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o4 9 2gx4 Fdf
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e 8 U1 s A e
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A% 9 35 =4 A
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A HUES dzemzebE40 mgo HMEFAR HAUENY Hs= HAX7T 13

% 57 EATt o] ok Ty Al AY Fad o HUEIS € FEE ZUH

Fot=s doh. erm =S 13 40 mg Fo2 HZyZE(CYP2C19 712)¢] Cmax

gt AUCT & 247+ 15 % 2 41 % Z7FAIZT

PAAIZAA et2atds Fostal A= SR A o 2em ZekE40 mgS HE Fo

S A Aol ZFEHAT. T AlF F ZAbA F ES W
b B¢ YAHeRE fold INRIY Z2EER ALY Aol 2 1 BiuFEAo
FARELT AR AR 28 4 Qo OHER 20d Ee oE

SAe} o] oFe] WEFEAFE AL AY 9 o BUE o] B asit

3) o] ¢k CYP2C19¥ CYP3A4ol <&l thAtEth o] <Fx CYP3A4 AsAI<l S EZv}
o] A1(500 mg 1¥ 23] Fol)& FAldl FoIstH o] ofe] AUCYF 2vj& ZF7ldth. o] <F
7 CYP2C19, CYP3A4 AsjAete] WE&FA= o] 9 &S F wj ol F7HAZE <+
ATE CYP2C19, CYP3A4 AAAI HElzyEe emZetEe AUCT & 280 %7HA %
JINZ T o] wEo o] oFo] &S AT FoE itk YUY T35 Vs Fold
Zkek Z713ke] A 57F BAad A E §FRES 1HstoF gt

4) CYP2C191} CYP3A4 &2 F71A] R5E(d, gl#u4ld AJEZ2QE) ity &
A2l FEEL dzevzgE hAE ST SEN oW EatE 4 FEE
2N FE ok o] oFF P e ARIEEAFES ¥EFEAE F3ich

5 o] oF mul olg}, owWZelE% CYP2C199 AAAEHA &3t watdAFoA A%
g AdAd A 40 mge] ez etEs FoT A AEZ2EE Cmaxet AUCTE 27
18 %<}t 26 % SV st} AZ=EEe &4 tAA 5 dhve] Cmaxet AUCE 27 29
%2}t 69 % =7FsSi Tk

6) D743 ALA A v =ZeE(40 mg 1¥ 18] T olefAlyn] = 300 mg/z] ELHH]
2 100 mgS HEEFAASw olepARyn| 2] w=Fo] TAFTHAUC, Cmax, Cmine] <F
75 % 7). ofERAUHIZ 400 mg 1Y 43] Fos oW ZetEe] ol AUHIE k=E
e FFE FAZE = fith o] s XS TZEFPZAAAEL oA HI 29}
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st dRF s dd e FEHH FEAo] UEuA &t

1) 3173 ALA=THY AFAAZRE FEIETW(Z7]EF 300 mg/ FAE&F1L
75 mg)¥} oW Ze}E(F TR 1Y 40 mg)e okl stHl HE A gl =
AoZ Hoggom, oA Hx 14 % A% 4B S FaA7e ALE Hoj
om FRIEa] B4 YA &S He 40 % BE FaATE A2Z YEy

o] Aol AL e zetE FEIHETALS HEFAIA GEF gt

12) o] 4wWke AHdl R, FHwekEst o (population pharmacokinetic studies) ¥ 333
AT SolA HEEGNOE(FZE 1&FS AHEste AF, AEEAANCIESY A

of FAE} )t ZRZEFZAAANE &t A9 WEEAAMOE Iil/EE
I AR SlESAMEEGACIES] EF TRV s H FAH WEEZAC]
EQ EA4o] yehd & dta RuHEth ey ug e WEEHACIES} Z2E
%Eﬁ?ﬂhﬂ"ﬂ et g2 FedeAedTes FRHA FUHLNZ Fo97 F=x).

13) o] ¢} Bt azgF 25 HEstH gazgy «l A7 S o Ao

14) dezved=ze dEs %’43?} AP - FUHERTo|A Bl/EE JZER
npolAle MRA =9 HE FoA 4 T;%E'E(QT% 7, A R A AAE, Torsades
de pointes Egho] UEhfal o= I ERvtoldl Bl o FERuo]dld] o8 o=
oFg o] ZHAZL WElE W] wEQd AoE 9o ARF zAPEn HuEgow
AH AR A= B =)
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G oEE B o] dd A - 7o) FIAEE etz
of A Felsof wet.

6. S frtol T@ Fof

o] ofo] AlFe] mf FOE olqsHA oR

NP2 AAFHA Fke B R, o] g g T FodM= BT
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. =S HEAES mge 18] Reld A5 BOE BAF ATk Sl ASAE &

H4 QA @tk o] ofe wMAFEo] o}F ¥7] WEd] FAHA @vh meby B

oAA YFLW D A fA AL Agtelol Bt

8. M W Ao oA

D ofgolel o] BA @i Fo nud

2 TE §710) W] ¥ Zle AmuLle] HAG FAAARNA vt gons
1% Feolgtt

9. AEIHE AR

D A AR

MR 4= FYERDS FBST At BANA o) oFel FEA 2L WAL Hrhe

7] A% AN, o) FE Y, BHUZ, o) F9%k W, MAS U 3% NP 59

ST o °M0 mg Ex olzomZelE 84 40 mge 877 Fsid, 4 #ol 5o

AIF WA AN B LA BEW & Bohste] o] of 40 mgo] o zemmetE 48

4 40 mgel WS} N2 gFo =M MASFE FeAsuA Ak

B QAR B¢ BaE 13 FEY B A%k AGE L o] JPN GO obE

ol 83 ol A @AKol 9% 5 AT HVAL e MAEY WA

10%% F3tEE AGTol hE) M MAETS YFHA,

O AW 8l AR7IZE

71487, Ae(1-30C)EH, AzLd2RE 330/1<¥
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[YYPCT_YYD601_P3(2)]
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2. +x=&d =&

