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1) o] efo= glaf ofPFFe] Sl ARHAY o] Add 4 genw oy FYol
Ade A1 SHEI=A 2 AT AT da, AR TE AEY, BEY, A4
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97% Jth & 2 WHolA Z7t 22~24%, 65~69% - = o] §lo] MAHUY EEAS Y=
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97.7% olAtt. HH3AE 9% 2 noAE 1%u o] WA= 15%, A M1 ¥
A 6%7F AEH A

o] ¢k 1S A FAol AFFA Al wRSA} tAA M1Y BHE7IE 47 41417
228M 7t 2 et ndEtg e w wjdES Qk 41%, 25L& 1.1L/hrol L, FoiAA
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Zo] o3l o] <ko] thAZl fFostAl AHEA oY, CYP1A2, CYP2C9, CYP2C19, CYP2D62]

A A= o] oo WAE FYtAl ZFARATIA EAutt o] ok CYP3A4 AsAete] HEF

A, o] ¢ko] kFo] F7HE & 9

@ o] 2%k P-gp2 714 E, in vitro ATl P-gp A3|A wtabdo] o) o <k efflux

ratio’} ZAstTh o] ¢k P-gp A AL WEFAE o] oo AHA FTFE FIHAA

s7HE 4 ok

©® AZFF AANA o] o3} Feyel 2ol A(CYPIA4 D Pgpdl 71HolH AsjA)e W&
A3}, o] ko] Css,max9t AUCTE 217 1.654], 258 71ttt & #H, Seg 22

12 AUCTRE ZrlatAl 1258 F7HF4 T, Cssmax®] o3 S7hs fdlom ddA e
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NgAT, 8F 4 A& o] o 50mg, 100mg Folo % 2w T 40mg Fof 7ol
A Zk7y 98.91%(9178 /92), 98.90% (909 /918), 98.86% (87 /88W) .2 HE5ES UZF3IA
TH(E)
o] °F NALHZES
50 mg 100 mg 40 mg

PPS N=92 N=91 N=88
XI=&[N(%)] 91(98.91) 90(98.90) 87(98.86)
Differerlwce r [O_'g502 ([)'_%404

% N[22k 1 1
95% = 3.11] 3.12]
p-value” <.0001 <.0001
w2, Hd S FAS

Ao A 85 T4 A&
o

G ok -10%, FoFEE 0.025(%4=4A), PPS; Per Protocol Set

A 324 & 42 o] ¢ 50mg EE 100mg, T $oE 45
A 3% 3 de TS APAH, 45 A A
T3 7hE2Ed AR 4 A4 dA B EL o] OF 50mg, 100mg F
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Z=AF A2 [N(%) | 45 (42.45) 48 (48.48) 24 (24.24)
pvalue” 0.0058 0.0004

* Chi-square test, 5% 0.05(%57%74), FAS; Full Analysis Set
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40mg
‘Tq‘) 8

L

K*-ATPase)l

& 21| o #| (potassium-competitive acid blocker,

2 o] °F 50mg
olFw7H4d, vl
°F 50mg, 100mg Folu- % o]~ uxz

lao]_Q_JJ, ﬁxgﬁoi 7‘-‘]’6‘]—01_04 7}.0:1

=
[e)

gty B Age] AmAlwA Awena

TC -

T
AT =

o

100mg, o] 29 v
34} Ol AA|F S =)ttt

ZehE
Ald A
#E 40mg FoAwelM 7zt

98.91%(91%/92%), 98.90% (9078/917), 98.86%(8778/88%)2o. 2 ©] °F 50mge] =u] 7]13]|7}¢

o 2o ZelE 40mg tH] HIEFAS

—Hu ] YA E A FAS 32 324WS Ao Z o] oF 50mg ¥ 100mg, B YFS 470 T

of gt T2 A, olFieTHY, vl 34 EAEE FAEATE AFA, 457 AHAAY 7Y A
& T4 hE2AHY g R bl A4 A v]&E o] oF 50mg, 100mg Tl B 9leF
Foltol A 22t 42.45%(4578/1067), 48. 48%(48‘1‘/99”3‘) 24.24%(2478/997) 0.2 ©] °F 50mg
= flofin] Lokl 3

