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2 E3H 2o 4 A (Proton Pump Inhibitor) Fof ZFgto] —éﬁé}u}. A717F N2 =

83tAY "F4Al e Auadlgdss Fdshe oFE(d, olxA)s BE&Fos}

= < A5 NS 233 F714 vtavls 2 ZYE "] desith &

08t o] At e A B xS ¥ Esc)

k)
o

H:

rieh
N
>
O

N

5. 4544

D ol ok Folsk@ 9l ) pH7 EokAz] mEel, o) pHl AAlo] 889 Fad
AR ATA AS FEERG FEHES T & Aok webA o] ok
AHge olebAHlof L Wz uloje} o] 9o pHell oEsti of=e] Aol
§80 gad + Aot
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shal Ay Brrgk A AW =& 9 oFgstd Hriy
F($IY pH 4 o] f-AAZDAE f2g =ol7) it

2) &%

A A A in vitro @AY ANELS, % 1, 10 pgmLolA Z+Z 94.3,
92.8%°] ot

3) tA

o] of2 F= CYP3A4ol s thAtH L, FhAkabE2 ARl Ml4o]w, o] thAkat
B2 598 YA &=

4) wA

oA AWME A o} WoAe] wHEA WiEFS 47 0.61%, 34.22%A T
oFo] 14CEAAE Ao ATFA T, 120A3F AlHolA e wjEE 35S
98.9%% wo} We| 348S 7+7t 18.8%, 80.1%%Ath BEAT o w3 ATE
o] Al, 48A1%F A HoA FFNA 88.0%E WA E YL FI 5SS 98.2%AT o] oF
o] MCEAAE Mol AFFA F, 16842 Al Moo MEdE I5&2 96.7%=

o

s Wl 8lge 217} 38.8%, 57.9%St.
of kg AFT A9 WAl ATF] A vlAskAst thAA MlS] B 24 W
Z

LA

o) A 117]
= Z7ZF 9.TAIZE, 14240 2 UERETH mRstAY = wjdES oF 0.6%, 44
< 0.63 L/hro] ik

[e] A

@ o] °F2 CYP3A49] 7]doln o] ok} CYP3A4 A ol Al 2ko] & Al, ol ofe]
= 7k AHE 7ol A
A7 4 S Y= o] oF 80ng ¥ EHZERErto]A o= A 500mgE 1
E

=
Az} o] oko] AUCT & LIM|2 Aw|siAl S7hstgeh
bl

(117 uM)o] J4-8F 40mg 71E =

@ A7 A FAAE HFeE o] oF 80mg, olFAAHCEA 1g W S EEW]
o]Al o Z A 500mge] 3AE FAA 1Y 23], 747 HEFA3 Ay FY L EZ}
o] Ale] AUCT ¥ (Css,maxs Z+zb 23% 9 28% 7rA&sta of=ZAAd# e o AUCT

A (Css,max= 2+ZF 14% 2 33% 7+4 35+
@ o] ok in vitrool A MATEL, MATE2K, OCT1el &l AAA As|zeL Holu,




A& U0mg 7)) H1EHATEE 1HT W g F5A 71D = tsto
WrsEe 4442 Asde Ao
ol A

4 A EgFES
ned A= FAES &4 218 & Ao E o] oF 40ng v oW ZetE 40
mgs 19 13] Ho) 8F7tA A7 FAZ F2ALHA, olew7lE vl 34 Y3AE
= T A A, 8F FF AFELS oY Eef Zom JdrevzaEd
of thgh o] ¢kl njdEAol FAHATRE 2)
% 2. vEA Y= FE3 sxo A 8F F3F X8 (PPS; Per Protocol Set)
o] °F 40mg o 2~ w xetE 40mg
(N=107) (N=111)
T4 A& n%) 106(99.07) 110(99.10)
0.89%
[-0.86, 2.64]”
0.3378%

a) Xe=F % (Ao]2~ekql LA grade EA&, Cochran-Mantel-Haenszel Method)
b) A fF&xte 95% A= 3t

c) p-value

*HldEAd el o -10%

g SAAANE AR

D 354

o] o2 Aruutdi} hAFS o] &F HASAHIANE, CHO AlZFE o] &3 ¢
A o] FAE, AEE o] &3 AHAF = 3

2) A=A

AT oA FEs 2 =78 FAAFE A, 50 mg/kg/day &F7HA TEHT 2 X7
v dA ] 2= FEFo] g

A= v BAAE A, 30 mg/kg/day ol FATOA AR FFHEFH AT
a7t BFEEFG oM, ol FA 5% ZAsg oy wA oy A A v X = 9
T2 A wERle] Fal &8-S 60 mg/kg/day (J738% 40 mg AUC 71+ <F 19.8
Hi) Ao F3l8-F2 15 mg/kg/day (U787 40 mg AUC 71& 7.50)= &A= A
o E7] wlefxt EAAIE A3, 15 mglkg/day oY FoTAA ABAHAGF L AlF
o] ZHAstg o WH| T4 Fo] dFEFHAoY, Aol AAA G HAE= dFS
AATE. BA O Fol &2 10 mg/kg/day (787 40 mg AUC 71<& 0.64H), vHEfAL
o] FagFe 15 mg/kg/day (J48F 40 mg AUC 7= 1L.7vh=E A F A

Ao S e DA D AV BIAE A, o] o o A & F A
AbAboll A& FEFES oY, BAY FFSE o]dlEo] 7.5 mg/kg/day (4§
% 40 mg AUC 7]=F 3.7d1) o3 FA&ZFAAM olf7] &<t AFo] FasH o

—




222 30 mg/kg/day (I8 40 mg AUC 7]F 1728l A= x}akate] &) %
e Ades 2 AATE F_??%f?} 715l TR A Lt
3)

REs o 293 AT TR AP AM 3 10 me/kg/day (97387
40 mg/¥ AUC 7|1+ <F 3.7dl), &3 5 mg/kg/day (Y48 3F 40 mg/¥ AUC 7]= <F
419l A #19] AW ERFFo] BEEJASH, RasH2 whs-2 2657 SFAHAIF A
A 47 60 mg/kg/day (L4738F 40 mg/d AUC 71+ <F 26.99DolA ¢ S AF
o] #FHUG.

—

O Azxa WA B 2AA: theHlel &(F), F71= A Fds AFEA = 29

14 37t=4
O (AAADH 6d

CORAR, AB2E W TOlObESY ohdlel BE A, ARZAIZAIEIEo
o) A4 At o] ok

O ($1804 BAAY) ‘olorEe] EES} AT AL T4 A7z AT A1E Alek

15 ARk AR A% (@Faks 59

O A =



1.6 T AAR] A2 AR (HFsk= 4

O A A+

18 AEH
: 715N oA fEA | AREEEHE] | sidFEEAE
T B | EB7
a3 A= #d 2= z 33 A= #HA A=

AAFLA} | 2021.10.21. 2021.10.25. 2021.10.21. 2021.10.21. 2021.10.21.
BnegH

b ) ) ) ) )
BAHS

b ) ] ] ] ]
HAZAg

. 2021.12.30. | 2021.11.25. 2021.12.24. 2021.12.06. 2021.12.16.