Y59 %F(Drug substance)
211 GukgR
o B4 dlzedzetErtagolTitE
o YW : Di-[(S)-5-methoxy-2-[[(4-methoxy-3,5-dimethyl-2-pyridyl)methyl]sulphinyl]bensimidazole]
magnesium dihydrate
o 374 CyHaMeNOS, 2HOMW 749.2)
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N G20 HFE §5 ME AP,

22. $A ¢ ¢FF(Drug product)
221. A7HAY FF (FAA, LA, DDA, FolAd dFetes A9
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222. A %E NEFE

m Ay l FAANE AEA (D pH O HIS O 71E)
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B SO/ 82T W ASEDIA/ANTIANE O Qe QA=A
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O %aA8 O WAZasd [ 284mdaA8 [ 28401248
0 228448 0 AEEA/FI42AAT 0 24948 0 8408 O 7gAd
A gEo] HFH FF BE J]A e
TEFAR : HAANE, TUANT, =GN Y, 2o E
BN ARREAY, 220 dAEAY 5

32. &7 9 %F AN

NEEF ANdz4 L7 H/44 3}

A REATY 25C 160% RH

=2 AA 3 30 /65% RH s e A
A 40°C [75% RH

33 AAAT 2 AT AT
o 71U, Ae(1~30T) 2T, AzUZHE 307€
o oo F7HEF : Bl

34. bR U7 AAA oA

o YA AP e AQHB) BHE A W Qo] 712 W HHAE FAT

o AlEd ZAAR wet A AEH 9 ASTII(AELZTH 3070 €) S

5. of2|ztgof M3t AE
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53. YutF NP (EE AA4 4 A Q)
. Aee

54.

o

FoRE- QA HE BE AY

541. F%(CTD 4222)
o N Fruidel B3 A5 AF(MEF: YAFA 20mg(F=T ot~ Egt A7)

A YYD-6012] HPD(Heidenhain Pouch Dog) E&-& o] &3 A AAH
A5 (N8 E: 16-KE-004)
A zopt APS Ao 59 SF 22 ZgEEA 20mg) ATFAF F AFNY FEFHE
Ml g 7tskr] g
Gl1: Esomeprazole 20 mg T
APEH |G2: Esomeprazole 20 mg Fo
G3: Esomeprazole 20 mg &
=E4 |G4 Nexium 20 mg Fo
A5 E |Beagle dog 47}
o T3l 5l For|Zh
Gl (IR 10 mg+DR 10 mg) ¥ G4 (FAI2®% 20 mg)°] A%, 1 3/%, 7 &, 23] histamine F
T 24 NA ) NEEEe
G2 (IR 5 mg IR 15 mg) ¥ G3 (IR 10 mg, IR 10 mg)e] 7%, 2 3|/4Y, 7 ¥, %3] histamine ¥
of & 24 AR FAF H, 23] Fof F 4 A APEdS F
RE o S el A
7} histamine ¥ ¥ 90 & &< AHE AH
el AAHS AFEE Fof A 24 AHA O ZAHE acidity output &< 71F (100 %)o& 2zt
A (NEEE T F 15 55, 8, 10, 12, 14 5 16 AA) A5 ZolFA] (%)= Vet
o] B7}
o A
ANPED FANAY (Day 1) 2 opAY AFED FAY (Day 7) & 23] A= Fo (0 hE
NEOR 05,1,15,2,3,4,45,5,55 6, 7,8,10, 14 Azt (3 14 3/9)
o SAHEH A
G2 FoT 9 G3 FATA Gl 9 thER%E (G4) FAT ] @& FF9] acidity output #t=
B3, G1e& Hz%E (G2) Folad FAR &< Yehd
R AUCacidgkoll tigt A £4 23, Ad=d FANNE 2 AFEZ Fo &7 A BFoA
G2 BAT B G3 FATY AUCacid +F2 Gl FoAT B t2%E (G4) FAL vl A Ho
E FooA ¥ AoE YEkE
o oFFst
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AVERAGE

pK data for DAY 1 pK data for DAY 7
2500.0 2500.0
5 _ 61
% 2000.0 —-—2 % 20000 B
£
g 15000 =03 é 1500.0 *Gé
z ——rid g SR
g 1000.0 g 10000
o E iih
a =
£ a
oo 00 .
0.0hr 2.0hr 4 0hr 6.0hr BOhr 100 hr 12.0hr 14.0 hr 0.0 hr 2.0hr a.ohr 6.0 hr B.0hr 10.0 hr 120h 14.0 hr
Time{hrs] Time[hrs]
1) 99 A3 23, G2 FoT 2 G3 FoTdA Gl Fo7 2 G4 (Nexium 20 mg) T el @

& 529 acidity output %<& RYL, Gl FALE U2otE EdET $AR $2S YEIYe

o, o] AL HAFE o] &% AUCacid A& AFNE FABH BZEAY. E3), &d
AUCacid #ol ti@ BAA &4 23, AFED FANAY 9 AFEL 59 $ 7 94 25
oA G2 BT 2 G3 FoF9 AUCacid %2 Gl F97 2 G4 (Nexium 20 mg) T U
Hl BASIAH 0 R froatA @ AoR YEET
N 2) HEH H/IAE (Cmax, AUCE ZE APEZAM 23 F (DAY 1) w3 wEEo (DAY
A 7) o ZA%-°l Cmax, AUCHC] AAE Ao ddon A ans AA: AHE BqF3T
ol2d, NgEAY WEEA w} FA4E

