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(57) Abstract: The present invention relates to a pharmaceutical composition comprising a p-glycoprotein inhibitor and a p-gly-
coprotein substrate drug. The pharmaceutical composition of the present invention reduces side effects of the drug caused by activity
of p-glycoprotein, and further may provide an equivalent pharmacological effect using a smaller amount of the drug. In particular,
use of dabigatran etexilate, a p-glycoprotein substrate drug, with tetrazole derivative, a p-glycoprotein inhibitor, can significantly in -
crease the bioavailability of dabigatran etexilate, and consequently the remaining amount of dabigatran etexilate in the gastrointestin-
al tract may be significantly reduced as the drug has the same level of bioavailability despite a reduction in the amount thereof. Also,
because of the above reasons, the dosage of the drug in the gastrointestinal tract is reduced, and so the pharmaceutical composition
of the present invention can reduce the risk of bleeding, a fatal drawback for patients taking a conventional dabigatran etexilate.
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grgo) w7

GH) 7t ES o E Ao E(AEY: Pradaxa, ZHLANE F& F ARAW
FAZE G953, 2 A% A5l 9k B UEFe duEdEd 55 s
EEH AdAARA, 53 Qﬂixﬂ%(atr‘ial fibrillation, AF) #2}] HEF o
QAME St o o 60l Wol AAAHCE FAY HAze) FTFE ¥
Aol o] e g wls) B 7 A5FLo] A Y, A= W}

Bl A g ow

, fz}%; Ag mUsgel Wasa Yot FHE Atk
7] £ 14 BE whe gol, tAERE gtde] vstd 43S &

_@01'4‘—'12‘711‘41 Z ¥ (Intracranial hemorrhage)O]’ AH o7 ol AFd] ok s

9—.*% A A= LHA th(Southworth MR efc., N. Eng. J. of Med., 2013; DOI:DOL:

'10.1056/NEJMp1302834).

2D | -
SR 2 95de) 43% £2 2 AW ¥ 9@ RE-LY ¢
FARTI, o34 36.7%) |

RE-LY FTER 32} (n) A () 109t g3 Ak
theizied | 93® &8 10,599 16 1.6
- = 8 10,587 8 0.8
BEE EFEET 43,541 160 , 3.5
= 238 43,594 109 2.4
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3 99 93 A xE 29 713 & Ao ® B Ytk American College of

Cardioldgy 2013 Scientific Sessions; March 10. 2013; San Francisco, CA.

Abstract 914-8).
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2ig F 2FAE A (n) 4,524 12,581
=8 A, n (%) - 590 (13) 2453 (19)
34 (%) 54 48
A7 (y) 68.5 75
Az (k) 85 . 82
Ak o}ul3 - gu|ZlE#
= 249 (n) 590 2453
AZH 29, n (%) 162 (27) 1352 (55)
AW 248, n (%) 69 (12) 280 (11)
28 39 A%, n (%) 47 (8) 393 (16)
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XR 9576, OC 144-093, A ME(quercetin), T8 (Rutin) S Z-& 340 p-Fot
MA A2 ¢#A 22, Pharm. Pharmaceut. Sci., 12(1): 46~78, 2009) &
%-01%9] Z3Eo] AlEE F .

p-FemA e A Ee) A4 (MDR: Multi-drug resistance)®) 9216]

HE 222X, B 49 odd Boste Ed2THEEFEEA) G o

0
s 2%, 4, 93N 5 QA Yol BEHo] gov], B8] 234w £
288

Sg Foos dugoz = 4B B4 238 Y 3B
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3] 289 BAA Y Fo F2Edo] U vxERn oY, 75mg A4
o2 #% 23 B4% APt FEY APl RuuA RAUay Desai F,
Trombo Haemost. .10(2), 205-12(2013)). ol&@ A= 5}317}5‘?}%'75m891
A4Fo2E 110mgd 8% fAHE 59¢ Yehd 9 dod 298 3
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AgaAY ASEA e Az thltEd o
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p-eruAe) AaiA L p-FuuNAs] 7 GBS o
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p
e oAl Rdste ¢ Tose, WA p-Iuude 7|3 dez

_21]23‘.01] 1: N-(2-(2-(4-(2-(6,7-t) W] EA]-3,4-T) 8]"’] TRoAaFA=ER |
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| 2-(2-(4-(2-(6,7-T W B4 -3,4-T] Sho] E 20| £ A U-2(1H)- D)ol D)
9)-2H-HESE-5-0)-4 5- o EA MM 0.85g B 4-S2-4H-ZZA
75gS TZ22He 5 mLo] 3

e F Lol 1247 B9 mueke] WEAAT. weol BB F 4]

