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A1 FE TS 7] Aol IREHY (oA HEFE i & Ja FdF3A & %E Aths =9
Atk ok 5.0 WA oF 5.59] pHellA A4S WEAZD doo A8 Fdo] Alsty AE AlgdE F
Aok, Al FE ZHY o= WE YA FFHEA A4S, JdE 549, EURAGIT® L 30 D-55(Evonik
Industries, %) 2 EUDRAGIT® 100-55¢]t}. A1 AL I A" F & B9 thZ o slo|zzd
222 TP O]E(HP-50 = HP-55), ZEH|d olAHolE gy olE, AMFI 2~ olA|Ho|E ZEHolE, 3Flo

szmes ohdHelE Ao EE Egaht, ol AlduA gvh,

Aol Qe wsh gol, SfASHY 2HBE b ol del Az wA YAE FHAT. Az wA YAe] HRELS
AL A AR skl (F, o}, WEF Bl walA) A7) JAY ARER Sds. AL 1A dAsh A2
WAl QA Aol Aole FE =Y, FALOE, Az F& @Yotk A2 3§ ;YL :IF FelMum, o
6.2 A S 6.890 el A RN BYAT YL DAL, A2 38 20 o 6759 o
AN ;A AARDE BHAS YEAD. A2 4§ @Y g0 wrk 499 ATNE Wel A o 6.2 1A
°F 6.89] pil A 1Al AAERE BYAZ FEW,

A2 48 AP F10] ol IHHIL T (]2 HET

Atk ok 6.2 WA oF 6.89 pHold FAAZ WE 2] ) o] okA|sty 2 5
Atk A2 g FFAQ o= WEgagAd FSEA 49 B WEmZEA FSEA 43 A9 EEot. o
el agA A % BQ]' etz gy FEIA 3 A= 4:1 UK 1:49 ¥], 8RR A= 3:19 H]olt}.
Helmad4d 3584 53 BY o= EUDRAGIT® S-1000]1, wWeta = 353 53 A= EUDRAGIT® L-1000]
o A2 & i%‘ﬂiﬂ doZ ALEE 4 e T oE BEE o]z s olAEo]E HAo]E i
27t 2 slo]lX2Wa s ofAHo|E MAYo]Ee o|dt THE(ANE EW, 7] # Ad AFHE A
£)9 EgEo|t
A
=3 McIvained] 3 &9A 9]

pH &3 =
LF** >55
MF** >6.0
HF** >6.8
LG >5.5
MG >6.0
AS/HG >6.8

o] F Ao AR F¢AEL Shin-Etsu Chemical Co., Ltd.(¥L¥)ZHE Shin-Etsu AQAT #& FHEAZA
A7t 3t

o A B eH (B AR A717F oF Sumolth) etk

u1 FAHOR, HF 57 68014 ANSE F piiF S5k o) SR & Ae Aot UKol IF Et

= = 171

HHMF B MG T2 1:39] W& E9Eo] oF 6.29] pHellA /jAls= &dA

5 o) W& i A5T F 9
% ASIEL S 0,560 pAS] A BRI A WS 513 VIS AgSte] A5 & 9 Aol o

6.752] pHoll Mol Aol W& HF tf MFel 15:1 H]E Apgste] 59 = o0& Aol
SAA] WES HF O WP 1:1 W& AMEste] 859 F 9lg Floltt.
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E, g Ag2x AEaX olHOE p-E7d AIYolE, HAEZA olAHolE HEHE, trpso]Ly
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Sourirajanel 3] W= 53 A3,133,1325 0 AMAIE], kAl Ztu-Adte g FEA, Jha-AgE
Y (GEF =g AxvelE), FHj(MdMAEMY gy F2gtol=), X357t 1 olgtola, ofAd 3
ol 50% olatel AERZL opAlElo|E, B %t 1 A 20]aL, ofAlE FHEFo] 21 WA 3590 AER2 T{opA]
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oz Hasdt FgEor. B g X {83 AFdHez Fad AESAE Fuiode,
e, Aguiodle, AUER, d3EE, 2R, U EE, oV ER, itelw, AR, 3
AGEE, d-TUE, $Eoh, A2WE, ouAE, g¥vs, FIARS, FFIL, AFY FHAAE W,
ASZ 2 FFA), o589 3= & 3. AFSAe FFHoE AFoR EAFM, oA 49
94 g, dF BYW, A, B, I8 59 4 Adrk. B A Ajpe ARgA 71 992 AR
L 05 2Feta drvkHg o2 Hu oF 500atm, X 1 oA Aotk