(B9 1] ¥R FEY 2 71F 2 DT A4 A3
(29 2] 9a14 Bel AY 2o
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[&I AR S&telA]
o o e YUAEA EASRE TEEYI(H/K+ATPase)ol BEoIL3} ABHOE APl Ao 9
B

o AREE ASE BERAA 9

SHFAS ASAZA AstAl she U Al
o HIYAANE A8 F SAANIAS(DI], W8, §21, AALA, dd, Vst FHAF(In viro E In
vivo EYAIY, kHA o] F)AETH AFHU S
; WA oE AT 24, 34 FAAFAA oo zetE iy JUAAE 244

= z 2 A
Al #EH AT i FEA AAFEEH, Hd 853 FolA A o

EYRAS 2 B1EE FOE o] o dimg EE AW ZHE 40mg & HUl 8F7HA Fo
3

1 9 A (potassium-competitive acid blocker, P-CAB)EA] #| &4 914

@ PALA, olFE7hd, W 38 ARANEE AT ABAS, 8F F4 AfEL o of 4mg Fo

=
T 2 romzgE 40mg Fojol A bzt 99.07% (1069 /1079), 99.10% (110%/1118)L.2 ©] F 40mge]

Hl
=
A
el
N
i,
=2
[
]~o
T
AC)
N
5
=
aQ
=4
k=)
R
e
ol
QL
8
d

[ofol 2! o]
¢ P-CAB Potassium-Competitive Acid pump Blocker
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AFHE

AEE  AF-EFAH408 ] 1H

ofgj&h-go wE & (Pharmacological class) : ZFAABA 4HEH JAA|(Potassium- Cmpetitive Acid
Blocker, P-CAB)

oke]2g 71 - Hrzapde ZEAAY AHENAAA (Potassium-Competitive Acid Blocker, P-CAB)£0]
o}, 7]&¢ PPI(Proton Pump Inhibitor, PP)= prodrug® & 4tz SAstE § A oA ik
| H% Ao #9s= T4 H+/K+-ATPase (Proton Pump)el E]&7](-SH)¢t vI7Me 2 3H2AES 34
sto] HAFEHIE AT HhE, Aezade &35 RAo] BRasn ZAVF 44 ZEol2d P
ZREFZE YAIGtEE B whad AYatA fAEnE Alshe A4t #dde A gAlolth
714 2 AR

HApezephe Gl ool Mgt ZERAA AER AAA (Potassium-Competitive Acid Blocker, P-CAB)
ZA wWE T, 0 ZEARE, AT ARG AFolzh HaL ofe] Argo] oo FFo] Athe= FHoA
PPIsell &l o2 742 &3 o] 9Jth(Oshima and Miwa, 2018; Sugano 2018). HFZepzhd fE& F& 4,
o WS BRA A, steldad F9AE AN A T BEF TERDAA EFYEH WA R 4t
THIE YAlshs Aoz Ueyth wekd iy A4=g 7] as
Ze) o a5 -ade s 2o

- v A =Y F A3 (Erosive reflux disease, ERD)

2
r o]
P
e
N
sl
off
ox
(o]
pacs
U
18
2
I
AC)

121 qAd %

A9, A ARAY, M GFY A=, ARy JHEGRAT F AN BAD A4 48 5
Aokl gad ARole Frh Ao A JARHE AAY AAT] $H) EE FHE FEAL
G, oH@ ABEL 1Y, WY, F2L, A HA 37 Foz #EH hn Yok duwd
gge 2008 A4 o 20 5UW B olde AUt WA AOE Y, AYEIFIY

(gastroesophageal reflux disease, GERD)

r lr
ﬁi
do o
hinle)
X
L
rlo
r>~
™
Hd
2
>
fo
i)
o,
it
o
©
N
(en)
=
fil
=)
o
Sy
k1
)

&2l F7F FAE Holz AX=d Agolgt & + A

A =S FHSGERD) OIS A2 A7H 99 WEEE st EAUT S0l FHFo] FEHE FHE,
Aol Aol v Sof Fejsta Wl friol wet veA A= (erosive esophagitis, EE)¥ Bl A 9]
21 =9 74 ZHnon-erosive reflux disease, NERD) 2.2 &FH T

A=A FAdSe] AL SHoE Jha2ds 4 A7 40 JoH, hiE BAH ol Adrks ol o
T Eob AV 1FE st Aot

A =G FAE ()8}, GERD)2 #J4toly &4& 59 Ak 972 T 7ha2d, A4k 97 o A
4 Ev o2 Qe ¥WFES Fste Zolth. GERDE FEHE AP 4 7HE2EH St 9/
ol 1 Hiol FHIHE Ak 9 FHCRE FERES, FUR, L%ET, 3, dotE, 79, TE S
] i,
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1o S7ksh A7 o] B on
S7kete FA ol R 79 51 7H(2008~20121)
99uk g o Al 2012\ 33T O E 517 oF 13771

VoA

H A ©

AR WA A sHEA = o
H(reflux esophagitis) &2 B oJgth. 14,
o, AFA dFFEHA A WAIBE A= =
A\ At B 3 ol e A

ARAE : Mey A4

GERD+=
1

=
=TT

_IR

—_—

= =
@l‘ﬂ‘o

=
a5

E |

122. A 434 A4 ujA
AuzdRdgoR YEHt JAE 2o

T2 E Hx o

o— =1

Hz A A (Proton pump inhibitor, PP)Al ¢F&-& prodrugehe
A F
A Al (Proton pump inhibitor, PPI) A

g &Eo 1 &3} AQAEE o]y
71E A8AL dAE S5
2 A ol ZRE
% 875 4T Ao 7HYy
star, 2007 1€ Sjel El gl
I AL FHAGA Y. 2 Hupzet
AL HE 59 FAE AU
G2 A TR AR A A Ak o] 2
A 25 4B Takedaol A

019'd & 7F= ATt

. ABAE AR

(Histamine 2 receptor antagonist) <}

ll:l

o= A thAbel

o=
T

= Z
oy

T

7]

e
=

Ak

gul

x

o

fud

43

13.

=7} 502 <3 GERD #4

(69%

A A (Proton pump inhibitor, PPI)o]t}t. 1&g,

Bok A 94k #w] oAl &} von] ofzt Al oAlv} ol wHo| dniy ER, TE %

FEE BHAAL Roht
4 SlakEH) oAA] el 878w

Bz g A (Acid Pump Antagonist, APA) 2F=o]
) <] E}]H]-ME]-X]'(Revaprazan)ol AA Hz=Z e 9t
(Revaprazan)> 4314 # % (Peptic Ulcer Disease, PUD)
Ao} ZEE Pz A A (Proton pump inhibitor, PPI) AIE k& tiH] %

A Bz (Vonoprazan)©]
3 S+ CJ Healthcare®] B2}z (Tegoprazan)o] $14HE

FESAY o2 Qs

L

L

Q)

A A5

AT EE B A FYo 3
ol AR &3t} oA GERDY

1ef Aol mls) FHE0|

~

—

Hl A asE Hols H2 &4

=y GAR Qlste] FEWHO
FHo s CYP450 2C199) 3z ¥4
A7} RaEx

st
A 2 A

8[3

gomz

7]

AN of

\

H:l
s
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&

wo] itk #uZekzk(Revaprazan) ©]
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A7 A Aol A

o
L

golt}, vl &4 9 72 ZH(non-erosive reflux disease, NERD)

N

pi
o

Fof

s

& 4-8F
I o

oz}
E oL

N

AABZAAA BESFL

of A WAE 9 st

A awol A

[e)
T

I JH & et 2012, Korean J Gastroenterol, Vol. 60 No. 4, October 2012

A A Al

P47

g ¥

71 A

AAA =

=z

A

FE3 49" F8F A4 AA

k!