1S 243 AYSE FolA (G2 2 G3), Cmax Ol
Yzz iy AdHow Beds B azqwﬁfaqﬁ%ﬁ}%&ﬁmﬁﬂ%Ltht%i%%
o2 o4go $&¢ Aol B FFAANNE 59 A9 2ot ARHOR 94 Bulv} oA

AH o2 B APz7sA HPD Bl AFED G2 2 G3 )& 5459 o, 4k AAF
E39 Y, dzSE g e 579 AUCacdE Ho bz B2 ¢
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6. 2 akAl =

o

o

of|

e
o

A=

6.1. YA AAEL AP (GCP E)

o 2 S QPNYOR, GCP A J1olA AN S

6.2. AFAFAER N8

o YRAF F 3 -1 27, 3 1A

gLy gis

6.3. AELFATTAE

. AP

64. 93t A

G QA OAL | B3 |5 [Fa] 8 BrGE e
A A= gz | &F |71 8
Mz
1 |YYPC|-F2<uA, 370, HalLA [eF&3H]
_ 5L WA o - _
2 |T_TTH|-A2= =28 AdAk 309 <R3 Fo| FE/NF HlA
601_P1 -YYD601 30, 40, 60mg Table 1.5 Comparison of pharmacokinetic parameters [single dose]
w4 QA
e YAEA 40mg - Geometric mean point
Pharmacokinetic parameter . 90% CI
Fed Fasting estimate
YYD601 | Fed/ Crnax 544.98 662.70 0.8224 0.5771 - 1.1718
30mg | Fasting AUCizst 2501.04 | 296177 0.8444 0.6901 - 1.0333
YYD601 | Fed / Crnax 469.12 122116 0.3842 0.2176 - 0.6781
40mg | Fasting AUC a5t 2622.57 | 4920.53 0.5330 0.3063 - 0.9274
YYD601 | Fed / (= 1138.75 1595.90 0.7136 0.4841 - 1.0518
60mg | Fasting ‘ AUC ¢ ‘ 7071.23 7500.81 09427 0.8141 - 1.091
Analysis set: Pharmacokinetic analysis set (fed)
2000 A~
. —e— Reference
b | —O— YYDB01 30mg
£ —w— YYDG601 40mg
2 —A— YYDB01 60mg
-C— 1500
§ 1000
3
g
% 500
g
& ——
o =
18 21 24
GHEEC FE/AFE v
Table 1.6 Comparison of pharmacokinetic parameters [multiple dose]
Geometric mean point
Pharmacokinetic parameter ) 90% CI
Fed Fasting estimate
YYD601 Fed / Gz 65527 1047.79 0.6254 0.4477 - 08737
30mg Fasting AUC, 3768.72 5492.10 0.6862 0.5257 - 0.8957
YYDeO1 | Fed/ 877.20 1470.53 0.5965 0.4535 - 0.7847
40mg Fasting AUC, 5720.49 857827 0.6669 0.5807 - 0.7658
YYD601 Fed / Crraess 1169.83 1961.06 0.5965 0.4747 - 08158
60mg | Fasting AUC- 7724.50 | 1171555 0.6593 0.5221 - 0.9208
Analysis set: Pharmacokinetic analysis set (fed)
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2500

2000

1500

1000

500

Esomeprazole concentration (ng/mL)

HHEFoA] Cmax 31 AUCTZE Z-5thH] 4
o= i

F %ol A oF 60% 7%

—e— Reference
—o— YYD601 30mg
—v— YYD601 40mg
—A— YYD601 60mg

12

Time (h)

<@ Fo] A PR N2 (40mg) ¥ A(FE)>

24

. Geometric mean point
Pharmacokinetic parameter : 90% CI
YYD601 RrRY estimate
Cp/dose 30.53 37.79 0.8078 0.6020 - 1.0840
YYD60I 40mg / R
e AUC /dose 12301 | 10459 | 11761 | 0.7320-18897

(3] Fo AP f/thxF (40mg) Hla(H F)>

Geometric mean point
Pharmacokinetic parameter : 90% CI
YYD601 RY estimate
Coax/dose 11.73 23.20 0.5056 0.2189 - 1.1679
YYD601 40mg / R ;
AUC,/dose 65.56 76.73 0.8545 0.3269 - 2.2339

REEFo A/t (A0mg) Wla(F5H)>

Geometric mean point
Pharmacokinetic parameter 2 90% C1
YYD601 RrRY estimate
Croax is/dose 36.76 49.90 0.7367 0.5965 - 0.9099
YYD601 40mg / R s .
- AUC,/dose 214.46 174.69 1.227 0.9984 - 1.5096

GHEES Ao/ ZF (40mg) ¥l (2] F)

Geometric mean

Pharmacokinetic parameter P fmﬁ 90% CI
YYD601 RrY estimate
riiss] 2193 32.47 L6754 E -0.977
YYD601 40me / R (mx?s dose 1.93 32.4 0.6754 0.4669 - 0.9771
- AUC, /dose 143.01 141.01 1.0142 0.7444 - 1.3818

[eF2) )]
1. pH
{FTE

=]

Eo & 24A7 B¢ pH >4 F-AARE B &

Maintenance time rate Reference* YYD601 30mg YYD601 40mg YYD601 60mg
gastric pH > 4 (24h) (N=5) (N=8) (N=8) (N=7)
Baseline
1d) 10.208 + 4.291 5.570 £ 4.182 11.927 + 10.482 8.251 + 6.888
After administration
(5d) 75071 = 9436 70.532 + 11.030 | 74977 += 6.011 | 74.705 + 15.574
p-value! 0.0001 <0.0001 <0.0001 <0.0001
Change from baseline 64.863 + 10.055 64.962 + 11.628 | 63.050 + 10.676 | 66.454 + 15.624
p-value? - 0.9878 0.7666 0.8465

