TSHEXH"H Tl T5mg
TSHEXHH T 110mg
[CBH39 5 &

AEHICEHSNFERICHRLIEFRVABTROEEFEBERR— U H—
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DEFMEMIZHAIT S EFTEEREA,

BARR—1VH—A D7 )Ling LEXEH
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1.5 EERXEERORER VFHAREDREE

1.5.1 RERXEHEREDRE

BIBR 1048 MS (X, FA Y DO_X—U v H—A 7oA 2AETRIE S8 LW O &5 e
RIENTF REOEEE e B UHERITH S, BIBR 1048 MS %, THLEEEFH hr B
EEAETRERNWT R Ry 7 ThY, BAOKE5IH, HEEPLRININD L= RXT T —FIC
X > T BIBR 953 ZW (2 #t &5, BIBR 953 ZW 1%, FrRMANOAHA7 h v v e LEE
MEETHIEERBD TH 5,
Fr e RmRERS KRB W THOE R &S Z R T M) ok e T T —
BThd, har v ridz 747V 5 ET7 4 TV AT AN EMET S L LI, /MR
BHE A S X C T EEARMKER A A — FOBEZETH Y, MRMEBRORIE L EITO LN
BB B, £72, FPrrEUREES A — ROBVRT, % VIIAT, % XIKNTFB
KO XU K2 &L, mRERE LY RERbDIZT 5, LEen-T, BEEhrnr vy
PR AN L AR AR MR BICK L CTH AR PRI R B2 bl s,
BUE, DEMEIEE BT AT KOS EERIEOREMSICIL, "7 7 U o &ER
HRIN TS, LrL, 077 U AL LZEEMNIEFICHR, il tEmze h ez i 7e
CEE e M A OHE O RBUEE N @ 2o, FAERE O DIl FHiRES INR @ X 5 22k
BEENT A =2 OEMRE=X2 D o IRRETHL L LB, FHOBBLLE N, 2, %
SOEFHHLNTEMEOHAEERZRTZEbHRESNTND, 2ok, BEEMAETEY
A 72 MR EEE R A N AR E 7R, AR LORZRMERT LT 7 U VTR TEHE LW, YL
DA DD IRRIFRENRLE L STV D

1.5.2 R DREE

2(. El ABHARNZxG L U258 1B GRUBR 1160.28, 1160.29, 1160.55 3 L T 1160.61)
ZENACTERM L, BERACRT 2Rt R YEiEL R Lz, BARANOEERAIZE T
LM MR Lc%, BRI CLEMENEE 255 s L2 11 MHRER GUBR 1160.49)
a2 Lz, ARB 2] A o ER L, SIS TE LT AR EBRSE R R
B 1160.26) THW 2L ML - HEO AR NLEMENEE COZEMELHmF Lz, TORE, BA
NLEMEEE CHLERMEICHERWEB XN 2 n, & I HEBRILFERRR Gl
1160.26) IZHAL LB LT=,

¥, BRI LUK FEICENL D, PUFICRT &3 0 JSTATBOE A R 38 0 R 5 i
SRR O & OxtiH B S %£MLtoﬁﬁ% TR/ONTBIE, BRZEEHEI KL UK H 3 &R
OB OWTIX CTD 2.5 IZFE# L7, £72, 2 b xfifih S O FEekiE CTD 1.13 IZiRff L
77

[ CPEGHraE Nl EY Bl EESD



tno B o - I — I—
I - /557 % - L T ol AN TR LN
I ] . < (5 L0 R R AR B A AT K B A A =
LiLi,

W | [ PRerEsTE Rl B3 Bl EESD)

e B - I ——— . I
I - 725 = & T . AT
snepEicss, i —

N GPEcoEaa O B B B GE3D
Adgizeo B i I, i
B T R g ——
PBEoUE%EH EICHARTERBHFFE L,

sk ik, (A 5Bk LTS AR T 1, DB AN 4 %4 BIBR 1048 MS
O EFHZ EKET 5 B THRER 1160.20 35 X OV #ifkGi & 5508k 1160.42 % Fh L 7=, = OfE
F, BIBR 1048 MS O KMt A &1L 300 mg 1 H 2 [ERHTH D5 LR Sz, £, &/DAR
FIX150mg/H AR D EBZ BN, ZOMEEZT, BIBR1048MS 110mg 1 H 2 [E# 5
KO 150mg 1 A 2B 2D LT 7 U v Ll Uitk a far T 5720, 20 2o
LM E BRI AB GRER 1160.26) &%Mi L7, ZhooRBmsz e 0T, 20+
HAZERM 72 5 DN K E T L EMENRE 123 T 2 M H 3 X OVR B PEIERRE O FEREINH 7 & % 3
JRIE & L CRRBHFE L TR Y, KETIX 2010 4 10 AIZARINL TN D,

Rk, MBS TIE, BRI TN (N TRRBIE £ 7213 A TREBIEN AR ily) MiTHRE cBT o8
R AR ZEARIE D — R TRE & HISIE & L CTRRBRENTWS, 7o, LEMENEEIZRIT 5K
¥ KOV PEFEARE O FIEINHI DI1EDNT,  SVEFRIR M AR ZEARNE 0O 165 S0 5 IR AR ZE A2 0 D 7K
TR, 726 UM RAMERE BRE B F 1T 2 O FEZEIIER O L IILE A 2 b OFRSFEM S 2 B Y
LLTHERTH D,

AKI O BHFE DOFRFER 2 K 1.5.2:1 1T 7,
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1.5.2:1  BHIE OREFEK




1.5.2.1 mBE 2T R EBR DM

BIBR 1048 MS OHAIBAFIC IV TIL, D EMNEA M L S/ 5 72 DIk~ il z v
THRARRBR A O O ERRA GERB IO 7 H) 2B L, ERANCREAI DA FT7 X
1774zt Lz, HatosE, IR - . '
I LTe e VKl A2 S LT, A0S T AHRER 116020 TlX, B 7B LTET T
RTINS 0 [RUSEELCEAUNETln  EaiskESeapeyekoltelcib
OEETeE e An—2/Oh 7 (HPMC B 7 &) IZEE Lz, W7 B AE DA A
TRAZE VT 4 OFBMEITEER 1160.40 THER S, LA ORISR TlZ HPMC 7 7 & /LAl
(A=) R = d i

B, HARANZXMGE L8 TR GUBR 1160.28, 1160.29, 1160.55 1 L OV 1160.61), EN
TS L7255 T AHRAER 1160.49 36 L OVH AR A Z & e T AHE R L FIFER 1160.26 TiX HPMC 7
T NFE AW, REERANL HPMC 1 7R ALAITH D,

AR OLEERRIL, FITWATHRSNALME T VI =T A7 ) A2 —a 22Nz <, AA
ORI L7-amiE (PTP,/ 74 e —adE, HEAIAD) 2oV TEBLTWS, =
NETCIcmuiEpE T, EMERGTESELET 25C60%R.H.) T 24 #H, IEERMLET (40C/
75%R.H.) T 6 7 HORZEWRRT — 2 BENENHELNTEY, ZhbDREERRT —#
WCEDZ, ARFN AT LM & b2 36 7 HICHREL TWD,

1.5.2.2 JEBR PR BR BUHR OD B RS

1.5.2.2.1 IR

PLEE [E AE H

Invitro TIX, WIKZR, SMAZRE X OEOREE OGS T 5 EH 2 8423 C & 2 MRk E K
% T, BIBR 953 ZW OHEBEM A MF L7-, & o msEz2 A COiEHEE s ha R
T AF UEM @PTT), =4 U UEEEFERE (ECT) BL 7 v hu vl (PT) 1245
ERZHBTZE ZAH, TNENDNRT A —F % 2 FICIER S ¥ 2 DIZLE7 BIBR 953 ZW O
IXZENE1 023, 01835 LTN0.83uM Th o7, BIBRISZIZW (X7 v |, UHXBLIRT 7
FAOMBEIZIBNTH, aPTT, ECTHB L OPT #H L NIER S H 7, If[L/J\*)iIEE%%E%’*F
LCTT /v UV (ADP), 27— bHWET 7% RUBaER L7254 121E, £
JINIRIILIE 2 N2 in vitro TO B B L/MREESEIZX LT, BIBR 953 ZW iﬂ”i,"%f& iéiﬁﬁw)
oo —77, M/MREEEREDE L LT har B2 V= 854121%, BIBR 953 ZW L/ ik
M A PR ERAFIIICHLE L2 (ICs 1.04 x 10 mol/L),

Exvivo TiX, BIBR9S3ZW (X7 v b, THF P LB IRV HFITBNT, HEKFIHEERE
ERZR Uiz, aPTTIZRAIL V2T =X Y o 7T 5 DIHRITKREDOENT y?4/£f8%>éo
7w MITBIBR 953 ZW @ 1 3 XU 3 mg/kg Z#f RN 595 & 5 0%I1C, aPTT X2
BRNZHARTISFERB L4 FIERE L=, 7 v M BIBR 1048 MS @ 10~100 mg/kg % #% M1 #¢
HL7EZ A, aPTT IZTHEICIKF L CIER Lz, REHE TIEEGRMEICHR T 13 F0iTE



MBI, &5 30 0B —27IZ#E L, AEROERIZT 1 7P CTHEIRNE L &R &5
DOl HTHLNTZ, Smgkg ZHEHREOKE L 25, FEH2RMKZICE—27IZEL, 3HED
aPTT LR N A B iz, 5 8 Kl T, aPTTHOIER N & H vz, 73 ¥ T IFAERIC, BIBR
953 ZW DOF RN 5% & 2 U (3 BIBR 1048 MS Of% N 4% 5%, aPTT (2% % H BIKFA 21
R ex vivo THIZ S T=,

P i A2 4E A

7 v FBIXRTHXO inviveo Hik 5> > €7 /L ChelEH 2 Lz, & ®#BkCTlx, BIBR
953 ZW D F#RN £ 5- & BIBR 1048 MS O 1 # 5-Dfifi 7122 T I L 7=, BIBR 953 ZW D Ifn.
I DOAED 50% A% & (EDs) 1%, 7 v N OEARNE G T 0.03 mgkg, 7 X OFARNE
5.7 0.066 mg/kg TH o7, 7 v hTIiL 0.1 mgkg, V3 ¥ TIiL0.5mgkg D HEIZB VT
BRIEENTERICAE SN, £72, WThoBHEIZE N THIMeEREOED & aPTT OIER
ORNCIFIEHIE O WA ST,

BIBR 1048 MS # 7 v h & UV FIZROKE L LIZHAICB O CHRBOBENE N, T v
MZ 5~30 mg/kg @ BIBR 1048 MS Z#O#&5-L7z, 7 v MIBWTIL, HEHED S mgkg
ThH, &5 30 5%ITK 80%D MARTE AR E D A BTz, 20 mg/kg UL O H & Tl 5 30 53T
MARTERE D 522 EN A Sz, 10 mg/kg LL_Eo & BIBR 1048 MS O FUIi ke /EM 1L, &5
3B ETAHE ChH T, U FITHWT, 5% 2 K £ T BIBR 1048 MS @ 1~20 mg/kg
OPLMAE N R ZHa Uiz, RIRHED 1 mg/kg TN RN SN2 D> 72, 3 mg/kg TIEKI 44%
D MAEPRE DA 4, 10 mg/kg LA =D H & Tl Ko e fHE (K 100%) 23 57z, 10 mg/kg
EUVRICROBEET D &, Pt ERIXm 7 RERIHER Sz,

PLEDFER X W, BIBR 1048 MS /BIBR 953 ZW 1%, {EAIRBE OB WFLMRFITH D = & B3R
STz,

L & %F9 2 1E

BIBR 953 ZW ORIEH E L TEx b d A 7 v M CTHET L, frinfezhi & il 4 B2 g
L 72, BIBR 953 ZW O RINTES 1% 2 IFE £ TOKRERT, 7 NORICUIAZMA 5 Z &1
Ko THmEZS & Lz, 0.5 mgkg %5 TIE, 5 15 5% TORBIMBEMOIERE N AN
72o 30 0% CTlE, RHHREEL bl L CHIMEFM OB BERIERIZBE SN2 o2, kS HETH
%1 mgkg TIIHEEL 1 REZE CHERHM A EEZ Lz, 20X 51, Mm%z ERIC
FLET2HE (0.1 mgkg) OELGLIVESHEHVHET, AERHMEROEEZECT, 2
AU O H MR OIE R (X aPTT OIER EBA L0242 R L CEBY, #@ERGROE=%1 v
WA THDLZ 2R LI, ZOBMEROFERNS, BRROFULRDIR L RTHE L N
Mz RrdHEOMIZIZSEOZRIENH D Z L AR LTS,

1.5.2.2.2 MR

Fex @i (7 &, v b, UBEXEBIONT I~/ HP/L) |2 BIBR 1048 MS # & A# 5 L7-
A D in vivo TOIRYBIREIL, WILEIME > 7208, WY S 47- BIBR 1048 MS 134) [ @8



IR T D BIBR 953 ZW ~ L IFIFERITMAK S iE S 4D, BIBR 953 ZW (X ZEE D
WIEE 7 VT 7 0 AT, I~ EEOSMEFE T D, PRI <, 1 F o i TITHR 1 KR,
THXTIH2~3 I TH o720, BRI TITH 6~8 IFfH] Th >7=, BIBR 1048 MS X 15
%0 BIBR 953 ZW OMEYBREITIITHEICIBIL, MEITRO N o7, BT 1 H 1
[B1#¢ 5%, EESCHRBLOBEILIA DL ho T,

7w MZEIF 5 BIBR 953 ZW O AlTB ek <, HFRMIER 2R <IT & A ORI o7
L7, wmisEITE IREICA BT, IRERROEIED A T = a5y ~OBMEIL 25
oo 7w FBELUE FOMEEN L ME~OBITIIMD TR 72, b hE2ELT X TOEHE
THHEE AR A RIIELS, 22~39%DFH TH-7-, 7 v b TIHBEBEMZITE A CEE LA
Mol

BIBR 1048 MS D% [ # 5-# 3 I OV BIBR 953 ZW O FFIRINZ 51412, 1MmA4E, JRE X OFEFIZE
EN GO KRERS S BIBR9S3 ZW Th 5, FMEHY TH S BIBR 1087 & BIBR 951 k5 &
ONEPECETY) BIBR 953 ZW LIAMZ, SKBRPEAIZTEME D H 5D BIBR 953 ZW O T 2 L7 V7 v v
ISR, FRZT A 7P e e MZRBWTREM E L TR Iz, & F TR® b7z BIBR
953 ZW DT Y77 v AR, KRBT L EEZRHWETH LT v M
FOT AP BNTHRE O BMEEZ M T 2 DI+ BN ER S Lz,

[“CIBIBR 1048 MS O#% 1 & 2\ A+ A%, BE L2+ X COBPEICHE W TEY
HR O BEIE, #5-BD 87~93%MNHHIZ, 2~11%0RHIZ, 0.2~8%23 A H Iz Hk S
7=o ["CIBIBR 953 ZW DO #lRINER 514, 1T - B8 TIIMSTHE DI 40~50%23 R 2~ B et S,
ARV 2 & O 40% 0N FEP Ic Pt Sz, Lo L, 7O 7P CEiFiRm& 5%, 9 80%0 fik it
REDS IR 2> B HEE &4, 9 20% 233 I HEE S 7z, 1 F > B T O PR TR T, 24 RERTLINIC
FIFEES (90%LL E) (ICHR S e, v B LOT 7L Tk 72 R BINICIZIE 52 20 HE
M7z, BIERIXIEEA Enotz,

1.5.2.2.3 B MHHER

B[] 4% G- P AR

BIBR 1048 MS D~ A, T vk, A XBIXOT B ITI T 2 HEHE O 5% OB O£
JER (ALD) 1%, %A & T v bTlE 2000 mgke 282 5 BT, £ 25L0T 8 FPL T
600 mg/kg 2 D HETH -7,

BIBR 953 ZW O~ T A, T v bk, £ XEBILOT B 7PV 5 HEIFARNE 5% O ALD 13,
~ 7 AT 100 mgkg B2 H2MH&ET, 7 v FTIX75~100 mgkg DlZRLT, £/, 4 XD
ALD X 20 mg/kg Z#H 2 HHET, 77PNV TIL40mgkg X HHETH T,

BAE ¥ 5w R

Z v b (KRE260HE]) BXOT B TPV (k52 W) 2 M CRAERE D& 5 i 2 52
M L7z, 7> FORERIZIE Chbb:THOM 7 v F &l L7c, £/2, ~UABLITT v OB A
JEMERRER 2 FHE T 51272 v, 2 TR N i SRk e R & 13 08 R 0 i G Kt E kR 4




Crl:CD-1™(ICR)BR ~ 7 2 & HsdBrl Han:Wist 7 ~ b T3/ L 7=, BIBR 953 ZW O # kPN S 18 #%¢
HEMERRIZT v FBIXOT /v VTR LT,

2 RZHEDT v FebNZ~w TR, UBXBLIOT AP ALRBRICEBNTYH T 74 MREEZRIT,
¥ axxrTs 4 7 A% L7, #O# 5 L7z BIBR 1048 MS @ ff& & BIBR 953 ZW DIEEZ
EEOEMEEZREN Lz, 7y FOGEMER, FrICHEIZIIT D AUC . DHEANTIHER LY
R, HIRPEFRWT, MCIIBEEN/ NS WEAEZ R LD, ~ U A TG A RO
(28T D AUCou DHEMMA AR LD 00K o 72, 78 7 YL Tl 4 B O #5350
MEZ RN T, S BREOMEEIZ I T AUCo04, DF LUVME T3 2 541, BIBR 953 ZW ~ DRz
BENEHAERECTNES -2 RSN,

TRCTOIBREIZEB W CTIEIEGY BIBR 953 ZW O HUEEE /EH S BEE (T3 B L7248, BIBR
1048 MS O AKMIT BB RRI Th o7, HrEEEFERHICERT 28R & LT, HILEARY
BLOEHoREl, ROKRENL, 747V 57 OREZRGE, PT, aPTT B XN TT ORKE
IR, EEAL, B TAHRR, U oNEE, MR, DIE, 7o & ONCHERR O i ds K OV H i 23 ER
O b,

EBIC, PEEEERICSIEREAELZLEXONIROFTANBIE ST,

A, UEBIOR (FohfE) Hor0EnELE (V) ok, &mitEL S Bl (~
ErBREY, ~v b7 Uy b, ROLEREORD, #RRMEKS O E U L e o), iR
(7w 1), 3iLE (FolkH), KEHFMEDORED (FToWEIL IOV L) &5 WITEREO RS
(), BEEOREDY (FoWEB IOV L), #Eif (FolE), REE (FowE), 7
NTIVBIUREAREDIKT (b, FRIHE,

INHOFRITT XTAHHTHD Z &2, FEMM AR T T XToORBRTRrINT £,
AHNCEE L7 sE T, RfPHIC O 2HE R E, T EHmBERBAEIZL DB D
EEZ b,

ZDO X9z, BIBR 1048 MS # KERK O L L= L&, 7z, IEPEHY BIBR 953 ZW % X 1E
FIRNZR G L2 & &, TRTOEMRE TAKOHUEEEH % OB 2 R AnLE L
oo F7o, TH OO AIXEREBIR F =R LT,

EimE . (EREM) R

In vitro 3 £ N in vivo 7% T BIBR 1048 MS 35 & O} BIBR 953 ZW D& {x a4 5Fl L 7=,
BIBR 1048 MS O HMH 5\ id~ 2 = h—L & DIREW72 5 TN BIBR 953 ZW (29T 10~
5000 pg/plate D2 EEHFIPH T3 L 72 Ames sABR O 5 FIXfEM: T - 72, BIBR 1048 MS & BIBR
953 ZW X L5178YK" ™~ 7 2 U v 7 4 — < AR E RABR T HLRETH - 72,

7 v b OEBERIILZ VT 2000 mg/kg F£TOHETHEIS 50N L2 B 5 TIE L 7o /MERR
T, BIBR 1048 MS (X'H il O/NMEARMEKE A IS E 2o T,

ULb, W o#EmmERBRICE VT, BIBR 1048 MS 3 L U8 BIBR 953 ZW O w1338
WHNIRDo T,

3 A SRR R R



Crl:CD-1™(ICR)BR < 7 2 35 & U HsdBrl Han:Wist & > k(2 BIBR 1048 MS @ 0, 30, 100 3 X
U200 mg/kg & 2 FFEMBEAHEG LT, DARMEZFM L7, £O/ME, ~UVABLOT v M
12 BIBR 1048 MS O3 AVRPEITRR D B2z o7z,

A= B A= T P AR

Crl:WI(Han) 7 v k3 X 8 Chbb:HM ¥ 4 % TR 0 4% 5425l 38 A= i PER SR 2 5206 L 7=,
BIBR 1048 MS 70 35 & 1" 200 mg/kg O H & T, ARIEOFUEEEIEMIC X 0 Rl JEEINCBHZE 72 [
Rt (M) 2£ 07270, FENAEFEOKR TN 70 mgkg L0 A 572, £72, 70 mg/kg
TF OHAERZRIZIECHAAEL, 200 mgkg CHREBRAICRERZENL LN, LL, Folbk
OVF RO AEFRES K OMEIRRB I BT 2 <, RIEFFRMRMEFIER RO bR D272,

BRI B9 5 Bk

G - L CARANCE S SN DA 1| B KEREE, ARFOBRKTEN&E»SHEIHT
%L 35428 mg L7 %, ZAUREIESESIN I 2007 ICIE SN TWA 1 H KRR D H &
350mg x5, LL, 7y MIBITDBEAREOBRER OS5 HERRB L ORERD &S
FMEREBREKE, 2O VBT EEIER W R EnD, ZOREMITMAEIN TS &)
Wr L 7=,

1.5.2.3 B R 554 BR A HE D L B

1.5.2.3.1 BAANZHRRE L5 | HHEER

L[] e AR (FABR 1160.28)