[oFo] 2 Ael]
e P-CAB Potassium-Competitive Acid Blocker

_14_
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AFHE

AT AlelAg50 2] 2}
oFg] 2}go| W R ZEAAA 9
oFg] -8 714 -
—Huzab e A A AR A A (Potassium-Competitive Acid Blocker, P-CAB)o]t}. 7|&
°] PPI(Proton Pump Inhibitor, PPD& prodrug® 2 AHA 7oA &A438te 5 e A Fol A it
v HF Aol Fojss a4 H+K+-ATPase (Proton Pump)el ElL7|(-SH)¢} ®719 %4 /2
Fo AAste] QAHEH|E oAt v, guzede g4 wgo] Edasie At A
Fole¥ AAACRE TREFHIE JAtRE Hrh w23 et fAHEHIE o AlskE Ak
A g A g A o]t}

ol

M=V N

719 2 ALAE9

B a2 fH(Tegoprazan)> A Alo]d A oi@7E et ZE  AAA SRy
(Potassium-Competitive Acid Blocker, P-CAB)ZA] 7]+
(Proton Pump Inhibitors, PPIs)¢t= th2 714 S A $J2kEH] JA|Aelt}. 7]E2] PPIE< prodrug
o2 AdzAAAN GAdste &, AEAEAA HF 4AHEHE S H+/K+-ATPase (Proton Pump)<]
EZ71(-SH9F v 71934 FF4d3tS ddste] AR E At v, Blaxzepzke 23483 &
g3t 4 glo] Zgoled BAACE TREAILE AAstERE Bup w23 FEet kel E

2 o A Al
o] QAFEN|AAACl TR EHZ A A

AA s 94k BH AR Aoty Hluzepre i &% - A o 2

- MEAY AN RS

- AR AR
1 i34

A =7 E(0]3l, GERD)E flatolyt S4 & o Ak Af= wAss 7kE2d, 94 957l
o At EE ol2 s FWFE FUshs debo|rh. GERDE fFuH= dFA 42 7t
w2AHL S ofoln 1 wtel wtE s AR o] SHoRE ARFES, FUdel L3, A
s, dste, 7o, FE Fol g,

GERDEZ QI3 233 452 e A& AzAshl Astarla, ¥AE 49 vEld=e 139 5
slom, AEAY, AEPH, ¢ T 2Ee dovle AT 5 Ak Afrdst SrlelA
T dFdel & W ol ANEAFITAS APsks Akl nl&e] <179 20-30%c] °l& A=
Zatth[2] &=olA GERD®| &2 14.7-17.4%, ERDO] #HEL 86~11.8% Q= Hiwil 9]
o] MTol nle] fHEo] e Aow sotEul ey, A J|g5ry Zrhel e Ao 2wl

Rl S7F go® <l GERD &S HAH R Srbshs Aotk AdRAMAE M 5
W7H2008~2012%) AL Absol wmhEw gt A] GERD #hAb: 20084 1997k oA 2012 3367
Ho® 5z of 1379HE(69%) T 7Fekal, AW S/hEE 14.2%= UER

GERD= &-917d8 Aol A s el q59F e v ek(erosion)o| vt #Alde] #aE= 45
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21. 959 %F(Drug substance)

211 Gk R

=0
‘.mo

(5)-4-((5,7-difluorochroman-4-yl)oxy)-N,N,2-trimethyl-1H-benzo[d]imidazole-6-carboxamide

K]

Z2]: CaH19FaN305
MW 387.38

H
U

0 718 )

o
=4

] =4E
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R P A PRy EY R B L)
05448 W83 BATY O E22E/A%- A9
A F 7o 4FH F+ ME AT

2.2, $A & %kF(Drug product)

221 AZHAY FF (FAA, ALA, A9 1A, HolAd Pt A9
o I
222. SAYGE NEFE
XY B ANE  AEA (DpH O wE O 71E)
2N (B F982 078 O dzxgg/ss
O 578 071848 B 3343 O EFF/ A% - A
A F5E0] HHH Z BE AT
AA AN
B 5a/84248 B AFHEDHAY/AAZLHNE [ dENT/AAEAE
O F5401 8/ O G EFFA Y/ A EFTHFA Y
O #7448 O mAESREAE O B840 HAANE O 8481 EAF
O 43548 O A=SA/2IAEZANY O dF949 O 8448 O 71EtA g
A F5E0] HHH Z BE AT
3. ot Mol &sr Xt=
31 ¥u9fFY UAA
e DMF 7|HEMXIIHE : $1452-5-ND).
3.2. gAI9kEY AARA
NEEH Ngzd &7 8e/AE A3
N . Al 2 WHE gley 1271€Y &
A7) REANY 25T /60%RH HDPE 141 a%g er 12714 71
. o o PP w}7) 6eNEE frol W3 glom 71FE U
THEA R 40°C /75%RH I,
>1,200,000 lux - hr ]
- U / 4 HQlo A o}A 3
7+ ° >200 watt - hr/m2 open RelA AR
A - . HDPE i . .
TE/EE 60°C/80%RH pp o |RAA s BEEA ger A4
33. ARZAE & =9 1A%
o A A P AHETIZE 71987], A(1~30T0) R, AxYETH 2470 €
o T9) F7EY : FYUS