WA 5 FAe SFHeR, B F 4 AANY Foageta, e A BAste] HE dEHE He 3
&4, e FEAolth.  ol#d THAE EoA ARty F5E B AP FES TFA 72 U 74
sl 58S Uehdth, olgld FdAE vl nE R He £ B3], B 2 A 50ue] F3 F
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[0133]

[0134]

[0135]

[0136]

[0137]

[0138]

[0139]

[0140]

[0141]

ZIHEdl 10-2015-0084013

g 9, A5 2¥ WA B 2RI EIOlH (rotogranulator) ] o8-S g3l ol T Fojo] AA
& FH[FZ: Pharmaceutical Pelletization Technology, ed. 1. GhebreSellassie, Marcel Dekker, Inc. New
York, New York (1989)]ell ©S ZFAls] 7HA[= o] QUrt.

H onke} o], FHFAG ZY L HEE o5
GA FAE W B TEs ol &St T4 2
4 d A9 e FeF AH7] 2 A AGUE et ol & Ve
o] A% AAE 71 Aok 1) EA[}ZE: Aqueous polymeric coatings for pharmaceutical
pharmaceutical compositions, ed. J. W. McGinity, Marcel Dekker, Inc. New York, New York (1997); % ii)
Fd[#Zx: Pharmaceutical compositions: Tablets Vol. 3. ed. H. A. Lieberman, L. Lachman and J. B.
Schwartz, Marcel Dekker, Inc. New York, New York pp. 77-287, (1990)].

A3 @A o= dEdERs, AERA oMHOE, AZEs ZeIQUCIE (AR, T BAF
T AR, AERA oMHOIE ZaIQUeE, AERA ofAHOIE REYCE, AERXA ofAHE
zeyolE, AR EjopdHelE, Z(HdE WeaddelE), Z(dd weaddels), Z(Fdg

gadeolE), Fe(olaid veaddels), Z(EA detaddels), Ze(o]add dEtadyelE),
e (F5E vigaddels), Z2Gd vigaddels), (MY oaddolE), Fe(o]axzd oAl
3z

dol=), Ee(olatd oladeolR), F(SEA olabeol=), (™), F(lPd) AuE, &
Felga) maAE, FCIRd), FEGA SAo=), Fel(DA HeTgelE), Se(ud o] x

g oHE), EYHE okAEHlE), Eej(vd SReols) = EfUw £ o5 Edes 2T
=

det H=vE Axs

, ©l
fANA AR TEs ol

At 2YE velx the He wEe WyE BE T B2 WE AN w3 g 93 ¥
Asel Yk, W WE LWL QuHow age] A EE BE Rild) od welHe Al E 3E
Az kg RS FFUG. 2 PE ALY @ 34 4E 2 99 4R 29 ¥R 5 At oF
AY Gt kAT 2B B2 PE FolPo] et

AF Eol, WY of Agatel, Wt 58l A5,017,3815 U
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[0142]
[0143]

[0144]

[0145]
[0146]
[0147]

[0148]

[0149]

[0150]

[0151]
[0152]
[0153]
[0154]

[0155]

[0156]

[0157]

AgatA] Far o mA, ol &

AAe 1 EagATEE e

TAK-390¢] 9174 9o a5 ATst=s =Hx

8 ZRE AHE sl A R 2FFoRA Iddn.
°F 5.0 WA 5.500 Ede o, ke WEIHTH A2 F9

EL

#] 6.8 =4

pH 5.0 W= 5.50X "r=at= A (FHY

oF pH 5.0 WA 5.59014 W&l dHe

pH 6.2 W] 6.8°014 WEah= 33 (3 H-H)

SIS31 10-2015-0084013

°olE F FEY
2] 29 BelaA, pih
% Qg1el4, phi7k o 6.2 U]
& At sdsit).

