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7187, AL1~30C)2H, AxIZRE 187]1€

1.3 952 %F5E(DMF) A
O FAEY, 5EHT, Axa B 2 AAA
1) ot~ ARE&A [DMF 5™ Z : 20230809-211-]-1538]
- A1z4¢ : TITAN LABORATORIES PVT. LTD. The Andhra Sugars Ltd.

- &7 A : Plot No. E-27/1 & E-27/2, M.LD.C. Mahad, Village - JITE, Raigad
402309 Maharashtra State, India,10-228, Venkatarayapuram,
P.B.No0.102, Tanuku - 534 215 West Godavari-District., ANDHRA

PRADESH, INDIA.
2) gt 2 EYUEF [DMF TS5H3$ : 20180502-209-J-146]
S AzY  (F)AAA A 5
&AL FHEE AAA o] euew 59
[FuEd el zeE A 2]

- Al=4¢ : CHEMPRO PHARMA PVT. LTD
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: Plot No. J-76, M.LLD.C. Tarapur, Boisar, Thane

state, India.
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GMPZ| ﬂ{%m 7] =29 A8
AAYR; | 2023.02.28. ERICH <
A= o oFF AR
2k A
2023.05.24. 2023.05.24.
Uzt
By
o g 2023.09.15. 2023.09.15.
A 2}
HFA
a1 2023.10.30.
[B o] &84 -FEA R 71E 2L AEE AA 2

&

B A4

49 Fo A




A AARE =

1=
=

i
or

M

[H & At

T

)

—
22!

: Slopge] 257t Al

o #Ad7A

(E&A))

A

oJoFx 3. HaA

=
=

[E1] 0. AEA

ERk!
© OO
D~ O] x
© M X | X
N OO
™ # | x
o ,ul ¥ | X
~ O x
ml <] x
——
=3 X | X
<+ ﬂw X | X
‘D| X | X
Ur <] x
= ﬂl < | X
K- ] 5
_E \ulﬂl. XX&,HME
= O|olx
= T
1.!3 4 7
wl B ®
= ~ o
X g <alol™
— i
o 41O x
B Olo|&
Tle Olol%
sl Olo|~
N a|o|&
= <Oolm
o —~ q VX
«© Hp
[N < o
sl O] |
S IS I
] O o]
P il
o < g
N P W
g to
= K o
— OOW
s
~
w | 2|
| T |
H i | R
- T | |E

iz

~

ol
™

gel

rueel

ko)

of

1}, ghAle) ok

A

ol

)
el

x
wjr

59

8. T FAAIESY HnAE 9 F3f ofF



[& AL} SgfelA]

AR F=(orzv| /e zetE 100/6mg)2 S| zetE SV 55 TR of2=yY Fold

ot Aol AR AY AT A HFHom Jpdstaal sk AR 249 St}

* P ZEE ZEeEd (9] - AlAAF AY HAH] A= BAel oA, 19 100mg o]}
A G oknuF Foo ot 9 - AolAF AlF <)

=0 B3 A2 - o]u] 7HE oJoFE e FAHAECE FAHE EFARE TE 1T A

ML AN MEEASHANIAER G F A, 1Y 2 MY o3 ut

NEARE 75%% T 3

o

A ARel weame detel 448 ) SeEE SHA3
R

TANYAR : okAgol B AR F BANIARE J1571E e zaE ddA 9 3

ol BP AR - okzmY R bl xR BEA AT QL)

do
ol

T

A A ARE ofxVH/EpH| ZEE BdA Y ofFstA/oFH R AT AtEo

A5, EFAe Aol &EA #F A5027) Fol AZFHAE. o=, guzgE =

IA AEEH YA EY] HEEY 270] AZSHAS

ofxm] Z/e}uZ e} EF B EFR] SFEE/FE 8FE o R-gof #HoF A}E

- oz @5 e ofxyd 9l guZgtE HE WHERAA I} oFFIHIPESS] of

Aaie]d4ake]  Cmax,sset AUCtau,ss®]  71sbddH] [90% A3 +3He 242 1.0729
[0.8704 -1.3226], 0.9804 [0.8959 - 1.0728]o.%2 H|xzgtEo o3l of~3d