ks

34. AABA W AAA A

_18_




o /N ZHEAY A3 fold W3 Qla, AVIEEANY 1208 23 71E W ATk, AA AT Alx

E5Y 4704 A7

1. SAANIAE /18 (CTD 24 € 2.6)

A EEH =9 As Fouy | Fo7|7H £ (mg/kg)
G A= AT 72 10, 100, 1000
= AT 25427 5, 50, 500
A= AT 149 5, 50
HEEE E2IAE]
1_—.7*04 10 ]1:! %HC 7—‘]:|1 1SZ MZ 15, 50, 150, 500
- © A F: 10, 20, 60, 200
M: 5/7.5, 15/20, 100
I} A = y )
A a7 265 E: 3/5, 10, 40
SN AT 135 15, 60, 300
H| 27 73 7d 3, 30, 300
H] 27} 3T 14 1, 10, 100
B 27 S 13F 3, 10, 30
H =271 73 395 2/3, 6, 20
5270 AT 395 3,6 15
Bacteria
RN Salmonella  typhimurium
;] = T TITAI00, TAI535, TA98,[In vitro 39.1-5000 x.g/plate
TA1537
A= E.coli WP2uvrA
A g
SOl oy cel In vi
2 ce vitro 25450 pugfmL,
223 Rat 250, 500, 1000, 2000
micronucleus
Seg 1 = AT 20, 100, 500
Pilot and prelimin:
N o o 0,20 50
vy = y y
/3}?]-5__]—' Seg 1 PP A 20, 100, 500
e Pilot phase
V-
=7 a7 15, 30, 50, 200

Q)
=



-~
N

A PEF T 2 A% Foy] | Tzt &% (mglkg)
Preliminary phase
25, 5, 10
7 AT 25, 5, 10
Pilot and preliminary
2P= A
Seg 1II T e 30, 120, 500
A= i 10, 20, 60
M: 30, 100,300
m}o- AT 1045 S
2T W 0
) 7;] = . ) ]
9= 3T 1045~ F. 6, 20.60
54N S Balb/c mouse fibroblast |In vitro 0.061 -500 ug/mL
40 g AAA oA
o] oF2 Amuleliry} A S o] &3 HAEARIAFANAN S SE e CHLAXZFTE ©]
&gk A& FAA o] I A FHoE YEg oy, e IFAEE o] & i vivo AFHAF
Al S felA| ol S o= e
o] ¢k HEE o w 2\ S WA A, A 15mg/kg/day (A€ AUC 71+
oF 4.89]), 4A 6mg/kg/day (A& AUC 71 oF 6.880)olA 917 W] AAUEHAE FF0]
HZ = A
Ao FEE 2 27 HAAY Ay, 318% 500mg/kg/day7HA] FElE L 276 @AYo o
g ko] AFE A Fokrh. wiEi A} BAAE A, H= 100 H 500mg/kg/day Tt B ARl A
e B anmrt Frretdth. e 2Ao e 5 A (NOAEL)S 500mg/kg/day 2 ety
o] &EF AUCO 3694, Eixfel it FFFZF(NOEL)S 20mg/kg/day= =0} {Ig-&%F

AUCY 15.68]=

2719 A &%(10 mg/kg/day) Folatoll A
AT B2 mAo] o
3 FEAJF(NOAEL)S 10mg/kg/day,
=R A R

Els
of 2uf, uf ey}l
oA &4
2 ojgs= Aol &

o [e]
32

Kl

shel e 9o},

o

<

_I‘HL

=

FA 2 AF Ae T4 Rgou, UA Bl Y

L= AMZE(NOAEL)S 5Sme/kg/day® Bers o] AAe2F AUC

AR A,

H| a1

lE o, Ho) &F(60meg/kg/day)ol A EAAY AEEO] 7
(NOAEL)& 20mg/kg/day§ HorEo] o)AgE AUCY 8uj= el g},
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5. ef2|=tZol 2t AR

