
- 25ut2~B": HMG-CoA S a4 AfA=A, oA SH2HE FA S Ak, 3
M xHe] A=A S(LDL, low density lipoprotein) receptor & <%7FAl71™ LDL
o] Hd#(uptake)9} FaE FXTo=EH A FHl 2B EH AW FX&F L=
- oAEH B Aol A EZ(enterocytes)o] AT | 2HE  FREAIQ] NPCIL1

(Niemann-Pick C1 Like 1)-& ztdsted ZEH2HE ASFTE 2SS

12. 719 2 /HEAH
o HEDLTL Ao YL xH3E mFtEd 24 80mg(Telmisartan)® A= t}& 2t
gr|doz  oAAAYEZES HARF3FF}= AY2EAH  20mgRosuvastatin), OJAEEH
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= SRR maoﬂ e 13
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o 3. " ALZE (Telmisartan)

[

o UuH: 2-[4-[[4-methyl-6-(1-methylbenzimidazol-2-yl)-2-propyl-benzimidazol-1-yl]methyl]
phenyl]benzoic acid
o A4 CyH3N4O;

O = ut~BeZd g
o WA 251U 22EH Z 5 (Rosuvastatin calcium))
o Yuky: Bis[(E)-7-[4-(4-fluorophenyl)-6-isopropyl-2-[methyl(methylsulfonyl)amino]
pyrimidin-5-y1]-(3R,55)-3,5-dihydroxyhept-6-enoic acid] calcium salt

o A4 CyyHs4FoN6012S,Ca

O oA g B
o WA ol Al €] 1] B (Ezetimibe)
o ¥k : (3R,45)-1-(4-fluorophenyD-3-[(35)-3-(4-fluorophenyl)-3-hydroxypropyl]
-4-(4-hydroxyphenyl)-2-azetidinone
o T4 CoHarF2NO;
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33. ARZAE 2 =9 A
o MAFTE AAYHA dig AAAE: 7HE7], H(1~30C)R
40/20/10mg: JA] 2o wE HIFAN
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4, &0 st Xt=
41 SANEAE AL
e [B18350] CKD-3862] Sprague-Dawley HEZS o] &3 45

e AR S AAAY
e [B18290] CKD-386 ¢] Sprague-Dawley A E=E o]83 135 wvHE AFFS S4AH, 45 3|
EAIY 9 544 FEHAE
Alg | 2| o | £ 22 (ma/kg/day) GLP 27 study
S5 | AS | 2 | 7|2} | Telmisartan/Rosuvastatin/Ezetimibe | &4 #
< B18350
e | PO |4z 2ol
~ | (gava ] . 0 o]
(5| S| DRF |2isiel 2301 e vl i
5) H|§7H
o] L& = H|37H
s
<o
=
A8
© B18290
PO | 13F |- _ 5 iz ol
e oo QX 2 H|Z B
1o (cava | (a1 | B B0 (S KIS 0 23|

* T: Telmisartan, R: Rosuvastatin 22free base), E: Ezetimibe 2%

43, SR B AR 97
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6. YMAIHAHo| B3 XIE
2021.12.07. FHS7HKILIAE =3 Hoe
«2022.01.10. 37} AR BrERL

6.2. AFAFAEH 718 (CTD 52)

AP FD, Wr)ZAR0/20/108e) 139) 255)
SRR LT

AFAI DA A AR T AF(FASY 8Ho & ¥ 2 RlugEAFEARE 214
AgHs AEEH | CIRfl CHARBIXLE | IP 04/28 Aot 848 ¥ Fo7|Zt
CH&tAt 4=
[P1(DDI)] 14 FRQuNY, | LSt 64%/59% Al&eH: TEL 80mg
[183DDI18011] | 2F=4ts | 24, Mol &M | Part A 33-/31Y | A[&SF 2: RSV 20mg
g HEE 50, Part B: 31%/28% | Al&ek 3: EZE 10mg
XA
(1 1 il 7%)
2} 7| (period) 727+ = =0d
AH o QA | M | YHH| | YHMLH e | UM H| wE H|SIY