o|8EL {23 HTFe ubx] gk

M o
o

q

o =2 TS5 M T
- gl EzeE OF T olxauy g g ZatE 8 WHERAA dx ofFstH A4Sl
gl zetEe]  Cmaxss®t AUCtau,sse]  71skE 44l [90% A& 3HE 242 0.7026
[0.5657 - 0.8727], 0.8115 [0.7329 - 0.8986]c.2 <UF A OoU, AN dSE
oA gl zgtE P ofAyd WEFAA 94 l AZAFE AL @l thall o=
(H23H= F ofxyd WEFAT) ] {3 TAE BHJor=g QA o=E {Fo3

2z0 old Ao FWiE
- ofxyY o= HEERAAl tiH] ofxddy ZHZetE WHE RHEEREA A [PA%)S}
Inhibition of Thromboxane B2(%)e] ~71stH w4l [90% A== 22 1.0546
[0.9690 - 1.1478], 0.9966 [0.9476 - 1.04801°1S. uwetA eEhwzelEo] o223 d
gt Pl dad 33 AAs ® TXB2 A A ds] ddFHo=z {9

CpZaE W eRelsh A BE E3 oA AdolE
g &

B EARHo R FEHAYAL. oled, TAWA 0T FolAdA F 21t AA o]
go BA%HoE TEHIULL
% Waoks A AAE - FEESAY AR



EoJRr] ozl o] HS XFF ZSE)
NN AET YFEAQDS SulZetE GAA HAFA AES YIARE FY
% 7140l ‘RAI’_, A& of=dd 047} a3k &A} 45275 ol A T

e PAA Fon, tideAiTel wel 2hu ZekEe] YA AGA G A
& Fold Aol7F UEhA] &S Aoz ddE= A 3 gl zetE adA oA

obrue] hFBATE ATSHA @& A 5L nedtel, BFAY EHEA UL
=



1. 71 == 2 2 fedeof &t A=
1.1. Xﬂ%’ﬁi
o AEY : 23PN E 100/5mg(et2=y A FJrHﬂEE‘r}*)
* O}iﬂﬂ gAY g ZHEUEF FE4 S HAgol T Y AFozE A
o oFg] R0 wE R F(Pharmacological class) : 38 ATA| A U 32 EH o A7)

o oFE|Z+8 71H
- ol~yd: AT A3 AE F COX-1Cyclooxygenase-1)& H|71zl o2 olA|e3)
sl EEEAA2Y S AT

Al O
- E}Hﬂ E}* Ei%ﬁg A A A (PPI, proton pump inhibitor)ZA H+K+-ATPaseES x|

2
o
&
o
2
o
L

Aol JomA, oxvd Foq7F B3k A}
F AU 1Y 13 13 s (ek2=3] F100mg/2HH] Z 2tE5me)S E-8-3o

12, 719 € AEA Y

e o~ O Z Qg AYS dWstr] Y A M FH EFAEA oA HU/ZZEY
ZAAA BFAS ALstuA & Z2EFZgAA F M ZHE 5mge Yol Z7
o2 8lmg == 100mg Aspiring E-&3t= A Ul 26F & A AY TAE

28%%, HeRZA  Teprenoned(21.7%) THl FYHEd ogF FIHE ASFFAS
(p<0.05. @A e ER5mgRabeprazole 5mg)e HAYE FHAHo] YEe A A
Aspirin E-go=2 1% AL dS FHOE s AL Fol 5. o], ofx=Td

Sl ZetEe TP BPAY NS B AE B A5 Folx, §UL

ey | EE
23}Ele] B3 w2 AT 4 QS Aog Je.