5.1 F&8Ad 748 (CTD 24 & 2.6)

5.2. ¥ A (CTD 4.2.1.1 ¥ CTID 4.2.1.2)
5.2.1. Primary Pharmacodynamics

N . ZEE, .
b NgA | EEE | aw sw AEEE

mn vitro enzyme |Pig’ s
assay gastric m vitro  |0.0003 ~ 30 4M | - H+/K+-ATPase inhibition:
(ion-leaky) vesicles [C50= 0.47 uM
in vitro enzyme |Pig’ s
assay gastric in vitro  10.001 ~ 30 «M - H+/K+-ATPase inhibition:
(ion-tight) vesicles IC50= 0.13 « M
In vitro enzyme Dog” s o
assa Y gastric n vitro 0.001 ~ 100 4uM | - H+/K+-ATPase inhibition:

Y vesicles IC50= 0.29 «M
in vitro enzyme Human s PRI
. Y recombinant | vitro  |0.001 ~ 30 «M - H+/K+-ATPase inhibition:

Y HEK cell IC50= 0.52 «M
mn vitro enzyme  |Pig’ s C e .

; S B - Competitive inhibition shown against
?lfisr?eytics) %2211;325 m vitro 1015 = 0.6 uM 4 "o orcine gastric H+/K+-ATPase
in vitro enzyme |Pig’ s . . PRI -
assay gastric in vitro |1 and 3uM alstﬁfcerﬁﬂg +£r/&h%%1£;%n of the porcine
(reversibility) vesicles g
n vitro enzyme Dgs%;ics in vitro 10001 ~ 100 «M - No significant inhibition ofthe
assay %esides ) H cannine kidney Na+/K+-ATPase
in vitro enzyme |Pig’ s -
assay gastric n vitro ?éO(()Jl razé(r)lo /*Ml\f I H+/K+-ATPase inhibition:
(ion-leaky) vesicles gop ’ IC50= 6.19 uM
in vitro enzyme |Pig’ s . . T -
assay gastric in vitro telgo%/l[ra/zan, a?ﬁﬁ;erﬁﬁlfﬁh%tﬁ?s%n of the porcine
(reversibility) vesicles M g
M1 5u4M

in vivo Dogs PO 0.1-3mg/kg Inhibition of gastric acid secretion
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(Beagle)
M

(N=3-4)
in a dose-dependent manner
pharmacology - No change in effect after repeated
Heidenhainpouch administration
dog model - Inhibitoryeffect at 3mg/kgdose
lasted over 21 hrs post dose
- Total acid output was inhibited by
o Rat tegoprazanand M1 in a dose-dependent
mn vivo manner.
pharmacology f&D) I\Y ?é3;3?glg§g/Ml - ED50 on gastric acid secretion
Shay rat model |3 80P ’ CJ-12420 1.13 mg/kg
M1 5.47mg/kg
. Rats
n vivo 0.3-30mg/kg ey
(SD) Intra - Tegoprazan exhibited more potent
pharmacology tegoprazan, ISR
inrat GERD model 1(\§=3) duodenal Esomeprazole inhibitory effects than PPI
- Inhibition ofNaproxen-induced
_ gastric ulcer was inhibited by
in vivo Rats ?él olgrﬁz*cﬂﬁg/m tegoprazanand M1 in a dose-dependent
pharmacology (SD) PO an% Iz/ono Pazan: |[manner.
Innaproxen-induce M 0.3-30m /I1)< [ > | - The potency of tegoprazan was
d GUmodel (N=8) Esome fgazgle superior to that of M1, vonoprazanand
P Esomeprazole.
o _ - Inhibition ofethanol-induced gastric
]Hh VIvo 1 Rats 0.1-10mg/ kg/Ml ulcer was inhibited by tegoprazanand
pharmacology tegoprazan, ; _
(SD) . |M1 in a dose-dependent manner
n PO and vonoprazan;
ethanol-induced M 0.3-30mg/ke / - The potency of tegoprazanwas
GUmodel (N=8) Fsome rgazogle superior to that of M,
P vonoprazanandEsomeprazole.
- Inhibition
of water-immersion-restraintstress
in vivo Rats ?élglgranzgﬁgné (WIRS)-induced gastric ulcergastric
pharmacology (SD) PO vognop razan ulcer was inhibited by tegoprazanand
In stress-induced M 0 3—3%m ko] M1 in a dose-dependent manner
GUmodel (N=10) Esomepgazgle - The potency of tegoprazanwas

superior to that of M1, vonoprazanand
Esomeprazole.
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5.2.2. Secondary Pharmacodynamics