HARANI L OVE A O B Mg BR 12 % L T BIBR 1048 MS 50, 150 35 X U 350 mg % Wi {512
KV HEROZEG Lz &0, KBl L O 2R 2 BRG L=, 7o, &
B D 350 mg [ XIRBR At E EOH Bl E O EEL REICE R, K5 IhRroT,
BIBR 1048 MS Hi[n|#% O£ 514 O KM B RE R L OSSR MEIC DWW T H AR AR A & A AW
Bt & O TR 2T DR D> T2, 150 mg Z BLEIF 0% 5- L 7= & % o BIBR 1048 MS &
AEMETRIFCTHoTc, BARANEKERE B LA AEERFE 12T, BIBR 1048 MS 150 mg D H
B G LD, BEROICHBEE 25 FERIIRI L erolz, £, HARABEBRE & O AHKBRE
ORI Z NI 2B E R NFEAEITA bR o T,

Hin] - EBEH S GABR 1160.29)

H A N3 L OV A O 5 Mgk BR# 12 xt L C BIBR 1048 MS H[EI# 5 (150 mg, 220 mg F 7~ 1%
300 mg) i, KEHKE (150mg1 H 118, 220mg 1 H 1A E/=1T 150mg1 H 2[R]) Lzt &
DA, FEYBIRE R KOS PR & LR L 72

BIBR 1048 MS 150 mg/ H # 5-8E T, HER L OREHR 5% T, BARAERE L A AWRE D
I BENRE DB D 02 221338 S 72 o 72, 220 mg/ B #5813 X UV 300 mg/ H # 58 Tl
HEB X OEREG5%IC, AARAEBREIZHXTAAERE COBRBEIENo 728, ik




BOEN—HRTHDLEEALNZ, £z, BAANBIOAAERE OWE T, mMEHRE (7
U — K E 72134 BIBR 953 ZW) & MLIKEERE /N T A —Z L ORIZ, @mWHHBERRD bitT,

1 1> B AR AR T 300 mg D Hi[al & 5% IR A G S vz 0@, BIBR 1048 MS @ 7 H
FRAER A G, BARAERE B LOAAEBREICBWT, Rl T X ToREEIZON
TARABMENBIFCThHoTo, BARAPERE & A APHRE ORI T, 22N L CHEKRIICHEE
RDHETO NI oT,

b 5k (BABR 1160.55)

H A et B BR #1255 L C BIBR 1048 MS 1101 150 mg & 1 H 2[[], 7 HRERER DL L
ol xRN, EYBRERS LR NFE R LI,

H A NBERE (264 % BIBR 1048 MS [ A& GZOBEMTRIFTH -T2, F7z, MmiEh
% BIBR 953 ZW JRJiE & MK §EE N T A — X OIER & ORI @ WHBR A B iz,

peiE i iR GABR 1160.61)

AARNE B AOERES MERBRE 125 L C BIBR 1048 MS KiE#& O 5 (110 mg £ 7213 150 mg
Z1H2ME, 7HMH) Lzl EoEpEine, Lathil LoDy 2 AR TR L7,
BIBR 1048 MS 1 [6] 110 mg 1 H 2 [#5-Ff OBREEIL H AN D J7 78 A AR L0 K 30%5 702>
=y, EBREROIZESEOEWRCEN PSS EZET 5L, RKRMICHBEE 22E2THD
AIREMEITIR VN E B 2 B L7z, 1A 150 mg 1 H 2 [\ G-RE O 0 AR AEERE & A AERE F O3EY
FHER L ORI BOGOZEE, 1E110mg 1 H 2 AEGEKOZELI DV /NS VLD TH-T-, =
NS OFERIIAF ORY B IER L O AZO NFEEEZRET L LOTIH RV EEZ BN,
£, BAABIOEA AHEREICHT 5 BIBR 1048 MS 1 5] 110 mg 1 H 2 [AFB LN [H 150 mg
1 B2 BIERG TCOZEETFICHERNEEZ N,

1.5.2.3.2 ERE I #H5ER

D EAME B At G & U7 R AR (BUBR 1160.49)

i ML A RO e B R FR D BEAE 7 & AR ZEARIE D fERR IR 1 & O & D LL A3 2 FEFPIRE 1400 55
BB 2 x4 BIBR 1048 MS D&Ml LUK )% (MKEEE T A —%) ZUNVT 7 U v
L, BHRARRTLIZLEAZHME LT 12 B@MEGOE T HRBRE L7,

BIBR 1048 MS 1 [0] 110 mg 33 X TN 150 mg @ 1 H 2 FE 5217\, MEIEDO UL 7 7 U U FETIE
INR 2.0~3.0 (7272 L, 70 5&LL RiE 1.6~2.6) ZHIEE L THEZHFHE L, G5 166 Bl inERHE
n¥H- Sz (BIBR 1048 MS 110 mg 1 H 2 [m1#% 5-8% : 46 £5], BIBR 1048 MS 150 mg 1 H 2 [A]#%
HRE S8, U7 7 U UEERE 62 61),

RS R & LT, BIBR 1048 MS 13 5 1 & IITEFIRRBIZZE L TV D 2 & 23RS S, 110
mgl H2EE 150mg 1 H 2 [BIO#F S5 EOFFH T, # BIBR 953 ZW @ k7 7 M ih i B 13 &
WZHFI L CTne, MAEFRIREE & BRE ST A —F OIS DOMIZIZRWHEBENGE O b,

AR OANEOTMIEE Th D MARERIEA X "B UL T 7 U U FEERETOH 62 Hif 1
BlZH BNz, BEMEOFEIEE Th 2 Kk, BIBR 1048 MS 150 mg 1 H 2 [Rl#& 58T 1
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Bl (1.7%), 9077 U o EGRET 2 Bl (3.2%) (A B, Kl & BERAICHRE & 72 508
HfL X, BIBR 1048 MS O 5 &IZ)G U= BB OHEMA A SN2, 110 mg 1 H 2 A& 58
FON150mg 1 B2 EEGRICBIT 2 HERIL, VTN b ULV T 7 U U REBICHETEN - T2,
K & BRRAICRIE & 22 2/ N Lo BRIL, T A Y CoffRHIcE Y BEA LT,

F7o, HHERRICERT DERMATE H CAMEME RO 2F 282 5 LRI T XToORGH TR
SiL7eno 7z, BIBR 1048 MS B HREICE VT, TRBRFLYSERMIC X 0 IREBRIE L ORI EEEN H
D EHIEINT-EELRAEESRII I T,

INDORERMND, FEFRFBEM O FEMENEE 252 BIBR 1048 MS 18] 110 mg 1 H 2 [FlF X
1 [E150mg 1 B 2 B 513, ZRMEICFRICREN 2 <, BB Y 2 71280WTH U LT
7 U VCHRTEWE WS FTRIIERD b o Tz,

1.5.2.3.3 £ 1 FHE R E E R

HANZZ LD EMEEE 255 L Lo iaeai GUER 1160.26)

iz D fE R IK 7 & Oy & D BL B3 2 FEFRIEE MO B B R O i Zs s L OV B MR ZERRIE O
FIEMHENCEI LT, BIBR 1048 MS DU LT 7 U AT IS E AT 5 2 L 2 HE L
T 12~36 B HE#E (AARTOHRGHMIX 12~23 7 H) OF 1 # E RS I F R 2 5606 L 7=,
BIBR 1048 MS /Z 1 [8] 110 mg 5\ X 150 mg ® 1 H 2 BIOHEO K G 21T\, XfHEO T L
77 UIXINR2.0~3.0 (72720, HARANEE 70 Ll B2 2.0~2.6) #HEL L CHEEZME
L7, &t 18,113 FHZIRBRIENEI U A1) H4u7z (BIBR 1048 MS 110 mg 1 B 2 [Bl# 5.2 : 6,015
%, BIBR 1048 MS 150 mg 1 H 2 [Al1E 5-7f : 6,076 i, U7 7 U 5/ 1 6,022 f5),
RN T, FEFEEE Th oMM/ REMEERIEDORAEICENT, TV T7 7 U K
9% BIBR 1048 MS 2 HHEDIELMENR RS-, 512, BIBR 1048 MS 150 mg 1 H 2 [A1#% 5
TiX, EEPEE2/R L=, £72 BIBR 1048 MS 2 &L, "7 7 U > & b UCHmiE 2,
SHENHML, EaZ2 g HnBs LT XTofHmo ) 27 24812 T S8/, BIBR 1048
MS 150mgl H 2 Bl G5B BT D LIHFEZEORAEILV LT 7 U U R EREICHEL L TE o 7208,
ZDRHRIIEA - 72, F£72, BIBR 1048 MS O 2 FIERIZ BT 5 L& HiLO R RIT T L
77 U UEERICHE L TENPo T, KEIRGDOBEIZEWTALNTEREKHARNEKT 4 v T
DUNT, BIBR 1048 MS @ 2 &M Tl 25 &, 150 mg 1 H 2 B GHTIE, BiltExs IO
Hm PR 2e R, BEFENHMEB K OFT X ToHmo U 27 BN Lz, £72, 110mg1 H 2 [F1#
HRECIE, HimtER A, BEEANHIM, KB X OTXTOHImO Y 227 23 Lz,
INHLDOZENDG, MEFORFEERNLEY A7 2/ 2.0FMEBIEEIZBWT, KRENTE
WEHLEEERIECTAON D MDY X7 #HEICHD S8, FEEREREICESER O LENTR
s LT,

ARERIZ AR DS LA 5 326 441 (BIBR 1048 MS 110 mg 1 H 2 [A]#% 5-#£:107 5], BIBR 1048
MS 150 mg 1 H 2 [BIEGHE - 111 6], U7 7 U 58 0 108 ) OBEFE O N DR FIFE
B L OO FEE O Feit7e & TR AR E OB TR EREWIIR D o T2,
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AARNY T 7T N—T DNz R /B EIERIEDFERMA N NREELFEO T LT 7 U U HRITT
7% BIBR 1048 MS 110 mg 3 X OV 150 mg 1 H 2 [ GHEO NV — REbiL, £ 052 B &
V025 ThHY, HEAEEDO—EENRED bz,

AARANY 7 70 —7Tik, RKEMOERA Xy NRERIZIULT 7 U U FGHN—FKL,
BIBR 1048 MS 110 mg 1 H 2 [ GHER —FmNr o7, U7 7 ) o FEEREIZRT 2 BIBR
1048 MS 110 mg 3 XN 150 mg 1 H 2 B G- HED T — REIXW 340 b FEhafilicis U TR L
72 95%IEXHNTH o 7o, TRTOHMDERA N FREERL, U7 7 U o FERHELY
% BIBR 1048 MS 150 mg 1 H 2 [ B G EETHOTMNITE D> 72, ZHUIEARANS T 7 —T7 0
IN7 7 U U FEGREO 70 L ETIXINR =2 b B —/LiZ8\\ T 2.0 K TH - 7= RE 0 EIE 2
EholZ ik b b EanEEZONT,
AEFZRTITRABRBRLEFARICTU VT 7 U R EGRECH LT, BIBR 1048 MS 2 [l &#ETITH
BEEOHEFEZORBBENEL, ARAY T I/ N —T Bk THERERO T 0 7 74
JVICRERIBWTIRWEB 2 DL,

LEXY, BRAY T 7N =108 2 FEFMER Th DMt /o WERIEORA, M
A~ h CRiffd KO X To i) OMFER X OEEFZICET 2R O R 4
RO & RERTJEEX 2D o7,

1.5.2.4 BEEIUVARM

EfEbo o EUREEAEET S

BIBR 1048 MS X E#2 s 17 > B FHEHIT, invitro 38 X W in vivo TRAF 72 FLEEEEH I L UL
MmARVEH 2759, Invivo TOHUMRER 2R A& EAFEMTH 2 M2~ HEOR D%
Eet TR 0 INAN

T & O BEAEH DD 72w

FERGRRBR COMFI 5, BIBR 1048 MS | CYP E£Z IC L » TR &, CYP R ILER
FOFHEHELRNZ LD, CYPEERIZE > TR SN2 3EAI & O AEAEH O ATREMEITAR W,
T, BEFRWERE 2L L3 EEHRBRIZBWT, 7 XA X T (CYP3A4 DK
H) BLOY I u7 =77 (CYP2CY OHE, UGT 1Al B LT 1A3 ©HE) 1% BIBR 1048 MS
B 5% oEyEiies L O FERICEEL RIEF ST, £723412 BIBR 1048 MS 8 2415 D
AN E b BE 525 L b Rh o,

i R e E R E R PO =4 ) VP AECHEEARE CROBESAETHD

BIBR 1048 MS [&#% 1 # 5% H 0 TR S 41, TEPERE O BIBR 953 ZW (23S0 T2 # S
b, BEE=217ORENRR, 1| H2ERGEOROATH Y &5 ®EOFREDO LI
VN, ENA O R FRBR A T, DA ENEE ICAA] 1B 150mg 1 H 2 [\&H 5N E 1 [E] 110 mg
1H2EZRAFEEGT 52 & T, B8 LMt KOS MEERIED PR R TE 5,

BEHEGUREERIE CTH L VIV T 7 U AT D ARAOERKIA AER RS TV D
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B RFI150mg 1 H 2 BIEESIE, A7 7 U A U CHERICIMA T OFAE 2 B %2, K
DOFBY 2 7 ILFRRETH 5

m RAFI 110 mg 1 H 2 [mIBEEI1X, V77 U s U CiMaE T OREMFNITFRREE CTH 0,
AEIZKHEMOFREELY X7 2 S5

n AFI2HEELYL, ATy U ki L CHEENHMB L OV EMEE T HILORER Y 2
7 R BICHED S ED

L EDEWNA O IERRFER O RS R L OCMRARRABREGEZ b & ICARFRIZRB W T, IROLIEE - R,
ML - R TERRBRET 5,

R E -
TIHXRY TN T5mg, T THF XY T EIL 110 mg

BHHE « A
FEFRIERENE O AR B R 1 o U 2 R L PR b 2 T R O By M ZE AR JE 0D S8 JiE 1 H)

Mk - &

WE, RN AT N T2 T7% 77— hELTIE150mg (75mg B 7NV E 207 ENL)
Z1H2EREOEET D, 2k, MBS LTC, FEHN T 2727 —hELTI1E 110 mg
(110mg B 7Nz 1 h 7 EN) 21 A2EEGA~NEET DI L,

<Mt - HEICBEES 2 EodE>

HEEDRREE (7L T7F =227 U T T2 A 30-50mL/min) O 5 BE B 5% P-HEE A FLE
Al @EOAD) 20 L CWABETIE, FEH F T OMFREN EFT2B8ZnRH 5720,
AFI1E 110mg 1 A2 BEHRG~DRELZZRT 52 &, £/, 70 U Lo B, HE Hiho
B2 A3 5B FOH MO ERIED @ &l S5 BE T, A4 11E 110mg 1 H 2 [Fl1#
HA~DWEEZET DL L,
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1.6 NEIZETSERRKREFICET 2EH

1.6.1 NEIZE T2 ERIKR

AFNZHEIEHAF T (N TIRBIET £ 7213 N TRRBI @ Hly) MidT 8 12T 2 #RR i i 2844
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AETHEBR SN TS (2010 4 5 HBE),
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x16.2:.1 TERICH T HRFXEDOHEE

A& I i
i one 7Y XY H 7L/ 75mg, 110mg PRADAXA 75mg, 150mg PRADAXA 75mg, 110mg, -
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VN T B A A AT B AT R LS d 1T 2 R R i
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ARG | T S 7S
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HET 52 &,

< - HERICBEES 28 EoEE >
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HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not include all the information needed to use
PRADAXA safely and effectively. See full prescribing information for
PRADAXA.

PRADAXA® (dabigatran etexilate mesylate) capsules for oral use
Initial U.S. Approval: 2010

INDICATIONS AND USAGE
PRADAXA is a direct thrombin inhibitor indicated to reduce the risk of stroke
and systemic embolism in patients with non-valvular atrial fibrillation (1)

e For patients with CrCl >30 mL/min: 150 mg orally, twice daily (2.1)

o For patients with CrCl 15-30 mL/min: 75 mg orally, twice daily (2.1)

e Instruct patients not to chew, break, or open capsules (2.1)

¢ Review recommendations for converting to or from other oral or parenteral
anticoagulants (2.2, 2.3)

e Temporarily discontinue PRADAXA before invasive or surgical
procedures when possible, then restart promptly (2.4)

-—mmmemermmeee—---DOSAGE FORMS AND STRENGTHS----------=--eememmv
Capsules: 75 mg and 150 mg (3)

CONTRAINDICATIONS
s Active pathological bleeding (4)
e History of serious hypersensitivity reaction to PRADAXA (4)

oo --- WARNINGS AND PRECAUTIONS--———---——-eeeeeeee

e Risk of bleeding: PRADAXA can cause serious and, sometimes, fatal
bleeding. Promptly evaluate signs and symptoms of blood loss. (5.1)

e Temporary discontinuation: Avoid lapses in therapy to minimize risk of
stroke (5.2)

e P-gp inducers and inhibitors: Avoid coadministration of rifampin with
PRADAXA because of effects on dabigatran exposure (5.3)

ADVERSE REACTIONS
Most common adverse reactions (>15%) are gastritis-like symptoms and
bleeding (6.1)

To report SUSPECTED ADVERSE REACTIONS, contact Boehringer
Ingelheim Pharmaceuticals, Inc. at (800) 542-6257 or (800) 459-9906 TTY
or FDA at 1-800-FDA-1088 or wvw. fda.gov/medhvatch.

wmmmmmenmenmmmeenmeem=USE IN SPECIFIC POPULATIONS------eeme oo eeeee
Geriatric use: Risk of bleeding increases with age (8.5)

See 17 for PATIENT COUNSELING INFORMATION and Medication
Guide.
Revised: 10/2010

FULL PRESCRIBIﬁG INFORMATION: CONTENTS*
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FULL PRESCRIBING INFORMATION

1 INDICATIONS AND USAGE
PRADAXA is indicated to reduce the risk of stroke and systemic embolism in patients with non-valvular atrial fibrillation.

2 DOSAGE AND ADMINISTRATION

2.1 Recommended Dose

For patients with creatinine clearance (CrCl) >30 mL/min, the recommended dose of PRADAXA is 150 mg taken orally, twice daily, with or without food. For patients
with CrCl 15-30 mL/min, the recommended dose is 75 mg twice daily [see Use in Specific Populations (8.6) and Clinical Pharmacology (12.3)]. Dosing
recommendations for patients with a CrCL < 15 mL/min or on dialysis cannot be provided.

Instruct patients to swallow the capsules whole. Breaking, chewing, or emptying the contents of the capsule can result in increased exposure [see Clinical
Pharmacology (12.3)].

If a dose of PRADAXA is not taken at the scheduled time, the dose should be taken as soon as possible on the same day; the missed dose should be skipped if it cannot
be taken at least 6 hours before the next scheduled dose. The dose of PRADAXA should not be doubled to make up for a missed dose.

2.2 Converting from or to Warfarin
When converting patients from warfarin therapy to PRADAXA, discontinue warfarin and start PRADAXA when the international normalized ratio (INR) is below 2.0.

When converting from PRADAXA to warfarin, adjust the starting time of warfarin based on creatinine clearance as follows:
° For CrCl >50 mL/min, start warfarin 3 days before discontinuing PRADAXA.
° For CrCl 31-50 mL/min, start warfarin 2 days before discontinuing PRADAXA.
° For CrCl 15-30 mL/min, start warfarin 1 day before discontinuing PRADAXA.
° For CrCl <15 mL/min, no recommendations can be made.

Because PRADAXA '¢an contribute to an elevated INR, the INR will better reflect warfarin’s effect after PRADAXA has been stopped for at least 2 days.

2.3 Converting from or to Parenteral Anticoagulants
For patients currently receiving a parenteral anticoagulant, start PRADAXA 0 to 2 hours before the time that the next dose of the parenteral drug was to have been
administered or at the time of discontinuation of a continuously administered parenteral drug (e.g., intravenous unfractionated heparin).

For patients currently taking PRADAXA, wait 12 hours (CrCl 230 mL/min) or 24 hours (CrCl <30 mL/min) after the last dose of PRADAXA before initiating
treatment with a parenteral anticoagulant /see Clinical Pharmacology (12.3)].

2.4 Surgery and Interventions

If possible, discontinue PRADAXA 1 to 2 days (CrCl 250 mL/min) or 3 - 5 days (CrCl <50 mL/min) before invasive or surgical procedures because of the increased
risk of bleeding. Consider longer times for patients undergoing major surgery, spinal puncture, or placement of a spinal or epidural catheter or port, in whom complete
hemostasis may be required /see Use in Specific Populations (8.6) and Clinical Pharmacology (12.3)].

If surgery cannot be delayed, there is an increased risk of bleeding /see Warnings and Precautions (5.1)]. This risk of bleeding should be weighed against the urgency
of intervention [see Warnings and Precautions (5.2)]. Bleeding risk can be assessed by the ecarin clotting time (ECT). This test is a better marker of the anticoagulant
activity of dabigatran than activated partial thromboplastin time (aPTT), prothrombin time (PT)/INR, or thrombin time (TT). If ECT is not available, the aPTT test
provides an approximation of PRADAXA’s anticoagulant activity /see Clinical Pharmacology (12.2)].

3 DOSAGE FORMS AND STRENGTHS
Capsules with a light blue opaque cap imprinted in black with the Boehringer Ingelheim company symbol and a cream-colored opaque body imprinted in black with

“R150” (150 mg) or “R75” (75 mg).

4 CONTRAINDICATIONS
PRADAXA is contraindicated in patients with:
° Active pathological bleeding [see Warnings and Precautions (5.1) and Adverse Reactions (6.1)].
e  History of a serious hypersensitivity reaction to PRADAXA (e.g., anaphylactic reaction or anaphylactic shock) /see Adverse Reactions (6.1)].