13. ARF5Y 37HA A AYolgd BT AY

° 2022.02.21. 9] FEL AR AEAH(HEHE 20220035226)
2. +T=EE 22ty 42 2 =St dZFo et NR(ZFF e AR)

21. 959 %F(Drug substance)

211, Gk R

ke DL E A4 Tz2)

Aspirin Enteric "
- CoHsOy4
ot~y ¥ A-g-Ag Coated Pellets P ‘

(MW 180.16)
75.47%




Na'

C 13H20N3N303S
(MW 381.42)

Sodium
Rabeprazole

ZIEUEF

2l

212 AEYGFFE NEFE

O 71EH)
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Sl
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~<
B Rd Il

2.2. A ¢ % (Drug product)

221 7MY F7 (FAA, LA, FQIA, HolAd A= 4+)
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222 $AGFE ANFYE

ANAA (
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32. A FE9 A

NEFF Ngz1 71 8E /A4 A 3}
S| HENE 2527 /60+5%RH WxAg/ 204 2 71 A
}% A 40+2°C /75+5%RH 47](HDPE), 7}(PP) oMY 7+ 712 ) A

33. AARAE R =9 AR

o Al A AL}

- 718E7], Ae(1~30T)RH, AxUYZRE 187 Y

34. A AE AAA 9A
o HHNY A 71E W AU AEE AR e A3 APPE D A8 B3

4. Sdof ot A=

« AZAE G BAARA AZ
SelelE450 e 149 % % 3 9. 8304 otxdan geamel tal s/ra A
Gow sorpmel SAAY NE AUZETAN AT AN SHAAD A DAZIALE

‘TdAlY T ay 2 SR ANE AR BE&add sl s7tEAAY Alad

_]
= o
35 o sidEte] olE EE AsAE WAE JPstuA &

41. A A AAA oA
o ojm] &7tH okFo FHRESE FAHAH EFAZ TE 1T A ML AAS 6k
ERASAANIAERE DI FASY, iE ¢ 37H‘é ol*& HHEEASZGANIAETE AT

=5 9%% ook, 7]157tE g ZeE gdAe] S5 ad 2 SHETFAA E AR HE
isted 37kE w9 kEF T FAAFIE(AFA DA A4ZARGA 1T A
BEERASHAFEAE AA| 7HE

O

s}
=

51. A8AH
e AEAR 5. WAAFA A=

AEOIFEAANA BT HGA 9 QI(QFHA-0190-03 +=C.Q&A
g Fastel, A7 FARY AT FUF DA P9 olA] BIAE A
S A9 A AR ASUA Fse MBOE TANIAR ASEAZ AWtLA T,




54. gl g AR

A
==
<

o FRzgo] B AR F AYAYARE JsVtE PuzeE ddAe AN 2
Z HAE
6. MAFHAHE Ao T K=
6.1. YA AR A (GCP &%)
e 2023.03.14. EEFIHUAAAE £33 HELd - A AAGER}-T14
6.2. YFANIEAER N8
AN FAHA ] A AR AN YA 3AFE F=R)
- FAE YA - JAER 2@ ZE T9A) b AEAR)
I ;iﬁﬁ 2o 5 Wy B
[HM-SARA-101]
A7+ AddollA RLD22023 RLD2203e WEFAA oFs/ofgshd Fszg 9 A/
S Hrtslr] 913 3, REEEA, IAEAAEAT, 27], 3XED), Al 13 A F
L[S0, o] [A4d] 249/ [- ARE A Haulo]eofiEdaqE(ebsd,
AA <A el 207 100mg 1734, 19 13] 5 ¥ eF= st
AeAz, 271, - AuE B SdEd smg 14, 19 135|084
X ET) AY 3¢ 5o
- X8gF C HEylo]|RolrElY ANE
100mg 1< + AAEA dmg 14, 1
Y 13] 59 T4
[HM-SARA-102]
73 dlelA HCP2202 EA] @=Fofek RLD2202¢} RLD2203 &5 Ao <53t
54 R ARAL Bre] A% FRANA, BA, BE w3, 4] wEa, A 14
LA
L [Feg, [aZe] 499/ [- AFek ehxddAgE 1005mg (of23)[ebEE,
AN, &5, @3 [dU 36 d/gH ZgtEUYEF QA A
47 wEmA - dzet I B eolrEY A S
A 100mg (e}~ #)
-tz I e 5mg (B ZaE
HEE
[HM-SARA-103]
273 AolollA HCP2202 E3A ©@5Foje} RLD22029+ RLD2203 WH-&Fo Alo] oFFst
54 R FRAL Boe] 9% FRANA, BA, A%, w3, 4] wEa, A 14
%k
IR ERESI ) %\Zﬂ%ﬁ&\ 439/ ‘_ ANEek gauEfHE  100/5mg (O}éﬂ\%%ﬁ—h