14.

°of F2 HuHU%

=
o

ol

al

i

ZHA|E vl

M

2 o3t

)

3lE HA NOAELS A= 265 AF 57 15 mg/kg/day (U4E4F 40 mg AUC 7] 8.4H]

loj o] e AL

4

kil

15. AAF=9 7R A

o T QRARAEY

21. 959 %F(Drug substance)

211 AR R

2t 4+ (Fexuprazan HCI)
. 1-(5-(24-difluorophenyl)-1-((3-fluorophenyl)sulfonyl)4-methoxy-1H-pyrrol-3-yl)-N-methyl methaneamine

hydrochloride

H)
-

i

\.wlwm
,.mO

g

]

[e)

A42}: CoHyF3N,05S- HCl (446.87 g/mol)

1=
a

212 AR FFE NFFE

d4d &7 BE

~
— o B
BN g
T N AR
T Tl

“Rd 1=

2.2. $A| ¢ %FE(Drug product)
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221 AAAY FF (FAA, ALA, FATA, HolA APeE B
bl

o A2

222. FA Y %F NFFE

B3y EEANE AN (OpH OH3F 078

FEAY (W AAEY W B@ERS)) O Axgg/sR
Y W lEAREAERE) B 3EAY O BEE/AGAY
A

FEEo) 4 7 ME S A

B O3E/8208 B AFEHAA/ ALY O AR/ AAEA Y
S0 BAT O BB/ B Rre s

3
OeeAd O O4EEEAE O 28499AAE 0 28401849
0 2548 0 AREA/2E424A8 O 429408 O 2448 O 784
AFP2o H5H 75 WE 7P
CEFAE  TAAATE, TUAAE, AZEHUAE, 258 E
FHAE  HARREAY, 4R dAEAT 5

31. 959 %E A

NEFF N8 x4 &7 3H /A4 A¥
%;]}iig k: i(S) g;?g:ﬁ: EE °|% PE, Al, fiber drum ij:j
o NIEAR: AE(2E, 55 B)(FTEY FHAMY NP3, 25, pH £
32. &AIFFe HAA
NBERF ANazd &7 5/ A2 A
BAMENT | UL | v o g 29

o BN AERE F5 3B)

T = 7 O

33. AGAE H =9 A%
o 1M E7], ALRFH1~30T), AZYZEE 30 /M€

34. A @ AAA A

o AEd ZAAEA wt A A B ARTIAZEZTH 48 1Y) B R

4, SHof

B
o

A=
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41. SHAANIAE A8
42. SHNGAE AE 89F (A 3

2k

Al S ° = E o717} 3
3 5 A= | AT @3] 0, 200, 600, 2000 MTD 2000mg/kg/day
S4AH
A= | B 3] 0, 20, 40, 60 MLD >40mg/kg/day
(718])
H=74 | 47 @3] S 100—300*—200 MTD 200mg/kg/day
(Freb7] 3-49)
HEE A= | AT 25 A@: 0, 125, 25, 50 |NOAEL 50mg/kg/day
=AY Vonoprazan: 50
q= | AT 45425 |A"@ 0, 10, 30, 100 |NOAEL 30mg/kg/day
g | BT 135 A& 0, 7.5, 15, 30 [NOAEL
15mg/kg/day(5=#),
30mg/kg/day(L#),
g | BT 26 A& 0, 7.5, 15, 30 |NOAEL:
15mg/kg/day(s=Z),
30mg/kg/day(gFA),
eI 2% 0, 2, 20 NOAEL= 20mg/kg/day
HZ24d | 37 45025 0, 1, 3, 10 NOAEL= 10mg/kg/day
HZ24d | 37 45025 0, 1, 3, 20 NOAEL= 3mg/kg/day
eI 135 0, 3, 10, 30/20 NOAEL= 10mg/kg/day
HZ24d | 37 39548 0, 5, 10, 20 NOAEL= 20mg/kg/day
FA |\ BASAW|S fyphimurium strains: TAJS, |Initial assay: 6.0~2000 xg|Al =4 >600ug/plate
54 |9 TA100, TA1535, and TA1537; |(+ S9) =7
A3 E. coli strain:
WPZuvrA
A DA |CHO cell EF5EAZ G404 |chromosomal aberration: | Al E5A
OJZAE oA E 4hr = >12.3 uxg/mL (+59)
~30 1 g/mL(-59) >41 pgimL (-S9)
~50 1 g/mL(+59) =74
20hr =&
0~16(-S9)
ANEHA v} AT - 0, 500, 100, 2000 WS
3
A2 Segl A= AT |Fzl@2vkE) |0, 15, 30, 50 e R b IR
Elg! 704(md 28 NOAEL=50 mg/kg/day
=4 o, nr~FH %)
Ad A (22v}E])
HH 149-~w
H HGD(H Y
274 7kA), 0]
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1 GD137}4]
Seg? A= | AF oA 0, 7.5, 15, 30, 60 24, =Ho}
GD6-17 NOAEL = 60mg/kg/day
&7 0, 7.5, 15, 30, 60 = A
NOAEL = 7.5mg/kg/day
o}
NOAEL = 15mg/kg/day
A | AT GD6~GD17 0, 15, 30, 60 =
NOAEL = 15mg/kg/day
gt
NOAEL = 60mg/kg/day
E7 | BT GD7~19 0, 5, 10, 15, 20 A
NOAEL = 10mg/kg/day
gt
NOAEL = 15mg/kg/day
Seg3 A= | AT | Aol 0, 7.5, 15, 30 FO
(D6 of gestation NOAEL = 30mg/kg/day
~ D20 after F1
delivery) NOAEL = 7.5mg/kg/day
et A3 npg-2 | AT 191845+ |M; 0, 10, 30, 50 NOAEL = 50mg/kg/day
(RasH2) F:
up-2~ | 4 19 18 265 |M; 0, 10, 30, 60 NOAEL 60 mg/kg/day
(RasH2) F:
A =T
N | A | 1918 8F (D [5: 0, 5, 10 30 NOAEL
85 (%) £:0, 2,5, 15 5mg/kglday(F2),
2mg/kg/day(#)
71ek Hez ezl AR (M6, Mlla, =74
M1lb, M14)e| FH=44 A&
Phototoxicity BALB/c| In 0.00128~100pg/mL No phototoxic potential
313, vitro
clone
31,
fibrobl
ast
cells
EA=EA™H) S. typhimurium strains: TA98, |Initial assay: 6.0~2000 xg| Al 3% 4>600ug/plate
TAI00, TA1535, and TA1537; (£ S9) =4
E. coll strain. WP2uvrA
43. Z4 A& AAR oA