5 WARNINGS AND PRECAUTIONS

5.1 Risk of Bleeding

PRADAXA increases the risk of bleeding and can cause significant and, sometimes, fatal bleeding. Risk factors for bleeding include the use of drugs that increase the
risk of bleeding in general (e.g., anti-platelet agents, heparin, fibrinolytic therapy, and chronic use of NSAIDs) and labor and delivery. Promptly evaluate any signs or
symptoms of blood loss (e.g., a drop in hemoglobin and/or hematocrit or hypotension). Discontinue PRADAXA in patients with active pathological bleeding.

In the RE-LY (Randomized Evaluation of Long-term Anticoagulant Therapy) study, a life-threatening bleed (bleeding that met one or more of the following criteria:
fatal, symptomatic intracranial, reduction in hemoglobin of at least 5 grams per deciliter, transfusion of at least 4 units of blood, associated with hypotension requiring
the use of intravenous inotropic agents, or necessitating surgical intervention) occurred at an annualized rate of 1.5% and 1.8% for PRADAXA 150 mg and warfarin,

respectively [see Adverse Reactions (6.1)].

5.2 Temporary Discontinuation of PRADAXA
Discontinuing anticoagulants, including PRADAXA, for active bleeding, elective surgery, or invasive procedures places patients at an increased risk of stroke. Lapses
in therapy should be avoided, and if anticoagulation with PRADAXA must be temporarily discontinued for any reason, therapy should be restarted as soon as possible.

5.3 Effect of P-gp Inducers and Inhibitors on Dabigatran Exposure
The concomitant use of PRADAXA with P-gp inducers (e.g., rifampin) reduces exposure to dabigatran and should generally be avoided /see Clinical Pharmacology

(12.3)].
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P-gp inhibitors ketoconazole, verapamil, amiodarone, quinidine, and clarithromycin, do not require dose adjustments. These results should not be extrapolated to other
P-gp inhibitors [see Clinical Pharmacology (12.3)].

6 ADVERSE REACTIONS

6.1 Clinical Trials Experience
The RE-LY study provided safety information on the use of two doses of PRADAXA and warfarin /see Clinical Studies (14)]. The numbers of patients and their
exposures are described in Table 1. Limited information is presented on the 110 mg dosing arm because this dose is not approved.

Table1l Summary of Treatment Exposure in RE-LY

PRADAXA 110 mg twice daily PRADAXA 150 mg twice daily Warfarin
Total number treated 5983 6059 5998
Exposure
> 12 months 4936 4939 5193
> 24 months 2387 2405 2470
Mean exposure (months) 20.5 20.3 21.3
Total patient-years 10,242 10,261 10,659

Because clinical studies are conducted under widely varying conditions and over varying lengths of time, adverse reaction rates observed in the clinical studies of a drug
cannot be directly compared to rates in the clinical studies of another drug and may not reflect the rates observed in practice.

Drug Discontinuation in RE-LY
The rates of adverse reactions leading to treatment discontinuation were 21% for PRADAXA 150 mg and 16% for warfarin. The most frequent adverse reactions

leading to discontinuation of PRADAXA were bleeding and gastrointestinal events (i.e., dyspepsia, nausea, upper abdominal pain, gastrointestinal hemorrhage, and
diarrhea).

Bleeding [see Warnings and Precautions (5.1)]

Table 2 shows the number of patients experiencing serious bleeding during the treatment period in the RE-LY study, with the bleeding rate per 100 patient-years (%).
Major bleeds fulfilled one or more of the following criteria: bleeding associated with a reduction in hemoglobin of at least 2 grams per deciliter or leading to a
transfusion of at least 2 units of blood, or symptomatic bleeding in a critical area or organ (intraocular, intracranial, intraspinal or intramuscular with compartment
syndrome, retroperitoneal bleeding, intra-articular bleeding, or pericardial bleeding). A life-threatening bleed met one or more of the following criteria: fatal,
symptomatic intracranial bleed, reduction in hemoglobin of at least 5 grams per deciliter, transfusion of at least 4 units of blood, associated with hypotension requiring
the use of intravenous inotropic agents, or necessitating surgical intervention. Intracranial hemorrhage included intracerebral (hemorrhagic stroke), subarachnoid, and

subdural bleeds.
Table2 Bleeding Events’ (per 100 Patient-Years)

PRADAXA ’ .
150 mi t(wo/ioc)e daily W]gl:,;;m I:;;?/:dcliff)o
Randomized patients 6076 6022
Patient-years 12,033 11,794
Intracranial hemorrhage 38(0.3) 90 (0.8) 0.41(0.28, 0.60)
Life-threatening bleed 179 (1.5) 218(1.9) 0.80 (0.66, 0.98)
Major bleed 399 (3.3) 421 (3.6) 0.93(0.81, 1.07)
Any bleed 1993 (16.6) 2166 (18.4) 0.91 (0.85, 0.96)

*Patients contributed multiple events and events were counted in multiple categories.
**Confidence interval

The risk of major bleeds was similar with PRADAXA 150 mg and warfarin across major subgroups defined by baseline characteristics, with the exception of age,
where there was a trend towards a higher incidence of major bleeding on PRADAXA (HR 1.2, 95% CI: 1.0 to 1.4) for patients >75 years of age.

There was a higher rate of major gastrointestinal bleeds in patients receiving PRADAXA 150 mg than in patients receiving warfarin (1.6% vs. 1.1%, respectively, with
a hazard ratio vs. warfarin of 1.5, 95% CI, 1.2 to 1.9), and a higher rate of any gastrointestinal bleeds (6.1% vs. 4.0%, respectively).

Gastrointestinal Adverse Reactions

Patients on PRADAXA 150 mg had an increased incidence of gastrointestinal adverse reactions (35% vs. 24% on warfarin). These were commonly dyspepsia
(including abdominal pain upper, abdominal pain, abdominal discomfort, and epigastric discomfort) and gastritis-like symptoms (including GERD, esophagitis, erosive
gastritis, gastric hemorrhage, hemorrhagic gastritis, hemorrhagic erosive gastritis, and gastrointestinal ulcer).

Hvpersensitivity Reactions
In the RE-LY study, drug hypersensitivity (including urticaria, rash, and pruritus), allergic edema, anaphylactic reaction, and anaphylactic shock were reported in

<0.1% of patients receiving PRADAXA.

7 DRUG INTERACTIONS
The concomitant use of PRADAXA with P-gp inducers (e.g., rifampin) reduces exposure to dabigatran and should generally be avoided /see Clinical Pharmacology

(12.3)].

P-gp inhibitors ketoconazole, verapamil, amiodarone, quinidine, and clarithromycin do not require dose adjustments. These results should not be extrapolated to other P-
gp inhibitors [see Clinical Pharmacology (12.3)].
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8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Pregnancy Category C

There are no adequate and well-controlled studies in pregnant women.

Dabigatran has been shown to decrease the number of implantations when male and female rats were treated at a dosage of 70 mg/kg (about 2.6 to 3.0 times the human
exposure at maximum recommended human dose [MRHD] of 300 mg/day based on area under the curve [AUC] comparisons) prior to mating and up to implantation
(gestation Day 6). Treatment of pregnant rats after implantation with dabigatran at the same dose increased the number of dead offspring and caused excess
vaginal/uterine bleeding close to parturition. Although dabigatran increased the incidence of delayed or irregular ossification of fetal skull bones and vertebrae in the
rat, it did not induce major malformations in rats or rabbits.

8.2 Labor and Delivery
Safety and effectiveness of PRADAXA during labor and delivery have not been studied in clinical trials. Consider the risks of bleeding and of stroke in using
PRADAXA in this setting [see Warnings and Precautions (5.1)].

Death of offspring and mother rats during labor in association with uterine bleeding occurred during treatment of pregnant rats from implantation (gestation Day 7) to
weaning (lactation Day 21) with dabigatran at a dose of 70 mg/kg (about 2.6 times the human exposure at MRHD of 300 mg/day based on AUC comparisons).

8.3 Nursing Mothers
It is not known whether dabigatran is excreted in human milk. Because many drugs are excreted in human milk, caution should be exercised when PRADAXA is

administered to a nursing woman.

8.4 Pediatric Use
Safety and effectiveness of PRADAXA in pediatric patients has not been established.

8.5 Geriatrie Use
Of the total number of patients in the RE-LY study, 82% were 65 and over, while 40% were 75 and over. The risk of stroke and bleeding increase with age, but the
risk-benefit profile is favorable in all age groups [see Warnings and Precautions (5.3), Adverse Reactions (6.1), and Clinical Studies (14)].

8.6 Renal Impairment
No dose adjustment of PRADAXA is recommended in patients with mild or moderate renal impairment. Reduce the dose of PRADAXA in patients with severe renal
impairment (CrCl 15-30 mL/min) [see Dosage and Administration (2.1)]. Dosing recommendations for patients with CrCl < 15 mL/min or on dialysis cannot be

provided.

10 OVERDOSAGE
Accidental overdose may lead to hemorrhagic complications. There is no antidote to dabigatran etexilate or dabigatran. In the event of hemorrhagic complications,

initiate appropriate clinical support, discontinue treatment with PRADAXA, and investigate the source of bleeding. Dabigatran is primarily excreted in the urine;
therefore, maintain adequate diuresis. Dabigatran can be dialyzed (protein binding is low), with the removal of about 60% of drug over 2-3 hours; however, data
supporting this approach are limited. Consider surgical hemostasis or the transfusion of fresh frozen plasma or red blood cells. There is some experimental evidence to
support the role of activated prothrombin complex concentrates (e.g., FEIBA), or recombinant Factor VIla, or concentrates of coagulation factors II, IX or X; however,
their usefulness in clinical settings has not been established. Consider administration of platelet concentrates in cases where thrombocytopenia is present or long-acting
antiplatelet drugs have been used. Measurement of aPTT or ECT may help guide therapy /[see Clinical Pharmacology (12.2)].

11 DESCRIPTION

The chemical name for dabigatran etexilate mesylate, a direct thrombin inhibitor, is B-Alanine, N-[[2-[[[4-[[[(hexyloxy)carbonyl]Jamino]iminomethyl]
phenyl]Jamino]methyl]-1-methyl-1H-benzimidazol-5-yl]carbonyl]-N-2-pyridinyl-,ethyl ester, methanesulfonate. The empirical formula is Cs4HN7Os - CH4O;S and the
molecular weight is 723.86 (mesylate salt), 627.75 (free base). The structural formula is:

CH,

£Hg OJ_/_/
o X
r

Hy * CH,SO,H

[¢]

Dabigatran etexilate mesylate is a yellow-white to yellow powder. A saturated solution in pure water has a solubility of 1.8 mg/mL. It is freely soluble in methanol,
slightly soluble in ethanol, and sparingly soluble in isopropanol.

The 150 mg capsule for oral administration contains 172.95 mg dabigatran etexilate mesylate, which is equivalent to 150 mg of dabigatran etexilate, and the following
inactive ingredients: acacia, dimethicone, hypromellose, hydroxypropyl cellulose, talc, and tartaric acid. The capsule shell is composed of carageenan, FD&C Blue No.
2, FD&C Yellow No. 6, hypromellose, potassium chloride, titanium dioxide, and black edible ink. The 75 mg capsule contains 86.48 mg dabigatran etexilate mesylate,
equivalent to 75 mg dabigatran etexilate, and is otherwise similar to the 150 mg capsule.

12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action
Dabigatran and its acyl glucuronides are competitive, direct thrombin inhibitors. Because thrombin (serine protease) enables the conversion of fibrinogen into fibrin
during the coagulation cascade, its inhibition prevents the development of a thrombus. Both free and clot-bound thrombin, and thrombin-induced platelet aggregation

are inhibited by the active moieties.
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12.2 Pharmacodynamics

At recommended therapeutic doses, dabigatran etexilate prolongs the aPTT, ECT, and TT. With an oral dose of 150 mg twice daily the median peak aPTT is
approximately 2x control. Twelve hours after the last dose the median aPTT is 1.5x control, with less than 10% of patients exceeding 2x control. In the RE-LY trial,
the median (10" — 90" percentile) trough aPTT in patients receiving the 150 mg dose was 52 (40 — 76) seconds. The median (10™ — 90" percentile) trough ECT in
patients receiving the 150 mg dose was 63 (44 — 103) seconds. The INR test is relatively insensitive to the activity of dabigatran and may or may not be elevated in
patients on PRADAXA. When converting a patient from PRADAXA to warfarin therapy, the INR is unlikely to be useful until at least 2 days after discontinuation of
PRADAXA.

Cardiac Electrophysiology
No prolongation of the QTc interval was observed with dabigatran etexilate at doses up to 600 mg.

12.3 Pharmacokinetics

Dabigatran etexilate mesylate is absorbed as the dabigatran etexilate ester. The ester is then hydrolyzed, forming dabigatran, the active moeity. Dabigatran is
metabolized to four different acyl glucuronides and both the glucuronides and dabigatran have similar pharmacological activity. Pharmacokinetics described here refer
to the sum of dabigatran and its glucuronides. Dabigatran displays dose-proportional pharmacokinetics in healthy subjects and patients in the range of doses from 10 to
400 mg.

Absorption

The absolute bioavailability of dabigatran following oral administration of dabigatran etexilate is approximately 3 to 7%. Dabigatran etexilate is a substrate of the efflux
transporter P-gp. After oral administration of dabigatran etexilate in healthy volunteers, Cp.y 0ccurs at 1 hour post-administration in the fasted state. Coadministration
of PRADAXA with a high-fat meal delays the time to Cn.x by approximately 2 hours but has no effect on the bioavailability of dabigatran; PRADAXA may be

administered with or without food.

The oral bioavailability of dabigatran etexilate increases by 75% when the pellets are taken without the capsule shell compared to the intact capsule formulation.
PRADAXA capsules should therefore not be broken, chewed, or opened before administration.

Distribution
Dabigatran is approximately 35% bound to human plasma proteins. The red blood cell to plasma partitioning of dabigatran measured as total radioactivity is less than
0.3. The volume of distribution of dabigatran is 50-70 L. Dabigatran pharmacokinetics are dose proportional after single doses of 10-400 mg. Given twice daily,

dabigatran’s accumulation factor is approximately two.

Elimination
Dabigatran is eliminated primarily in the urine. Renal clearance of dabigatran is 80% of total clearance after intravenous administration. After oral administration of
radiolabeled dabigatran, 7% of radioactivity is recovered in urine and 86% in feces. The half-life of dabigatran in healthy subjects is 12 to 17 hours.

Metabolism

After oral administration, dabigatran etexilate is converted to dabigatran. The cleavage of the dabigatran etexilate by esterase-catalyzed hydrolysis to the active
principal dabigatran is the predominant metabolic reaction. Dabigatran is not a substrate, inhibitor or inducer of CYP450 enzymes. Dabigatran is subject to
conjugation forming pharmacologically active acyl glucuronides. Four positional isomers, 1-O, 2-O, 3-O and 4-O-acylglucuronide exist, and each accounts for less
than 10% of total dabigatran in plasma.

Renal Impairment
An open, parallel-group single-center study compared dabigatran pharmacokinetics in healthy subjects and patients with mild to moderate renal impairment receiving a

single dose of PRADAXA 150 mg. Based on pharmacokinetic modeling, estimated exposure to dabigatran increases with the severity of renal function impairment
(Table 3). Similar findings were observed in the RE-LY trial.

Table 3 Estimated Pharmacokinetic Parameters of Dabigatran by Renal Function

Renal CrCl Increase in Increase in tiz
Function (mL/min) AUC Cmax (h)
Normal 80 1x 1x 13
Mild 50 1.5x 1.1x 15
Moderate 30 3.2x 1.7x 18

Hepatic Impairment
Administration of PRADAXA in patients with moderate hepatic impairment (Child-Pugh B) showed a large inter-subject variability, but no evidence of a consistent

change in exposure or pharmacodynamics.

Drug Interactions
Impact of Other Drugs on Dabigatran

P-gp Inducers
Rifampin: Rifampin 600 mg once daily for 7 days followed by a single dose of dabigatran decreased its AUC and Cr.x by 66% and 67%, respectively. By Day 7 after cessation of

rifampin treatment, dabigatran exposure was close to normal [see Warnings and Precautions (5.3) and Drug Interactions (7)].

P-gp Inhibitors
In studies with the P-gp inhibitors ketoconazole, amiodarone, verapamil and quinidine, the time to peak, terminal half-life, and mean residence time of dabigatran were

not affected. Any observed changes in Cp.cand AUC are described below.

Ketoconazole: Ketoconazole increased dabigatran AUC.. and Cy values by 138% and 135%, respectively, after a single dose of 400 mg, and 153% and 149%, respectively,
after multiple daily doses of 400 mg.

Verapamil: When dabigatran etexilate was co-administered with oral verapamil, the C,,,cand AUC of dabigatran were increased. The extent of increase depends on the
formulation of verapamil and timing of administration. If verapamil is present in the gut when dabigatran is taken, it will increase exposure to dabigatran with the
greatest increase observed when a single dose of immediate-release verapamil is given one hour prior to dabigatran (AUC increased by a factor of 2.4). If verapamil is
given 2 hours after dabigatran, the increase in AUC is negligible. In the population pharmacokinetics study from RE-LY, no important changes in dabigatran trough
levels were observed in patients who received verapamil.
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Amiodarone: When dabigatran etexilate was co-administered with a single 600 mg oral dose of amiodarone, the dabigatran AUC and C,,, increased by 58% and 50%,
respectively. The increase in exposure was mitigated by a 65% increase in the renal clearance of dabigatran in the presence of amiodarone. The increase in renal
clearance may persist after amiodarone is discontinued because of amiodarone’s long half-life. In the population pharmacokinetics study from RE-LY, no important
changes in dabigatran trough levels were observed in patients who received amiodarone.

Quinidine: Quinidine was given as 200 mg dose every 2 hours up to a total dose of 1000 mg. Dabigatran etexilate was given over 3 consecutive days, the last evening
dose on Day 3 with or without quinidine pre-dosing. Concomitant quinidine administration increased dabigatran’s AUC and Cp,s by 53% and 56%, respectively.

Clarithromycin: Coadministered clarithromycin had no impact on the exposure to dabigatran.

Other Drugs
Clopidogrel. When dabigatran etexilate was given concomitantly with a loading dose of 300 mg or 600 mg clopidogrel, the dabigatran AUC and Ci,, increased by

approximately 30% and 40%, respectively. The concomitant administration of dabigatran etexilate and clopidogrel resulted in no further prolongation of capillary
bleeding times compared to clopidogrel monotherapy. When comparing combined treatment and the respective mono-treatments, the coagulation measures for
dabigatran’s effect (aPTT, ECT and TT) remained unchanged, and inhibition of platelet aggregation (IPA), a measurement of clopidogrel’s effect, remained unchanged.

Enoxaparin: Enoxaparin 40 mg given subcutaneously for 3 days with the last dose given 24 hours before a single dose of PRADAXA had no impact on the exposure to
dabigatran or the coagulation measures aPTT, ECT, or TT.

Diclofenac, Ranitidine, and Digoxin: None of these drugs alters exposure to dabigatran.

In RE-LY, dabigatran plasma samples were also collected. The concomitant use of proton pump inhibitors, H2 antagonists and digoxin did not appreciably change the
trough concentration of dabigatran.

Impact of Dabigatran on Other Drugs
In clinical studies exploring CYP3A4, CYP2C9, P-gp and other pathways, dabigatran did not meaningfully alter the pharmacokinetics of amiodarone, atorvastatin,

clarithromycin, diclofenac, clopidogrel, digoxin, pantoprazole, or ranitidine.

13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis; Mutagenesis, Impairment of Fertility

Dabigatran was not carcinogenic when administered by oral gavage to mice and rats for up to 2 years. The highest doses tested (200 mg/kg/day) in mice and rats were
approximately 3.6 and 6 times, respectively, the human exposure at MRHD of 300 mg/day based on AUC comparisons.

Dabigatran was not mutagenic in in vitro tests, including bacterial reversion tests, mouse lymphoma assay and chromosomal aberration assay in human lymphocytes,
and the in vivo micronucleus assay in rats.

In the rat fertility study with oral gavage doses of 15, 70, and 200 mg/kg, males were treated for 29 days prior to mating, during mating up to scheduled termination, and
females were treated 15 days prior to mating through gestation Day 6. No adverse effects on male or female fertility were observed at 200 mg/kg or 9 to 12 times the
human exposure at MRHD of 300 mg/day based on AUC comparisons. However, the number of implantations decreased in females receiving 70 mg/kg, or 3 times the
human exposure at MRHD based on AUC comparisons.

14 CLINICAL STUDIES

The clinical evidence for the efficacy of PRADAXA was derived from RE-LY (Randomized Evaluation of Long-term Anticoagulant Therapy), a multi-center, multi-
national, randomized parallel group trial comparing two blinded doses of PRADAXA (110 mg twice daily and 150 mg twice daily) with open-label warfarin (dosed to
target INR of 2 to 3) in patients with non-valvular, persistent, paroxysmal, or permanent atrial fibrillation and one or more of the following additional risk factors:

Previous stroke, transient ischemic attack (TIA), or systemic embolism

Left ventricular ejection fraction <40%

Symptomatic heart failure, > New York Heart Association Class 2

Age >75 years

Age >65 years and one of the following: diabetes mellitus, coronary artery disease (CAD), or hypertension

The primary objective of this study was to determine if PRADAXA was non-inferior to warfarin in reducing the occurrence of the composite endpoint, stroke (ischemic
and hemorrhagic) and systemic embolism. The study was designed to ensure that PRADAXA preserved more than 50% of warfarin’s effect as established by previous
randomized, placebo-controlled trials of warfarin in atrial fibrillation. Statistical superiority was also analyzed.

A total of 18,113 patients were randomized and followed for a median of 2 years. The patient’s mean age was 71.5 years and the mean CHADS, score was 2.1. The
patient population was 64% male, 70% Caucasian, 16% Asian, and 1% black. Twenty percent of patients had a history of a stroke or TIA and 50% were Vitamin K
antagonist (VKA) naive, defined as less than 2 months total lifetime exposure to a VKA. Thirty-two percent of the population had never been exposed to a VKA.
Concomitant diseases of patients in this trial included hypertension 79%, diabetes 23% and CAD 28%. At baseline, 40% of patients were on aspirin and 6% were on
clopidogrel. For patients randomized to warfarin, the mean percentage of time in therapeutic range (INR 2-3) was 64%; the mean percentages of time INR
measurements were greater than 4 or less than 1.5 were 2% and 5%, respectively.