7] X 1& TAK-390R W&ol A45E F8A9 48 4 2 349 39 n&e JAa
X1

¥ &9 LL 1

WEE = pH 5.0 WAl 5.5 6.2 =] 6.8

Ak

A +9 etz gat 5 B (velzda 2FEA 43 Ae dead
At FEEA ¥ Bl EYE

TAK-390 &&ko] nlg |15 WA 50529 50 WA 85F =%
7ﬂ§. =il /Kéui

ol Fgo] HPMC(Blol =2z ~) e W2 FHHE.
=) azi
HPMC &S AQ)e BE FPA= SAE Ak, TAK-390MR & e
o},
ZAl
30mg, 60mg X 90mg MES] o] 317l E 2 @ & 3o 7AIEH ] YT},

HYE A T3},

_19_
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[0158]

[0159]

=3
2o

EEETET

Aed F (m

30mg 60 mg 90 mg
RETEE S
TAK-390 6.5-8.5 14-16 21.5-235
¥ (joom P — 12.8-14.9 9-11 14-16
LA 3hA 45-6.5 3-5 46
A A 5.0-30.0 5.0-30.0 5.0-30.0
B3 A 3.14-5.15 2-4 3.5-5.5
2FA 0.06-0.26 0.02-0.22 0.08-0.28
2o 7 q.s. q.s. q.s.
BE F
¥E 344 1.0-5.0 1.0-5.0 1.0-5.0
GG ZA 0.4-3.0 0.4-3.0 0.4-3.0
s 0.5-3.5 05-3.5 0.5-3.5
g q.s. q.s. q.s.
8 FL
otg 0.5-2.0 0.5-2.0 0.5-2.5
F-g=A 1.9-4.0 0.9-3.0 19-50
HEerad4t Y
, 6.0-12.0” 6.0-12.0 6.0-12.0"
FFHA g8 7
EY | 0.5-2.5 0.5-2.5 0.5-2.5
AWEAA 0.1-1.0 0.1-1.0 0.1-1.0
g q.8. q.s. q.s.
Ein s
EER L 0.01-0.1 0.01-0.1 0.01-0.1
@34 0.01-0.1 0.01-0.1 0.01-0.1

LA AA(AHY 9 Ax AAY Fe F 30%0lch)

2:. A% HA Ed2A9 %
s AR T T

_20_
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[0160]

[0161]
[0162]
[0163]
[0164]
[0165]
[0166]
[0167]
[0168]
[0169]
[0170]
[0171]

[0172]

[0173]
[0174]

[0175]

i3
}g-Hel A &3 ¢ @9
30 mg 60 mg 90 mg
ECE]
TAK-390 21.5-235 43-46 66.5-68.5
3 T
14-16 29-31 44-46
(500pm WA 710pm)
%A 57 11-13 17-19
R 10.0-50.0 10.0-50.0 10.0-50.0
B3 3.5-6.0 8-10 12.5-15.0
A%A 0.10-0.50 0.10-.75 0.1-1.0
g " q.s. q.s. q.s.
S F
|E ¥44 2.0-15.0 2.0-15.0 2.0-15.0
GG 2] 1.0-6.0 1.0-6.0 1.0-6.0
oty 13-3.2 3.72-5.2 6.0-8.1
g " q.s. q.s. g.s.
& F-H
- 2 9.63-12.0 20.26-22.3 30.89-33.0
e 4.0-16.0 8.0-33.0 14.0-50.0
FEEA 19 B o T T
AR
\1]|E}_ @ _ 4.,0-16.0 8.0-33.0 14.0-50.0
TEEA FE A
FhaA 1.12-3.0 3.24-5.0 536-7.5
g5 gg " q.s. q.s. q.s.
AAE " q.s. q.s. q.s.
iy
P 0.01-0.1 0.01-0.1 0.01-0.1
A B4 0.01-0.1 0.01-0.1 0.01-0.1
 AxAyY ¢ FLE
FE-LL ® FH-H Az By A o] F=ET