e vlS7H of me

HIS7H

e v | mE

HIS7H

HIS7H

2H LEo AUH2E | Ad2Fo|

x| 2ol

UM &0l wE

LA LEol| whE HISH

k2 HiS7H of w2 | w2 HizIl | a2 H|S7H
SN SN
P1(BE_1)] 1A i -?—%P%HH@, HYst 60%/50H Al CKD-386 80/20/10mg
AB3_05BE1918] | ME3atx | Ch5|5F0, Aol CHZ==% TEL 80mg, RSV 20mg, EZE 10mg &&
ssM | 27, 47), I
=Ml B WXt 2} 7|94 (period) 12 13| £H5| £od
P1(BE_2)] 1AL i SN, | HUstH 60%/51Y AlEa- CKD-386 40/20/10mg
A83_06BE1919] g%i"’“ Mol CHZ==% TEL 40mg, RSV 20mg, EZE 10mg 2
@t
P3] 34k SRR, %‘%Hé’! 99/89H Al TEL 80mg, RSV 20mg, EZE 10mg HE
A83_03DL/HT °._|'7§?1M O|B5E7H, -T‘_EEJ?J% —SERIIA: 100" | tH= | @ RSV 20mg, EZE 10mg &
1903] 7EM CE e SHFst —Safety set: 998 | CH=ZL1: TEL 80mg =
H|w O[AXIZE | -mFAS: 969
Z EX} -mPPS: 734 12 13|, 83 F0f
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6.3. FEFATGA

[AB3_06BE1919] A% 4% AHAAE thao= D012, D326 % D337 W§Felsh CKD 386 o
5o A WeryT FESHE B A% B FANAR VAR 27 4] WE 2H

Rk

« NEEBA . AR

ARlollA iz ozA duAlZ2ers 24t Egl

1]

5ol A Ejw] B9

ks

|5 et AT CKD-386(R P A2 &/ = nl =Bl el /o A r] B) o] TxFojA] ®nmAL=gh

3 25uisEre
o AGAA - BA,
‘E’

JA Ao M2 HlEN

9 oA R Wepdt ke SHS vm Pt

DR A, BB Eo], 2-4A T, 47] A

o YA A G FFE - A4 V1 73] F&E, = 150mLet A @5 = ¥E A7FA
CKD-386 D326(2FHIAELE) D337(ollM[E|o| &) DO12(o[A}=E)
MY CKD-386 I AEH20mg O|X|EEX 10mg 0|7}2C] AN 40mg
3|AHY e SH2OIAERIHLFHF) U AL(R) S EAIASI(F)
HO[AIZEYZHIAEE/ | 2 S HI A BRI 2 2 A
MR oflME[lE 10 Ho|AZEF 40
N olFIEJ|= 40/20/10mg | 20mg | e 8 o
Hz=HS
o /3AT ¢ FHI9A| o] A7 A<l
- AL AFRFAST - A LA = v
- BRMAE AFHAA  GA Lo = v
- TEE ANEWEAT A A E B F
- 459 NSRS QA8 A & RIS
- TEEEAS A Ao wE B )
o st B4 - "lujAl=28r, 248 ~EbEl, o A E]v] H(free, unconjugated)
o 2kFSt AIEAH A LA TWE H-FI
o ohE3HE Prhds
- Yz Hrt . total Ezetimibe, Rosuvastatin, Telmisartane] AUCt, Cmax

. telmisartan, rosuvastatin, total ezetimibe®] AUCInf, Tmax, AUCt/AUCInf,

t1/2, unconjugated ezetimibe®] Cmax, AUCt, AUCinf, Tmax, AUCt/AUCinf, t1/2

o k=3 WA} AA Aol we w37

o A HIHEF  dAl Aol wE WS

¢ 3T °
.
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64. 43N

[183DDI18011] A3 IR ALAES o= D326, D337 & D013Y HELEAA FEANSTH

£& H718H7] A% B, FHAAEAR, HEREA, axEA A (EA LA & HFAMN)
e ANFEZH : 1 oA Zut2EbRl, oA EjH|H g E*‘UWE%% Hﬂ%fs}@

1}
=

E.Ecﬂbg d-5 _04 Q}r%ﬁ‘]—j' /K-]J,]. %X4*4 U] u]o]:/Ho E—]]U]/\]_ Bl
=]