@3, HHE(EAF 265, AT 399), T, 7, AACegl 1, 1D, 718t SAANFARE A on AE

RE 267 WEFASHAGAAM FFA S7H7F 15mglkg ol dHH FolsA SUskA o &FeEA. 2o ot
A E FALQe] HAE HlY, S0 IHNE FEFPA o] Frep oy, FEFoM 7t
= 7F 171 NOAEL-S 15mg/kg(5+#), 30mg/kg(¢z)= Hekgh
395 HHEREAEAYANFARANA ALTS A9 71 HFA S7HEA v E), 395747t
o] g3 £274& Fuete H83020mg/kg/day)E NOAELZ gt
LD F E7) ) - ez BRA Pl A 15mglkg/day Foltell A Bl Wl AF 7

s

R

)

B
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2 OABHAT & 39S BYoU A B 0¥ 3T o

15mg/kg/day(EA) 0.2 A3t

° %_]-o]-/ﬂ /\] 3 g;q. o]

T, 97 5mg/kg/day
é g]_ o]}\]-)\ohg.ak

>~1

TAAE &

o
L.

o
12

2| 2 Zof

ob7} gdE

51. LA M8

o2 NOAEL&

Z<kneuroendocrine cell tumor)e] 4% 10mg/kg/day ©]
2. NOAELS 5mg/kg/day(=7), 2mg/kg/day(%#)
= AL AUCY 27 2.2, 1L19= 3
Fol A Uetgd Ao s AsolA Fed ofegfago ARE LA

AR+

&
o=

AAYEH N ZF

10mg/kg/day(=A)),

52. EFA Y
5.2.1. Primary Pharmacodynamics
AR W8 A | SEF | s wx SERE
FARE
-IC50 at pH 7.4
Gastric A 9 DWP14012 Al 25nM
B _ , ) *O)ALA M6, M7, Mlla, M1lb, Ml4: z+zt
H+/K+-ATPaseol H+K+-ATP| In vitro | TAK-438 540, 15. 6.5. >10, >40 1M
3 A B |8S€ -1C50 at pH 6.5
Al 26nM
DWP14012 o
H+/K+-ATPaseol| a4 o (DWN10770) -%inhibition b/f vs a/fwash out
W 7k H+K+-ATP| In vitro [0.2uM A 7% vs 30.6%
RF == o = EH}“E' 116% vs 87.1%
AR Bt ase <o =ehE
7.5uM
-K+& 2o o& 1C50
HelKe-ATPaseel gz oy DWP14012 K+ 10mM : 0.043 uM
st K+ol2 AA A |H+K+-ATP| /n vitro |(DWN10770) K+ 25mM : 0.262 uM
A 71 A 37} ase 0.001~40uM K+ 50mM : 0.395 uM
K+ 100mM : 0.797 uM
HA -IC50 > 40uM (H &= 40uMell A 37.3%
Na+/K+-ATPase°l 3 A _ DWP14012 A
) B In vitro |(DWN10770)
o3k Melyg ©@rp | Nat/K+-AT 0.001-40uM -H+/K+-ATPase 1C50(25nM) thH] 16004l
Pase ' U o)A} A el A
Pylorus hgat?d rat Eylorus In vivo | DWP14012 _gere| =
g o] &3t ligated Intraduod|0.7~3mg/kg -ED50
YAEH A4 &% |(FEXR enal | Vonoprazan Al @ 1.0mg/kg
=7} A% rat 0.7~3mg/kg o) = (Vonoprazan) 1.8mg/kg
Lumen perfused rat |Lumen I DWP14012 _gere| =
2l ol8®  |perfused | 7 VY0 Iy guong | EDS50
intraduod =
olARE] oA &% |rat onal Vonoprazan A& 2.5mglkg
=7} (3] 2=E}l 1~6mg/kg o) = (Vonoprazan) 3.3mg/kg
Heidenhain pouch |Heidenhain | 77 vjvo |DWP14012 g ol =3
dog 55 Rd& pouch dog Intraduod -ED50
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o]-&3F #4kEH] 3]
o (HP-dog) enal Vonoprazan A 0.7mg/kg
AA &% H7} ol Z7(Vonoprazan) 0.4mg/kg
SR E PR DWP14012 -Img/kgol ol A W® o3k oA
_ . 10.1~3mg/kg -ED50
2d _% ol J. =1 *
] 2 ‘] ° 6# A=(SD) In vivo Vonoprazan A& 0.8mg/kg
FAY 25 BY 0.1~3mg/kg o) 2 (Vonoprazan) 0.6mg/kg
mn O
Indomethacin®. = DWP14012 _geo| = 92 o
= Ry ~ -
N ° 21 =(SD) In vivo 0.5~2me/kg ED50
2dS o] g3t Vonoprazan Al@w 1.2mg/kg
Sk 55 17} 0.5~2mg/kg ol Z7(Vonoprazan) 1.5mg/kg
5.2.2. Secondary Pharmacodynamics
= =5,
Al AEA =0]7 =l Eoj3, =& NERSES!
36]-2( a _I"E o 7]{!_ T O’ O a o1
Ion channel, kinase, phophataseof t}3sf
ot @l =
G-protein coupled receptorof T3}
10 #MO] 5= O]l A 50%401%@ AXl&=
v = o
invitrobindi g o ompinant 7lE Be] s eldls
b8 and <l Cell Tine in vitro 125 4M 1759] EbAlo] cfst IC50 7} At M3,
ASSAVS Tissue 5-HT2A, M1, M2of ojjs} 0.36, 0.11, 0.14,
Y 0.65 2 M2] 1C50 ZFS LJERHS
IS EF2 0144 M e AAR B EF
40mg/day &9} A] Unbound
Cmax(3.11ng/mL=7.59; Cmax=43.24, PPB
92.8%) Tjv] 14.58] =2 7oz e
53. 4RGN P (EE A FAIR)
TET, Foj
5] S
ok AnaE GLP | A&, | A% | (mgkg or AP
igcs AR | &, | BAE | d&E=E
T3 (mole)
-l 8o ER 4, SoEl Z)ZHHind
s i AL S o]k 7]—_/;\_ =
2207 B2 =t 0, 250, |limb splay) A2 #3% 7 .(100.0mg/kg E
A |FoB) O |SD),8 |7 |500, 1000 | 2A1ZFoll M) X o}, historical datath
T3 67 mg/kg o] W3tz o]2] & CNSo mAE& ZAZ
Y EHe A S
0,1, 3, [IC50 : 531 uM 2.373 ng/mL
A8 hERG O |[In vitro |- 10,30 43 A 58F 40mg/daye] unbound Cmax
H H
2 uM 3.11ng/mL tiH] 700w}
(=3 7
A =2) 0, 10, 30,
A | L TR o LT AT ol gle
A= 3, 4 100 mg/kg
% | 18 58%% | O 9= A7 10,250, |89 SFF A4 Y SFTFY BFYEH
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FEF, Folg
Al 3 A
‘]‘ﬁ A sarE GLE Al % 48 (mgéklgi or A A
i A% | g%, | A= | A8EE
T (mole)
o AEHAS
g | B EEE SD), 4, 500, 1000 |al% Z4-& AT E8 A7HA 5%
Y Z&5T 6 mg/kg Heon WAst= A A4 HE ol
sl