A% o F

24A17F F<F pH >4 A AIZE vl &S

Maintenance time rate Reference* YYD601 30mg YYD601 40mg YYD601 60mg
gastric pH > 4 (24h) (N=5) (N=8) (N=8) (N=6)
Baseline
aid) 15.065 + 6.238 6.611 + 4.933 18.927 + 12.443 6470 + 3.872
After administration
aed) 80.203 + 12956 68.972 + 7.143 | 77.689 = 12.606 | 75.702 + 13.658
p-value®) 0.0001' <0.0001' 0.0117" 0.0277'
Change from baseline 65.138 + 9.387 62.361 + 8345 | 58762 + 15.017 | 69.232 + 15.092
p-value? - 0.5884 0.4166 0.5971
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okt Ao 40mgat AR pHYA FAIAIZE W&

A5, FHAF T AARAE

i

(A 4]
-TEAE +=

of

o=

9 % 9%(31.03%, 9/29)A F 117do] HAJsIH L
H, &0 dut-g-2 79H(24.14%, 7/29%)o A 97 o] YEINS-
-1174 9] o dukge F5 50| 1 (bilirubin 72 UmA 10
S A% 9lod, 148 AYsty BF IJEHAS

-YYD601 30mgell Al 17 (protein urine present), 40mg-> 67 (protein
urine present 271, upper respiratory tract infection 271, ALT &
7F 14, F% 12, 60mg wollA 2A0AH 11, FF 11)°] #&F
A=

2 YA FAME FHI o] FHH-S(SAEs) & TAYSHA ot

=

ox ™

YYPC
T_TTH
601_P1
@

TR, FN, wAEA
-17% ARl LA 289
-YYD601 20mg F

-Alg ek YYD601 20mg

-t =2k A% 20mg

[F53]
D@3 o

YYD601 20mg G427 20mg
Pharmacokinetic (n=22) (n=22)
parameters (unit) Mean£SD (@Y MeantSD (o)
Median (Min — Max) (%) Median (Min — Max) (%)
AUC 30.58+1081.83 2140.26+ kel
Al (13%. ,1.,9:0. 8£101 1‘81_ ) 56.04 - 140~ 6+1000.36 46,74
(h*ng/mL) 1792.23 (517.91 — 3945.52) 2038.22 (384.60 —4661.27)
Geometric mean . . Intra-
BT Geometric mean ratio .
Pharmacokinetic parameter YYD601 IR ) 5 subject
(90% CI) o
20mg 20mg CV%
esomeprazole AUCq 0o - 0.8541 o
(Test/Reference)  (hngfmr) | 6174 18937 (0.7231 — 1.0087) SEHd
= 10000
E e
: e
> 1ooo
=
=1 g
E' 100 %:%\\
g SRk
"Z 10 i B — L
= ©
2
£ 1
&
8 0.1
=
£
@
= oot
o 4 8 12 16 20 74
Time (h)
7% 1 Mean plasma concentration of esomeprazole [u=22, single dose]
E
@urEEo
I 10000 5
E —e— Reaference
2 —o— Tost
@ 1000 o
8
& ~
g oo L . S
a B E—
. —
= =
S
5
2
8 01 4
@
E
2
= .01
o 4 =] 12 16 20 24
Time (h)
YYD601 20mg A2 20mg
Pharmacokinetic (N=22) (N=22)
parameters (unit) Mean+SD e MeantSD -
Median (Min — Max) N Median (Min — Max) SV
3096.85+887.27 & 3367.14+879.81
JC. <ng/ 2. 2 3
AUC, (ong/ml) 3220.34 (1197.41 — 5045.73) 2865 3471.78 (1204.39 — 5097.48) 2613
Geometric mean " . y
Pharmacokinetic parameter TR Geometric mean ratio Intra-subject
o A] ez
para YYDG01 ol Al (909,-") CI) CVo%
20mg 20mg
esomeprazole AUC, REE o 09142
) - i 2956.89 323449 N . 14.68
(Test/Reference) _(h*ng/mL) o (0.8473 —0.9863)
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[eFe 3]

- Integrated gastric acidity for 24 hours

Integrated gastric acidity

[ YYD601 20mg (1=22

ol &
=

127 20me (n=22)

Baseline

515.50+169.68

512.91£190.36

After administration 120.50+108.21 110.60+75.08
p-value” <0.0001 <0.0001
%sDecrease from baseline 76.50=18.24 77.75£14.79
GMR (90% CT)Y 0.9651 (0.8575, 1.0862)

p-value’) 0.7672

of gastric pH

> 4 for 24 hours]

- Comparative Pharmacodynamic analysis [maintenance time rate

YYD601 20mg

AL 20mg

Maintenance time rate  gastric pH > 4 (24h) (N=22) N=22)
Baseline 12.35+10.49 8.44+7.69
After administration 61.04£14.37 63.49+12.09
p-value” <0.0001 <0.0001
Change from baseline 48.69+15.30 55.05412.22
p-value” 0.0560

- Comparative pharmacodynamic analysis [average pH for 24 hours]

YYD601 20mg 17 £
X273 20me 173,

YYD601 20me A2 20me
- 5 C 2
Average pH (24h) (N=22) ™N=22)
Baseline 2.3420.44 2.1540.40
After administration 4.64:0.69 4.65+0.62
p-value® <0.0001 <0.0001
Change from baseline 2.294+0.63 2.50+0.58
p-value? 0.1364
27]
Sequ | oAk
o e -1d 1d | 12-16d | 17d
el T (G
- EEX -
| o | FER g | G | vaE
242 4 A% | S | 2Ag
) AW yge] AW
g e | e
2 147 20 A ot A}
=