9l mma | PR EREE wolgF 9 Py B
A, A%, &3] |49 303 g/t 2 S U EF) Rk
47]  HEEw =} -z [ HEHlo|QolAEYAE
SIPAPARC] 100mg (o} 9)

- =k I Bl ER 5Smg (P Z=E
YEF

63. AEFAFAF (CTD 53.1)
o AEAGANFAR « A AT 24 A=

[HM-SARA-102] 773 ARlelA HCP2202 EBIA ©=xFoe RLD2202 ¢ RLD2203
BEFe] Ao okEEH B4 U dAe BrEy] 9% BANNMA, A, TE, w4
7 wEmR YFAY

© ABEA AT YA Fu gl HOZR AUA ERTeld RD202 4
RLD2203 W &5of Ao of5otd 54 o ohxy H7hE 402 9.

o TFEAT w194 o4 554 )
o« APAA - RALNA, B, B

o AFAH GO FE

Algef CHz=of | CHz=of |
AcHy HCP2202 RLD2202 RLD2203
- H2juj0|Q0[AERI AN S TR|oEY 5 U]y
X ‘_*E'o -
= 100 2|23 (oAm|BIRE ) (B ZalELIES)
A Sho|obE(F) (F)23ujo|2ao} (F)HIEAfo[AA

oprmBIREH 132, 5Y2| 13
FNE | (ofram|EeZAM 100mg),
2| Z2lELIES 5 Ye|a

ofAm|El FEuE 120.92U2|0Y | 2HZ2ELEE 5 Y2|OH
(ofAmZI2ZA] 100mg)

o Eojul . FEA E 150mLe} 74 Treatment A == B AFEF
o AT - A F Acetylsalicylic acid, Salicylic acid % Rabeprazole ¢ &%
e oFFS HIIHAST ¢

- 12k @74 - Acetylsalicylic acid % Rabeprazole ¢] AUCt, Cmax
- 2z} HrpdH S
Acetylsalicylic acid % Rabeprazole ¢] AUCinf, Tmax, t1/2, CL/F, Vd/F
Salicylic acid ¢] AUCt, Cmax, AUCinf, Tmax, t1/2
o D X/UE AAEA ¢ 40/36
- 238y AR 7 64 |
A AR) AR 5 499
getd g2k - 139
g NEEA o 3678

0

AT Y

e o\ ot



o BATNT ¢

Analysis Set Al subjects (N=40)
Randomized set 49
Safety Set 40
Pharmacokinetic Set 39

o k53t PrtAw -
- oM EatE| A4ty s vl HFAHFX(90% AlFTFIHE AUCtelA  1.0354(0.9899 -
1.0830)°191 2., Cmax o4 1.1051(1.0046 — 1.2156)& ‘}EbsHS-.
- gl ZeEe EE A ve HFEAHR0% AHTFIHE AUCtAl A 0.9716(0.9246 - 1.0210)
o]l o™, Cmax oA 0.9456(0.8637 - 1.0352) 0.2 UEGH-S-.
- ofAdgatE At g ZetEe] AUCt @ Cmax E5F 7|8t 1]l 2 90% A8 F3to] ook