Relative to warfarin and to PRADAXA 110 mg twice daily, PRADAXA 150 mg twice daily significantly reduced the primary composite endpoint of stroke and
systemic embolism (see Table 4 and Figure 1).

Table 4 First Occurrence of Stroke or Systemic Embolism in the RE-LY Study

PRADAXA PRADAXA Warfarin
150 mg twice daily 110 mg twice daily

Patients randomized 6076 6015 6022
Patients (%) with events 134 (2.2%) 183 (3%) 202 (3.4%)
Hazard ratio vs. warfarin (95% CI) 0.65 (0.52, 0.81) 0.90 (0.74,1.10)

P-value for superiority 0.0001 0.3
Hazard ratio vs. PRADAXA 110 mg (95% CI) 0.72 (0.58, 0.90)

P-value for superiority 0.004
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Figure1  Kaplan-Meier Curve Estimate of Time to First Stroke or Systemic Embolism
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5782 5555 4700 3847 3238 2428
5719 5438 4615 3702 3092 2338

The contributions of the components of the composite endpoint, including stroke by subtype, are shown in Table 5.

33 36 39
495 87
494 90
383 76

The treatment effect was primarily a reduction in

stroke. PRADAXA 150 mg twice daily significantly reduced both ischemic and hemorrhagic strokes relative to warfarin.

Table 5 Strokes and Systemic Embolism in the RE-LY Study
PRADAXA Warfarin Hazard ratio vs. warfarin
150 mg twice daily (95% CI)
Patients randomized 6076 6022
Stroke 122 186 0.64 (0.51, 0.81)
Ischemic stroke 103 134 0.75(0.58,0.97)
Hemorrhagic stroke 12 45 0.26 (0.14, 0.49)
Systemic embolism 13 21 0.61(0.30,1.21)

The efficacy of PRADAXA 150 mg twice daily was generally consistent across major subgroups (see Figure 2).
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Figure 2 Stroke and Systemic Embolism Hazard Ratios by Baseline Characteristics
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Centers were ranked post hoc by the percentage of time that warfarin-treated patients were in therapeutic range (INR 2-3). Findings for stroke/systemic embolism, all-
cause mortality, and major bleeds are shown for centers above and below the median level of INR control in Table 6. The benefits of PRADAXA 150 mg relative to
warfarin were most apparent in patients enrolled at centers with INR control below the median.

Table 6 Center INR Control in the RE-LY Study

Centers with INR control Centers with INR control

below the median of 67% above the median of 67%
Stroke/systemic embolism 0.57 (0.42, 0.76) 0.76 (0.55, 1.05)
All-cause mortality 0.78 (0.66, 0.93) 1.01 (0.84,1.23)
Major bleed 0.82 (0.68, 0.99) 1.08 (0.89, 1.31)

The risk of myocardial infarction was numerically greater in patients who received PRADAXA (1.5% for 150 mg dose) than in those who received warfarin (1.1%).

16 HOW SUPPLIED/STORAGE AND HANDLING
PRADAXA 75 mg capsules have a light blue opaque cap imprinted with the Boehringer Ingelheim company symbol and a cream-colored opaque body imprinted with

“R75.” The color of the imprinting is black. The capsules are supplied in the packages listed:
e NDC 0597-0107-54 Unit of use bottle of 60 capsules
e NDC 0597-0107-60 Blister package containing 60 capsules (10 x 6 capsule blister cards)

PRADAXA 150 mg capsules have a light blue opaque cap imprinted with the Boehringer Ingelheim company symbol and a cream-colored opaque body imprinted with
“R150.” The color of the imprinting is black. The capsules are supplied in the packages listed:

e NDC 0597-0135-54 Unit of use bottle of 60 capsules

e NDC 0597-0135-60 Blister package containing 60 capsules (10 x 6 capsule blister cards)

Bottles
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Store at 25°C (77°F); excursions permitted to 15°-30°C (59°-86°F). Once opened, the product must be used within 30 days. Keep the bottle tightly closed. Store in the
original package to protect from moisture.

Blisters
Store at 25°C (77°F); excursions permitted to 15°-30°C (59°-86°F). Store in the original package to protect from moisture.

Keep out of the reach of children.

17 PATIENT COUNSELING INFORMATION
See Medication Guide

17.1 Instructions for Patients
e  Tell patients to take PRADAXA exactly as prescribed.
e  Remind patients not to discontinue PRADAXA without talking to the health care provider who prescribed it.
e Advise patients not to chew or break the capsules before swallowing them and not to open the capsules and take the pellets alone (e.g., sprinkled over food
or into beverages).

17.2 Bleeding
Inform patients that they may bleed more easily, may bleed longer, and should call their health care provider for any signs or symptoms of bleeding.

Instruct patients to seek emergency care right away if they have any of the following, which may be a sign or symptom of serious bleeding:
° Unusual bruising (bruises that appear without known cause or that get bigger)

Pink or brown urine

Red or black, tarry stools

Coughing up blood

Vomiting blood, or vomit that looks like coffee grounds

Instruct patients to call their health care provider or to get prompt medical attention if they experience any signs or symptoms of bleeding:
e Pain, swelling or discomfort in a joint

Headaches, dizziness, or weakness

Reoccurring nose bleeds

Unusual bleeding from gums

Bleeding from a cut that takes a long time to stop

Menstrual bleeding or vaginal bleeding that is heavier than normal

17.3 Gastrointestinal Adverse Reactions
Instruct patients to call their health care provider if they experience any signs or symptoms of dyspepsia or gastritis:

e Dyspepsia (upset stomach), burning, or nausea
e Abdominal pain or discomfort
e  Epigastric discomfort, GERD (gastric indigestion)

17.4 Invasive or Surgical Procedures
Instruct patients to inform their health care provider that they are taking PRADAXA before any invasive procedure (including dental procedures) is scheduled.

17.5 Concomitant Medications
Ask patients to list all prescription medications, over-the-counter medications, or dietary supplements they are taking or plan to take so their health care provider knows

about other treatments that may affect bleeding risk (e.g., aspirin or NSAIDs) or dabigatran exposure.

Distributed by:
Boehringer Ingelheim Pharmaceuticals, Inc.
Ridgefield, CT 06877 USA

©Copyright 2010 Boehringer Ingelheim Pharmaceuticals, Inc.
ALL RIGHTS RESERVED

Resource number here
Component number here
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T IER

1 ZhRE - R
PRADAXA (%, FEFPBUEMLLEMENEE 2T 2P LU IEERIED ) 2 7 RBIHEIS Sh D,

2 - A&

2.1 HERE

J VT F=27 YT T A 30mL/min & x5 BEICKT D PRADAXA OHERAEIT 150 mg | B 2BEREAHELGTHD (BERARZ
fb7v) . Zv7F=027 U752 A15~30mL/min Th L EBEITH L TOHREAEIT 75 mg 1 A 2HROKETHD [FrEhE
HEMHA~DOERE (8.6) B8IOIIKE (12.3) OHEERM] . 7 LT F=027 U T T2 A 15 mL/min K E 7213EW & 51 T 5 BE
WX D HERE SRR TE AL,

BEICH TN RERERBIAT L DI ET 2, BTN EWARRL, 3 7ernbh 2 H U ORATL2Z 803, BEE
O ORNDRZENNH D FESIRA (12.3) OESBM] |

PRADAXA % TERZNICIRA LENTZHAICE, RAPICTE 20 RS 1 HEEZRMT 2 2L, RORMATEE TORMEL 6 Ik
MRmOLEICE, RALEN: | Baa8Eds, RA LSS ZH 9 72012, PRADAXA Of A0 L TR L
Tk,

22 ULT77 Y UnbOENBIELIZTILTF ) ~DOEVEZ
TINT 7 U LD PRADAXA ICH) 0 B2 24856013, EERERELL (INR) 28 2.0 & FRIZGAIC, Y77 U o &dfik LT
PRADAXA % Bth4 %,

PRADAXA MH UL T 7 VAZHIN B Z BHBRIC, FOE S/ VT F=r 7 VT T AZESNTYLT 7 U > OBaRH 2 54
45,
. J VT F=27 YT T A 50mLimin B2 584, PRADAXA #H1E42% 3 HENCULVT 7 U U EBET 5,
JVTF=r 2 YT TR 31~50 mL/min D4, PRADAXA ZH114 2% 2 ARNC UL T 7 U v & BtAT 5,
JVTF =27 VT T A 15~30 mL/min D4, PRADAXA 2H11E4 25 1 HEllcv A7 7 U 2Bk T 5,
J VT F=2 7 )T T A 15 mLimin K O5A, HEEREIIIR/R TE R0,

PRADAXA % INR EF-O—[RIZ72 5 Z ERXH D728, INR X, PRADAXA F11E#% 2 HULEBIZUL T 7 U v ORELE L0 B < KM
T 5,

23 FERONEEENL 0PV B EIIIHROTEEE~DL Y &2
FERR O PLEEE SR 2 AP O AL, Yk OW B 5040 B RE LT 0~2 AT, F 7213k 5 S - 36 O hugeE s (1,
FERARSEA~NY ) O IEZ PRADAXA ZBRtA+ 5,

PRADAXA ZHIEMT T DHEF 1L, PRADAXA ik EHEN S 12 KR (7 L7 F =2 30 mL/min L EOE) 7213 24 R (2
LT F=27 U7 72 A 30 mL/min K OHE) #REHEICIER 0 HIEEESRIC K 2160 % Bith3 2 [B3REE (12.3) oESH] |

24 FERBIVCBBEHER

HIL Y 27 BEE 5728, fRETHIVUE, RENLUESCHBLEZZ TS 1~2H (ZLT7F=227107 7 A 50 mL/min 2L EOE;
) F72E3~5H (VT F=27 VT T A 50 mL/min ®iEOHE) A PRADAXA #H1ET 5 2 &, TR IbALEICR5
LEZLNDRFEW, THEM, 138O LATEFEA DT —T 0 (3R — 1) OBEL2ZTAREICKHLTUL, LV E
WHIEBIEZ B BT 52 & B EEF~0&E (8.6) BLUOHESIEM (123) 0oHEBHE]

FiERELEDLZENTERVWES, HlL) A7 8mEs BEBLOEHLEOREE (5.1) OEBR] , ZoHMmY 27 L{FEEER
THOBRAM L Z BT 2L (BEBIOMEA EoEE (5.1) omEBM] , Him ) 22713 s U EFEEE (BCT) 12k-
TIHMEAHETH D, ZORERIT, EHEES e R7 T AF U (@PTT) , 7o her eVl (PT/INR) 72k hrr by
FEE (TT) XV b, FEH b7 OfEEEEOENS~——Th b, ECT ZFIHTERWEAIE, aPTT #X5k73 PRADAXA ®
T U7 P o B2 L 70 D [SE503EEE (12.3) OIEBM]

3 L agk
RBR 22 IR T ORI IT R A B A A > 7 T Boehringer Ingelheim -0 v Rv~—7 BHIFINTEY, FEWRS UV — LGN
EBiCId ARG 2 T [R150] (150mg) E7-1x R75) (75mg) LEIFENTWD I 7 ELA

4 #=
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PRADAXA I FTOBEIZHEETH 5,

IEEPE O B M [EEB IO EoEE (5.1) BXURIWEM (6.1) OmEEBMR]

PRADAXA |ZX13 2 EERRMMESUCOBEERE (B, 777 4 7% v —KIGERIITF 74 9% —vav2) [FIEA
(6.1) DIEEH]

5 BEBIOHEALEOESR

51 MYy xZ

PRADAXA IV A7 e, BT, RFCAMEENTHOLEZSREZTZE0nH D, BV 27 RFI2iE, —f&icHmY
A7 B LIEROOER (B, Pri/biFl, ~V 2, BEEREMEE, 35 X0 NSAID ORHIER) 75 ONCalh - HERE Eh
by RO EITER B, ~EZobrrBl/ EhiE~~ b2 Uy MEDIKT, £HREMEDKT) BNHIEEIT-ED
WCRET S Z & IREIED R iM% £ 5 B35~ PRADAXA & 5% H 145 2 &,

RE-LY (Randomized Evaluation of Long-term Anticoagulant Therapy) ABRIZI T, Az &9 Hin (LLFOREREEGZ L2 il -

Heamfy, SEBMEEENHMD, 5 gdl L Eho~E v eggd, 4 AL Lo, SROEOBIRNE S 2 LB L 3 D RIIE AR5

D, EEIINBONEEZLE LT HHO) OFEROFEZRIL, PRADAXA 150 mg T 1.5%, VA7 7 VT 1.8%Th-o7- [RAIEH
(6.1) DEHZM]

5.2 PRADAXA D—FRigHIk

EEPEOH M, FHERFNT, 2 IXEEALE D= DD PRADAXA & edllEERo fikix, BEOMET DY 27 NS5,
PRADAXA | L D HUBEBERIE D T EHIIRET 2 _X&E TH DA, [MLOBEN S A hIE LTS 52 0EAE, TEX5R
D RFREEHET L L,

53 PHEIELHBEABLUHEEAOF N N7 VBRBRICE X DHE
PRADAXA & P-PEEAFEAl (B, V7rrvy) OfFHIE, FEH T UORBEREZBDIE L0, —fRICEEEETS 2 &
[ T3E5h88 ) (12.3) OHESR]

PHEEAMEAIOr haty —u, XIRIN, TIFLuy, F=VUBLOY 7 2AuvA v rOfHOEE, AEFETON
IR, 22, I D OXRIIMO P-AEE ARER O ANICEIS L2 & [ (12.3) 0EBR]

6 BIVEH

6.1 BERIRFABZER

RE-LY &%, PRADAXA QH®E) BIXOUNT 7 U A CET A LEME R L BRRER (14) omEsR] , £ 11288
BB L OMRBE 2R, 110 mg O EITAR SN TOARWEZD, 110 mg H5IZET A HHRIZE STV S,

#1 RE-LY 3B COMREHIR D EH

PRAI:A';(;& Iélw mg PRAI:AET(;A Iél 50 mg DTy
e 5% % - B K 5983 6059 5998
i 25 41 )
125 A%BA5 4936 4939 5193
24 AEHZ5 2387 2405 2470
SRR (v A) 20.5 20.3 213
(YN 10,242 10,261 10,659

MR I 2SRRI T ORI S, EFTMEM b R85, 1 SOFEFNOKAR CHE S NZBIEH OB R L, Flo
AN DOERATIR TORBR L BT 2 Z LI TEY, FRERODEOG THE SN DI BHLREZ M 5 Z LITTE AR,

RE-LY #ABRICE 1T S REFEH I

B IR E - 72 FIWEA OFIA 1 PRADAXA 150 mg #5-5173 21%, U7 7 U BG4I 16% T 72, PRADAXA #5-DHIEIC
EoTfWEM D 5 bl b%ho70ik, ik KO bR OES (Thabb, WERR, BL, LEHHE, MeEhn, sL0
F#) CThoTz,

Ml [T S OMEN] DI (5.1) DIESHE]
# 212, RE-LY RBRCIRBEMIR P EAR 70 il 2 R28R L 7o B D NSO ZEBLR (100 A+ 4F) (%) &4, RHMIELF
DIHED 1 DL EEWTHDOTH S, 2 gdL L EO~E T o Bl 20k E 7203 2 AL EORImIZTE S i, & U< FEE
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PLE T IR O FEGEME I M. (IR L, SN, BN E T o8 — N A v MEGEREA S RN, #ERNTmn, B
HiN M e 2 VIR 0EN W) o AmE G THMIZLLTORED | SULEZMZT O TH D, By, JEREEZENHMm, 5
gdL LLEDO~E 7w e fld, 4 B Eoin, BOROFIRNE S 2 0B E T 2E0ELZ 5, EE@RNLELLEL T
b0, SHEAHIMIIE, MM (HilrEiisd) , < SEETHIMm, 3 X O8RS £,

%2 HifA > b* (100 A - E£4729)

mu?gﬁgmm yﬁi;fy NP— R (95%CI**)

N (%) ?
VR L STz B 6076 6022
RS 12,033 11,794
9 25 PN ) af, 38 (0.3) 90 (0.8) 0.41 (0.28. 0.60)
KER R BN AT N 179 (1.5) 218 (1.9) 0.80 (0.66. 0.98)
K HH i, 399 (3.3) 421 (3.6) 0.93 (0.81, 1.07)
9™~ T O H I 1933 (16.6) 2166 (18.4) 0.91 (0.85. 0.96)
DA X MIBMRT2BRERB LA XU MO T IV —Th Uy hLTZ,
o {5 X ]

NR—2 5 I (ERERL) Lo TEBSNEEARY 7 7L —TI12BVWT, PRADAXA 150 mg B LU L7 7 U kS K
HIL o U 2 27 138 E LT3, 75 5 LA LD B EE Tl PRADAXA #5102 X A KO REBE RN EWMEARH -7 (HR 1.2, 95%
CI1.0~14) ,

PRADAXA 150 mg D525 F o BEREI VL7 7V UBEL Y LB O KRN (FhZEh, 1.6%vs. 1.1 %, Y77 VA% d
DAY= R 15, 95%CI1.2~1.9) , BLOTXTOMEHM (ZNEh, 6.1%vs. 4.0%) OFEBIERFEI T,

BB OmEITEH

PRADAXA 150 mg D522 T COHERERIL, Y77 ) VLD S EBORWERORBERE N7 (35%vs. 24%) . T b
1, —HRICTHEAR BARRER (A8, 8%, MEEAPE, B ODEIHAREE EGTe) 200 IS HRBER (HRE S TRIERE,
BIER, ObAMEE, Hiim, HinsEEE, HnEOSAMEER, BLIOWEEEREZGT) Thol,

B
RE-LY RBRIZE\VT, PRADAXA D5 %521 - BEFED 0.1%AK012, WYBBUE GRS, 938, TOHOFEEZET) , 7T LAF
—MWRE, 77 4 Tx =R, BXOTF T4 TX—va v I BNRE ST,

7 tHEEA
PRADAXA & P-HEEAEFGEEAK (B, V77 EY) OFHIL, VN RTUo~OBRERZED SEL-0, —RITIEERETS 2 &
[HESFERE (12.3) DHERM]

P-WEEAMER O haFy —n, XIRIN, TIFLry, ¥=VUBROY T Y ArvA UL, HEFEOLEITR,
I DORFEREMO P-FEEAMEANIMNE L RN & [EHFEH (123) OEZH]

8 KRl BEEM~DORE

8.1 1R

LR Y 7 =2 —C

GRS E U GHEUZZEE T O & CTEE SN ZHERRBRT — 2 13720,

ZEH T o0%, MHEOT v MR LT, ZEMINOERK (R 6 HH) £T 70 mgkg [Hh#R FHfE (AUC) bl Tr Mokl

Ff (MRHD) 300 mg/HICH T 5t MEBRREOK 2.6~3.0 FITHYT D] 25 LIHEAI, EREEBDIELZERRSNT
W5, BHREDIEIRT v M T 2EMARO X N~ 7 o#G1E, SEERKARINSE, HERY @R /8 /75 i 4 5] i

43



TLllce XEH T U0E, Ty NORBRROEESS X OBEHEOELORBEE /TR ORBELZEMEER, Ty bEZIFUY
FICEKRRAFEES SR T Z TR0 ol

8.2 PENR
ERIRERBRIZ I T, At HERIZ 31T 5 PRADAXA O & AT STV eV, Z ORI T PRADAXA 452 &
DI L OWZERF DU 27 ZWiGtd % 2 & [ZEBL O EoME (5.1) DBESM]

AR Z >~ ML, EK (R 7HE) 20 L (B3 21 HH) £THEH FT 2 70 mgkg [AUC i MRHD 300 mg/H (233
J o5 MREEOK 2.6 fFIHYT 5] 25 L2RE, oI FE itk 5 WA RS KOREM O LA U,

83 B
XEHNTo 2T X T — R RBAPICHRE SN E I DEARATH D, < ORAPIHTHICHEE SN LW BIENM D, %
FLIHZ PRADAXA % & 57 256 1 IXEEA T2 &,

84 /PMRE~OEE
INRBEIZHTT D PRADAXA OZ2ME & AWEIRMENL SN TR0,

85 mmE~DOEE

RE-LY iEBROBRERED 5L 82%70° 65 melh b, 40%0 75 Ll ETh -7z, MEAEFRB LI OHMO Y 2 7 1 3FEH L & BICHEKRT 508
YRT « RXT 4 v bOTa T 7 A MENTHOERBBICBONTCHLRIFTH-7- [BEBIOMEH LoESE (5.1) , BEA 6.1) ,
BLOERRR (14) 0mBESE]

8.6 BHREREE

WREF 72 1L RS D B RE RS S & 5 FRE T KI5 PRADAXA O FEMEIIHER S, EEOBHEERE (VL T7F=22 Y
7 7 A 15~30 mL/min) ®EFIZK L TiX, PRADAXA O EZHET 2L [HE - AR Q1) 0EEE] , JvrF=27
U 7 7 > A 15 mL/min Kiili & 72135 2 %107 T 5 BEF ISR D HERH BT R TE 220,