Azd 2. N-(2-(2-(4-(2- (67 e EA]- 3.4~ télolegolAAEY
—2(1H) °é)oll%)nﬂ‘é) 2H-H| E&}&-5- - 45 Ol EAIHY)-4-24-4H-22
A-2-7t 2 BAH = detdTulolE (35t 19 HEHE FEA9 uﬂ%*é_.%f&

@)Y Az

N-(2-(2-(4-(2- (67 o5 A|-3,4- i"%ﬂO]Ciol*%i%‘ 2(1H)-)el
g)¥d)-2H-HEHE-5-9)-4,5- ElUﬂEAl‘ﬁﬂ‘sl) 4-&4-4H-32H-2-7t2 %
A E 1.4gS ot E ol E 3 ‘mLel %47}25} %, o7 HEHEA 0.2gS 3

Fhstel 12403 B9t etk A4E DAE Asetn doiHElel =R AF

3 % Azsd TASYB1.292 FE54d
Az 3: TH7IES o gd ol E HAAG(DAEM)Y A=

ﬂ-H]ﬂ-E%}.Oﬂ 2 Ea ) O]E(4Chembibgenix) 20g< 0}{‘1]% 112 mLo] H7}

@ s, o 40-50Telq mitstel SAART. AV galE wsdg o
130~36 CAR AAE AZAAG. FE, AAAMSA) 35¢& HAE 10 mLol
Qg4 30-36TE FAREA 47] WA 15-408 FA HAT FA

an. 47 g ol

10dl
O
mlo

26~3
3CE #A1510A 40~60%7 Rikd 5 ThA] 17-23C2 W2kste] 40~ -60% %
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. qu)7tEd 45 DAEM ©= | DAEM ¥ HEZZ TrEz] EEY
AUCq_z4 (ng-hr/mL) 1337.5 2583.8 5754.6
Crmax (ng/mL) 2605.5 1259.3 ’ 2008.0
Ty (hr) 4.4 1.1 4.6
BA (%) - 9.7 21.5

A% h2ZL 4% @ G ThilEDY $E5 BL v, tHstEd

A7) E 3914 B utel Zo], ThJlER dgddolE WAy v
FolA] Aol 8L 9.7%UH ®al, HESE FEASG B8 FIA AR o) E
£ 215%2A, ¥4 T4 2v) ol¢ T8 £AE B FY

et

|'>~

4N 2 p-3aud A4 L p- Yuaa s34 FEd 98 e

3 2 OgelNe p-Funad Y14 GEY FE @ 4F%E 54 24

—Zuud AdA L p-geud 214 Y 38 92 23 2 o
BN poFuad 74 e ST BARGT

2ARez, A2z 39 AE@=Dl IAES JGAE Ay
€ (DAEM) 10.0 mg/kg(FHI7FEZ O 2A)E AT Feistgli, 4F2e 25 A
E(m=3)] =D o HQeolE WAL 5.0 mgkg D HEFE FEAG
£ 2) 20.0 mg/kge BEst] B+ FAT F, 2D R HFALDANSY &

HtER 3EE SFFHA

37 A%E = 30 e,

E 304 B ue} gol, THIAES gddolE HUNAL BE T

' of

g0 E HANg 2 HEDE FEAS B8 TP 4TS AyHez U
& tZlER $ES Yt 47 Fde p-deyd

AsA %
4 71d o2 94 Tt p-3VUD J1A GBE A APV 2AEL 3

2¥, p-guna AdA L p-gend /13 FEY Yed B Y=g

10




WO 2015/178683

PCT/KR2015/005053

AstHH(AUCo-20), HW BH FE, ¥
278 E 40 Yepsch

1) o

Aol

10

<% 4>
S : AgT
' 2% o 2% o %}
AUCq-24 (ng-hr/mL)- 10165.7 4945.5 4379.9 2114.5
Crax (ng/mL) 5909.3 2749.3 2025.3 892.0
Ty (hr) 0.5 4.0 1.0 4.0
BA (%) 7.7 3.8 7.1 3.4

uhsh o), thiES APddolE HINE 2
HESE FEAS 94 Fol@ AATY A4S FaZo] dzel Ha) Hadx
SR FES AAEES YT, A7 ATe

A8 GBS WE FPOoEA p-PuNa
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FIG. 1

Intestinal lumen - Gut wall
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