54 F/Eel £PHo FFOE BYHAS.

¢ Geometric LS Mean Ratio
Pharmacokinetic Occmcirie LS Mo (Treatment B / Treatment A)
Parameter (unit) Treatment B Treatment A 90% Confidence
EIART|AIA q . 3
OfMIE Al | AL (ND=75) (N=78) Point Estimate el
AUC, (h*ng/mL) 762.35 736.29 1.0354 0.9899 - 1.0830
Conax (ng/mL) 391.40 35418 1.1051 1.0046 - 1.2156
S Geometric LS Mean Ratio
Pharmacokinetic Geomeiric LS Mean (Treatment B / Treatment A)
Parameter (unit) Treatment B Treatment A 90% Confidence
=13 3 g
2 Z2|E (NV=75) (N'=78) Point Estimate Fdial
AUC, (h*ng/mL) 183.73 189.09 09716 0.9246 - 1.0210
Cias (ng/mL) 88.41 93.50 0.9456 0.8637 - 1.0352

o M HIMAY - AdBADEdFS FoIL2 408 F 138l 2232 89(127),



[HM-SARA-103] 273 A<l °ﬂ/“l HCP2202 E3A] ©=F 9 RLD2202 ¢+ RLD2203

HEFA A9 FFEAH 54 B AAAES Hrisk] A% FERNAEA, 3, A%, 23,

7] WERR ABAIE
o ANFEZA . A7 Ao A A3 HCP2202 E3A
|5 A9 ofFsha E4 El 2

AT 0 qF 194 o] 554 o
o NFAHA - FALA, I, AF, @I FA, 27 47] R UAAF

4

= O
NER CHZ=OF | FE
AcY HCP2202 RLD2202 RLD2203
. ] HEH[0|Q0IAESIA S T2|oEN 5 Uz|aH
=< 100 Za| 22 (oprmieiareniz) (2 =alELIES)
&A1 sh|2FE(F) (F)=2jo| 2o} (F)H FelAfoliA

oprmBIREH 132.5Y2| 13
FME | (okrmEI22A] 100mg),
2| Z2IELIEE 5 Y2| Oy

oAl AESHE 1209921 | 2 Z2IELIEE 5 YE| 1
(ofAmzleZA 100mg)

o Eoduby - AW AAF & E 150 mL ¢} ¥4 Treatment A ¥+ Treatment B 7 75
o BATA - AAF = Acetylsalicylic acid, Salicylic acid 2 Rabeprazole ¢ &=

o k=8l HylHE
- 12+ 7S o Acetylsalicylic acid % Rabeprazole ¢ AUCt, Cmax
- 221 H7pHS
Acetylsalicylic acid ¥ Rabeprazole ¢] AUCinf, Tmax, t1/2, CL/F, Vd/F
Salicylic acid ¢] AUCt, Cmax, AUCinf, Tmax, t1/2
o ZX/AT AR 4 : 40/309
- 238y AW AA 4 58 |

- SE2H(ZZuAEH) A ‘641:]]/\1—;<]- 439
- F=ggE #4137
- SEF AdgA 5 309

Analysis Set All subjects (N=40)
Randomized set 40
Safety Set 39
Pharmacokinetic Set 36

o oFF3} HrhA

- opNR AT A TlstE T wle] HFAHXO0% A FH3E T‘:— AUCtell A 0.9775(0.9414 -

1.0149)°] %1 2., Cmaxell 4 1.0208(0.9306 - 1.1198)& +EF%,

- gl ZetEo] TSk Bl FAFAEA(0% A E b= AUCtoﬂf‘ﬂ 0.9912(0.8956 - 1.0971)




Ao, Cmax oA 0.9365(0.7901 - 1.1099= EFR=.
S} W7} Asth opM YA AL D ehHlZetEe] AUCt Cmax 25 71845 w19l 90%