1. ZFAE wntgto =2y gujol] &3iAA AFA &AL Azt

2. EFFony dadaxetE, AAsA|, A " FIAR o]Fox AF
3. 9 7E I E A Fdsr] Wl Fdsta gEYET

4. ARA §HE EFshAA 7 Foll AF 2Hs AT

5. Azxd FEEs AAg.

6. WAL 7IAIE AFESte] IEE &l Foll EAMAIZIT

7. BE YAAE wnrgo 2 A g &3 7).

8. WHI|E ARgste] Qtm, A 2 fujo] AEYAS HE FAgA &AF

SIS31 10-2015-0084013
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[0176]
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[0178]

Q2

24 gujje

1

H

AgA=

1.

[0179]
[0180]

[0181]

ol

[0182]

[0183]
[0184]
[0185]
[0186]
[0187]
[0188]

s

%

[0189]

[0190]

o dasst AAE

il

Aetadsd S A 74 B, vt aEd F53A 79 A B kA

11.

[0191]

A 58 A, ad, T4

[0192]
[0193]
[0194]
[0195]
[0196]

No

Ao

=

i
jam}

[0197]

DEEE-= 3 Rl

ki3

o

oFe} gl

=1
=

3}
S}

5

o
21

4o A Aol ¢

-
B

Al

A Ale 2 TAK-390MR <]

[0198]
[0199]
[0200]

oo

Aol

3
Br J Clin Pharmacol.;

o R
=

o] &%

29 Fol

=g}

ojife] of &
2 934 U (Cox 2 AUIC & E5%) [#=: Sostek MB, et al.

Z 54%= A Abe}

=
=

7Hzl gkzp

=

GERD

L
i

Aok wAgle] ol

HA A o] 5]

©

A=IES33
= 0o
KB\ |
= 1

ach. waA,

o
o] XA

=

64:386-390 (2007)].
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=

[0201]

ol

o

or

[e)

TAK-3902]
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T

Hoodqto] Ee AAld 1o 7]AE ule} o] AlZE TAK-390MR 90mge] ©3] A7 Fo

[0202]
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[0204]

[0205]

[0206]

[0207]

[0208]

[0209]

[0210]

[0211]

[0212]

[0213]

[0214]

[0215]

[0216]

[0217]

[0218]
[0219]

[0220]

[0221]

[0222]

SIS31 10-2015-0084013

AN e 1, vid, F2he] &9, ds]-Fol,
=2 Aell, fApgo] 47fe] ol Fo & 2
T o el TR dFeditr. 4l Arse
s
7

)

8] &3] SehARE B 3UdA ] F3] B3

17¢oll el Bz &3 Abolol] 52 o]ale] HAadke] FoF 7] 7H(washout interval)o] <t}
=23 7+
AdedA 748 edlelx. HR2E(H. pylori) ANE A¥E 71 A% 18 U] 55419 A4s WA 9 oA tidS
o] Ao ke AAo] AR

Fo] A 9 7 717ke] 3UA el Fo] T 2443 77 AAH d WEYE B8] TAK-390MRe] PK Z 2 3}Ql£
BrEskAct. ¥ 8] 38 "9 (standard noncompartmental method)E& AFE3Fe] TAK-3909] PK d2ln|E] =
Aslglon, g XEggsTh: ty,, = AE Foet AF s st HxE BEE TR Ao A
A5ty = 2EE A 8 sxo] =LA AZE G = #2EE A 8% 5%, 2 AUC = A3 002

Feg HE(AUC) 2 AIZF 00 ZHE FE(AICL)7HA 9 84 &% o AlZF 34 ofge] WA,

o N e

-z
v
o
=
B
_)
o
off
N
>

A2 HWe de &4 ZI(EA &9 B, C == D)) FAH BrF A FgA9 TAK-3900 et Coa,
AUC, 2 AUC.9] ulo] thdk 90% CIE £a o]Folhrt. 2/0¢] WMo mREY o] ulo] i3tk 90% CI7} 0.803