54. F - X - A - W) A3 A Y

o g4, BT UL A 2 kR EAge] B@ In vivo o In vivo AREL FAF

55. kel W@ AAA o

o A 4
o BelE Ao RN, ARAAEY EE AAYA ) FEAL nY Ao oy
o RGN FAN TF7 l A, TF4 173741, E3) A0 o) BRHA AgYS

[
dlo

Zatm, o dF Fx9
e DWP14012 tHA}zﬂOl M6, M7, M119} M142] o npe-2 HE B9} FfolA HHEE
Abtoll A thARA M6, M7, M11be] % (AUClase WA EEoIA Y & A=} vlas)
SokE
o BN AW g AT Fol F 2A 3 g 2 gEoE A=, Hol Ao 3]

o k58t AFALY JMsAS S Aow But

6. S AFA|

Ao

ok

-II-IQ.“

o 1

B
o

A=

6.1. YRNFARY AHH(GCP €7)
o U YIANFTI BN Y

62. o *J’\]UJZ}E%Q 7H_&

6.3. HEFAIA Y

_2’|_

Z ZEANFAHRE TAZ /\ltﬂ gF(DWPM(HZ)o H+/K+-ATPase & K+o] & o= 2 7jddog

~043%2 Fo wWE zo] AL PAx

i

=4 ATE HIh
He uf HEAY

g =0
3w\



o AlE OARl | oY | R8T R | FoPIRE B
A | @H2/AEY gixt upu

174 |[DW_DWP14012| % 2} 9] (A 7 $H-527, AT 694 <58 HrEE>
006] oA A -3} : DWP140122) AUC,s, Cmax
A7 34 A F A L8 129 |-98] AT B w 200mL £ |-o]} -
AA= gao & 3 DWP140129] T tiz CL/E, AUCiy,
2 DWP14012| & 2} A ~Fok 71 7Y V,/E, AUCextra
A A 9 F -71& Agizek B 40mg | INNIGIGINGE
DWP14012 A = Aze AFEet A) Il
s AT75EY 40mg

64. A3 E

o Al ARl | did | 5983 ¢ RS
Al AS/A3Y) SR} i
Fo71kE
14+ [DW_DWP14012|- 835 | 71 74 $H[SAD] [PK]
0011 SRRl (A9l P -Ts]8ekEaF | Cmax, AUClast, AUCf, Tmax, t1/2, CLIF 5
Adst G2, olF | - ©9, 35
A o z2lE7HdE, -DWP14012 10,|[PD]
Dwplaolz 7% ETEl 73 20, 40, 80| 9 pH % @Y PAERIGmax, AUEGEst, AGmay, A
© Clar g o 160,  320mg| AUEGlast)
T 5w s o) T Qor &
A7, oFd ™ wkE + oflreufz [QPA] oyt
W opgorsEA, & oE 0mg &
sy gl T S =i
_ _ iy 7 7 sHIMAD] [PK]
o7l Hlgh &5 4ol -uk=Egaksar | Cmaxss, Cminss, Cav.ss, AUCt, Tmax.ss, t1/2 S
T+ EARSH] A gk, 3=
A, ol&x%7t -DWP14012  20,|[PD]
2, ooF W & 49 40, 80, 160mg| ¢ pH ¥ &% 7IAEJ((Aduration %, Amean pH, A
M OE o F= QJoF % median pH AGmax, AAUEGlast £)
+ oAz
B 2k 40mg, 7|[obA] opduts:
HAN 5 RaEdy
&1 A
1%} |[DW_DWP14012\cF & 7] |3t = Q|5+, ©%] H|[PK]
004] o DxH3Y, 3|k -t15]E0]: Cmax, AUClast, AUCIf, tmax, t1/2, =
A75E g0l |9 uf A |7} A] 9HDWP14012  20,|-¥FEEo): Cmax,ss, Cmin,ss, Cav,ss, AUCrau, tmax,ss,
FFFAJOF W sHo] & wH20%, 140, 60, 80mg t1/2,SS, &
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o Al gzl | O | Fo8g ¥ R
A @3RI SR} 9y
Fo7Ikt
= ARSI, ©El|Y B9l
o A o 2|/EE =30y [PD]
DWP14012 A -24ARE 59t intra-gastric pH 4 E= 501 A== Al
2ol & opFal el uie
X orelstd = -9u pH ¥ &% 7tAEA((Aduration %, Amean pH, A
Mo obEAL median pH AGmax, AAUEGlast £)
oFds Hotsh| [?Pﬂ’a‘]
At ©@gr, - OIS =
Fojd 249
i, olE=7h
o, @3 ¢ vE
£of, GAR 5
T 1 QYA
14+ DW-DWP1401200|Part I:  |H.pylori|Aw= DWP14012|<ZAxp>
3 2 A Q|12 A o]l 80mg(1~7d|[PK]
A7t A g, (o, 7173 BID, 8d QD)  [-DWP14012 % tfjAbA], Zef2]E20tolAl & TiARA],
He  tjatoz |7l ¥REE(SH A9l of=x]Al&lo] Cmax,ss, Cmin,ss, Cav,ss, AUCr au,
DWP14012 o= |50l 42/d 24|Bz: DWP14012| tmax.ss, t1/2, 5
Eof Ae T V1) 80mg + 22N
DweLao1z BB B eIt o montoring, 9% astin =
Clarithromycin, mg(1~7d|-24A]ZF pH monitoring, % gastrin
Amoxicilliny He BIb. 84 QD) [OFRIA]
-0
Fol Ao ofs Cz: DWPI4012|-olAJete =
gty 54 8omg + 2|
2o, uief 2] E 2 0}o] Al
d< vl Bt 500mg + ofF
sh7] gt AR 1g(1~7d
oxroulA, 2 BID, 8d QD)
71, ¥t 2o, 2
%j—Er %!%P*TIZ; D Zefiel==
ofoJ4l - 500mg
+  OfmAIAY
1g1~7d  BID,
8d QD)
Part 2: |H.pylori|AZ= DWP14012|[PK]
2 RF 9k A o]l 40mg + 2f|-DWP14012 ¥ TAtA|9] Cmax,ss, Cmin,ss, Cav,ss,
viA, 2|0, 774 2] E Z0lo]Al| AUC r au, tmax,ss, t1/2, &
71, ¥hs(st A9l 500mg + of=
20,372 24| AA™Y 1g(1~7d|[PD]
—SHIAE |H BID, 8d QD) |-24A]7t pH monitoring, % gastrin =%
(CYP2C[BZ: DWP14012|[QFXIA]
19EM | 80mg + Zfi|- old¥ts &
2] E 2 0to] 4l
S00mg + of=
Al 1g(1~7d
BID, 8d QD)