53]
AZT3ko] o FEEEA Byl EHHAS

Geombite .S Maan Geometric LS Mean Ratio

Pharmacokinetic (Treatment B / Treatment A)
Parameter (unit) Treatment B Treatment A 90% Confidence
EIART|AIA . .
Ol'Aﬂ = EE—' ALAL (N'=67) (ND=69) Point Estimate Interval
AUC; (h*ng/mL) 650.64 665.62 0.9775 0.9414 - 1.0149
Cruax (ng/mL) 282.37 276.61 1.0208 0.9306 - 1.1198
. Geometric LS Mean Ratio
Pharmacokinetic e (Treatment B / Treatment A)
Parameter (unit) Treatment B Treatment A 90% Confidence
Tgal= 5 =
2l Z2lE (NY=67) (N'=69) Point Estimate ot
AUC; (h*ng/mL) 237.48 239.59 0.9912 0.8956 - 1.0971
Chax (ng/mL) 107.57 114.86 0.9365 0.7901 - 1.1099

FAAE FrHEF - AN ROAGFS TS 399 T 108X 13 (=T 69(671),
o o]
o =3



64. QAFYANY (CTD 533 & 534)
[HM-SARA-101] AA&# A9 AYAES thoz RLD22027% RLD2203E HEEAA of

/953 4E5ZE 2 ALY E Hrer] A7 T, A 13 dBAE

« NHHH .

4

RLD2202 ©& %o A9} RLD2202, RLD2203 ¥ -85 Al RLD2202<]

A, Wekde Wla Frtstaat s as

RLD2203 ©&5%Fo] Ale} RLD2203, RLD2202 ¥W-&%o Al RLD2203<]
3

S vl Hr}stazk S

1) 7‘] 701—;:-_": vl }\-]
53}, oFHetE 54 9 ohr
2) AZTE AANA

-
FEEA B4 % QHAA, Wef

CHEXE =+ H17] H27]

249 N2 A A= B Xza C

- X232 ARLD2202 1H, 1Y 18] 5¢ £E0
- X274 B:RLD2203 14, 1Y 13| 39 &0
-  X|Ea CRLD2203 1™ + RLD2202 14, 1¥ 13| 5¢ &0

]/ o ME 2Q&E= AZHE 108 O|¢h2 125t 1422 HEESIRACL

Y O
L Cz=of II

FACY RLD2202 RLD2203

- EET [T PN=CPeTPs Tl=d 5 221
=0

&8 100 ezmmopaeimg ) (| zaiELES)
A () maijo[ 2o} ()l 2lAo[elx
. | 0TI EEmE 12099278 | SHEZEEE § Yel
TEE | (oprmElo2A 100mg)

e T Rr W A4 1049 TR AU AA] Ask] R A 0F 1047
BE AS4E A9ty 249, E 150 mLet 4 YA FHLokES A2 B}
AS. AN BEOIFEL 17] U A RLD2202ctAu @024 100 mg) 182 19 13 5A7F
AT Eojsidon, 27] 49 A RLD2203EM ZeZUES 5 mg) 142 19 15 397+ AT
o & RLD2202 145 RLD2203 14 19 18] 537+ W 43he] AT =claaS.

b BT
g3 oA gy A4k, e zetEe] Tmax,ss, tl/2,ss, Cmin,ss, Cavg,ss, CLss/F, Vdss/F,



PTF (peak to trough fluctuation)
38 Salicylic acid ¢ Cmax,ss, AUCtau,ss, Tmax,ss, tl/2,ss, Cmin,ss, Cavg,ss, CLss/F,
Vdss/F, PTF (peak to trough fluctuation)

[FHst H7H
o ¢Fel3l W7l ARU (Aspirin Reaction Unit), TXB2 (Thromboxane B2)
o oFHT HIIHAST ¢
1 IPA (Inhibition of Platelet Aggregation, %)
2) Inhibition of Thromboxane B2 (%)
o oFHT A -
v 1d Oh (pre-dose), 5d 24h (6d Oh)
v 22d Oh(pre-dose), 26d 24h (27d Oh)
o Zx/2E AIHUAA 5 : 24/209
e AR &0 29 ¥
NANEA = 1 2478
g3k ANF G 0 49
ANEEA o 0 2078
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- Safety Set : 244
- Pharmacokinetic Analysis Set : 21
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- Pharmacodynamic Analysis Set : 21
o oFFS WA