10 BERE

BRI B 5 TR OHEIC SRR D AREMERN S D, LA T V2T XTI — R AEN T 2T DAL
vy, HIMPEAOHES B LZ 54 121E, @U@ s 2Bt L, PRADAXAOF 521k L, HmRzFHA~s22&, ¥4 b
SR EICRPICHRE S N A 72, MEUARFRABEEZERTD L, XEN T AXBITIC L ARENTRET (BAKSEME
W), 2~ 3R TTRIC0% A RETE 228, ZORIGEXET LT —ZIIMEN TV D, SFEHYIEIL £ 72 (3 H RS AR M ER D
iz EET 5, HER T2 ho v v EARRBHERA (B, 774N, R 2 B VIR - 8AL B DO SR 1,
IXIK T F 723X I L DALE % X F59 5 EBRAGEILE S 5 2%, FERIRUICE T 2 2105 OF AT TRy, /NI
IENRD LD BARCE R R IL MR 2 6 L TOZBAI1iE, m/MRIERFERUAI oK E5 b EET 5 2 &, aPTT £7201%
ECTORE LIBRDOB B DBEEND D [EHEH (12.3) DEEH]

1 FELRR - IR

HXEHRNTUVZ2T X T — FAX L ANFR BRI OIS 4 : B-Alanine, N-[[2-[[[4-[[[(hexyloxy)carbonyl]amino] iminomethyl]
phenyl]amino]methyl]-1-methyl-1H-benzimidazol-5-yl]carbonyl]-N-2-pyridinyl-,ethyl ester, methanesulfonate, 433% CasHyN;Os - CH,05S
THY, HFEITT2386 (A F U 2NRUE) , 62775 (EBEELE) . #ERIZUTO LB ¢
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CH

CH
3 = CH SO H

AEH KT T H T — N AL U AVEKR BRI A A~ %’é@%ﬁﬂ%f&;é BIRK IS OVSARELYX 1.8 mg/mL TH B, A%/

—ZERTRT K, =& ) —/MZOh TS, 4V 7 a3 — L ZRRETIT W,

ROZLLEH1S0mg h 7 EVIEAE T DT 2T H T — b 150 mg IS T 5 17295 mg DX EH T V2T H 0T — R A X AL
RUBEEEAT D, BIME L TTIET LK, VAFLRIaxHhy, oA An—X, b Raxr o kin—2X*,
NI BIWNEAREGET D, W7 eMEE, WX —F L, ERE6A 25, BRFEA 55, eFain—X, f{th ) vas,
BALTF# v BLOBRARGA 7 THEESNL TS, 75mg I 7 BVBAEH T 2T F3F—h 75 mg ICHYT 5 86.48 mg D
HAEH Ty ZTHTT— NAZ U ANKRBIEEEHT D, & OMOMERSE 150 mg 1 7BV ERIRTH D,

12 FhIRE

121 {EFR#RF

FEHRNTeZOT NI NI a= X, BENREE Mo EUEATH D, MREED Ay — Nz Thrrey (&
Vo7ar7—8) B7 47V /)5 E T 47 ) T ARG EMEET 2720, IEETIVUILEERE LTS Z ENTE
5, FEH Tk o T, il Mk F e B OEAER LN b a v B RO L/ MagEES MR S s,

122 EH%E

AEHRTr2T X T — N R EHHAT 5 L aPTT, ECT, 8L TTHNEEET 5, 150 mg | A 2 EREA# 5 0BA, aPTT O
E— 7 O REIIN— 2T A MEOKI 2R TH D, REFENS 12 /%D aPTT O P REIIN— 2T A ED 1.5ETHYH, X—
ATA UED 2 fEEBZ D EBEEOLFRIT 10%ICH 727200, RE-LY RBRIZE VT, 150 mg OF 5% 51 - BEFICE T 5 aPTT 7
7@@#%@(w~%ﬂ~ty&4w)mn(m~m)@f%otoWMQ@&5%§Ht%%ﬁK%H5Hﬁ%37ﬁ®$%
I (10~90 /S—k o ZAN) 1T 63 (44~103) B TH o7, INR (ZFXEH kT U AEMEIT 6T 5 K 2 LAV V-, PRADAXA
BHEEZZTTCODIBEECBOTEHEN LRI 2 LbbNE, ERLAVWZ ELH D, BEN PRADAXA 225 TV T7 7 U UERIEIC
Ul Bz 5454, PRADAXA &G-HIEH% 2 HOL BRI 5 £ T, INRBFHTH S L1TE 2120,

L ST AP
ZEH NI THT7— e RK600mg DHETHEE LT, QTcMBOERITBE S N7z,

123 KyEhig

AEHNTVZTH T — R AF L AVKRUERIEY, YEH N T 2T H T — ATV E LTRIREND, TOHIDTAT
JATIAKRSRS L, EHEESOZET N T U NEREND, FEH T NF4OORRDZTINT VT n= RicfREtsh, £727
= REZEH T OmGTNFRREORBIEE 2 G955, 22 Cid T 2 MEREIL, Fe ATz r/ o= %
AOELELDICERLTWS, FEH N7 0E, @EWRRE & BEICBVT, 10~400 mg O i E#PH THEICHH) L - &yt 2
Y,

R

FEHRNT U2 T X7 — MREOBRGRIZBI DX ET N T DML AT XA T EY T 21, ¥ 3~T%Thbd, EH T
TF X7 — M, P b T AR —% — (efflux transporter) @ P-FEEREADEE TH 5, HMEREBOMBERERE LA T o=
TXVT—MEROBELGT DL, 5% 1T Cmax IZBIET 5, @IEVIR & —#IZ PRADAXA #5725 &, Cmax ~DE|EK;
MIABK 2 BFIER T 52, YEHNT DAL FTT XA T YT TR EBLRY, ZOZ &5, PRADAXA IZTAEFOHF LR
bPRETDHZENTED,
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BTN 2V L TRy hERALESEAEOXEN N T 2T XTI — MOROANAS T T XA TV T 41%, 8RR TR
HHIDBE LS T5%EMLTZ, LR ->T, #ET5H1IC PRADAXA B 7R Z N0 BT 720 4 _&E TRV,

il

AEH KT rOe MR A~OREGIEN 35%TH 5, BIKHIEE LCHIE SR, #8780 b7 v ORMERD S ME~D 541 0.3
K THD, FEH LT U ONAMERL 50~70 L TH D, 10~400 mg HEHREZO L N b T o OEYERE XA EICHEIT D, 1
A2EBEICEDFEH NI OBBREIIB L2105,

Fo214

AT ATEICRPICHEE SR D, BIRNEGBROLZET T OB 7 VT T AL, £7 VT 7V AD 0% CTh b, FE
[FNLTCFAER S A b T v O N FEERIZ, JRPIC 7%3 L OFEMPIC 86%D U REA IR Sz, EEESRE IS4 H T
v OHRINE 12~17T R TH B,

1t

FEHFTrmTHyI— M, ORGSR T hT cEfsns, FTEARBRIGE, =A2T 57—k 2MKSET

ZEH NG r2T XV T— IO REERS A EAT T Uo~ESND, 8T T 0L, CYPAS0 BERDRE, FHERIE - I1LH
HWEHITIXAAW, FEH NI U ATmEe Sh, EEEEOH AT VAT AT a U BRASERRIER IS, 1-0, 2-0, 3-0, 4-O0-7 L7
T a AR E WD AFEONEREEBEEL, TREANEDAEEITMETRLET T D 10%RK0TH 5,

B ERENE

HEERIATREBE B MR BRICB VT, FEH b T U ORWEREIZ OV T, PRADAXA 150 mg #5452 1F 7 R MBS L iR D
HLEOBHEREOBE LI Lz, EYBHEETNVICK ST, LN b T v OHEERSEEITBHAERE o BEE IS U CHng
LI EAREN (FR3) . RELY B CHHEE LB ESHR SN,

®3 FEH T DEMEBNT A—5 (BHEED L ITHE)

BHAe (mCJf.lin) AUC #871 Conn BT tiz (h)
ER 80 1x 1x 13
ﬁﬁ 50 1.5x 1.1x 15
&k gE 30 3.2x 1.7x 18
Vid

PSR O ITHERERE S (Child-Pugh B) %  5B#FIIxIT %5 PRADAXA #4518, BEMTRERIES D& EARLED, BBERE
TS AT E LB A m TR e 0,

BB

LB b T AR IF T D HF D

P-1i 1 5 A

V778 U770 B 600mgl B 187 BfEEG®ZRICAEN N T U 2HEEE LIZREA, 80 FT7 20 AUCE L Cpp 28
ENEN 66%B L 6T%I Lz, FEH T OBERIL, V77 v EVEERTHTHBICBLTEFMEIZR-7- [ X
A EorER (5.3) BIOEMAEEER (7) OEBE]

P-HE R [ BH Al
PHEEAMERIO S hat > —iu, 7IHFury, XIRINBLOF=VrORBRIZBWNT, FEH hT 0 — 7 B
WO, B L ORI R E Z T e o T, BIEINTE Con B L UNAUC OE LE LI FIZAR T,

s ha S = b Ay — U BERIZ L T, 400 mg HIEHEHZICA EH N T 0D AUCLE LN Cr HEZ ENZEH 138% I8 LT
135%8M L, £72400mg 1 A 1 EIERS L2HAIIEZ I 153%35 KON 149%3800 L 7=,

NININ BTN T 2T X T — R ERORTRINENFHAKEG LI A, FETFT 2D Cpn B L NAUC NI L 7=,

HEIMORREIIRT RINVOATFEB L OGO X A I Tk TR o7, XEH T U ORARRZ, BRNICRTZ RIARFEL
TWAHEA, FEH NI OBRBEENENL, RKRKOBIME, ZFeH 7 o%5 1 RERRNIGEBIES 7 X VO HER 5 21T - 7=
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Gl shi (AUC WX 2.4 M) . XA T oG 2EERBIATNC R T NI VARG LTS, AUC OBINTER T 5%
FT%@ RE-LY (Z36\F % RMERIBEMBIREMENT I BN T, NI RIADOHMAIL, FEH RFoD T 7 EICEBEREEL TSR
Mol

FIFE R AN T2 TR YT — T I A F 0 600 mg HERE DS L 2O LIZSA, A T2 D AUC & Coa
MDENTI 58%B L S0%IEIM LTz, TIALZ U NEETLIHT, FEATNTOBZ VT T UADN 65%HEMT 52 L1ck-T,
*Ewﬁmifﬁéhto7 FEBDRWCEBOTDHIC, T IAFa o PIERICHE Y VT T o AOBINER T S WEE
PERBH D, RE-LY IZBI1T 2 RHEMBEHBIEMITICB N T, TIFZar oy, FEH IO b7 7EICEEREEL JFS

2ot

F=2 =V IR 200 mg & 2 FEF Z L UZE 1000 mg e B S e, FEA MR T — Mk 3 HEESh, 3 H
HDX F ORI, —8HOBERICTY =V HAHEG 21TV, R0 ORI =V VRIS 21ThRhol, =V 0
PERATGICED, FEHFT D AUCE L Cpu BZEINEI 53%E L 56%HE L 7=,

7V Ry 7)Ao OABRGIEFA T T U ORRRICEEEY 5 X ol

Z DD FRFH|

IRENTLA TN T 2T XU T — M EYIE30mg /21X 600mg D/ nE R LV EEJFHLIZEZ A, FEH T
YD AUC & Cope DENZNAI30%B L C40%EM LT, XEH T =T FTF— e N7 UVAEZHERERS LSS, 7
0 v RS UOVHEIRE & TR HIMEER (CBT) BNESIIERT 5 Z & ideholz, PEAEE B LT ENn oA 5
EHELIZE A, XEH T AEICBET ZEEEMEM aPTT, ECTRE LT , BEOZ o R L AEHORIERE LT
OI/IREEIH (IPA) ([ZZ(LITRRO e o Tz,

T FYNY ) XYY 40 mg 3 HEE TS T, K% O#E % PRADAXA HiBI# 5 24 ReMRIICAT o 728, X80 T
VOIREFE R FE I ITEEEREME (aPTT, ECT £721% TT) ~OREIIRO b o7,

ForrZxts, FEFPr, BLOZITF L INODOERIZCT T~ DORGEEIEEL 5 20T,

RE-LYRERTIX, FEH T ooy 7 bIE SN, 7 u Ry FIER], IR2IBHES IOV %y v oftH# 51X
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ANNEX I

SUMMARY OF PRODUCT CHARACTERISTICS
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1. NAME OF THE MEDICINAL PRODUCT

Pradaxa 75 mg hard capsules

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Each hard capsule contains 75 mg of dabigatran etexilate (as mesilate)
Excipients: Each hard capsule contains 2 micrograms sunset yellow (E110)

For a full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM

Hard capsule

Imprinted capsules with light blue, opaque cap and cream-coloured, opaque body of size 2 filled with
yellowish pellets. The cap is imprinted with the Boehringer Ingelheim company symbol, the body with
66R757"

4. CLINICAL PARTICULARS

4.1 Therapeutic indications

Primary prevention of venous thromboembolic events in adult patients who have undergone elective
total hip replacement surgery or total knee replacement surgery.

4.2 Posology and method of administration

Prevention of Venous Thromboembolism (VTE) in patients following elective knee replacement
surgery:

The recommended dose of Pradaxa is 220 mg once daily taken as 2 capsules of 110 mg. Treatment
should be initiated orally within 1 — 4 hours of completed surgery with a single capsule and continuing
with 2 capsules once daily thereafter for a total of 10 days.

Prevention of Venous Thromboembolism (VTE) in patients following elective hip replacement
surgery:

The recommended dose of Pradaxa is 220 mg once daily taken as 2 capsules of 110 mg. Treatment
should be initiated orally within 1 — 4 hours of completed surgery with a single capsule and continuing
with 2 capsules once daily thereafter for a total of 28-35 days.

For both surgeries, if haemostasis is not secured, initiation of treatment should be delayed. If treatment
is not started on the day of surgery then treatment should be initiated with 2 capsules once daily.

Special patient populations:

Renal impairment:
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Treatment with Pradaxa in patients with severe renal impairment (creatinine clearance < 30 ml/min) is
contraindicated (see section 4.3).

In patients with moderate renal impairment (creatinine clearance 30-50 ml/min), there is limited
clinical experience. These patients should be treated with caution. The recommended dose is 150 mg
taken once daily as 2 capsules of 75 mg (see section 4.4 and 5.1).

After knee replacement surgery treatment should be initiated orally within 1 — 4 hours of completed
surgery with a single capsule and continuing with 2 capsules once daily thereafter for a total of 10
days.

After hip replacement surgery treatment should be initiated orally within 1 — 4 hours of completed
surgery with a single capsule and continuing with 2 capsules once daily thereafter for a total of 28-35
days.

Elderly:

In elderly patients ( > 75 years) there is limited clinical experience. These patients should be treated
with caution. The recommended dose is 150 mg taken once daily as 2 capsules of 75 mg (see section
4.4 and 5.1).

After knee replacement surgery treatment should be initiated orally within 1 — 4 hours of completed
surgery with a single capsule and continuing with 2 capsules once daily thereafter for a total of 10
days.

After hip replacement surgery treatment should be initiated orally within 1 — 4 hours of completed
surgery with a single capsule and continuing with 2 capsules once daily thereafter for a total of 28-35

days.

Hepatic impairment.

Patients with elevated liver enzymes > 2 upper limit of normal (ULN) were excluded in clinical trials.
Therefore the use of Pradaxa is not recommended in this population (see sections 4.4 and 5.2). ALT
should be measured as part of the standard pre-operative evaluation (see section 4.4).

Weight:
There is very limited clinical experience in patients with a body weight < 50 kg or > 110 kg at the
recommended posology. Given the available clinical and kinetic data no adjustment is necessary (see

section 5.2) but close clinical surveillance is recommended (see section 4.4).

Post-surgical patients with an increased risk for bleeding:

Patients at risk for bleeding or patients at risk of overexposure, notably patients with moderate renal
impairment (creatinine clearance 30 — 50 ml/min), should be treated with caution (see sections 4.4 and
5.1).

Children and adolescents:

There is no experience in children and adolescents.
Pradaxa is not recommended for use in patients below 18 years due to lack of data on safety and
efficacy.
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Concomitant use of Pradaxa with amiodarone or verapamil:

Dosing should be reduced to 150 mg Pradaxa daily in patients who received concomitantly dabigatran
etexilate and amiodarone or verapamil (see sections 4.4 and 4.5).

In patient with moderate renal impairment and concomitantly treated with dabigatran etexilate and

verapamil, a dose reduction of Pradaxa to 75 mg daily should be considered (see sections 4.4 and
4.5).

Switching from Pradaxa treatment to parenteral anticoagulant:

It is recommended to wait 24 hours after the last dose before switching from Pradaxa to a parenteral
anticoagulant (see section 4.5).

Switching from parenteral anticoagulants treatment to Pradaxa:

No data are available, therefore it is not recommended to start the administration of Pradaxa before the
next scheduled dose of the parenteral anticoagulant would have been due (see section 4.5).

Pradaxa should be swallowed as a whole with water, with or without food.
4.3 Contraindications

e Hypersensitivity to the active substance or to any of the excipients

e Patients with severe renal impairment (CrCl < 30 ml/min)

e Active clinically significant bleeding

e Organic lesion at risk of bleeding

e Spontaneous or pharmacological impairment of haemostasis

e Hepatic impairment or liver disease expected to have any impact on survival
e Concomitant treatment with quinidine (see section 4.5)

4.4 Special warnings and precautions for use

Hepatic impairment:

Patients with elevated liver enzymes > 2 ULN were excluded in controlled clinical trials. Therefore the
use of Pradaxa is not recommended in this population. ALT should be measured as part of the
standard pre-operative evaluation.

Haemorrhagic risk:

Close clinical surveillance (looking for signs of bleeding or anaemia) is recommended throughout the
treatment period, especially in the following situations that may increase the hemorrhagic risk:
diseases associated with an increased risk of bleeding, such as congenital or acquired coagulation
disorders, thrombocytopenia or functional platelet defects, active ulcerative gastrointestinal disease,
recent biopsy or major trauma, recent intracranial haemorrhage or brain, spinal or ophthalmic surgery,
bacterial endocarditis.

Plasma concentrations of dabigatran might be elevated when co-administered with strong P-gp
inhibitors (e.g. verapamil, amiodarone). This may increase the risk of bleeding and these patients
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should be closely clinically monitored (looking for signs of bleeding and anaemia) (see sections 4.2
and 4.5).

Patients with moderate renal impairment have an increased exposure to dabigatran. Limited data is
available in patients < 50 kg and the elderly (see sections 4.2 and 5.2). In these situations, Pradaxa
should be used with caution and a close clinical surveillance (looking for signs of bleeding or anemia)

is required throughout the treatment period (see section 4.2).

When severe bleedings occur treatment must be discontinued and the source of bleeding investigated
(see section 4.9).

Agents that may enhance the risk of haemorrhage should not be administered concomitantly or should
be administered with caution with Pradaxa (see section 4.5).

Patients at high surgical mortality risk and with intrinsic risk factors for thromboembolic events:

There are limited efficacy and safety data for dabigatran available in these patients and therefore they
should be treated with caution.

Spinal anaesthesia/epidural anaesthesia/lumbar puncture:

In patients undergoing major orthopaedic surgery, epidural or spinal haematomas that may result in
long-term or permanent paralysis cannot be excluded with the concurrent use of dabigatran and
spinal/epidural anaesthesia or spinal puncture. The risk of these rare events may be higher with
postoperative use of indwelling epidural catheters or the concomitant use of other medicinal products
affecting haemostasis.

Therefore the use of Pradaxa is not recommended in patients undergoing anaesthesia with post-
operative indwelling epidural catheters.

Administration of the first dose of Pradaxa should occur a minimum of two hours after the catheter is
removed. These patients require frequent observation for neurological signs and symptoms.

Hip fracture surgery:

There is no data on the use of Pradaxa in patients undergoing hip fracture surgery. Therefore treatment
is not recommended.

Colorants:

Pradaxa hard capsules contain the colorant sunset yellow (E110), which may cause allergic reactions.
4.5 Interaction with other medicinal products and other forms of interaction

Interaction studies have only been performed in adults.

Anticoagulants and platelet aggregation agents:

The following treatments are not recommended concomitantly with Pradaxa: unfractionated heparins
and heparin derivatives, low molecular weight heparins (LMWH), fondaparinux, desirudin,
thrombolytic agents, GPIIb/IIla receptor antagonists, clopidogrel, ticlopidine, dextran, sulfinpyrazone
and vitamin K antagonists. It should be noted that unfractionated heparin can be administered at doses
necessary to maintain a patent central venous or arterial catheter (see sections 4.2 and 4.4).
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Interactions linked to dabigatran etexilate and dabigatran metabolic profile:

Dabigatran etexilate and dabigatran are not metabolised by the cytochrome P450 system and have no
in vitro effects on human cytochrome P450 enzymes. Therefore, related medicinal product interactions
are not expected with dabigatran.

NSAIDs: When Pradaxa was coadministered with diclofenac, the plasma exposure of both medicinal
products remained unchanged indicating a lack of a pharmacokinetic interaction between dabigatran
etexilate and diclofenac. However, due to the risk of haemorrhage, notably with NSAIDs with

elimination half-lives > 12 hours, close observation for signs of bleeding is recommended (see section
4.4).

Transporter interactions:

Amiodarone, verapamil and clarithromycin are inhibitors of the efflux transporter P-glycoprotein and
dabigatran etexilate a substrate of this transporter.

Amiodarone: When Pradaxa was coadministered with a single oral dose of 600 mg amiodarone, the
extent and rate of absorption of amiodarone and its active metabolite DEA were essentially
unchanged. The dabigatran AUC and C,,,x were increased by about 60 % and 50 %, respectively. The
mechanism of the interaction has not been completely clarified. In view of the long half-life of
amiodarone the potential for drug interaction may exist for weeks after discontinuation of amiodarone.

Dosing should be reduced to 150 mg Pradaxa daily in patients who received concomitantly dabigatran
etexilate and amiodarone (see section 4.2).

Verapamil: When dabigatran etexilate (150 mg) was coadministered with oral verapamil, the Cmax
and AUC of dabigatran were increased but magnitude of this change differs depending on timing of
administration and formulation of verapamil.

The greatest elevation of dabigatran exposure was observed with the first dose of an immediate release
formulation of verapamil administered one hour prior to dabigatran etexilate intake (increase of Cax
by about 180 % and AUC by about 150 %). The effect was progressively decreased with
administration of an extended release formulation (increased of C,.x by about 90 % and AUC by about
70 %) or administration of multiple doses of verapamil (increased of C,,.x by about 60 % and AUC by
about 50 %).