64.3. YA A Hh3 PK

644. AT AN H

6.4.5. #3823 (PD)

o U=

&
r O
()
ox

6.5. TEA

FEFANYCK)T A= ey
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65.1. &4

- RN R

AFA
E
WA (A | Oxl |oER Relgy | Yotge o A
Ad%) e
§ Efficacy : 7|4 94 = 9 7{2% (ERD)
<Fax HUP
O 1 7% 8% oy FHANE: A 8F Fol ¥ Y=
Hl et WA A Hdke] AjdEe] LA grade 09)
A2 X 2 13] 90 B
20~70A] 1 A AR &%) (FEA4 T PP set)
g |9 A =8 YYD601 40mg ) 4] & A 40mg
A, W oAl A o214 7 PP 94.34%(100/106) 98.10% (103/105)
o1 =7} A A A GFEA| 27 Aol -3.76%, 95% FZ =73k -8.87~1.36
% m % A
= A& ok 94.74%(108/114) | 98.18% (108/100)
U=z |4 = & 4 FA set . _
3% ggggoTl_ 495 YYD6O1 | T3t 2po] -3.44%, 95% ¥ A T3+ -8.24~1.35
P3 ||y o |ONzemd || TTESY EA S 0% oY
1B 3, LA o om| 8T |0 2% wbes
o EPARE  Sif N @ 47 A AA=WAZA A vieke] SAE B ul &%)
ngsdlgrade @ 4%, 87 A RDQ 4 &7 2 447 B o) Wx Wsey
BABGIAD B @ 485 AV ARIVIRE Qapd ok R1e] 409) ) 2R Fge) ghe i)
L BET
R @ 485 A AR Qb oRE Bele) 2 ) Al Sl gk= by
] 12
© 457 A1 Ak Ay ok} ) 31 RS AU A 3 oL
%2 91 JIRE A ok sl nlah
- AL
Randomization
(D\Q;“r 114) (‘E’)i:;: g) (Da;/li;ig' :5 D) t[ﬂ)as; ‘:g SF g)J
| Treatment I ¥ {
o TN
- AATFE 20M-704, visit 1 712 HT 7Y oy tE2d AUE 4 mE AR F oly D =
= 2 AFE, YR E)kE Bl A(-2F D) oful AANE HUAA HAIA

A AEdoe® zdsa, LA grade A~D o a|gst= A

ThE2RYG AR 42 RDQE ol &3t gt (BEiEd F a, be 7IE2H, e, f&
A Foll g
D o3k o)de] 7tE2d EE Y RE 159 29 oY A A
2) T3t ol 7tE2E EE Y RE 15 1Y o A8 A

- A7]E: v T AEEEA, Y oy dERA AEFF, A8 U T, IS8 FEE,
2 oA EE BS e, WA AALERE AR o A 15 ol dRA A=Y &4
FEA LA, AstTE SA|, 3| =elWl 43 A (H2-receptor antagonist)S 23] o]d &0
2 58), WAA A 25 o|y P-CAP, PPl 5&, Ao F3FS vX= X, A IALZAY




WA i}
9A| A3/ | A | AER £ol83 ;17} FPolere @
A=k:) g

By, ALY EEST ¥ §

- AR = A=
HE A vzl 7] AE AHE Fa
i 9XE& 93.84%% 7HH, Fol

st 10%= 7H4

BoE AE

2 35, FA set o tiall F71E4<

0.025, AAE 80%= 7148 A +% 919<S 2

Q3 20%9 =

A A=

e

6.5.2. A A4A H (Pivotal studies)
e YYPCT_YYD601_P3
O ALSATA 544 2 Hojaeel &4 (FAS 7|#)
- % 2881 0] 277 71(48H7] Wahel M 2aedH AL, 2357 0] FAe WA H S

- 235 F 149l FRESHANET 78, dxT 79) Hol, ¥ 219N 8T 1119, dET 110%)0] YN ES
=3t A+
*ZLEEE AR SO E3 3, ME/MLY|IE u 1H, SCHEE o|&EtES 1HAIYET), RIZE1 =
o= 1H (=), A& A2l 2 A} metstol| &A™ Flgio| 283 5Y (A F4Y,
f=x=a1d) 8872 =/A2 YA ET1Y, i =2Y)
[ & |
A3y
H=53
2329 §R
ELEl Rkia
TN e e ool 595 ¥5 504K 255 57, a8
HYNTAYTIEN HEE Y2, n=dd
7|6 MK} Fi= AYRIS] TTHO] Df5) YAAIHES VHO| FUSI] FROI T
2SE Y%, r=1
=235 = N=233
LT Safety Set
fYD601 20mg | SA&E 40mg YWDECT 40mg SAE ®mg
MN=118 N=117 N=118 N=116
Talety Set AY R
- EENEE SIZE O A n=1 |
N=ls N=333
FEWS FA Set
VYDEO1 40mg FA[E a30mg YYDEDT 40mg AR ®mg
N=7 N=7 =114 N=11D
[EEWS FASet A2 %
QTR0 4N GaT0 BN Y  [HINT HaNe G0 gg4g EAREE G710 A n=2 Tt g8 BoTOIEN, n=6
B0 BSLF WET AR, n=1 Hof BO4S YT YL, n=2
Ny E I& FOS DYSE0E X |HUNEEYTEN FH BT, 0
0| AIER DOO) G2 RUAE BO |FULUNY 71D F BHAUX S KE
fa0) TUH0D VS WS pel |IBE GHO WU E= FUTE G
7|6 R} T AYRIO] DS o3 [2(910) Y ST 278 YF, n=1 H=371 N=311
YyAHS UWO| HUSI AT |71 2R S& AT DO 23 A g8 P Set
BT A% n=4 UMY VY0 ZYsA RO YD601 20mg | SAIE 40mg YYDEDT 40mqg SAE ©Omg
ZEE7IY4E §C R 827 (EF |TTDEE IR 0= M=111 N=110 N=106 MN=105
AMS AT, =1 HEET| A 80 3 EEE7 AR PP Set A& M=
AlSS ¥ n=2 7|Sf SHE F= AYRIS] T O [0 S/AYT EN HEE A%, 01
FUAHS] DYO| BUSI RGTD | FUHYI 2R, r=2
TS AP n=3 YEY A, n=2
2887 22 £ 2 9837 A2
Al A, n=1
EUSBC7: 8% O/T2 2E, n=1
SEYUEY 2F, n=2
YEY HF n=1
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*FAST Hol:

2 Mgt ot 13 of

_EII_—|‘(I)‘I H o 0o = o () , O o
HESUE =3 T AMAMEY FTE MK REM "Hol#H ol Oist WILE 13 of4t
AlAISH Al O] AKX}
PPST He: FAS &Xt & AAMAIH HEMA w2l AdMAES 2e2sH Aol aXol M EAH 2
7122 =Zetst Soist AEM utAlst glo] S8 WES A=FTH A AR
«Safety Set Mo|: F&2 v T MO T AMAESoYUES 138 o4 SIS MR T LMAH
Z 27X kMM HILE stHo|2tE AlS S Al SO AKX}
- A8 AT 5158412444, 2T 50.40+12.77A
- A AEE B M-S 70.18%, thET YA WIS 7091%
- Y AF AET 168.0049.32cm, Tf 2T 167.61+8.88cm
- B AF NPT 71.8013.45kg , IET 69.84+13.03kg
- Hlojxekel AA vHAY A= dRE A
# 5 Ogd HAERRE 7371 (FA Set)
YYD601 40mg  9AlE 40mg el
(N=114) (N=110) prvalue
o2t QA2 E oI 7HY)
n 110 109
Mean+SD 182.16£701.74  178.09+602.34 0.7897
Median 5.00 4.00 Wilcoxon rank
Min, Max 1.00, 5,926.00 1.00, 4,824.00 sum test
o2ty A =7 FEH2(2E n%)
14 Ojgt 101 (88.60) 95 (86.36)
14 O|& ~ 23 DjTt 4 (3.51) 4 (3.64)
24 ol 8 (7.02) 1 (10.00)
LA grade?, n(%)
LA grade 0(24) 0 (0.00) 0 (0.00) 0.8575
LA grade A 82 (71.93) 75 (68.18) Fisher's Exact
LA grade B 29 (25.44) 32 (29.09) test
LA grade C 3 (2.63) 3 (2.73)
LA grade D 0 (0.00) 0 (0.00)
‘W@ FFE: LA classification o] w2} Grade A 157%(70.09%), Grade B 61%(27.2%), Grade C 6% (2.68%) <
2 B38593 Grade D 2 £573d A= QUL
- Hﬂol*ﬂ}"' NE AFFATH F2 2 FAYY G5, @9y §FF ey, AYdE 75, JE4E 75, <
oA 3 g Aol FEEA A%k
@ 13 84 27
- 85 olul FA YA & dAANFESE H 8 of 3 AT WAA A mlgte] JiAdE o] LA grade
021 /A =2 H&(%)
YYD601 YA 24 40mg
PP 94.34%(100/106) 98.10% (103/105)
F=H) T2k 2ol -376%, 95% %= AT -8.87~136
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94.74%(108/114) 98.18% (108/100)

7 2po] -344%, 95% ¥Z AN AIE -824~1.35

- o] kg AP T 15.25% (187 /118%8) Nl A 337, YAl F440mg Fol F 12.07% (148 /1167) A 191 0] LA

B 36. O[S AT (Safety Set)

Organ Class YYD601 40mg HAZ 40mg

Preferred Term (N=118) (N=116)
)| M2HE, n(%), (2% 7157 (95% Confidence Interval (Lower, Upper))

25 & Hofj(Gastrointestinal disorders) 8 (6.78), [12] (2.97, 12.92) 7 (6.03), [10] (2.46, 12.04)
M M(Diarrhoea) 2(1.69), [2] (0.21, 5.99) 2 (1.72), [3] (0.21, 6.09)
4%} £ (Dyspepsia) 2(1.69), [2] (0.21, 5.99) 1(0.86), [1] (0.02, 4.71)
A 2| (Chronic gastritis) 1(0.85), [1] (0.02, 4.63) 1(0.86), [1] (0.02, 4.71)
2 #l(Nausea) 2(1.69), [2] (0.21, 5.99) 0 (0.00), [0] (0.00, 3.13)
C{& 8% (Large intestine polyp) 1(0.85), [1] (0.02, 4.63) 0 (0.00), [O] (0.00, 3.13)
=45 EHZHAbdominal discomfort) 1(0.85), [1] (0.02, 4.63) 0 (0.00), [0] (0.00, 3.13)
5—%-‘?’- W& (Abdominal distension) 0 (0.00), [0] (0.00, 3.08) 1(0.86), [1] (0.02, 4.71)