_23_




AF ORI oY | Sol8F B1eS
HS/A2Y) SR} 9y
Soj7Izk
OrTis ] o
30mg + 2
2] E 2 0fo] Al
500mg + o}
AlAH 1g(1~7d
BID, 8d QD)

=0

)

hal
M

b
¢

65. FrEA 2 AA
65.1. 854 - GAXANE A&

O [QIAR[OAR [R5 % P @ &

A |(AE/A 2% 7Rt |89
2%
Efficacy : 0l A=l AE

23 [DW_DWP[ 713821 Uf A] [-A 1220, 40, 8omg 7]
M012002 0] 5 | A28 B0 mg@ : 469  |-1Ak 857 AupAol 91 A8E iAol vlg
o By (WL R g en g |25 0lA] meee] 2R AR ARl BIS,
Aded) PolE W D | At 9k 3 syl Aa 28 3 RN
T Grade A0 MR Moy ay o) e ol wgsi . ue 2 7218
Aol H|El 3 ool o= BUNEEIAE) st x saolsay 9 AlelR) G el UEP, 4

DWP1401| 2} g oj | A 1A mal=)20mgx 2% :| A m7HGERD-HRQL)

20] O}x] T o =2 Xl _ oL X
4]‘]]\_\0_5:_ ;o—rrre 479 OFR A
2 e 22 AT o o,
g o x|~ T T _
a4 2 Wi, 3 ( (&8 Z3H
- - = =10
9 7} 5} 7] 2 7tax| @ B 3 AR
[S) - a— QR a %] O e 9O (0 a
ast o a3 lepx] ore 70 4xol 877HK] Aol &R A RE AFAYR vl&%) R
- o - BT ‘o1 *TT A a %] O o O (o
S o Aoz = - AZ7HR) JAerEeol o RRd AZUEAY Hle®%)
e % USR Sl371 RolRY [FAS]
Aoulg, ¥e B3
O] =L 7} st 20 Table 1. Overall summary of Healing Rate at Week 8 (Primary endpoint) and Week 4
B : = (Secondary endpoint) (Full Analysis Set)
a]‘:“ —‘?é}}g }\‘" ~75 /\ﬂ DWP14012 DWPI14012 DWP14012 Esomeprazole
EH_/E 2 }H o ]']'Lﬂ 20mg 40mg 80mg 40mg
’ ouwv o - - _

}\]_ i]i Healing Rate at Week 8, n(%) 46(93.88) 47(92.16) 44(95.65) 47(97.92)
o> Exact 95% Confidence Interval [83.13.98.72] [81.12.97.52] [85.16.99.47] [§8.93.99.95]
Kj‘ E‘E‘]-}\_]'] Common Risk Difference vs Esomeprazole (SE), % -6.24(3.45)  -6.00(3.36)  -4.52(3.07)
0]}\]_}\] 5] 95% Confidence Interval [-13.01, 0.53] [-12.58. 0.58] [-10.54,1.50]
a o =] Non-inferiority (LCI=-15%) Yes Yes Yes

Common Risk Difference vs Esomeprazole (SE), % 254(5.54)  -131(6.00)  1.48(5.40)

95% Confidence Interval [-8.32. 13.40] [-13.07. 10.46] [-9.09. 12.06]
Non-inferiority (LCI>-15%) Yes Yes Yes
Healing Rate at Week 4, n(%) 46(93.88)  45(88.24)  43(9348)  43(39.58)

. BE Fo] 2370 Esomeprazole 40mg Cu] ]S
] go] that = 95% AlZ|Lzt sfsto] H|HESA ORI
sHA|91 -15% Bt 2 7jo2 ek

- 8] Al Hle9] AR Aol WRHA] ok

dlo

3{DW_DWP|TE 712, shd|Alee DWPLMOIZ[8ad Brris]
14012301 | & x 0|7 1jaj73|40mg QD . 8771x] Aarao] ek X|9sl AzichRte] uls
O By oy A 1A _|R2RE 4Z71R] kAol obd X|GE AIFTIALL] W],
gasel ) Sl qeoRi AetER Agnpin Qg Ba SyEKag & CROWL Tk
SR, | g P 22 AR, NNEALNAZ A4 A S UG EL

=29 B2, gREYE 5 H7HRDQ, 49 A ¥t
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O [QAAEOR [EER 5 d[E aPE  [wRE At
A (M5 /A &F PRE |99
=)
gtRto A |2 A off|Grade A (GERD-HRQL)
DWP1401|x, #|ol’g9] o 4?;4%?4}4 }lé.; Oj - b
Al7d A 5 R
le) 3H 2] OJAl o ‘o T T
g A QHA = FA = 271 E0) a’d 2t
x4 e stoz -8771%] Aol 4d |99 AWM Ul
_ _ E 2.5.4- 3 Healing Rate at Week 8 — PPS [DW_DWP14012301]
% 7}517] o
DWP14012 Esomepr;
ols X2 7k 40 mg 40 my
‘r’] ?_]_ q- JJ [ =] (N=107) N=11
b a 2] al
A 2 W% Healing Rate at Week 8 107 111
Healing Rate". n(%) 106(99.07) 110(99.
75]l-‘(l)"] HH%‘ ) E‘ ﬁo—ﬂl‘lgr‘ Exact 95% Confidence Interval [94.90. 99.98] [95.08. 9
O] %’%7 ]' %}b}% 7(:)] Common Risk Difference(SE).% [1] 0.89(0.
. . 95% Confidence Interval for Difference [-0.86.2
Ea], Q’E} }Ej CE.]?_]' E'_]' Non-inferiority (LCI>-10%) Xe>
. P-value [21 o
d=, 20A]~75A] *05% {IE]727F Sjgto] 0.86%2, H]FEY M- M/)ﬂrf
A2 3, CRREE 72
SEEE
5 YAl I
& [

%
rl:l
o
o

10] @0 olsf ] Z/NEl QE T

6.5.2. WA U4 (Pivotal studies)
[F3AEBAGA AE]
DW_DWP14012301

nEd A=A RAS Sl DWP140129] FEA 9 S Hrksty] A% grld, FAAWA, olTEt

g&‘i
gk
ox
=
W
o5
o2

V2, 34, ARH 3 Y9N

’ ’