Therefore, close clinical surveillance (looking for signs of bleeding or anemia) is required when
dabigatran is co-administrered with verapamil. In patient with normal renal function after the surgery,
receiving dabigatran etexilate and verapamil concomitantly, the dose of Pradaxa should be reduced to
150 mg daily. In patient with moderate renal impairment and concomitantly treated with dabigatran
etexilate and verapamil, a dose reduction of Pradaxa to 75 mg daily should be considered (see
sections 4.2 and 4.4).

There was no meaningful interaction observed when verapamil was given 2 hours after dabigatran
etexilate (increased of C,,,x by about 10 % and AUC by about 20 %). This is explained by completed
dabigatran absorption after 2 hours (see section 4.4)

Clarithromycin: When clarithromycin (500 mg bid) was administered together with dabigatran
etexilate in healthy volunteers, increase of AUC by about 19 % and Cmax by about 15 % was
observed without any clinical safety concern. However, in patients receiving dabigatran, a clinically
relevant interaction cannot be excluded when combined with clarithromycin. Therefore, a close
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monitoring should be exercised when dabigatran etexilate is combined with clarithromycine and
particularly in the occurrence of bleeding, notably in patient having a mild to moderate renal
impairment.

P-glycoprotein inhibitors:
Caution should be exercised with strong P-glycoprotein inhibitors. The P-glycoprotein inhibitor
quinidine is contraindicated (see section 4.3).

P-glycoprotein inducers:

Potent P-glycoprotein inducers such as rifampicin or St John’s wort (Hypericum perforatum), may
reduce the systemic exposure of dabigatran. Caution is advised when co-administering these medicinal
products.

Digoxin: In a study performed with 24 healthy subjects, when Pradaxa was coadministered with
digoxin, no changes on digoxin and no clinical relevant changes on dabigatran exposure have been
observed.

Gastric pH:

Pantoprazole: When Pradaxa was coadministered with pantoprazole, a decrease in the dabigatran area
under the plasma concentration-time curve of approximately 30 % was observed. Pantoprazole and
other proton-pump inhibitors were co-administered with Pradaxa in clinical trials and no effects on
bleeding or efficacy were observed.

Ranitidine: Ranitidine administration together with Pradaxa had no clinically relevant effect on the
extent of absorption of dabigatran.

4.6 Pregnancy and lactation

Pregnancy:

There are no adequate data from the use of Pradaxa in pregnant women.
Studies in animals have shown reproductive toxicity (see section 5.3). The potential risk for humans is
unknown.

Women of child-bearing potential should avoid pregnancy during treatment with dabigatran etexilate.
Pradaxa should not be used during pregnancy unless clearly necessary.

Lactation:

There are no clinical data of the effect of dabigatran on infants during breast feeding.
Lactation should be discontinued during treatment with Pradaxa.

4.7 Effects on ability to drive and use machines

No studies on the effects on the ability to drive and use machines have been performed.

4.8 Undesirable effects

A total of 10.084 patients were treated in 4 actively controlled VTE prevention trials with at least one

dose of the medicinal product. Of these 5419 were treated with 150 mg or 220 mg daily of Pradaxa,
while 389 received doses less than 150 mg daily and 1168 received doses in excess of 220 mg daily.
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The most commonly reported adverse reactions are bleedings occurring in total in approximately 14 %
of patients; the frequency of major bleeds (including wound site bleedings) is less than 2 %.

Although rare in frequency in clinical trials, major or severe bleeding may occur and, regardless of
location, may lead to disabling, life-threatening or even fatal outcomes.

The table 1 shows the number (%) of patients experiencing bleeding events during the treatment
period in the VTE prevention in the two pivotal clinical trials, according to dose.

Table 1 Bleeding events broken down to major and any bleeding in the pivotal hip and knee study.
Dabigatran etexilate |Dabigatran etexilate | Enoxaparin
150 mg 220 mg
N (%) N (%) N (%)
Treated 1866(100.0) 1825(100.0) 1848(100.0)
Major Bleeding 24 (1.3) 33 (1.8) 27 (1.5)
Any bleeding 258(13.8) 251(13.8) 247(13.4)

Table 2 shows the adverse reactions ranked under headings of SOC and frequency using the following
convention: very common (> 1/10); common (> 1/100, <1/10); uncommon (> 1/1,000, <1/100); rare (>
1/10,000, <1/1,000); very rare (< 1/10,000).

SOC / Preferred Term. Dabigatran etexilate  |Dabigatran etexilate  Enoxaparin
150 mg 220 mg
IN (%) N (%) IN (%)
Number of patients treated 2737(100) 2682(100) 3108(100)
Blood and lymphatic system disorders
Common
Anaemia 110 (4.0) | 117 (4.4) | 141 (4.5)
Uncommon
Thrombocytopenia 5(0.2) | 2 (0.1) \ 5(0.2)
Vascular disorders
Common
Haematoma 38 (1.4 37 (14 55 (1.8)
Traumatic haematoma 37 (1.4) 41 (1.5) 51 (1.6)
Wound haemorhhage 35 (1.3) 28 (1.0) 31 (1.0)
Uncommon
Haemorrhage 5 (0.2) | 18 (0.7) | 21 (0.7)
Respiratory and thoracic system disorders
Uncommon
Epistaxis 19 (0.7) | 15 (0.6) | 13 (0.4)
Gastrointestinal disorders
Common
Gastrointestinal 33 (1.2) 17 (0.6) 20 (0.6)
haemorrhage
Uncommon
Rectal haemorrhage 12 (0.4) 15 (0.6) 5 (0.2)
Haemorrhoidal 4 (0.2) 8 (0.3) 2 (0.1)
haemorrhage
Hepatobiliary disorders
Uncommon
Alaninine aminotransferase 18 (0.7) 7 (0.3) 28 (0.9)
increased
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SOC / Preferred Term. Dabigatran etexilate  |Dabigatran etexilate =~ Enoxaparin
150 mg 220 mg
N (%) N (%) N (%)
Aspartate aminotransferase 9 (0.3) 5 (0.2) 15 (0.5)
increased
Hepatic function abnormal/ 6 (0.2) 10 (0.4) 7 (0.2)
Liver function Test
abnormal
Hepatic enzyme increased 4 (0.2) 5 (0.2) 11 (0.4)
Hyperbilirubinaemia 4 (0.1) 3 (0.1) (0.1)
Transaminases increased 0 (0.0 2 (0.1 1 (0.0
Skin and subcutaneous tissue disorder
Common
Skin haemorrhage 45 (1.6) | 57 (2.1) | 61 (2.0)
Musculoskeletal and connective tissue and bone disorders
Uncommon
Haemarthrosis 9 (0.3) | 7 (0.3) | 17 (0.6)
Renal and urinary disorders
Common
Haematuria 38 (1.4) | 33 (1.4) | 25 (0.8)
General disorders and administration site conditions
Uncommon
Injection site haemorrhage 21 (0.8) 19 (0.7) 27 (0.9)
Bloody discharge 2 (0.1) (0.2) 6 (0.2)
Catheter site haemorrhage 2 (0.1) 1 (0.0 7 (0.2)
Investigations
Common
Haemoglobin decreased 45 (1.6) | 35 (1.3) | 74 (2.4)
Uncommon
Haematocrit decreased 0 (0.0 | 6 (0.2) \ 4 (0.1)
Injury, poisoning and procedural complications
Common
Wound secretion 130 (4.8) 130 (4.9) 93 (3.0)
Anaemia postoperative 99 (3.6) 87 (3.2) 120 (3.7)
Post procedural haematoma 66 (2.4) 45 (1.7) 78 (2.5)
Post procedural 37 (1.4) 54 (2.0) 56 (1.8)
haemorrhage
Post procedural discharge 31 (1.1) 34 (1.3) 31 (1.0)
Surgical and medial procedures
Uncommon
Post procedural drainage 11 (0.4) 13 (0.5) 16 (0.5)
Wound drainage 1 (0.0 4 (0.2) 2 (0.1)

Beyond the reported ALT findings the following laboratory chemistry data had been measured in
phase 3 studies as presented in table 3.

Table 3: ALT findings the following laboratory chemistry

Dabigatran etexilate
150 mg
N (%)

Dabigatran etexilate
220 mg
N (%)

Enoxaparin

N (%)
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Total rates of Alaninine 68 (2.5) 58 (2.2) 95 (3.5)
aminotransferase increased 3 x
ULN

4.9 Overdose

There is no antidote to dabigatran. Doses of dabigatran etexilate beyond those recommended, expose
the patient to increased risk of bleeding. In the event of haemorrhagic complications, treatment must
be discontinued and the source of bleeding investigated. Since dabigatran is excreted predominantly
by the renal route adequate diuresis must be maintained. The initiation of appropriate treatment, e.g.
surgical haemostasis or the transfusion of fresh frozen plasma should be considered.

Dabigatran can be dialysed; there is no clinical experience to demonstrate the utility of this approach
in clinical studies.

5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties

Pharmacotherapeutic group: direct thrombine inhibitors, ATC code: BOIAEQ7

Dabigatran etexilate is a small molecule prodrug which does not exhibit any pharmacological activity.
After oral administration, dabigatran etexilate is rapidly absorbed and converted to dabigatran by
esterase-catalysed hydrolysis in plasma and in the liver. Dabigatran is a potent, competitive, reversible
direct thrombin inhibitor and is the main active principle in plasma.

Since thrombin (serine protease) enables the conversion of fibrinogen into fibrin during the
coagulation cascade, its inhibition prevents the development of thrombus. Dabigatran also inhibits free
thrombin, fibrin-bound thrombin and thrombin-induced platelet aggregation.

In-vivo and ex-vivo animal studies have demonstrated antithrombotic efficacy and anticoagulant
activity of dabigatran after intravenous administration and of dabigatran etexilate after oral
administration in various animal models of thrombosis.

There is a clear correlation between plasma dabigatran concentration and degree of anticoagulant
effect based on phase II studies.

Steady state (after day 3) dabigatran peak plasma concentration, measured 2-4 hours after 220 mg
dabigatran etexilate administration, is expected to be around 270 ng/ml, with an expected range of 80-
460 ng/ml. The dabigatran trough concentration, measured at the end of the dosing interval (24 hours
after the last 220 mg dabigatran dose), is expected to be around 40 ng/ml, with expected range of 10-
90 ng/ml.

Ethnic origin:
More than 99% of efficacy and safety data were generated in Caucasians.

Clinical trials in Venous Thromboembolism (VTE) prophylaxis following major joint replacement
surgery:

In 2 large randomized, parallel group, double-blind, dose—confirmatory trials, patients undergoing
elective major orthopaedic surgery (one for knee replacement surgery and one for hip replacement
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surgery) received Pradaxa 75 mg or 110 mg within 1-4 hours of surgery followed by 150 mg or
220 mg daily thereafter, haemostasis having been secured, or enoxaparin 40 mg on the day prior to
surgery and daily thereafter.

In the RE-MODEL trial (knee replacement) treatment was for 6 — 10 days and in the RE-NOVATE
trial (hip replacement) for 28 — 35 days. Totals of 2076 patients (knee) and 3494 (hip) were treated
respectively.

Composite of total VTE (including PE, proximal and distal DVT, whatever symptomatic or
asymptomatic detected by routine venography) and all-cause mortality constituted the primary end-
point for both studies. Composite of major VTE (including PE and proximal DVT, whatever
symptomatic or asymptomatic detected by routine venography) and VTE-related mortality constituted
a secondary end-point and is considered of better clinical relevance.

Results of both studies showed that the antithrombotic effect of Pradaxa 220 mg and 150 mg were
statistically non-inferior to that of enoxaparin on total VTE and all-cause mortality. The point estimate
for incidence of Major VTE and VTE related mortality for the 150 mg dose was slightly worse than
enoxaparin (table 4). Better results were seen with the 220mg dose where the point estimate of Major
VTE was slightly better than enoxaparin (table 4)."

The clinical studies have been conducted in a patient population with a mean age > 65 years.

There were no differences in the phase 3 clinical studies for efficacy and safety data between men and
women.

In the studied patient population of RE-MODEL and RE-NOVATE (5539 patients treated), 51 %
suffered from concomitant hypertension, 9 % from concomitant diabetes, 9 % from concomitant
coronary artery disease and 20 % had a history of venous insufficiency. None of these diseases
showed an impact on the effects of dabigatran on VTE-prevention or bleeding rates.

Data for the major VTE and VTE-related mortality endpoint were homogeneous with regards to the
primary efficacy endpoint and are shown in table 4.

Data for the total VTE and all cause mortality endpoint are shown in table 5.
Data for adjudicated major bleeding endpoints are shown in tables 6 below.

Table 4: Analysis of major VTE and VTE-related mortality during the treatment period in the RE-
MODEL and the RE-NOVATE orthopeadic surgery studies

Trial Dabigatran etexilate Dabigatran etexilate Enoxaparin

220 mg 150 mg 40 mg
RE-NOVATE (hip)
N 909 888 917
Incidences (%) 28 (3.1) 38 (4.3) 36 (3.9)
Risk rath over 0.78 1.09
enoxaparin
95% CI 0.48,1.27 0.70, 1.70
RE-MODEL (knee)
N 506 527 511
Incidences (%) 13 (2.6) 20 (3.8) 18 (3.5)
Risk rath over 073 1.08
enoxaparin
95% CI 0.36,1.47 0.58,2.01
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Table 5: Analysis of total VTE and all cause mortality during the treatment period in the RE-
NOVATE and the RE-MODEL orthopaedic surgery studies

Trial Dabigatran etexilate Dabigatran etexilate Enoxaparin
220 mg 150 mg 40 mg
RE-NOVATE (hip)
N 880 874 897
Incidences (%) 53 (6.0) 75 (8.6) 60 (6.7)
Risk ratio over 0.9 1.28
enoxaparin
95% CI (0.63,1.29) (0.93,1.78)
RE-MODEL (knee)
N 503 526 512
Incidences (%) 183 (36.4) 213 (40.5) 193 (37.7)
Risk ratio over 0.97 1.07
enoxaparin
95% CI (0.82,1.13) (0.92,1.25)
Table 6: Major bleeding events by treatment in the individual RE-MODEL and the RE-NOVATE
studies
Trial Dabigatran etexilate Dabigatran etexilate Enoxaparin
220 mg 150 mg 40 mg
RE-NOVATE (hip)
Treated patients N 1146 1163 1154
Number of MBE N(%) 23 (2.0) 15(1.3) 18 (1.6)
RE-MODEL (knee)
Treated patients N 679 703 694
Number of MBE N(%) 10 (1.5) 9(1.3) 9(1.3)

5.2 Pharmacokinetic properties

After oral administration, dabigatran etexilate is rapidly and completely converted to dabigatran,
which is the active form in plasma. The cleavage of the prodrug dabigatran etexilate by esterase-
catalysed hydrolysis to the active principle dabigatran is the predominant metabolic reaction. The
absolute bioavailability of dabigatran following oral administration of Pradaxa was approximately
6.5 %.

After oral administration of Pradaxa in healthy volunteers, the pharmacokinetic profile of dabigatran
in plasma is characterized by a rapid increase in plasma concentrations with Cmax attained within 0.5
and 2.0 hours post administration.

Absorption:

A study evaluating post-operative absorption of dabigatran etexilate, 1-3 hours following surgery,
demonstrated relatively slow absorption compared with that in healthy volunteers, showing a smooth
plasma concentration-time profile without high peak plasma concentrations. Peak plasma
concentrations are reached at 6 hours following administration in a postoperative period due to
contributing factors such as anesthesia, gastrointestinal paresis, and surgical effects independent of the
oral medicinal product formulation. It was demonstrated in a further study that slow and delayed
absorption is usually only present on the day of surgery. On subsequent days absorption of dabigatran
is rapid with peak plasma concentrations attained 2 hours after medicinal product administration.

12
65



Food does not affect the bioavailability of dabigatran etexilate but delays the time to peak plasma
concentrations by 2 hours.

Distribution:

Low (34-35 %) concentration independent binding of dabigatran to human plasma proteins was
observed. The volume of distribution of dabigtran of 60 — 70 L exceeded the volume of total body
water indicating moderate tissue distribution of dabigatran.

Cmax and the area under the plasma concentration-time curve were dose proportional. Plasma
concentrations of dabigatran showed a biexponential decline with a mean terminal half-life of 12-14
hours in healthy volunteers and 14 — 17 hours in patients undergoing major orthopaedic surgery. The
half-life was independent of dose.

Metabolism and elimination:

Metabolism and excretion of dabigatran were studied following a single intravenous dose of
radiolabeled dabigatran in healthy male subjects. After an intravenous dose, the dabigatran-derived
radioactivity was eliminated primarily in the urine (85 %). Faecal excretion accounted for 6 % of the
administered dose. Recovery of the total radioactivity ranged from 88-94 % of the administered dose
by 168 hours post dose.

Dabigatran is subject to conjugation forming pharmacologically active acylglucuronides. Four
positional isomers, 1-O, 2-0, 3-0, 4-O-acylglucuronide exist, each accounts for less than 10 % of total
dabigatran in plasma. Traces of other metabolites were only detectable with highly sensitive analytical
methods. Dabigatran is eliminated primarily in the unchanged form in the urine, at a rate of
approximately 100 ml/min corresponding to the glomerular filtration rate.

Special populations:

Renal insufficiency:

The exposure (AUC) of dabigatran after the oral administration of Pradaxa is approximately 2.7 fold
higher in volunteers with moderate renal insufficiency (CrCL between 30 — 50 ml/min) than in those
without renal insufficiency.

In a small number of volunteers with severe renal insufficiency (CrCL 10-30 ml/min), the exposure
(AUC) to dabigatran was approximately 6 times higher and the half-life approximately 2 times longer
than that observed in a population without renal insufficiency (see sections 4.2, 4.3 and 4.4).

Elderly patients:

Specific pharmacokinetic studies with elderly subjects showed an increase of 40 to 60 % in the AUC
and of more than 25 % in C,,,x compared to young subjects. Population-based pharmacokinetic studies
have evaluated the pharmacokinetics of dabigatran after repeated doses in patients (up to 88 years).
The observed increase of dabigatran exposure correlated with the age-related reduction in creatinine
clearance (see sections 4.2 and 4.4).

Hepatic insufficiency:
No change in dabigatran exposure was seen in 12 subjects with moderate hepatic insufficiency (Child
Pugh B) compared to 12 controls (see sections 4.2 and 4.4).

Body weight:
Population pharmacokinetic studies have evaluated the pharmacokinetics of dabigatran in patients of

48 to 120 kg body weight. Body weight had a minor effect on the plasma clearance of dabigatran
resulting in higher exposure in patients with low body weight (see section 4.2 and 4.4).
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Gender:
Active substance exposure in female patients is about 40 % to 50 % higher than in male patients and
no dose adjustment is recommended.

Ethnic origin:

The pharmacokinetics of dabigatran was investigated in Caucasian and Japanese volunteers after
single and multiple doses. Ethnic origin does not affect the pharmacokinetics of dabigatran in a
clinically relevant manner. No pharmacokinetic data in black patients are available.

Pharmacokinetic interactions:

In vitro interaction studies did not show any inhibition or induction of the principal isoenzymes of
cytochrome P450. This has been confirmed by in vivo studies with healthy volunteers, who did not
show any interaction between this treatment and the following active substances: atorvastatin
(CYP3A4), digoxin (P-glycoprotein transporter interaction) and diclofenac (CYP2C9).

Dabigatran exposure in healthy subjects was increased by 60 % in the presence of amiodarone.

5.3 Preclinical safety data

Non-clinical data reveal no special hazard for humans based on conventional studies of safety
pharmacology, repeated dose toxicity and genotoxicity.

Effects observed in the repeat-dose toxicity studies were due to the exaggerated pharmacodynamic
effect of dabigatran.

An effect on female fertility was observed in the form of a decrease in implantations and an increase in
pre-implantation loss at 70 mg/kg (5-fold the plasma exposure level in patients). At doses that were
toxic to the mothers (5 to 10-fold the plasma exposure level in patients), a decrease in foetal body
weight and viability along with an increase in foetal variations were observed in rats and rabbits. In the
pre- and post-natal study, an increase in foetal mortality was observed at doses that were toxic to the
dams (a dose corresponding to a plasma exposure level 4-fold higher than observed in patients).

Carcinogenicity studies have not yet been completed with dabigatran.

6. PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Capsule fill
e Tartaric acid

Acacia

Hypromellose
Dimeticone 350

Talc
Hydroxypropylcellulose

Capsule shell
e Carrageenan

Potassium Chloride
Titanium Dioxide
Indigo Carmine (E132)
Sunset Yellow (E110)
Hypromellose
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e  Water purified

Black printing ink

Shellac

N-Butyl alcohol

Isopropyl alcohol
Industrial methylated spirit
Iron oxide black (E172)
Purified water

Propylene glycol

6.2 Incompatibilities
Not applicable.
6.3  Shelf life

Blister and bottle: 3 years

Once the bottle is opened, the product must be used within 30 days
6.4 Special precautions for storage
Blister:
Store in the original package in order to protect from moisture
Bottle:
Store in the original package in order to protect from moisture. Keep the bottle tightly closed.
6.5 Nature and contents of container
Cartons containing 1, 3, or 6 blister strips (10 x 1,30 x 1, 60 x 1) in perforated aluminium unit dose
blisters. The blister consists of an aluminium lidding foil coated with polyvinylchloride-
polyvinylacetate copolymer-acrylate (PVCAC acrylate) in contact with the product and an aluminium
bottom foil with polyvinylchloride (PVC) in contact with the product.
Polypropylene bottle with a screw cap containing 60 hard capsules.
Not all pack sizes may be marketed.
6.6 Special precautions for disposal and other handling
When taking Pradaxa capsules out of the blister pack, the following instructions should be followed:
e The hard capsules should be taken out of the blister card by peeling off the backing foil.
e The hard capsules should not be pushed through the blister foil.

e The blister foil should only be peeled off, when a hard capsule is required.