& (Abdominal pain) 0 (0.00), [0] (0.00, 3.08) 1(0.86), [1] (0.02, 471)
**i%'— £Z(Abdominal pain upper) 0(0.00), [0] (0.00, 3.08) 1(086), [1] (0.02, 471)
AT Y (Reflux gastritis) 1(0.85), [1] (0.02, 4.63) 0 (0.00), [0] (0.00, 3.13)
HE EtE(Hiatus hernia) 0 (0.00), [0] (0.00, 3.08) 1(0.86), [1] (0.02, 4.71)
2 MY (Gastric ulcer) 1(0.85), [1] (0.02, 4.63) 0 (0.00), [0] (0.00, 3.13)
& 314 (Intestinal metaplasia) 0(0.00), [0]  (0.00, 3.08) 1(086), [1] (0.02, 471)
£ 2l(Eructation) 1(0.85), (1 (002, 4.63) 0 (0.00), [0] (0.00, 3.13)

e 9 7| 4EF ZY(Infections and infestations) 5 (4.24), [5] (1.39, 9.61) 3 (2.59), [3] (0.54, 7.37)
8| 91 % (Nasopharyngitis) 3(254), [38] (053, 7.25) 3(259), 3] (054, 7.37)
= E S (Cellulitis) 1(0.85), [11 (0.02, 4.63) 0 (0.00), [0] (0.00, 3.13)
Ol & 20 XHInfluenza) 1(0.85), [1] (0.02, 4.63) 0 (0.00), [0] (0.00, 3.13)

ZtE MAA Eol(Nervous system disorders) 3 (2.54), [3] (0.53, 7.25) 1(0.86), [1] (0.02, 4.71)
+&(Headache) 2 (1.69), [2] (0.21, 5.99) O (0.00), [0] (0.00, 3.13)
O] X| 2| 2(Dizziness) (0.85), [1]  (0.02, 4.63) 0 (0.00), (0] (0.00, 313)
Z2(Somnolence) (0 00), [0] (0.00, 3.08) 1(0.86), [1] (0.02, 4.71)

=4 F5 gl Alg 8 Z(Injury, poisoning and procedural complications) 1(0.85), [1] (0.02, 4.63) 3 (2.59), [3]1 (0.54, 7.37)
2= 27 (oint dislocation) 1(0.85), [1]  (0.02, 463) 0 (0.00), [0] (0.00, 3.13)
QIC & EHLigament sprain) 0 (0.00), [0] (0.00, 3.08) 1(0.86), [1] (0.02, 4.71)
EtttAH(Contusion) (O 00), [0] (0.00, 3.08) 1(0.86), [1] (0.02, 471)
e &tk Skin abrasion) (0.00), [0] (0.00, 3.08) 1(0.86), [1]1 (0.02, 4.71)

ol AF a*f(lnvestlgatlons) 3 (2.54), [8] (0.53, 7.25) 1(0.86), [1] (0.02, 4.71)
OlALIZEL Of0|l= 0| Z4 F7l(Aspartate aminotransferase increased) 2(1.69), [2] (0.21, 5.99) 0 (0.00), [0] (0.00, 3.13)
gt opojke Mol @4 E7HAlanine aminotransferase increased) 2(1.69), [2] (0.21, 5.99) 0 (0.00), [0] (0.00, 3.13)
Sof SgofEl olit &Y w4 FIHBlood creatine phosphokinase increased) 2 (169), [2] (0.21, 5.99) 0 (0.00), [0] (0.00, 3.13)
QIS RUX A HHO[ZA AlE Fd(Influenza A virus test positive) 0 (0.00), [0] (0.00, 3.08) 1(0.86), [1] (0.02, 4.71)
gof ozta) 9lik B 4 F7(Blood alkaline phosphatase increased) 1(085), [1] (0.02, 4.63) 0 (0.00), [0] (0.00, 3.13)
oo Hpb B4 G4 F7HBlood lactate dehydrogenase increased) 1(0.85), [1] (0.02, 463) 0 (0.00), [0] (0.00, 3.13)

m 5 gl nst =% Zof(Skin and subcutaneous tissue disorders) 1 (0 85), [1] (0.02, 4.63) 1(0.86), [1]1 (0.02, 4.71)
£ E2{7|(Urticaria) (0.85), [1] (0.02, 4.63) 0 (0.00), [0] (0.00, 3.13)

&7 (Eczema) o (0.00), [0]  (0.00, 3.08) 1(0.86), 1] (0.02, 471)

b= E 0l (Hepatobiliary disorders) 1(0.85), [1] (0.02, 4.63) 0 (0.00), [0] (0.00, 3.13)

2 X|2E (Hepatic steatosis) 1(0.85), [1] (0.02, 463) 0 (0.00), [0] (0.00, 3.13)
%Zi §= Ze =X| Eol(Musculoskeletal and connective tissue disorders) 1(0.85), [1] (0.02, 4.63) 0 (0.00), [0] (0.00, 3.13)
E (Arthralgia) 1(085), [1] (0.02, 463) 0 (0.00), [0] (0.00, 3.13)

§§J|‘ 8% 9l 34 Hol(Respiratory, thoracic and mediastinal disorders) 1 (0 85), [1] (0.02, 4.63) 0 (0.00), [0] (0.00, 3.13)

T 7| (Sneezing) 1(085), [1] (0.02, 463) 0 (0.00), [0] (0.00, 3.13)
Total 18 (15.25), [33] (9.30, 23.03) 14 (12.07), [19]  (6.76, 19.42)

HE A4S0, 5 AgFAM 18(CPK S7HEAA S, #dA 29), 552 txTdA 139 71(%

- FEOl RS AT 9.32% (1198 /118%) ol A 1971, WA FA440mg F F 4.31%(5% /116%) el 4] 9710] LAY
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2t (Safety Set)