184 A =9 FAE 2zl DWP14012 40 mge] A5 &7} Esomeprazole 40 mg thH] HIE 5

s3he YFata
DWP14012 40 mge] #HAd& gRlstAl s
[A & oA
o NP4 YA=AFAS AR
- 20~75A41 A4 E
- AR 9T AA)A LA grade*o] mah AojAbe] mehy YAEGFARO T e 7
- R 2 J1F AT 7Y oY JE2Y (hsM hme] slEagoll Bl L7, sham ohEe] BZ)wh s
FAFAE] Foj oA, U EEe] AER dRE 2PE AW A
*LA grade
| Grade A | Zo)7} 5mm wlwhel Axe] Hup ALo] @ ) B 1 ol4o] YL
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Grade B Zol7k 5mm oS¢l A& Hek Ado] 3 A e 1 ool §l& W
Grade C Axe] e AEo] FAA dov Ax =89 H%E A ¥ B¢
Grade D AEe] e AEo] FAHA A= =89 Hes 23T B¢
o ol
- A8 2608 & Ha AR 1308 2E 20% 1H)
- A =23
DWP14012 40mg Esomeprazole 40mg Total
Screening 470
Randomized 132 131 263
Safety Anaylsys Set 131 131 262
Full Analysis Set (FAS) 116 115 231
Per-Protocol Set (PPS) 107 115 218
o &4 B & AU 8F 1Y 13] AAtel AHglol 3 A BT Fo UF FY F AFHA & AY
HAAE 437 #7247 RS

(93 &4 57t d]

o 33714 AutAEo) 4d Afrd NARIAY H&
(PPS #4) 85 744 HotdEol & Af8 APhdate] vl &2 DWP14012 40mg Fofd 8 o ~Qv|z2}
Z 40mg FAToNA Z7H 99.07% (106%/107%), 99.10%(1108/111%)2E EF Fe AFEe HIOoH,
DWP14012 40mg %o} 7& of2em L2} 40mg FT 3 vluste] mdsatgint (p < 0.000D).

(FAS ¥4) DWP14012 40 mg o7 2 ozowZg= 40 mg FAFoNA 22 96.55% (112v8/1167),
97.39%(112%/115) 2 5% H& AFES By on, DWPI4012 40 mg T & ozemZagZ 40 mg FoAF
3} vkl v E5EAT (p < 0.0001).

Table 11.4.1 Healing Rate at Week 8 (Per-Protocol Set)

DWP14012 40 mg Esomeprazole 40 mg
(N=107) (N=111)

Healing Rate at Week 8 107 111

Healing Rate!). n(%) 106(99.07) 110(99.10)

Exact 95% Confidence Interval [94.90. 99 98] [95.08.99.98]

Common Risk Ditference(SE).% [1] 0.89(0.89)

95% Confidence Interval for Difference [-0.86. 2.64]

Non-nferiority (LCI>-10%) Yes

P-value [2] 0.3378

. i%ﬂﬂ U
nEy AR dRA8EAE o E FYT 289 /AT AAE Tkl B4 A, A EAT
F 469 B T =E7IRtol FQd 462 W APt B JAAFASFE Fol 7IZHE SD)E B 29.70
(£10.23)d eI, T EEE DWP14012 20 mgw 29.20(= 9.03)¢, DWP14012 40 mgw 30.29(*= 10.60¥,

DWP14012 80 mgi* 27.96(+ 9.44)¥, Esomeprazole 40 mga 29.76(+ 10.36)% o] it}
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B F BgEH+ SD)S FojF¥ DWPI4012 20 mga 567.45(+175.82) mg, DWP14012 40 mga 1179.33(+
422.40) mg, DWP14012 80 mg* 2175.09(+ 760.58) mg, Esomeprazole 40 mgw 1169.00(x+ 416.96) mgol At

. ol

(27, DWP1401202)

- 207 W NFWIA T 46 B(22.22%, TAT)A A o] dREgo] TAEHon, o F

Jg

ol e 15 ¥

(7.25%, 267Dl A WAL, BF dF 7hsdt oFE ol duhgolqdth. T3t o] dnkg B ofEo| gt

9 BHELS FAHSE {3 A7t IAG

o]/gukg& SOC 7]# 2.2 Gastrointestinal disorders7}F 179(8.21%, 217)2.2 7} RIHSIA LA A
=9 = Infections and infestations 12%(5.80%, 1271), Musculoskeletal and connective tissue disorder 89

(3.86%, 1071) <=olfth. FEo] ke SOC 71FC 2 Gastrointestinal disorders(571), Nervous system

disorders(571) 9 Skin and subcutaneous tissue disorders(471)7} 242t 4 ®(1.93%) 2.2 7} wIHSHAl Tyt

k.

AFA L 9ekFY Fo TS of7|d o] kg2 3%(1.45%, 37 [DWP14012 20 mgw 29(3.92%, 274,

Influenza, Urticaria), Esomeprazole 40 mg* 19(1.96%, 171, Arthritis)lell Al #As o, o] % DWP14012

20 mgwol A AT Urticariax oFEoldit-g o2 HuHdt Fof S of7|3 o] diks B FEoli

HSo A Bt BAAHCRE fog Aol= AT

Z)3r o] 4uk3-& Esomeprazole 40 mgt 19(1.96%, 17, Herpes zoster)oll Al @Akl o, A& of7] 3t

OVHULSIFEO NS B FUNT ofEol IS TS stk

(3%, DWP14012301)

- GERD X2 3% UAAFDW_DWPI1401230Do A s AAFA 89

©

FE Fo & 262 W Aguda
% 47 (17.94%, 6871)ell A o] gwkgo] WG oM, =0l kg 16 H(6.11%, 2470)oA LAYk
gl ok E-o] AHh-g- £ Ear discomfort?} Conjunctival haemorrhageE Al &jstis 2% 4= 7153 o9&
o|AHFL- 0] 9t Fof 7tk o] ANEE W okEo| Al o] HIAIE S 57;]]7(4 o2 §93 zpolrt YATH

o] AdHS-o SOC 7]# 2 & Gastrointestinal disorders7} 22 = (8.40%, 287) 0.2 744 HIM&tA 2HAy314 o
522 Nervous system disorders= 8% (3.05%, 971), Infections and infestations 798 (2.67%, 771) <°l

o}, okEo|AHFS-S SOC 7]1F20. 2 Gastrointestinal disorders7F 8 H(3.05%, 117)0. 2 714 HlWalA G
A

2 K

39, I o2& Nervous system disorderse} Skin and subcutaneous tissue disorders7} Z+2b 479(1.53%,
247} 571, 47l Sick.