Ad A @A TES, | T FoAE, A d83
IR-S = FAAR| 7|3 T
in vitro I =
binding and |Recombinant ﬁﬁéﬁﬁﬁﬁ?ﬁgﬁseﬁlﬂiﬂ g? ;ﬂoﬁ A
cell Cell line in vitro M3 5 g o) S o T At w
biology Tissue E N HA o Zﬂbg 101 5 =HO R
assays a2Ee AMlTOTT wmarw.
5.3. St A A(EE gureg|Ag) (CTD 4.2.1.2 & CID 4.2.1.3)
e , 5%, AE, 47, | A& Fo -
AlE R = Al H-5l = > ’ ’ A ?15_43 3
. ohabd 2 Rat(SD) No abnormaility or
ZZ= A A *
TR A (IrwinA] &) (3, N=6) po 5, 50, 300 change observed
L Dogs L
in vivo No significant
(Telemetry) E%eaiz) po. 15, 50, 300 differences founded
n vitro H bryoni 0.1-30M  |Low binding affinit
5 o uman embryonic 1~30 1 ow binding affinity:
#7171 |(Binding kindey(HEK)293 cell Ki 17 M
affinity for hERG)
in vitro
assay)
Respiratory rate, Rat(SD) No significant
N ——6‘__ s *
=F717 tidal volume (%, N=6) po. 15 50, 30 differences founded
minute volume
54. FF - BX - AL - v o] 3 AR (CID 4.2.2)
E, BE AL ulAE D FEFETAL I i ovitro & in vivo NEBES 3G
5.5. ¢Fg]l ¥ AAASA

I EREL

o 9

P-CAB)o|t}. o] ¢}
o3 84S AAA =

°Fo in vitro 7S HAn| AT &
T2 CYP3A4el & wiAbe I, 5= thAbeE
sk Jhell o]l & oA o] v A H
o] Aol F, 168417 AlAA w

°f

oro
s}

.

01:9_

ol A Z}zt 22~249%,
= 2 WolA 717t 41.4%,
2 mo|A= 1% w1

75t

AHEHIE

gl

[H

WA M

- 23

gl 3|4

65~69% & zto] §lol ﬂH”El
25.7%,
o A= 15%,

¥

}\
Rl = |

28.4%=2 wWjA o, F3)FES 97.7% oA

Ao Al 8.7~9.0%°] 2
AL M1(EdZ3ka)) o] EHoly
S 1% m

oGl A Z+2; 93%, 97%

Rko] At

o},

Rof @3] ARl
o skl

M1-& WHol A 6%7 A== AT

A,
o] efe] MCEAA
pl

=
=
il
=
=]

FEIEZ(H /K -ATPase)dl ZrFol2d AAHo = HAFsto] 7194

= 57442 YrE8 A (potassium-competitive acid blocker,
& stal, 79 S et o] o2 b
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6.

o

6.1. YA VHY(GCP E)

C EHHF B QA ARRnA A5 Y
QYA AEEA B A4S S ARAE

6.2. YFABAEF 718 (CTD 5.2)

=
o YEANFEAAER - F 134, 1} 97, 2%

6.3. BEFAZA Y (CTD 53.1)

: A s)A| oFE 21-2885
Axp 49 o dAA =3-2017.10.31

14, 34 34d

o A gziel | iy | FojgF g Fo717+ 7=

A | AZ/AEE) gzt i

13 [CLAPA106] [ % 91| 4 &[-%2, &2 694 Fset BRE
21701‘%;_]_— Ké?l ‘E} HH ?g , /\éql‘ér/‘é sH2 | NEUSR & | 191 ‘ 201 —oé}_(]‘l CJ—124209/] AUClaSt, Cmax
I | T e e T T D

- o] E|t} 3 - - o ;

CJ-12420 { g _§] , _5ob7 7-102) CJ-12420¢] AUCInf, Tmax, tl1/2,
o] A] okeshA| W 2} A 1= G D 1 CLIF, VdIF
=49 uwe} ¥ ~71E AIPAE D 100mg M19] AUClast, Cmax, AUCInf, Tmax,
7] 98 e AR AFZAHE 2 t1/2
wASA, 100mg
N, &3, wzt
A~ E