(o

3

_Et
ME

= E 1__

E MEFAE Aok vaste] Feds 7%‘%% Téﬂf‘i}ﬂﬂ gt

o AREA @<LV}, 2-part, 7, FALIAY, WbEFo, 2X2 aAHEA AR
‘® AL Ad nE HEA

o AHABEOILE ;2 JPER 77 19 18] FHAH A BE B WEFoIR HEE
D326(24=HIAELE]) D337(cl|ME|o| =) D031(&40|A}=EH
HZzY A AEM20Mg O|X[EEH 10mg o|7l2C| AN 80mg
S|AHY sI2olA ERIIH|FHE) S lol| ALl () Sl =7l skl(F)
BN ELHIAEEISZAM 20mg ol MElT|2 10mg =lo|AIZEF 80mg
HZEHS

o 3R  : FA| QAo w2 w]F)
o o)/ . (PartA) ElojALZ & (PartB) Z<=u}~E}El, ol A E] 1] E(total, free)
D GA A I E v]F)

>
)
o>

|=]
LN |

z

4w

S}

5
o« G} Y
S}

5

o ¢F53 WA
- 12} Hr7pA S - Ao AL 2% o A Elv] Hfree, total), 248} 2~E}&l Cmax,ss, AUCtau,ss
o FSH EA HriAd W 3E 0 ‘E JAQAH mE v )

o A HrHEF Al 2 Aol wE WS
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65.1. FEA - FAAHYANE AL

o ANAAAAIS 14 A=
-[A83_03DL/HT1903] £ e 1 dts sHHg o] AAdEZF
D337¢] W& T faAddt tdde vlwBrrstr] 9% %&%Hﬁxé, 01%—%7}%, E}ﬂ
o, A8 &5, A3 dEA

6.5.2. A Y7 (Pivotal studies)

[A83_03DL/HT1903] EHiAZ n¥sts wHig ol 3AdEF A& o= D013, D326 %

D337¢] W& Fo FaAPHY S

A 52 &5, A3 A FE

e NEHH .

- 94 57 0 Bejd 189S SNE o AAEES S5 e &, Telmisartan (D013),
Rosuvastatin (D326) % Ezetimibe (D337) ¢ W& F |73} Rosuvastatin (D326), Ezetimibe
(D337) W& FoF, Telmisartan (D013) ©=%F 04 T FEAY PSS ¥uHsE st

0

IR
o UG Y B oFE
FES, Cizetel $jof
do|Al2Er 2HAE ofFE[RlZ | SjAl=Er et | 2auiAEEl slek | ofFE[D|E Siof

0|7t2C|A880mg O[XEEY

S A AEHM20mg = = =
2AH oI A lE N2 NEDE E=t

EHIAEIEIZS
EO|A2EF 80mg  |(2HIAEE olMED|E 10mg |- - -
20mg)

AN FAA - FALEA, olFETHE, TR, B ET, ARAES, AT A E
- AL wE BlEA

et 5
[Screening Period] [Treatment Period]
A #E :Telmisartan 80mg +Rosuvastatin 20 mg + Ezetimibe 10 mg
Wash-out 6
& TLC 5
-g = I:Rosuvastatin 20 mg + Ezetimibe 10 mg
o
-
5
e |jZE O: Telmisartan 80 mg
A4 4 Week £ 6 Week -1 Week 0 Week 4 Week(D2814) 8 Week(D56+4)
(D28 == D42)  (yjsit 2-1] [Visit 2-2) [Visit 3] [Visit 4]
[Visit 1]
- BE A 4 99R(EE 607, 10% FESHE 1)
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F
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5
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S

A

7t
47|.
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S
S
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O XI5

o
o
I

[yt

=20
At 55 M| Oj2t 22 04A} 65 M| Oj2toflM ek

C

kX
7k
a

i)
St
=

= (82
-+

= DL-C = 100mg/dL

farn
o

t

A

F

k2
2

ol=
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(1) 0IAL2 & X EIA =2/ XHEHI(ARB, angiotensin Il receptor blocker)Z A