- Aspirin 100 mg ©@5% WHE-Fo]A] tfn] Aspirin 100 mg¥} Rabeprazole 5 mg ¥ & HIE%
A 9] Acetylsalicylic acid®] Cmax,ss®} AUCtau,ss 2 7]stE 8] [90% A#33H= Zh2h
1.0729 [0.8704 -1.3226], 0.9804 [0.8959 - 1.0728], Salicylic acid®] Cmax,ss¢} AUCtau,ss <]
7183 1] [90% 2 3] T+7H+= 22 1.0358 [0.9468 - 1.1332], 1.0502 [1.0031 - 1.0995]¢] &

- Rabeprazole 5 mg ©= HFE-ES|A] tH] Aspirin 100 mg¥} Rabeprazole 5 mg =& b
B X ol A]e] Rabeprazole®] Cmax,ss¢t AUCtau,ss 2| 71sFH 4] [90% 212+ = 242
0.7026 [0.5657 - 0.8727], 0.8115 [0.7329 - 0.8986]c.2 LH ZFAslH S
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Figure 11-1 Mean + SD plasma conc ion-time profiles of Acetylsalicylic Acid at steady

state after multiple oral administrations of Aspirin 100 mg for 5 days or co-administrations

of Aspirin 100 mg and Rabeprazole 5 mg for 5 days (A: linear scale, B: log-linear scale)

Table 11-6 Geometric Mean Ratio and 90% Confidence Interval of Pharmacokinetic

Parameters of Acetylsalicylic Acid (Population: Pharmacokinetic Analysis Set)

Geometric Least Square Mean

Aspirin 100 mg QD + » Geometric Mean Ratio’
Parameter Aspirin 100 mg QD
Rabeprazole 5 mg QD (90% CI)
(N=21)
(N=21)
Crnaxss (MQ/L) 441.81 411.79 1.0729 (0.8704 - 1.3226)
AUCqys: (g-h/L) 813.99 830.29 0.9804 (0.8959 - 1.0728)
* Geometric mean ratio of co-administration of Aspirin 100 mg QD and Rabeprazole 5 mg QD to Aspirin
100 mg QD
Cl: Confidence interval
(A) (B)
g 8000 —— Aspirin 100 mg (N=21) I Spirin mg (N=!
2 = C“(;a:";‘"'s"am"s ot Asgitin 100im %) 1 éu?aﬂm:r?gtra?\é?s ?J; al\spinn 100 mg
E and Rabeprazole 5 mg (N=21) % | and Rabeprazole 5 mg (N=21)
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Figure 11-2 Mean * SD plasma concentration-time profiles of Salicylic Acid at steady state
after multiple oral administrations of Aspirin 100 mg for 5 days or co-administrations of

Aspirin 100 mg and Rabeprazole 5 mg for 5 days (A: linear scale, B: log-linear scale)




Table 11-8 Geometric Mean Ratio and 90% Confidence Interval of Pharmacokinetic

Parameters of Salicylic Acid (Population: Pharmacokinetic Analysis Set)

Geometric Least Square Mean

Aspirin 100 mg QD + - Geometric Mean Ratio®
Parameter Aspirin 100 mg QD :
Rabeprazole 5 mg QD =2} (90% ClI)
(N=21) ;
Conaxss (HQ/L) 5056.56 4881.83 1.0358 (0.9468 - 1.1332)
AUCq,s (Mg-h/L) 26501.06 25234.45 1.0502 (1.0031 - 1.0995)

* Geometric mean ratio of co-administration of Aspirin 100 mg QD and Rabeprazole 5 mg QD to Aspirin
100 mg QD

2| ZabE

(A)

—&— Rabeprazole 5 mg (N=21)
100 —O— Co-administrations of Aspirin 100 mg
and Rabeprazole 5 mg (N=21)