64. YFFIAE (CTD 533 % 534)

o Al gzl | oy | FHEF 4 H71E

Al HAE/AEE) 3=} i

F4713+

14HICI_APA_101]  |&+ & 7]|{A % gH[Cohortl] (N=32) |<F7}3H=>
A7 A 2, FEHAC o -ae e |[PK] AUClast, AUCInf, Cmax, tmax %
GAE gpPdoe =z |9 vl A 1A 56T |- @S], I [PD] pH > 42 4] ¥i= A3t (Time pH>4A)s
CJ-124209] <kd|o] & v -CJ-12420  50,|[[¢FAAd] o) uks &
A, Wekd, oFs |4, @3/ 100, 200,
EEE N SR Ll 400mg (4 Al
HBrkslr) Qg 24 e 9oF
ASA, o] F |l [Cohort2] (N=16) |<H7}=>
w7H, e - e ger=er [[PK] AUClast, AUCInf, Cmax, tmax %
Z, WAH = - 100, 20084 |[PD] pH > 42 4] == A7} (Time pH4AS
B/ ol - 7Y W R oS B
A 1S A =
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iy Al gzl | g Fo8gF 4 B
Al Hz/AEE) =t W
Fo7I3k
[Cohort3] (N=8)
1 G B
Q|2 2E40mg)
- 7 Wb FE
14H[CI_APA_104]  |¢+ & 7]{H.pylori|[Cohortl] (N=12) [<37}3H=>
Cl-12420¢] &= |3, &S A o]|- whga=a |[PK] AUClast, AUCInf, Cmax, tmax, t1/2 3 (D, 7D)
ks F 19wl AL, A%~ 50, 100084 |[PD] pH > 42 £-#] == AIZF (Time pH>4)5
o] Al ok, oFg|o] T WIgk Al- 7Y WHE ¥
s BEAS A, del/Ed 12)F
s Qs Al F Y
173 dA1E Ei H.pylori|[Cohort2] (N=4) |<E7}E>
oF A o]|- &3], 3% |[PK] AUClast, AUCInf, Cmax, tmax %
), A7H- 50, 10084 |[PD] pH > 4% %] &= A7} (Time pHA%S
sk Al [QFd/d] o]/dwks &
3 4
k!
174 |[CI_APA_102] 28l A4 7 3FH[Cohortl] (N=12) <7181
Azl Aol A, N - vk |[PK] AUClast, AUCInf, Cmax, tmax, t1/2 4 (1D, 7D)
Aol CJ-12420(¢k 3] |4 247 |- 200mg &5 |[PD] pH > 42 5+ == AIZF (Time pH4)S
AT @3] Follo, wap e ¥ol%
Al ks EAAE
=i 01:\346_1'—
S digt &
e 9 ¥
7¥sb7] flgk <
Lk
1[[CLAPA103] |52t 72 &H-T:  CJ-12420 K371k
A28 JAoA A, T 9100mg 274 19 |[PK] CJ-12420 2 Clarithromycin Css,max, AUC r
CJ-12420 3+ Z|/0,6-<=|A 247 (13] 2 ZiA] |[[eFdA]] o] kS 5\
2] EZvfo] A4, 3-A] tHd 53" A
) 7], wx} 500mg 174 19
oFsetd s A 23] 547t Fof
&= W7k -R1:  CJ-12420
st A, 72 100mg 24 1«
8, 6-A, 13] 543 o
3-A171, wApEA -R2: ZEA=
QA 45 384
500mg 14 19
23] 5U7F Fof
174 |[CI_APA_107] I, F|A 7 gH-T1 CJ-12420/<37}3H=>
A743k thadtel] |24 ¢ w4l wH100mg BID for|[PK] CJ-12420, S| EZnto)al, o}=ZA A
A CJ-12420 ©F|7d, WHE|Ad 24 |4days,  100mg
AR/ Z Y [T QD on 5" day
ExZulolrle] HAY -T2: o}EAlAH
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o N gzl [ i | Fodgs d B7HE
Al Hs/AEE) a4 W
Fo713k
TUFE E o] Al oF 1000mg/ Sl 2]~
R S DA 2 Zujo]al  500mg
oF g4 S BID for 4 days,
S QD on 5™ day
37} 7) 9 3k -T3:  CJ-12420,
A, e = A4 3
AR 1000mg/ = 2 2] 2~
Zwte] 2l 500mg
BID for 6 days
and QD on 7"
day
pylori|-TL:  CJ-12420/<%7 3>

4 ol50 mg [D=H ¢ pH

a1, 77 |amoxicillin - 1000|[e]=H A+ A5
3t A |mg/clarithromyci
3 n 500 mg BID
for 7 days

-T2: -12420 100
mg + amoxicillin
1 0 0 0
mg/clarithromyci
n 500 mg BID
for 7 days

-R: Pantoprazole
40mg +
amoxicillin
1000mg/clarithro
mycin 500mg
BID for 7 days

+

[CJ_APA_105] 2k A 7 3H-CJ-12420 50,|<H71EED
A7 9 AHA, F el 9100, 200mg 3] |[PK] Cmax, tmax, AUClast
A= ez 7N, 6-(4 248 | A9Opm) Fof |[PD] pt4 FAAIRE &