HXIQEIA 1o E2+=HES ANot0 E2=S A ot FHE L

il
.
[m]

(2) 2HIAEE: HMG-CoA 224 MolMZ A, 2H0lM SAAHE 842 AHMoHL,
PMIE HHO MU XIEHY(LDL, low density lipoprotein) receptor ==& ZIJtAIZIH LDL 2
& F(uptake)2t 2oHE SHSECEZM & SdlAHSY XNHWO =X =L

(3) IMEIDIE: A& & A X (enterocytes)tl ®IXISt SHIAHZE SEHXI 2 NPC1L1
(Niemann-Pick C1 Like 1) XtHotH Z2dAHE ME+E X Ct.

2) Q}:E%l—x—i S

o
o

(1) O HEOIAIZE/Z2HIAEIE/ONMEIDIE) 2t J] oIt A S(2OIAI2E

SHEAEE, HMEIDIE 2 SEH) EEFH2 UXNOIESES dluwol)| ?iet H=Hst

S 66 2| A2 4ol EH0H 0] 2 40/20/10mg L= J| SlItE QqAEECZ A LOIAIEE
40mg, 24HHA

m

|E120mg 2 OIRIEIDIE 10mg S 2= Al ©+5] S03IACH2x4 DI AIE).
HE YOIAI2E, 2AHAEIE, NMEINSE SC= =F500 A=A N2H0IES HlD

BolotA = M, Hlw&HIt = XI(AUCt, Cmax)S ZAEHStet BZ Xl X2 90% &l 2(+2+0]

ZHEAEFE 20mg, OIAIEIDIE 10mg

20mg % OIMEIOIE 10mg EEF0HZC R4l M HS HlwW&EIo)| fIs SEHANE,

Ols=0He, CHol2, Ml 34 LAAIF0l =SHE AL
S48 EILOM Z0IAFZE 80mg, 2 HEA

H3tE(%)0l E0IA2E80mg ST UHl SHE2Z ROIGHI 2456”1, MSSBP

t&F(mmHg)0l ZHtAELEl 20mg 2 GIKMEIOIE 10mg 88 SE0HZ UH SHE2=Z

EtEl 20mg, OIMEICIE 10mg 8 S0

kOII

0l 2¢(N=33) CH X 2 TT1(N=34)

FOII

t=(LS MeantSE) -54.97+3.49 -0.17+3.23
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-54.80%4.06
(-62.76 -46.82)

<0.0001
t2 HlwWE HlWE 2?18 ANCOVA Z 1t

2t H3tZ(LS MeantSE) XiO0|
(95% &g 722t
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1) 24 . HESE HALZE ==, L0 22 =IHEE 1500 mg/kg/day, 500 mg/kg/day(S
0mg L& FSUAl AFEOI OHE =&2 <F
20 HN)HKl GIMIEIDIEE ERF0HE 104 =2t2 Z2Ld AES AAIGHRL IISAE
HAC2 X122 500 mglkg/day(E OIMEIDIE2 AUCO-24hr Ol 2H5IUS M 1Y

10mg 22 FOAl AtZ0l CHEt ==2| 150 B Ol&)ItXl MIMEICIEE Z22FWHE 1

SALABE AAIGIACH %BS S0E HE U NIRANAMG BY 2HS SHEXOE

=
=
m
o

T
10
>
C
(@)
o
N
D
=)
=
ru
@
9
o
=
no

o

4 729

2) B0/ &4 : Salmonella typhimurium % Escherichia coli 0l CH8H M2l SHSAHAHO|
ANEUA HAIZE |22 242101 BHOIAAE0l 2EE X LUCH At LN o

BHZAIZS X2l SAHHOIA AIZUA HAIRE S22 204801 MK 0140l 2FEX
LUCH L&t OtRA2 MU AMAIEHNNME RESE2 2EE X EUALHL

3) MAlSY . 23 Y 3 HEE Y22 ZUHEZ 1000mg/kg/day(Z KM EIDIE 2
AUCO0-24hr 0ff 2HGIRE T 12 10mg 22 S0 Al AFE0 Cist =&2 2F 7 tH)IHAl

HNEIDEE ZRENHE MASHASENAN MASH0| 2R LU

A
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