When taking a hard capsule out of the bottle, please observe the following instructions:
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e The cap opens by pushing and turning.

Any unused product or waste material should be disposed of in accordance with local requirements.

7. MARKETING AUTHORISATION HOLDER

Boehringer Ingelheim International GmbH

D-55216 Ingelheim am Rhein

Germany

8. MARKETING AUTHORISATION NUMBER(S)

EU/1/08/442/001

EU/1/08/442/002

EU/1/08/442/003

EU/1/08/442/004

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

18 March 2008

10. DATE OF REVISION OF THE TEXT

Detailed information on this medicinal product is available on the website of the European Medicines
Agency (EMEA) http://www.emea.europa.eu/.
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1. NAME OF THE MEDICINAL PRODUCT

Pradaxa 110 mg hard capsules

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Each hard capsule contains 110 mg of dabigatran etexilate (as mesilate)
Excipients: Each hard capsule contains 3 micrograms sunset yellow (E110)

For a full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM

Hard capsule

Imprinted capsules with light blue, opaque cap and cream-coloured, opaque body of size 1 filled with
yellowish pellets. The cap is imprinted with the Boehringer Ingelheim company symbol, the body with
“R110”.

4. CLINICAL PARTICULARS

4.1 Therapeutic indications

Primary prevention of venous thromboembolic events in adult patients who have undergone elective
total hip replacement surgery or total knee replacement surgery.

4.2 Posology and method of administration
Adults

Prevention of Venous Thromboembolism (VTE) in patients following elective knee replacement
surgery:

The recommended dose of Pradaxa is 220 mg once daily taken as 2 capsules of 110 mg. Treatment
should be initiated orally within 1 — 4 hours of completed surgery with a single capsule and continuing
with 2 capsules once daily thereafter for a total of 10 days.

Prevention of Venous Thromboembolism (VTE) in patients following elective hip replacement
surgery:

The recommended dose of Pradaxa is 220 mg once daily taken as 2 capsules of 110 mg. Treatment
should be initiated orally within 1 — 4 hours of completed surgery with a single capsule and continuing
with 2 capsules once daily thereafter for a total of 28-35 days.

For both surgeries, if haemostasis is not secured, initiation of treatment should be delayed. If treatment
is not started on the day of surgery then treatment should be initiated with 2 capsules once daily.
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Paediatric population
No data are available (see section 5.1)

Special patient populations:

Renal impairment:

Treatment with Pradaxa in patients with severe renal impairment (creatinine clearance < 30 ml/min) is
contraindicated (see section 4.3).

Prevention of VTE in patients following elective hip or knee replacement surgery:

In patients with moderate renal impairment (creatinine clearance 30-50 ml/min), there is limited
clinical experience. These patients should be treated with caution. The recommended dose is 150 mg
taken once daily as 2 capsules of 75 mg (see section 4.4 and 5.1).

After knee replacement surgery treatment should be initiated orally within 1 — 4 hours of completed
surgery with a single capsule and continuing with 2 capsules once daily thereafter for a total of
10 days.

After hip replacement surgery treatment should be initiated orally within 1 — 4 hours of completed
surgery with a single capsule and continuing with 2 capsules once daily thereafter for a total of 28-35
days.

Elderly:

Prevention of VTE in patients following elective hip or knee replacement surgery:

In elderly patients ( > 75 years) there is limited clinical experience. These patients should be treated
with caution. The recommended dose is 150 mg taken once daily as 2 capsules of 75 mg (see section
4.4 and5.1).

After knee replacement surgery treatment should be initiated orally within 1 — 4 hours of completed
surgery with a single capsule and continuing with 2 capsules once daily thereafter for a total of
10 days.

After hip replacement surgery treatment should be initiated orally within 1 — 4 hours of completed
surgery with a single capsule and continuing with 2 capsules once daily thereafter for a total of 28-35
days.
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Weight:
Prevention of VTE in patients following elective hip or knee replacement surgery:
There is very limited clinical experience in patients with a body weight < 50 kg or > 110 kg at the

recommended posology. Given the available clinical and kinetic data no adjustment is necessary (see
section 5.2) but close clinical surveillance is recommended (see section 4.4).

Post-surgical patients with an increased risk for bleeding:

Patients at risk for bleeding or patients at risk of overexposure, notably patients with moderate renal
impairment (creatinine clearance 30—50 ml/min), should be treated with caution (see sections 4.4 and
5.1).

Children and adolescents:

There is no experience in children and adolescents.
Pradaxa is not recommended for use in patients below 18 years due to lack of data on safety and
efficacy.

Concomitant use of Pradaxa with strong P-glycoprotein inhibitors, i.e. amiodaron, quinidine or
verapamil:

Prevention of VTE in patients following elective hip or knee replacement surgery:

Dosing should be reduced to 150 mg taken once daily as 2 capsules of 75 mg Pradaxa in patients who
received concomitantly dabigatran etexilate and amiodarone or verapamil (see sections 4.4 and 4.5).

Patients at risk of bleeding:

Prevention of VTE in patients following elective hip or knee replacement surgery:

In patient with moderate renal impairment and concomitantly treated with dabigatran etexilate and
verapamil, a dose reduction of Pradaxa to 75 mg daily should be considered (see sections 4.4 and 4.5).
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Switching from Pradaxa treatment to parenteral anticoagulant:

Prevention of VTE in patients following elective hip or knee replacement surgery:

It is recommended to wait 24 hours after the last dose before switching from Pradaxa to a parenteral
anticoagulant (see section 4.5).

Switching from parenteral anticoagulants treatment to Pradaxa:

Dabigatran etexilate should be given 0-2 hours prior to the time that the next dose of the alternate
therapy would be due, or at the time of discontinuation in case of continuous treatment (e.g.
intravenous UFH) (see section 4.5).

Switching from Vit. K antagonists to dabigatran etexilate:

The Vit. K antagonist should be stopped. Dabigatran etexilate can be given as soon as the INR is < 2.0
(see section 4.5).

Cardioversion:
Patients can stay on dabigatran etexilate while being cardioverted.
Missed dose:

Prevention of VTE in patients following elective hip or knee replacement surgery:

Continue with your remaining daily doses of dabigatran etexilate at the same time of the next day.
Do not take a double dose to make up for missed individual doses.

Pradaxa should be swallowed as a whole with water, with or without food.
Do not open Pradaxa hard capsules (see section 5.2.)

4.3 Contraindications

e Hypersensitivity to the active substance or to any of the excipients
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e Patients with severe renal impairment (CrCl < 30 ml/min)

e Active clinically significant bleeding

e Organic lesion at risk of bleeding

e Spontaneous or pharmacological impairment of haemostasis

¢ Hepatic impairment or liver disease expected to have any impact on survival
¢ Concomitant treatment with systemic ketokonazole (see section 4.5)

4.4 Special warnings and precautions for use

Haemorrhagic risk:

As with all anticoagulants, dabigatran etexilate should be used with caution in conditions with an
increased risk of bleeding. Bleeding can occur at any site during therapy with dabigatran. An
unexplained fall in hemoglobin and/or hematocrit or blood pressure should lead to a search for a
bleeding site.

The aPTT test is widely available and provides an approximate indication of the anticoagulation
intensity achieved with dabigatran. In patients who are bleeding, the aPTT test may be useful to assist
in determining an excess of anticoagulant activity, despite its limited sensitivity. An aPTT greater than
80 sec is associated with a higher risk of bleeding.

Close clinical surveillance (looking for signs of bleeding or anaemia) is recommended throughout the
treatment period, especially in the following situations that may increase the hemorrhagic risk:
diseases associated with an increased risk of bleeding, such as congenital or acquired coagulation
disorders, thrombocytopenia or functional platelet defects, active ulcerative gastrointestinal disease,
recent biopsy or major trauma, recent intracranial haemorrhage or brain, spinal or ophthalmic surgery,
bacterial endocarditis.

Factors, such as decreased renal function (30-50ml/min CrCL), age > 75 years, or strong P-
glycoprotein-inhibitor comedication are associated with increased dabigatran plasma levels. The
presence of one or more than one of these factors may increase the risk of bleeding (see sections 4.2,
4.5 and 5.2).

Patients who develop acute renal failure should discontinue Pradaxa (see section 4.3).
Limited data is available in patients < 50 kg (see section 5.2).

In patients with atrial fibrillation and treated for prevention of stroke and systemic embolism, co-
administration of oral anti-platelet (including aspirin and clopidogrel) and NSAID therapies increase
the risk of bleeding (see section 5.2).

When severe bleedings occur treatment must be discontinued and the source of bleeding investigated
(see section 4.9).

Agents that may enhance the risk of haemorrhage should not be administered concomitantly or should
be administered with caution with Pradaxa (see section 4.5).

Interaction with P-glycoprotein inducers:

The concomitant use of dabigatran etexilate with the strong P-glycoprotein inducer rifampicin reduces
dabigatran plasma concentrations. Other P-glycoprotein inducers such as St. John's Wort or
carbamazepine are also expected to reduce dabigatran plasma concentrations, and should be co-
administered with caution (see section 4.5.and 5.2).
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Surgery and Interventions:

Patients on dabigatran etexilate who undergo surgery or invasive procedures are at increased risk for
bleeding. Therefore surgical interventions may require the temporary discontinuation of dabigatran
etexilate.

Preoperative Phase

In advance of invasive or surgical procedures dabigatran etexilate should be stopped temporarily due
to an increased risk of bleeding. If possible, dabigatran etexilate should be discontinued at least

24 hours before invasive or surgical procedures. In patients at higher risk of bleeding or in major
surgery where complete hemostasis may be required consider stopping dabigatran etexilate 2-4 days
before surgery. Clearance of dabigatran in patients with renal insufficiency may take longer (see
section 5.2). This should be considered in advance of any procedures.

Dabigatran etexilate is contraindicated in patients with severe renal dysfunction (CrCl <30 mL/min)
but should this occur then dabigatran etexilate should be stopped at least 5 days before major surgery
(see sections 4.3 and 5.2).

If an acute intervention is required, dabigatran etexilate should be temporarily discontinued. A surgery
/ intervention should be delayed if possible until at least 12 hours after the last dose. If surgery cannot
be delayed there may be an increase in the risk of bleeding. This risk of bleeding should be weighed
together with the urgency of intervention.

Spinal anaesthesia/epidural anaesthesia/lumbar puncture:

Procedures such as spinal anesthesia may require complete hemostatic function.

The risk of spinal or epidural hematoma may be increased in cases of traumatic or repeated puncture
and by the prolonged use of epidural catheters. After removal of a catheter, an interval of at least

1 hour should elapse before the administration of the first dose of dabigatran etexilate. These patients
require frequent observation for neurological signs and symptoms of spinal or epidural hematoma.

Post Procedural Period:

Resume treatment after complete haemostasis is achieved.

Patients at high surgical mortality risk and with intrinsic risk factors for thromboembolic events:

There are limited efficacy and safety data for dabigatran available in these patients and therefore they
should be treated with caution.

Hip fracture surgery:

There is no data on the use of Pradaxa in patients undergoing hip fracture surgery. Therefore treatment
is not recommended.

Colorants:
Pradaxa hard capsules contain the colorant sunset yellow (E110), which may cause allergic reactions.

4.5 Interaction with other medicinal products and other forms of interaction
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Interaction studies have only been performed in adults.

Anticoagulants and platelet aggregation agents:

The following concomitant use with Pradaxa has not been studied and may increase the risk of
bleeding when used concomitantly with Pradaxa: unfractionated heparins and heparin derivatives, low
molecular weight heparins (LMWH), fondaparinux, desirudin, thrombolytic agents, GPIIb/Illa
receptor antagonists, ticlopidine, dextran, sulfinpyrazone, rivaroxaban, prasugrel, vitamin K
antagonists, and the P-glycoprotein inhibitors itraconazole, tacrolismus, cyclosporine, ritonavir,
tipranavir, nelfinavir and saquinavir. It should be noted that unfractionated heparin can be
administered at doses necessary to maintain a patent central venous or arterial catheter (see sections
4.2 and 4.4).

Interactions linked to dabigatran etexilate and dabigatran metabolic profile:

Dabigatran etexilate and dabigatran are not metabolised by the cytochrome P450 system and have no
in vitro effects on human cytochrome P450 enzymes. Therefore, related medicinal product interactions
are not expected with dabigatran.

NSAIDs: When Pradaxa was coadministered with diclofenac, the plasma exposure of both medicinal
products remained unchanged indicating a lack of a pharmacokinetic interaction between dabigatran
etexilate and diclofenac. However, due to the risk of haemorrhage, notably with NSAIDs with
elimination half-lives > 12 hours, close observation for signs of bleeding is recommended (see
sections 4.4 and 5.2).

Transporter interactions:

P-glycoprotein inhibitors:

Amiodarone, verapamil, quinidine, ketoconazole and clarithromycin are inhibitors of the efflux
transporter P-glycoprotein and dabigatran etexilate a substrate of this transporter.

Caution should be exercised with strong P-glycoprotein inhibitors (see sections 4.2 and 4.4). The P-
glycoprotein inhibitor ketoconazole is contraindicated (see section 4.3).

Amiodarone: Dabigatran exposure in healthy subjects was increased by 60 % in the presence of
amiodarone (see section 5.2)

Patients treated for prevention of VTEs after hip- or knee-replacement surgery, dosing should be
reduced to 150 mg taken once daily as 2 capsules of 75 mg Pradaxa in patients who received
concomitantly dabigatran etexilate and amiodarone (see section 4.2).

Quinidine: Dabigatran exposure in healthy subjects was increased by 53 % in the presence of
quinidine (see section 5.2).

Verapamil: When dabigatran etexilate (150 mg) was coadministered with oral verapamil, the C,,,x and
AUC of dabigatran were increased but magnitude of this change differs depending on timing of
administration and formulation of verapamil (see section 5.2).

Therefore, close clinical surveillance (looking for signs of bleeding or anemia) is required when
dabigatran is co-administrered with verapamil. In patient with normal renal function after hip- or knee-
replacement surgery, receiving dabigatran etexilate and verapamil concomitantly, the dose of Pradaxa
should be reduced to 150 mg taken once daily as 2 capsules of 75 mg. In patient with moderate renal
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impairment and concomitantly treated with dabigatran etexilate and verapamil, a dose reduction of
Pradaxa to 75 mg daily should be considered (see sections 4.2 and 4.4).

There was no meaningful interaction observed when verapamil was given 2 hours after dabigatran
etexilate (increased of C,,,x by about 10 % and AUC by about 20 %). This is explained by completed
dabigatran absorption after 2 hours (see section 4.4).

Clarithromycin: Dabigatan exposure in healthy subjects was increased by 15 % in the presence of
clarithromycine without any clinical safety concern (see section 5.2). However, in patients receiving
dabigatran, a clinically relevant interaction cannot be excluded when combined with clarithromycin.
Therefore, a close monitoring should be exercised when dabigatran etexilate is combined with
clarithromycine and particularly in the occurrence of bleeding, notably in patient having a mild to
moderate renal impairment.

Ketoconazole: Dabigatran exposure was 150 % increased after single and multiple doses of
ketoconazole (see section 5.2). Concomitant treatment with systemic ketokonazole is contraindicated
(see sectio 4.3).

P-glycoprotein inducers:

After 7 days of treatment with 600 mg rifampicin once daily, total dabigatran AUC. .. and C,,,x were
reduced by 67 % and 66 % compared to the reference treatment, respectively. The potent P-
glycoprotein inducers St John’s wort (Hypericum perforatum) or carbamazepine, may also reduce the
systemic exposure of dabigatran. Caution is advised when co-administering these medicinal products
(see sections 4.4 and 5.2).

P-glycoprotein substrate:

Digoxin: In a study performed with 24 healthy subjects, when Pradaxa was coadministered with
digoxin, no changes on digoxin and no clinical relevant changes on dabigatran exposure have been
observed.

Gastric pH:

Pantoprazole: When Pradaxa was coadministered with pantoprazole, a decrease in the dabigatran area
under the plasma concentration-time curve of approximately 30 % was observed. Pantoprazole and
other proton-pump inhibitors were co-administered with Pradaxa in clinical trials and no effects on
bleeding or efficacy were observed.

Ranitidine: Ranitidine administration together with Pradaxa had no clinically relevant effect on the
extent of absorption of dabigatran.

4.6 Fertility, pregnancy and lactation

Pregnancy:

There are no adequate data from the use of Pradaxa in pregnant women.
Studies in animals have shown reproductive toxicity (see section 5.3). The potential risk for humans is
unknown.

Women of child-bearing potential should avoid pregnancy during treatment with dabigatran etexilate.
Pradaxa should not be used during pregnancy unless clearly necessary.

Lactation:
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There are no clinical data of the effect of dabigatran on infants during breast feeding.
Lactation should be discontinued during treatment with Pradaxa.

Fertility:

No data available.

4.7 Effects on ability to drive and use machines

No studies on the effects on the ability to drive and use machines have been performed.

4.8 Undesirable effects

The safety of dabigatran etexilate has been evaluated overall in 22.175 patients.

A total of 10.084 patients were treated in 4 actively controlled VTE prevention trials with at least one
dose of the medicinal product. Of these 5419 were treated with 150 mg or 220 mg daily of Pradaxa,
while 389 received doses less than 150 mg daily and 1168 received doses in excess of 220 mg daily.
In the pivotal study investigating the prevention of stroke and systemic embolism in patients with
atrial fibrillation, a total of 12.091 patients were randomized. Of these 6.076 were treated with 150 mg
twice daily of dabigatran etexilate, while 6.015 received doses of 110 mg twice daily.

In total, about 9 % of patients treated for elective hip or knee surgery (short-term treatment for up to
42 days) and 22 % of patient with atrial fibrillation treated for the prevention of stroke and systemic
embolism (long-term treatment for up to 3 years) experienced adverse reactions.

The most commonly reported adverse reactions are bleedings occurring in total in approximately 14 %
of patients treated short-term for elective hip or knee replacement surgery, and 16,5 % in patient with
atrial fibrillation treated for the prevention of stroke and systemic embolism.

Since the patient populations treated in the 2 indications are not comparable and bleeding events are
distributed over several System Organ Classes, a summary description of major and any bleeding are

broken down by indication and given in Tables 1 and 2 below.

Although rare in frequency in clinical trials, major or severe bleeding may occur and, regardless of
location, may lead to disabling, life-threatening or even fatal outcomes.

Bleeding:
Prevention of VTE in patients following elective hip or knee replacement surgery:

The table 1 shows the number (%) of patients experiencing bleeding events during the treatment
period in the VTE prevention in the two pivotal clinical trials, according to dose.

Table 1 Bleeding events broken down to major and any bleeding in the pivotal hip and knee study.

Dabigatran etexilate | Dabigatran etexilate | Enoxaparin
150 mg once daily 220 mg once daily
N (%) N (%) N (%)

Treated 1866 (100.0) 1825 (100.0) 1848 (100.0)
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Major Bleeding

24 (1.3)

33 (1.8)

27 (1.5)

Any bleeding

258 (13.8)

251 (13.8)

247 (13.4)

Prevention of stroke and systemic embolism in adult patients with atrial fibrillation:

The table 2 shows bleeding events broken down to major and any bleeding during treatment of the
prevention of thromboembolic stroke and systemic embolism in patients with atrial fibrillation.

A major bleeding fulfilled one or more of the following criteria:
» Bleeding associated with a reduction in hemoglobin of at least 20 grams per liter or leading to a
transfusion of at least 2 units of blood or packed cells;

* Symptomatic bleeding in a critical area or organ: intraocular, intracranial, intraspinal or
intramuscular with compartment syndrome, retroperitoneal bleeding, intra-articular bleeding or

pericardial bleeding.

Major bleeds were classified as life-threatening if they fulfilled one or more of the following criteria:
» Fatal bleed; symptomatic intracranial bleed; reduction in hemoglobin of at least 50 grams per
liter; transfusion of at least 4 units of blood or packed cells; a bleed associated with hypotension
requiring the use of intravenous inotropic agents; a bleed that necessitated surgical intervention.

Table 2

Bleeding events broken down to major and any bleeding in the pivotal RE-LY study

testing the prevention of thromboembolic stroke and systemic embolism in patients with

atrial fibrillation.

Dabigatran Dabigatran Warfarin
etexialte 110 mg etexialte 150 mg
twice daily twice daily
Subjects randomized 6015 6076 6022

Major Bleeding
Hazard ratio over warfarine (95 % CI)
p-value

318 (2.67 %)
0.79 (0.68, 0.92)
0.002

375 (3.11 %)
0.93 (0.81, 1.07)
0.32

396 (3.36 %)

Life threatening Major Bleeds*
Hazard ratio over warfarine (95 % CI)

143 (1.20 %)
0.67 (0.54, 0.83)

175 (1.45 %)
0.82 (0.67,1.00)

210 (1.78 %)

p-value 0.0003 0.047
Other Major Bleeds* 196 (1.65 %) 226 (1.88 %) 208 (1.76 %)
Hazard ratio over warfarine (95 % CI) 0.93 (0.77, 1.14) 1.07 (0.89, 1.29)
p-value 0.4987 0.4774
Intracranial bleeding * 25 (0.21 %) 36 (0.30 %) 85 (0.72 %)
Hazard ratio over warfarine (95 % CI) 0.29 (0.19, 0.45) 0.41 (0.28, 0.61)
p-value <0.0001 <0.0001
Any bleeding 1749 (14.70 %) 1990 (16.53 %) 2152 (18.24 %)
Hazard ratio over warfarine (95 % CI) 0.79 (0.74, 0.84) 0.91 (0.86,0.97)
p-value <0.0001 0.003

*a bleeding event was counted in more than one category

Subjects randomized to dabigatran etexilate 110 mg twice daily and 150 mg twice daily had a
significantly lower risk for life-threatening bleeds, haemorrhagic stroke and intracranial bleeding
compared to warfarin [p < 0.05]. Both dose strengths of dabigatran etexilate had also a statistically
significant lower total bleed rate. Subjects randomized to dabigatran etexilate 110 mg twice daily had
a significantly lower risk for major bleeds compared with warfarin (hazard ratio 0.79 [p=0.0021]).