200 4 —m— Rabeprazole 5 mg (N=21)
—O— Co-administrations of Aspirin 100 mg and Rabe

and Rabeprazole 5 mg (N=21)

0.1 4

Mean plasma concentration of Rabeprazole (ng/mL)
Mean plasma concentration of Rabeprazole (ng/mL)

0 4 8 12 16 20 24
Time (h) Time (h)
Figure 11-3 Mean #* SD plasma concentration-time profiles of Rabeprazole at steady state

after multiple oral administrations of Rabeprazole 5 mg for 3 days or co-administrations of

Aspirin 100 mg and Rabeprazole 5 mg for 5 days (A: linear scale, B: log-linear scale)

Table 11-10 Geometric Mean Ratio and 90% Confidence Interval of Pharmacokinetic

Parameters of Rabeprazole (Population: Pharmacokinetic Analysis Set)

Geometric Least Square Mean

Aspirin 100 mg QD + _ Geometric Mean Ratio”
Parameter Rabeprazole 5 mg QD
Rabeprazole 5 mg QD =21} (80% CI)
(N=21) -
Conaxss (MG/L) 95.63 136.11 0.7026 (0.5657 - 0.8727)
AUC.,s (ug-h/L) 21517 265.15 0.8115 (0.7329 - 0.8986)

* Geometric Mean Ratio of co-administration of Aspirin 100 mg QD and Rabeprazole 5 mg QD to
Rabeprazole 5 mg QD




HEE- 2o Al [PA(%) 2}
T+

o ot} BI}AT -
= B
1.0546 [0.9690 -
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Table 11-12 Geometric Mean Ratio and 90% Confidence Interval of Inhibition of Platelet

Aggregation (Population: Pharmacodynamic Analysis Set)

Geometric Least Square Mean

Aspirin 100 mg QD + Geometric Mean Ratio”
Parameter Aspirin 100 mg QD
Rabeprazole 5 mg QD (90% Cl)
(N=21)
(N=21)
IPA (%) 3370 3195 1.0546 (0.9690 - 1.1478)

IPA: Inhibition of Platelet Aggregation
* Geometric mean ratio of co-administration of Aspirin 100 mg QD and Rabeprazole 5 mg QD to Aspirin

100 mg QD

Table 11-14. Geometric Mean Ratio and 90% Confidence Interval of Inhibition of

Thromboxane B2 (Population: Pharmacodynamic Analysis Set)

Geometric Least Square Mean

Aspirin 100 mg QD + » Geometric Mean Ratio’
Parameter Aspirin 100 mg QD
Rabeprazole 5 mg QD (N=21) (90% CI)
(N=21) -
0.9966 (0.9476 - 1.0480)

Inhibition of
85.45 85.75

Thromboxane B2 (%)
* Geometric mean ratio of co-administration of Aspirin 100 mg QD and Rabeprazole 5 mg QD to Aspirin

100 mg QD

T2 247 F 9W@7.5%2 MA@ GAAA 127 ¢



65. AR 2 <HHA (CTD 5.3.5)
o AT 2 ZetE ddA FHIIBA AEAE)
1) Aliment Pharmacol Ther 2014; 40: 780-795, Randomised clinical trial: prevention of

recurrence of peptic ulcers by rabeprazole in patients taking low-dose aspirin

2) J. Clin. Biochem. Nutr. 56.3 (2015): 228-239, Long-term efficacy and safety of

6.6.

6.7.

rabeprazole in patients taking low-dose aspirin with a history of peptic ulcers: a
phase 2/3, randomized, parallel-group, multicenter, extension clinical trial
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o, £ e To] FMEAA (30 mg/kg/day) XA A& AFA 37t
HEEJS. dA E719] 7B A7 AWEAA (30 mg/kg/day) EAS] AT A, =IA A #
ZEAT).
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EoA > 1,300 mg/kg °lAtt. FHZHESUEFS] AAFL @3 AFFEAA JHAlA > 2,000
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