1.259] =34 &/ (bioequivalency) H el A& A5, &4 oW &= 24 &L JAow A

Zy gxlol diste] ZF 717ke] 194 2 3d Al FEsty wkgS o, ol 7z} 7|7t Medtronic
Digitrapper™ pH 71%7](Medtronic, Inc., "= PIH&EE PlyoZE]x &A4)E AFE3sHe] 2447 A5 U
pll ZUEHE 33t}

2712 PD HetulE], Fol 5 247kl A A 158 14 FoF Hy 9l pH € pHr} 42 238k 9A1ZHpH > 491
BN pH ALY S-S AFREt] AXERAT. 194 g s 4 g JEHo R HFE .
Zr g¥lo] fite], Z]EALA) 2 3UAe PD dEuE, ada JEAozRE WIS )& A

(descriptive statistics)& ©]&3lo] QoF3lA),

2

Z1EAo2RE 3AA7IAe PD welu|E] WElo] thE ANOVA 29S, Aold Ha/F4 24 3

TAK-390¢l w3t PK Wsle] a3& Hrishe d AME3glth.  ol& AAgd ug A% F94 +52 0.058
t}.

HdA A7t

BAGUE) RIA, FA ROk ALg, 126% AAE, AA A4, B 45 37 2 494 e B s
KR
=

Uit

7‘_:‘:1_—1

ol++5- A st

A&E o Jdoz T ddE 27) o] Fo &RE &3 489 Ul T 469 ] PK E PD Ao
Y. BEE 48W o] fiide] hAAd B4 2gEHAT. olE2 FE FAA60%) 1R en, A#Ee] 19 WA
534 M (HH £ SD =32 £ 11ADSTE.  77%% Wdoldler, 23%= SAoltt. ol&9 Hdt + D AFS
172 + 10cm o, o]&2 Hit + SD AT 76 + 12kgo| At}

oFF 3}

TAK-390MRS +2) AEl(&H B)olx TS wf, 2 Jel(E&5 A)dlA 2] TAK-390MRe] Fof <} vl sle], TAK-
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39090 WHE t,,
TAK-390MRS LA} o} 2 A}
W TAK-390MRS 44 “3el(

C
l'i
e, A AE(EY AolAe Tt lﬂé}o%, TAK-390MRE F2] AEl(&9 B)olld T 24 58 A(E
0ol T3S ool 17 WA 31% Z71e 3
el (s ¥ 6 Z2). ZF £ tdl s

AFATH(EH] ® 5 FHER).

fr
o,
Sy
£2
—
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o
=)
alll
RS
e
i
%
|
i)
fr
o,
i
£
[\
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)
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R

c}.

ok 3}

AAARoZ, U pH Ap= Adolg A2/w2 =3 3holl A< TAK-390 PKe] ¥}t TAK-390MRe] PDell tsto] &
4 E0E 2K PSS AAETHE 7 2 % 2 #E). wWE S pHoll tiste] 2441%F Fol ¥ ghAe] A
ZlEMozRE o WM 3LA - 1dx)el et F EHEY d2 gHe o) Hlul(pairwise comparison) Xt
o= oug FATHcR {Fog ol FUATE. Al HlaloA A %ﬁli‘@oi frofgt fdsk ztol+=
FAEH B AR A) Atolol YUl pl7t 45 Z3ee AI7EY] wEEo| Aolem; 2719 &1 Ak
ole] ztol= 8%3ITH

ok

TAK-390MRS A2 = thFdh H2 27 3lolA Folgs ul, Jolo] A kA de
P 2] ekktl. 1999 Al (40%)e] 17 o] gl A=~