CJ-12420 A, 3-~
dexlansoprazole|”], nlxf
R FolAl |
FHey 4%
Al e
A% A 1 9
Rk

A
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ZAA (CTD 5.3.5)

6.5.1. F& AEAE N8
@A |F oF A7IE (WS EE
& 71 |2¥
TR A=A oS0, 100,371
%= 5 (L A|200mg 1Ak SN BRI 85 AR R
g rade-50 mg: 527 22k 4FA R, AFUEA 94 B3 S87) PAGI-SYM
A-D)  %1|-100 mg : 527 of w S44537}, PGA
ook 3 |-200 mg 50 |-okaA
F 52|40 mg : 52
zZ z]

oy 9= gzl ~2m
FE F|Ze)40mg

74 oldl|- Hul 8F Fof

o 2¢ o] UF YAA|, FoIF
F 7AeH =)
_]

AL,

g Q- AEE o HaEeldx Hok
2] & ] F (7 100mg : 1398 WA T ooRE Fo 85 & FA A&
A LA|- ozT . oo PPST 8F A

grad e/=x2<& 40mg : 1419
A-D) 4} |85

4547

_27_




2

A Al
4 @&
3

A1)

gzl

A

E A[F ej[E
7z

BT el

Skol =
74 9]

P

o QL%
EO{N —
Mr do

N
-

e
<

N
BN O o
o . 12,

o pe X 8ot =™
o w
>

o

N
- —

Hr

o g o

I
£ 1 2.

ol Sl
do

- B3 50mg
100

- Hjarzpzk
100mg : 102

- oo ZEE
40mg : 1007
85
(4545

.| o)
=

A 97)
DINGE ookE ol 87 F

A A

Cumulative healing rate of erosive esophagitis at 8-week

Tegoprazan Esomeprazole
50 mg 100 mg 40 mg
PPS N=92 N=91 N=88
Number(%) of patients 91(98.91) 90(98.90) 87 (98.86)
L)melence from esomeprazole 0.05 0.04
with 95% C1 [-3.023.11] [3.04,3.12]
<0.0001 <0.0001

Cumulative healing rate

pnlue )

Note. Non-inferiority margin -10%
" According to the rion-inferiority test, the significant level is 0.025 (one-sided)

AlElers 91

=R

o] T i
7} &
g 4 o
=,
2+ 9w

7<4

H v e A
SH}\]E

A

e 1R

5|2+

d - Bz 50mg -

1084

- Hlazebzt 100mg -
108

- $ok - 1087

4

—x} 37f

5 AR (7 A% 754

JOk2w IR &

A
=
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gzl

A

=
-

713k

29

BT el

at 4-week (RDQ score)

Proportion of patients with complete resolution of major symptom

* Chi-square test.

significant level «

Major Symptom Tegoprazan
Placebo
50 mg 100 mg
FAS (N=106) (N=99) (N=99)
Nothing 45 (4245) 48 (48.48) 24 (2424
p-value’ 0.0058 0.0004

is 0.03 (two sided)
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6.5.2. A QA & (Pivotal studies)

6.5.2.1. A4 34 AEAIE [CI_APA_304]

n@Ag HAEdFAS S A CJ-12420 o &FE dHA 4
Ty, @ tix, A3Y dIAME

FEAS B8] A% 1T,

HlzZabd 50 mg, 100 mg = o AW ZTeE 40 mgS 1Y

[N¥E B3] ERD A2 gyew
13 A7 5993 5 gzl 50 mg, 100 mge] A& &37F ol 20 Zat= 40 mg thy] v <E
TS Tt Hazete] kS Eelety] Sl EAek tix, olTerbE, A, =
A 3% AR

[A 3=

T3 A=Y FAS 2R
i e

- Hla2Z#b& 50mg : 1004

- Hlz=z3 100mg : 1029

- o~ Ze=E 40mg : 100
« Fo7IZF 0 A 85

(42t +&4d B7HE 3]

« PPS A4 @ Haxkzk 50 mg, 100 mg Folvt E o9 v X gE 40 mg FofollA 2Hz
98.91% (919/929), 98.90%(90%/91), 98.86% (874 /88W)= A + HF =& XH&< Y
wsle] HE T

o, "Hz=zbd 50 mg, 100 mg FoJo 5 2w ZEE 40 mg Tt H
3kt (p < 0.0001).