System Organ Class

YYD601 40mg

YA|IE 40mg

Preferred Term (N=118) (N=116)
3—5%0\‘8{'8“ n(%), [2%4 74551 (95% Confidence Interval (Lower, Upper))
ZtE =T Eofl(Gastrointestinal disorders) 3 (2.54), [4] (0.53, 7.25) 4 (3.45), [71 (0.95, 8.59)
A AHDiarrhoea) 1(0.85), [11 (0.02, 4.63) 2(1.72), [3] (0.21, 6.09)
2%t 22 (Dyspepsia) 1(0.85), [1] (0.02, 4.63) 1(0.86), [1] (0.02, 4.71)
25 WE(Abdominal distension) 0 (0.00), [0] (0.00, 3.08) 1(0.86), [1] (0.02, 4.71)
=& (Abdominal pain) 0 (0.00), [0] (0.00, 3.08) 1(0.86), [1] (0.02, 4.71)
’3—:-?— &% (Abdominal pain upper) 0 (0.00), [0] (0.00, 3.08) 1(0.86), [11 (0.02, 471)
2 #l(Nausea) 1(0.85), [1] (0.02, 4.63) 0 (0.00), [0] (0.00, 3.13)
2 H ¥ (Gastric ulcer) 1(0.85), [1] (0.02, 4.63) 0(0.00), [0] (0.00, 3.13)
ZtE MZH Hol(Nervous system disorders) 3 (2.54), [3]1 (0.53, 7.25) 1(0.86), [1] (0.02, 4.71)
& (Headache) 2(1.69), [2] (0.21, 5.99) 0 (0.00), [0] (0.00, 3.13)
0{X| 2 & (Dizziness) 1(0.85), [11 (0.02, 4.63) 0 (0.00), [0] (0.00, 3.13)
Zgl(Somnolence) 0 (0.00), [0] (0.00, 3.08) 1(0.86), [1] (0.02, 471)
o1& HAl(Investigations) 3 (2.54), [8] (0.53,7.25) 0 (0.00), [0] (0.00, 3.13)
OfAT2EAF Of0|e TO| &4 F7HAspartate aminotransferase increased) 2(1.69), [2] (0.21, 5.99) 0 (0.00), [0] (0.00, 3.13)
et off|le 0| g4 E7H(Alanine aminotransferase increased) 2(169), [2] (0.21, 5.99) 0(0.00), [0] (0.00, 3.13)
o F2fobEl oIt 2 A F7}(Blood creatine phosphokinase increased) 2(1.69), [2] (0.21, 5.99) 0(0.00), [0]  (0.00, 3.13)
oy zta| o4t 2o 4 F7HBlood alkaline phosphatase increased) 1(0.85), [11 (0.02, 4.63) 0 (0.00), [0] (0.00, 3.13)
Eoll AM Eheh G4 B7HEBlood lactate dehydrogenase increased) 1(0.85), [1] (0.02, 4.63) 0 (0.00), [0] (0.00, 3.13)
24, 55 U A& E S (Injury, poisoning and procedural complications) 1 (0 85), [11 (0.02, 4.63) 1 (0.86), [1] (0.02, 4.71)
23 Et4l(Joint dislocation) (0.85), [1] (0.02, 4.63) O(OGO [0] (0.00, 3.13)
olch HzK Ligamem sprain) (0 00), [0] (0.00, 3.08) (0.86), [1] (0.02, 4.71)
Y A 7|45 ZLY(Infections and infestations) 1 (0 85), [1] (0.02, 4.63) 0 (0.00), [0] (0.00, 3.13)
QI A X(Influenza) 1(0.85), [1] (0.02, 4.63) 0 (0.00), [0] (0.00, 3.13)
253 Y Y xE Xoll(Musculoskeletal and connective tissue disorders) 1 (0 85), [1] (0.02, 4.63) 0 (D 00), [0] (0.00, 3.13)
2Hd S (Arthralgia) (0.85), [1] (0.02, 4.63) 0 (0.00), [0] (0.00, 3.13)
m & gl ms} =X Folf(Skin and subcutaneous tissue disorders) 1 (0.85), [1]  (0.02, 4.63) 0 (0.00), [0] (0.00, 3.13)
= B{7|(Urticaria) 1(0.85), [11 (0.02, 4.63) 0 (0.00), [0]  (0.00, 3.13)
Total 11(932), [19]  (4.75,16.07) 5(431). 191 (1.41,977)
FUe o TS 9 SO R FWEL TAAA GAS
oo g g FEEEE AT 171(0.85%) HA AT (FTY AsEH)
6.5.3. W34 Y%A (Non-pivotal studies)
. aule
6.5.4. 71EFY A @ (Supportive studies)
= o]
o dFele
6.5.5. 17} o]} A@AA d& AREA BiA
o =
656. ABE AR B HIN(CID 536)
. el
6 = -
65.7. F&4 Ao ¥ 2% 2 48
o PPEI} FA setol 14 B7h WY QRAEESIHE Fol & Hoh 8% Kol F ANRUAG A 4
1450 LA grade 091 dldh 2 WIEWN)) F T2k Aol 95% 45 Az TRiel s@AE 2
8.87%, -824% 0% F #AT EF HITA &HAY -10% Bt & AHE YEHSIL, HAAES{FES
A BEY AWES BE T ol $AR 42O, BAHCD H9T Aol UUS

[e)

YYD6012

.

A= A=

vEA 9
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11.125mg(10mg), 22.25mg(20mg)
1. A4 = 972 F(GERD)
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Depression
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Aranulocytosis
Hypersensitivity
Hypomagnesaemia
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Hepatic reaction

Severe cutaneous reaction
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Interstitial nephritis
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Fracture of the hip, wrist
Gastrointestinal infection
*914% 7

or spine

2. T8 FAA A4

=

Convulsion/seizure
% 7 1z} _ Qly}l A O] o]okxE 71 A]S
O%/E’“‘I EL]-—‘_I‘L- -/]“FFU ]EO _nql:[]_%/\‘]
Pneumonia - AT ZAA AR AL
“5)
3. T2% FSAR
Pregnant and Breast-feeding women
QYR B R - A SE BARE |
o = T
Renal impairment AT T ZAHAEARA 24 | T
21 %o}
» HEZA, EAE AFSHEYAM, 2f-2fAL & HEIIE HYXE, HASEZER
(Bl & 2[kZFS ALSst= &Alol et nsAZR, siE2fEzS ZEH-HY
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