A dgHo= %—}1?‘& Hale PaEE A Iy FA8-(AE) & 73;4
shlom; 171 oo AEE A ude FolA §HE Tt A Aoyt (it AMY EE AZe ARE W
A A AT, SH CollA 1717 & FoF 713 F¢ AR EA FUHE Q8] 199 diide] x71dd sk
o},
A=
A4 Al vwaste] thkst T4 27 3boll A TAK-390MRE] Fo] ¥ TAK-390 wZolA &3k 1} ke

] gt
Z77F AJTHCrn A 12 LM 31% S7F AUCONA 9 WA 12% 571 . Zdolgh AA/gF2 =7 stolA Fo +
A

TAK-390 PKe] W3}z fJu) pHell lojA @& Apol& do7|#] eddth.  o#fgk pH A= TAK-390MRO] 2]
7oA vt &4 A B8] FoE 5 A& PPl AR

= g4e) golgel BAgle] Felh 4
Fof g AT, weuel FHA wANE A & Aok

44 TAK-390MR 90mg BEi= FejAlil o] Foj9] elolw]
A A2 =7 sl Zolg
B
C
D

F2 U A oFAAAL AT 308 ol Fold
AN o} QA 5 Aol Foig
DA o}3) 214} 308 Fol] Foiwm

TAK-390MRS] ©3) A7 Fol F PK Wiy #4Ao te &4 2
&49) golWel mahe] aof

) 25 tiag tmax Cax AUC; AUC,
h h ng/mL | ng-b/mL | ng-h/mL

A N 46 46 46 46 37
Bz 0.87 5.38 1486 6996 7058

CV% 70 36 54 53 53

B n 46 46 46 46 37
BF 1.91 7.63 1825 7999 8157

CV% 45 24 36 48 49

C n 46 46 46 46 37
9F 0.49 5.94 1653 7975 8198

CV% 136 41 43 47 48

D n 46 46 46 46 37
|9F 0.53 4.73 1597 7448 7970

CV% 92 60 48 52 50
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el
()}

A =7 A9 Fdo] digta dFd F4 =4 oA F44
TAK-390MR®] ©3] A Fo ¥ TAK-3909] A &&

PK st A F3A 90% CI

€9 B d8% A( @z )

Crax 1.3065 1.1735-1.4547

AUC, 1.1901 1.1249-1.2591

AUC, 1.2050 1.1449-1.2683
44 C d8¥ A( == )

Cnax 1.1684 1.0494-1.3009

AUC; 1.1910 1.1257-1.2600

AUC, 1.2096 1.1484-1.2740
4AD d88 A( @F= )

Crign 1.1165 1.0026-1.2432

AUC, 1.0903 1.0305-1.1535

AUC, 1.1483 1.0887-1.2112

E 7

1A (SAR) 9 30 (TAK-390R)S] % 2447 o]
AZk 7 B AE A g 2 9] oA} 48 2FFE
Azt MEe R FHOEREY WGIA - 1949 B4,

7t 2o ¢ Az ] A vl=d @ Pak*
44 A B C D | BvsA” | CvsA’ | DvsA®
B 9l pH
19 228 [227] 219 | 241 0.97 0.57 0.38
(FepAn)
3% 446 | 425 | 443 | 453 0.09 0.71 0.60
(TAK-390MR)
AZRAEZRH A 218 [ 197 | 224 | 213 0.25 0.81 0.70
(39-19) %
S pH>4% % Azt
19 17 18 | 16 19 0.90 055 0.55
(EBAR)
3d 64 | 57 | 62 66 <0.01%* 022 0.54
(TAK-390MR)
AFAC=TE A 47 | 39 | 46 47 0.02% 0.64 0.99
(39-19) %
$ Folo tiste] oA AL Efolr)o] pHell W= &de] gk 24
CPe 9, 17, A 2 A Ul 2ol uidel tigk AdkE W7hek ANOVARRE 2L ghelth,

=]

[¢}
HEHQ whAE geloln, Ao, ¥ 1
. Molubx] g3 & WAAe] AAE B

& A A

pi

F9 mE 2 TR RE 5
Azte] AAe) Burk FAMOE P AEHoR FEE TFTE AOR ANE A3 AP
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