Cumulative healing rate of erosive esophagitis at 8-week

. . Tegoprazan Esomeprazole
Cumulative healing rate 50 mg 100 mg 40 mg
PPS N=92 N=91 N=88
Number(%) of patients 91(98.91) 90(98.90) 87 (98.86)
Difference from esomeprazole 0.05 0.04
with 95% CI [-3.02.3.11] [-3.04,3.12]
p-value V <0.0001 <0.0001

Note. Non-inferiority margin -10%.
Y According to the non-inferiority test, the significant level is 0.025 (one-sided).
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[eHd4d H7F A3}

« ERD &5 uidoe= st 3719 ddAE ZdaE FFste 43 4y
Il mg, 100 mg, 200 mg FolTolA HaE o]
o HHAEL TAA Fo Aolrk gl

[e]

2 Fo9 3
BE FUE ol APANDE pERe] BRYe gt AoR FrhEh

6.5.2.2 A 34 AAE [CI_APA_302]
3 YAELGFAS AR oA CJ-124209] AN 2 £34L Frtshr] 9% g H,
olFE7H, FEAHMA, fddx, X8F FF d4AF

[A1" &#] NERD #7=5 o= gazetzt 50 mg, 100 mg E= 2
FoARS waxepe fa4d 8 kS WUyl fe floF dix, olTwsbd, FAeIwA,

=l A3 dEAE

(A=

S e R RS R
< Fol

- HlaZ e 50mg ¢ 1087
- B2 100mg : 108
- 9okt 1081

« FolFh A5

A

r
ol

e,
Y
o
‘b{l
o
of,
N
b
X

Aol A24EL "=kt 50 mg, HlZEZ#E100 mg F
5%(4578/106%), 48.48%(48/99%) B 24.24%(24%8/99%)
o7 div] "=z 50 mg, 100 mg T4 AAE o= 247+18.21%,
Eol SAACE FootAl EUTHFAS; p=0.0058, p=0.0004).
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Proportion of patients with complete resolution of major symptom
at 4-week (RDQ score)

Major Symptom Tegoprazan
Placebo
50 mg 100 mg
FAS (N=106) (N=99) (N=99)
Nothing 45 (42.45) 48 (48.48) 24 (24.24)
Exist 61 (57.55) 51 (51.52) 75 (75.76)
p-value’ 0.0058 0.0004

* Chi-square test.
Note. According to Hochberg method, significant level of step 1 is 0.05 (two sided) and step 2 is 0.025

(two sided).

[¢AA =871 23]
* NERD €AtE tidoz ¢33 1749 d3AIgelA, Hazahd 50 mg, 100 mg FofolA B
H ooldubs, Sfmolduts, T o] dNkSo THEEL flofFolTe HHEN FAHCRE

kol 7 AT,

gk o] dREE 2% o AUt A F 2710l BT ZF i BHEL HazZzk 100
mg Fola 2 Yo Fold ¥ 0.93%(Z7 1%/108%, 14 2 19/1074 3

dd T Jd 717 Aol whel Fulgh o) kg o2 HuEglom, QAFAIFEE o ekET
S0l e o2 HrtE AT

6.5.3. ABZT Aol g 1A (CTD 5.3.6)

- AIAG s

6.54. &4 Ao U3 9o R A&

c (M FA YAEYFAS) vEdy AAEdFAE 2 3029 S e o] oF 50mg Hi= 100mg,
EE oaomz —é 40mg & Hol 857k Fofgk TR, o]FwrH, vl 3% A E S
ST Al AT}, 85 A AFE&L o] o 50mg, 100mg Folit 2 o 2o ZEtE 40mg
Folatol A Zhzt 98.91%(91%/92%), 98.90% (9078/917), 98.86%(87™4/88%)0. 7 H|I 535 3
133
n @A A= FAS Ao A 8F T4 A

m rﬂ
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40 mg
N=88
87(98.86)

91
90(98.90)

0.04
[—3.04, 3.12]

100 mg
<.0001

50 mg

N=92
91(98.91)
0.05

[—3.02, 3.11]
<.0001

*

PPS

A5 [N(%) ]
Difference
95% A= -3F
p—value
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6.7.

Qo thE A Aol

A
5= AAA A AEH] 2 A (potassium—-competitive acid blocker,
P-CAB)o|t}, o] k& =x oA oz Adsle] 94k BulE Adsta, 719AS zh=t) o] oFL
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= H
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40mg & Hd 8F71A FoAd T, olFwrb, Hlal 34 MRS AT AlEE
I, 8F 3 AH&S o] ¢ 50mg, 100mg Folit @ oW ZTetE 40mg Folwtol A zhzt
98.91%(919/92%), 98.90% (9078/919), 98.86%(87%/88%) 2= o] °F 50mge] =l 7]3|7}4
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—Hjm e AT REAS 3 32498 Ao R o] ¢k 50mg EE 100mg, X 9 okS 4F7F
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