GTAHQ T FHg opr]3 o] 4h-$-& DWP14012 40 mgw 2 %(1.53%, 271, Diarrhoea, Pruritus)ol] A &
AR 271 BF FE o] duhgol T

TUE o] Fut/okEol ke B AP oF7|jh o NG/ E o] kg2 WA SkA] efskTh

6.5.3. HI& A A 4A & (Non-pivotal studies) (AeFit 313
[FABALGA W3]
DW_DWP14012002

(A =l
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St 4 DWPLA012¢] a4 B REAS  Boelr] A% thol®, FAQMA, olF
A ARH G QgAY
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_xz
_18;
[\3 B
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r&‘l

(g 4]
DWPL012 §%% i3 2 §E42 Basle] 44 A5 £ 44

(AR ch AL
o DAY ANEAFAT B4
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. 5
- A8 208 (T HAa AFUAA o 528 2EE 20% 1H)
- AA =23
DWP14012 DWP14012 DWP14012 Esomeprazole Total
ota
20mg 40mg 80mg 40mg
Screening 392
Randomized 52 53 54 52 211
Safety Anaylsys Set 51 52 53 51 207
Full Analysis Set (FAS) 49 51 46 48 194
Per-Protocol Set (PPS) 44 46 43 46 179
o« 8 % 8T A0 850 19 18 AN A B3 B4 AT T (F R F AR9A e Agige
173be) F7h E71E 7H)

(DRt 58574 F7F 23]

o 8F7HA AuAEo] &4 AfH AFUIAY vE
(FASEAT) 8F 7kA AedEo] & A8 Al vl&2 DWP14012 20 mga* 93.88% (46/497),
DWP14012 40 mg+ 92.16% (47/51%), DWP14012 80 mgw 95.65% (44/46™), Esomeprazole 40 mgw 97.92%
(47/48%)0]1 ATHDWP14012 Fof & Esomeprazole 40 mgw3} Hlwate] HupbAdso] o4 Af8 AdiarAte
Hl& Zpolol] thgt kS 95% A3t skgko] WG AN -15%KT ABE DWP14012 o Af &
7} Esomeprazole 40 mgw thHl E53aHA 455 FAT + UATh
(PPSEA ) FAS At frAtetA Uetstth 857hA Huebd<iso] o A8 Aol date] ®l&-& DWP14012
20 mgT 93.18% (41/449), DWP14012 40 mgT 95.65% (44/467), DWP14012 80 mga 97.67% (42/439),
Esomeprazole 40 mgw 100.00% (46/467)o] Atk FAS9} vp7tA 2 =E DWP14012 Foj oAl Esomeprazole
40 mgw 3 vt HEFEES Felstth

6.54. 71E+94A & (Supportive studies)(2leFit 51%)

o FFALE ¢S

BA |

_28_



6.5.5. 17H O])\Jﬂ /\]fgloﬂl\-l @% Z]._g_%/ﬂ y—-ﬂ/ﬂ(ﬂ%‘ﬂ' _a_H%]_)

65.6. AHF Aol td RIA(CTD 53.6) (Afut 8=

o HIAT Qs

657. & A A 2 % HE
o WA AT =3
A A= dFAS $xlol M PPl AlAQl Esomeprazole 40mgw3} Hlwdte] DWP14012 40mgae] & &3
b HIESES dFshAth =, B dFARS Bl DWP14012 40mge Esomeprazole 40mg# AR 93
A& A8 2 F9 A A 238 0T ¢ Aee FASAL, 4 A A7) oA ALEE B
4 9o, Esomeprazole 40mg# 3} fAFSHAl DWP14012 40mgrolME F8 F49] HE 9 F
A3 A o] A =3 AEs FdEe FUsh

b

658 HHAF Aol U 2 ¢ AE

e GERD A& 24 dAE 2 3% d3AIdoA PPl AlAI Esomeprazole 40mgw3} DWP14012 Foi3t o]
b g gEol ity MAELS SAACE fFo7 Aort flled, F 5019 ofEolduts ¥ Ear
discomforte} Conjunctival haemorrhageE A 9sties EF dF 713 SFEolddt-goldn. FUd o] 4uks
< 24 AAAIE Esomeprazole 40mg 19(1.96%, 17, Herpes zoster)oll A @A atd 0w, Ab-& oF7) 3k o] Auk
SIS R FUF o] kg s ol k& WA A FtTh.

o 24 dAANFHAAN T FEE of7|g o] duhgS 3W(1.45%, 37D)olA EAstH o, DWP14012 20mgw 29
(3.92%, 27, Influenza, Urticaria), Esomeprazole 40mgw 1% (1.96%, 17, Arthritis)o]1aL, o] %. <FEo|Aut-&
& DWP14012 20mgol A @A & Urticaria 170]0th 34 AAAEoAA G+ T FEE of7)8 o] g
S5 DWP14012 40mgw 2 ™§(1.53%, 271, Diarrhoea, Pruritus)oll Al A& 274 2% ofEojAulgog By

H9ict
o HPAH AN BARF, AADA AAE A4 A% 3 AGHE 24 8 BTN YR FAHOE §

o) Wt A/ ok vol sl tul YHHOE P WeLE B YL RIHA gyith
Hog iy B/t $ES FYHOE 9P A3k DWPLOL2 BE F

659. +YX-H4 B7HCTD 25.6) (AFat i
o A S

6.6. 7FaLALE
6.61 7} A 4
o AFAE UL (FU YHAF F)

6.62. ICH E5 % Do w& &9 7444 Hrt
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o« HIAT Qs

6.6.3. 7t A &5 7}

o« HIAT Qs

664, FFTH thE AAA A

. HFAY 2L

6.7. Ao tg AxAA
o] ok YN Zo] EAGE TZEHI(He/K+-ATPase)d] ZEoleyt A2 AFstd sldzoz 9 1
[e:]

RN S A= ZEAAA Y489 A (potassium-competitive acid blocker, P-CAB)ZA ml&A 9%

~

A% AaAZA AEstaa sts 2 Al
o A7Fs ARloA Hg=Zepzt 10~ 320mg% 943 ATFEY A 1 ¥8F 25 59 AZHmae 3% =%
Cmawst 7 =& ATAUCO e F98F S7td ek S718te A4S Yl o] 2Fe] 160mg Fo 79
o)
T

A S A Y 9FE 4T 23, AW =F 2 AW pH FAANZT Ford dFE A FE AL
T AT
o o] %5 YRS, FFHARE F=dol ATFA Al EE FoFolA Tmaxe 2.25~35hro2 #AHSNA, t1/2&

9.5~10hro.2 Yeutor Cmaxss ¥ AUCt & Fo &3] 718 weh S7lete $4S 2t 8 tiA
Al M6, M11b, M14 5 MI147} 2.49~5518 =A| thH] thAAS] Bl&o] 74 &tk F7FAIQE, PEQIA S
=(Cmax, AUC) =3 Bl SASA R o7k ApolE HolA &3t

HHN

o« EAG AYT AU GERe] o) Fhe 22t st P gTel D Fehelnzrkold, ol BANY A
WEEe] A9 obESHE ShetulEls A fARste] FYezErteldl B okBANY FAAS o) DWPIAL2
7

folm e oFEEra g WA @i o BHHA,
EEIEELE g UgoE ANT 24, 3% YINFAA ddxemZaE o AWAZ 248
A6 gol A ATl BAEC] BFBAT tF FIH AW, A) 87 FolA Ay P ek

- e YAEAFAS S 231H S AR o] oF 40mg EE AW ZHE 40mg < HY 8F71A Fo
< s APgEHA, 8F FH AfFE&S o o 40mg Fo

o
-
2
S
=
92&
o
ofN
A
N
Y
gE
e
Bl
w
o
o
o
>
e

7. =2 ALSE&ol et Xz

o« HIAT oS

8. T FAM Znte| HUWAE F Sl 2tES9

o JI37bEE(ACIAA, BAEA, dnpd 24)ste) s7kAMe Hlals AlE
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S

2
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