Adverse reactions:
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Table 3 shows the adverse reactions identified from the primary VTE prevention studies after hip or
knee replacement surgery and the prevention of thromboembolic stroke and systemic embolism in
patients with atrial fibrillation program ranked under headings of SOC and frequency using the
following convention: very common (> 1/10); common (> 1/100, <1/10); uncommon (> 1/1,000,

<1/100); rare (> 1/10,000, <1/1,000); very rare (< 1/10,000).

Primary VTE prevention after
hip or knee replacement surgery

Stroke and systemic embolism
prevention in patients with atrial

fibrillation
SOC / Preferred Term. | Dabigatran Dabigatran Dabigatran Dabigatran
etexilate etexilate etexialte 110 mg etexilate 150 mg
150 mg once 220 mg once twice daily twice daily
daily daily
Number of patients 2737 2682 5984 6059
treated
Blood and lymphatic system disorders
Anaemia Common Common Common Common
Thrombocytopenia Uncommon Uncommon Uncommon Uncommon
Haemoglobin Common Common Uncommon Uncommon
decreased
Haematocrit decreased Uncommon Uncommon Rare Rare
Vascular disorders
Haematoma Common Common Uncommon Uncommon
Haemorrhage Uncommon Uncommon Uncommon Uncommon
Respiratory and thoracic system disorders
Epistaxis | Uncommon | Uncommon Common Common
Gastrointestinal disorders
Gastrointestinal Common Common Common Common
haemorrhage
Rectal haemorrhage Uncommon Uncommon Uncommon Uncommon
Haemorrhoidal Uncommon Uncommon Uncommon Uncommon
haemorrhage
Hepatobiliary disorders
Alaninine Uncommon Uncommon Uncommon Uncommon
aminotransferase
increased
Aspartate Uncommon Uncommon Uncommon Uncommon
aminotransferase
increased
Hepatic function Uncommon Uncommon Uncommon Uncommon
abnormal/ Liver
function Test
abnormal
Hepatic enzyme Uncommon Uncommon Rare Rare
increased
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Hyperbilirubinaemia | Uncommon | Uncommon Rare | Rare
Skin and subcutaneous tissue disorder

Skin haemorrhage | Common | Common Uncommon | Uncommon
Musculoskeletal and connective tissue and bone disorders

Haemarthrosis | Uncommon | Uncommon Rare | Rare
Renal and urinary disorders

Haematuria | Common | Common Uncommon | Uncommon
General disorders and administration site conditions

Injection site Uncommon Uncommon Rare Rare

haemorrhage

Catheter site Uncommon Uncommon Rare Rare

haemorrhage
Injury, poisoning and procedural complications

Incision site Uncommon Uncommon Rare Rare

heamatoma

Table 4 shows additional adverse reactions specifically identified per indication studied and ranked
under headings of SOC and frequency using the following convention: very common (= 1/10);
common (> 1/100, <1/10); uncommon (> 1/1,000, <1/100); rare (= 1/10,000, <1/1,000); very rare (<

1/10,000).
Primary VTE prevention after elective hip or knee replacement surgery
SOC / Preferred Term. | Dabigatran etexilate Dabigatran etexilate
150 mg once daily 220 mg once daily

Number of patients 2737 2632
treated
Vascular disorders

Wound haemorrhage | Common Common
General disorders and administration site conditions

Bloody discharge | Uncommon Uncommon
Injury, poisoning and procedural complications

Traumatic Common Common

haematoma

Post procedural Common Common

haematoma

Post procedural Common Common

haemorrhage

Anaemia Common Common

postoperative

Post procedural Common Common

discharge

Wound secretion Common Common
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Surgical and medical proc

edures

Wound drainage Uncommon Uncommon
Post procedural Uncommon Uncommon
drainage
Prevention of stroke and systemic embolism in adult patients with atrial
fibrillation
SOC / Preferred Term. | Dabigatran etexialte Dabigatran etexialte

110 mg twice daily

150 mg twice daily

Number of patients

treated 5984 6059
Immune system disorder
Drug Uncommon Uncommon
hypersensitivity
Urticaria Rare Rare
Rash Uncommon Uncommon
Pruritus Uncommon Uncommon
Bronchospasm Very Rare Very Rare
Respiratory and thoracic system disorders
Haemoptysis | Uncommon Uncommon
Nervous system disorders
Intracranial Uncommon Uncommon
haemorrhage
Gastrointestinal disorders
Abdominal pain Common Common
Diarrhoea Common Common
Dyspepsia Common Common
Nausea Common Common
Gastrointestinal Uncommon Uncommon
ulcer
Gastrooesophagitis Uncommon Uncommon
Gastrooesophageal Uncommon Uncommon
reflux disease
Vomiting Uncommon Uncommon
Dysphagia Uncommon Uncommon
Renal and urinary disorders
Genitourological Uncommon Common
haemorrhage

Liver Function Tests:

In the long-term exposure RE-LY study, potential abnormalities of liver function tests (LFT) occurred

with a comparable or lower incidence in dabigatran etexilate vs. warfarin treated patients (Table 5)
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Table 5 Liver Function Test results in RE-LY

Dabigatran etexilate | Dabigatran etexilate Warfarin
110 mg twice daily 150 mg twice daily
N (%) N (%) N (%)
Total treated 5984 (100.0) 6059 (100.0) 5999 (100.0)
ALT or AST > 3xULN 121 (2.0) 111(1.8) 126 (2.1
ALT or AST > 5xULN 40 (0.7) 48 (0.8) 51(0.9)
ALT or AST > 3xULN + Bilirubin 11(0.2) 14 (0.2) 22 (0.4)
2xULN

4.9 Overdose

There is no antidote to dabigatran. Doses of dabigatran etexilate beyond those recommended, expose
the patient to increased risk of bleeding. Excessive anticoagulation may require discontinuation of
dabigatran etexilate. In the event of haemorrhagic complications, treatment must be discontinued and
the source of bleeding investigated. Since dabigatran is excreted predominantly by the renal route
adequate diuresis must be maintained. Appropriate standard treatment, e.g. surgical haemostasis and
blood volume replacement, should be undertaken. Consideration may be given to the use of fresh
whole blood or fresh frozen plasma.

Activated prothrombin complex concentrates (e.g., FEIBA) or recombinant Factor Vlla or
concentrates of coagulation factors II, IX or X, may be considered. There is some experimental
evidence to support the role of these agents in reversing the anticoagulant effect of dabigatran but their
usefulness in clinical settings has not yet been systematically demonstrated. Consideration should also
be given to administration of platelet concentrates in cases where thrombocytopenia is present or long
acting antiplatelet drugs have been used. All symptomatic treatment has to be given according to the
physician's judgement.

As protein binding is low, dabigatran can be dialysed; there is limited clinical experience to
demonstrate the utility of this approach in clinical studies.

5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties

Pharmacotherapeutic group: direct thrombine inhibitors, ATC code: BOIAEQ7

Dabigatran etexilate is a small molecule prodrug which does not exhibit any pharmacological activity.
After oral administration, dabigatran etexilate is rapidly absorbed and converted to dabigatran by
esterase-catalysed hydrolysis in plasma and in the liver. Dabigatran is a potent, competitive, reversible
direct thrombin inhibitor and is the main active principle in plasma.

Since thrombin (serine protease) enables the conversion of fibrinogen into fibrin during the
coagulation cascade, its inhibition prevents the development of thrombus. Dabigatran also inhibits free
thrombin, fibrin-bound thrombin and thrombin-induced platelet aggregation.
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In-vivo and ex-vivo animal studies have demonstrated antithrombotic efficacy and anticoagulant
activity of dabigatran after intravenous administration and of dabigatran etexilate after oral
administration in various animal models of thrombosis.

There is a clear correlation between plasma dabigatran concentration and degree of anticoagulant
effect based on phase II studies.

Steady state (after day 3) dabigatran peak plasma concentration, measured 2-4 hours after 220 mg
dabigatran etexilate administration, is expected to be around 270 ng/ml, with an expected range of 80-
460 ng/ml. The dabigatran trough concentration, measured at the end of the dosing interval (24 hours
after the last 220 mg dabigatran dose), is expected to be around 40 ng/ml, with expected range of 10-
90 ng/ml.

Ethnic origin:
More than 99% of efficacy and safety data were generated in Caucasians.

Clinical trials in Venous Thromboembolism (VTE) prophylaxis following major joint replacement
surgery:

In 2 large randomized, parallel group, double-blind, dose—confirmatory trials, patients undergoing
elective major orthopaedic surgery (one for knee replacement surgery and one for hip replacement
surgery) received Pradaxa 75 mg or 110 mg within 1-4 hours of surgery followed by 150 mg or

220 mg once daily thereafter, haemostasis having been secured, or enoxaparin 40 mg on the day prior
to surgery and daily thereafter.

In the RE-MODEL trial (knee replacement) treatment was for 6 — 10 days and in the RE-NOVATE
trial (hip replacement) for 28 — 35 days. Totals of 2076 patients (knee) and 3494 (hip) were treated
respectively.

Composite of total VTE (including PE, proximal and distal DVT, whatever symptomatic or
asymptomatic detected by routine venography) and all-cause mortality constituted the primary end-
point for both studies. Composite of major VTE (including PE and proximal DVT, whatever
symptomatic or asymptomatic detected by routine venography) and VTE-related mortality constituted
a secondary end-point and is considered of better clinical relevance.

Results of both studies showed that the antithrombotic effect of Pradaxa 220 mg and 150 mg were
statistically non-inferior to that of enoxaparin on total VTE and all-cause mortality. The point estimate
for incidence of Major VTE and VTE related mortality for the 150 mg dose was slightly worse than
enoxaparin (table 6). Better results were seen with the 220 mg dose where the point estimate of Major
VTE was slightly better than enoxaparin (table 4).

The clinical studies have been conducted in a patient population with a mean age > 65 years.

There were no differences in the phase 3 clinical studies for efficacy and safety data between men and
women.

In the studied patient population of RE-MODEL and RE-NOVATE (5539 patients treated), 51 %
suffered from concomitant hypertension, 9 % from concomitant diabetes, 9 % from concomitant
coronary artery disease and 20 % had a history of venous insufficiency. None of these diseases
showed an impact on the effects of dabigatran on VTE-prevention or bleeding rates.

Data for the major VTE and VTE-related mortality endpoint were homogeneous with regards to the
primary efficacy endpoint and are shown in table 6.

31
84



Data for the total VTE and all cause mortality endpoint are shown in table 7.

Data for adjudicated major bleeding endpoints are shown in tables 8 below.

Table 6: Analysis of major VTE and VTE-related mortality during the treatment period in the RE-
MODEL and the RE-NOVATE orthopeadic surgery studies

Trial Dabigatran etexilate | Dabigatran etexilate | Enoxaparin
220 mg once daily 150 mg once daily 40 mg

RE-NOVATE (hip)

N 909 888 917

Incidences (%) 28 (3.1) 38 (4.3) 36 (3.9)

Risk ratio over enoxaparin 0.78 1.09

95% CI 0.48,1.27 0.70, 1.70

RE-MODEL (knee)

N 506 527 511

Incidences (%) 13 (2.6) 20 (3.8) 18 (3.5)

Risk ratio over enoxaparin 0.73 1.08

95% CI 0.36, 1.47 0.58,2.01

Table 7: Analysis of total VTE and all cause mortality during the treatment period in the RE-
NOVATE and the RE-MODEL orthopaedic surgery studies

Trial Dabigatran etexilate | Dabigatran etexilate | Enoxaparin
220 mg once daily 150 mg once daily 40 mg

RE-NOVATE (hip)

N 880 874 897

Incidences (%) 53 (6.0) 75 (8.6) 60 (6.7)

Risk ratio over enoxaparin 0.9 1.28

95% CI (0.63, 1.29) (0.93, 1.78)

RE-MODEL (knee)

N 503 526 512

Incidences (%) 183 (36.4) 213 (40.5) 193 (37.7)

Risk ratio over enoxaparin 0.97 1.07

95% CI (0.82, 1.13) (0.92, 1.25)

Table 8: Major bleeding events by treatment in the individual RE-MODEL and the RE-NOVATE

studies

Trial Dabigatran etexilate | Dabigatran etexilate | Enoxaparin
220 mg once daily 150 mg once daily 40 mg

RE-NOVATE (hip)
Treated patients N 1146 1163 1154
Number of MBE N(%) 23 (2.0) 15(1.3) 18 (1.6)
RE-MODEL (knee)
Treated patients N 679 703 694
Number of MBE N(%) 10 (1.5) 9(1.3) 9(1.3)

Prevention of stroke and systemic embolism in adult patients with atrial fibrillation:
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The clinical evidence for the efficacy of dabigatran etexilate is derived from the RE-LY study
(Randomized Evaluation of Long —term anticoagulant therapy) a multi-center, multi-national,
randomized parallel group study of two blinded doses of dabigatran (110 mg and 150 mg twice daily)
compared to open-label warfarin in patients with atrial fibrillation at moderate to high risk of stroke or
systemic embolism. The primary objective in this study was to determine if dabigatran was non-
inferior to warfarin in reducing the occurrence of the composite endpoint, stroke and systemic embolic
events (SEE).

In the RE-LY study, a total of 18.113 patients were randomized, with a mean age of 71.5 years and a
mean CHADS, score of 2.1. The population had approximately equal proportions of patients with
CHADS; score 1, 2 and > 3. The patient population was 64 % male, 70 % Caucasian and 16 % Asian.
RE-LY had a median treatment of 20 months with dabigatran etexilate given as fixed dose without
coagulation monitoring. In addition to documented non-valvular atrial fibrillation (AF) e.g., persistent
atrial fibrillation or paroxysmal, patients had one of the following additional risk factors for stroke:

e Previous stroke, transient ischemic attack, or systemic embolism

Left ventricular ejection fraction <40 %

Symptomatic heart failure, > NYHA Class 2

Age > 75 years

Age > 65 years associated with one of the following: diabetes mellitus, coronary artery disease, or
hypertension

The concomitant diseases of patients in this trial included hypertension 79 %, diabetes 23 % and
coronary artery disease 28 %. Fifty % of the patient population was vitamin K antagonist naive
defined as less than 2 months total life time exposure. Thirty two % of the population had never been
exposed to a vitamin K antagonist. For those patients randomized to warfarin, the time in therapeutic
range (INR 2-3) for the trial was a median of 67 %. Concomitant medications included aspirin (25 %
of subjects used at least 50 % of the time in study), clopidogrel (3.6 %), ASA+clopidogrel (2 %),
NSAIDs (6.3 %), beta-blockers (63.4 %), diuretics (53.9 %), statins (46.4 %), ACE-inhibitors

(44.6 %), angiotensin receptor blockers (26.1 %), oral hypoglycemics (17.5 %), insulin (5.2 %),
digoxin (29.4 %), amiodarone (11.3 %), diltiazem (8.9 %), verapamil (5.4 %), and proton pump
inhibitors (17.8 %).

For the primary endpoint, stroke and systemic embolism, no subgroups (i.e., age, weight, gender, renal
function, ethnicity, etc.) were identified with a different risk ratio compared to warfarin.

The RE-LY study demonstrated that dabigatran etexilate, at a dose of 110 mg twice daily, is non-
inferior to warfarin in the prevention of stroke and systemic embolism in subjects with atrial
fibrillation, with a reduced risk of intracranial hemorrhage and total bleeding. The higher dose of

150 mg twice daily, reduces significantly the risk of ischemic and hemorrhagic stroke, vascular death,
intracranial hemorrhage and total bleeding compared to warfarin. The lower dose of dabigatran has a
signficiantly lower risk of major bleeding compared to warfarin.

The net clinical benefit as measured by the composite clinical endpoint of stroke, systemic embolism,
pulmonary embolism, acute myocardial infarction, vascular deaths, and major bleeds was assessed and
is presented as part of Table 12. The yearly event rates for the dabigatran etexilate groups were lower
compared to the warfarin group. The risk reduction for this composite endpoint was 8 % and 10 % for
the dabigatran etexilate 110 mg twice daily and 150 mg twice daily treatment groups. Other
components evaluated included all hospitalizations which had statistically significant fewer
hospitalizations at dabigatran etexilate 110 mg twice daily compared to warfarin (7 % risk reduction,
95 % C10.87, 0.99, p=0.021).

Figure 1 and tables 9-12 display details of key results:
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Table 9: Analysis of first occurrence of stroke or systemic embolism (primary endpoint) during the
study period in the RE-LY

Dabigatran etexilate Dabigatran etexilate Warfarin
150 mg twice daily 110 mg twice daily
Subjects randomized 6076 6015 6022
Stroke and/or SEE
Incidences (%) 133 (1.10) 182 (1.53) 198 (1.68)

Hazard ratio over
warfarin (95% CI)

0.66 (0.53, 0.82)

0.91(0.75, 1.12)

p value superiority

p <0.001

p=0.370

% refers to yearly event rate

Figure 1: Kaplan-Mayer curve estimate of time to first stroke or systemic embolism
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Table 10: Analysis of first occurrence of ischemic or haemorrhagic strokes during the study period in

the RE-LY
Dabigatran etexilate Dabigatran etexilate Warfarin
150 mg twice daily 110 mg twice daily
Subjects randomized 6076 6015 6022
Stroke
Incidences (%) 121 (1.01) 171 (1.44) 184 (1.56)
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Hazard ratio vs.

0.64 (0.51, 0.81)

0.92 (0.75, 1.14)

warfarin (95% CI)
p-value <0.001 0.443
SEE
Incidences (%) 13 (0.11) 14 (0.12) 19 (0.16)
Hazard ratio vs. 0.67 (0.33, 1.36) 0.73 (0.37, 1.46)
warfarin (95% CI)
p-value 0.271 0.378
Ischemic stroke
Incidences (%) 102 (0.85) 152 (1.28) 132 (1.12)
Hazard ratio vs. 0.76 (0.58, 0.98) 1.14 (0.91, 1.44)
warfarin (95% CI)
p-value 0.034 0.258
Hemorrhagic stroke
Incidences (%) 12 (0.10) 14 (0.12) 45 (0.38)

Hazard ratio vs.
warfarin (95% CI)

0.26 (0.14, 0.49)

0.31(0.17, 0.56)

p-value

<0.001

<0.001

% refers to yearly event rate

Table 11: Analysis of all cause and cardiovascular survival during the study period in the RE-LY

Dabigatran etexilate Dabigatran etexilate Warfarin
150 mg twice daily 110 mg twice daily
Subjects randomized 6076 6015 6022
All-cause mortality
Incidences (%) 437 (3.63) 445 (3.74) 487 (4.13)
Hazard ratio vs. 0.88 (0.77, 1.00) 0.90 (0.79, 1.03)
warfarin (95% CI)
p-value 0.051 0.123
Vascular mortality
Incidences (%) 273 (2.27) 288 (2.42) 317 (2.69)
Hazard ratio vs. 0.84 (0.72, 0.99) 0.90 (0.79, 1.06)
warfarin (95% CI)
p-value 0.039 0.194
% refers to yearly event rate
Table 12: Other Measures Evaluated
Dabigatran etexilate Dabigatran etexilate Warfarin
150 mg twice daily 110 mg twice daily
Subjects randomized 6076 6015 6022
Stroke/SEE/death
Incidences (%) 518 (4.30) 575 (4.83) 610 (5.17)
Hazard ratio vs. 0.83 (0.74. 0.93) 0.93 (0.83, 1.05)
warfarin (95%CI)
p-value 0.002 0.234
Stroke/SEE/PE/MI/death/major bleed (net clinical benefit)
Incidences (%) 830 (6.89) 842 (7.08) 900 (7.63)

Hazard ratio vs.

0.90 (0.82, 0.99)

0.92 (0.84, 1.02)
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Warfarin (95%CI)

p-value 0.037 0.100
Pulmonary embolism
18 (0.15) 14 (0.12) 11 (0.09)
Hazard ratio vs. 1.61 (0.76, 3.41) 1.26 (0.57,2.79)
Warfarin (95%CI)
p-value 0.214 0.560
Myocardial infarction
Incidences (%) 89 (0.74) 86 (0.72) 63 (0.53)

Hazard ratio vs.

1.38 (1.00, 1.91)

1.35(0.98, 1.87)

Warfarin (95%CI)
p-value 0.049 0.070
All hospitalizations
Incidences (%) 4773 (41.56) 4470 (39.51) 4780 (42.60)
Rate ratio over warfarin 0.98 0.93
95%CI 0.92,1.04 0.87,0.99
p-value 0.443 0.021
Paediatric population:

The European Medicines Agency has waived the obligation to submit the results of studies with
dabigatran etexilate in all subsets of the paediatric population in 1. Primary venous thrombotic event
prevention, and 2. Thromboembolic event prevention in atrial fibrillation (see section 4.2 for

information on paediatric use).

5.2 Pharmacokinetic properties

After oral administration, dabigatran etexilate is rapidly and completely converted to dabigatran,
which is the active form in plasma. The cleavage of the prodrug dabigatran etexilate by esterase-
catalysed hydrolysis to the active principle dabigatran is the predominant metabolic reaction. The
absolute bioavailability of dabigatran following oral administration of Pradaxa was approximately

6.5 %.

After oral administration of Pradaxa in healthy volunteers, the pharmacokinetic profile of dabigatran
in plasma is characterized by a rapid increase in plasma concentrations with C,, attained within 0.5

and 2.0 hours post administration.

Absorption:

A study evaluating post-operative absorption of dabigatran etexilate, 1-3 hours following surgery,
demonstrated relatively slow absorption compared with that in healthy volunteers, showing a smooth
plasma concentration-time profile without high peak plasma concentrations. Peak plasma
concentrations are reached at 6 hours following administration in a postoperative period due to
contributing factors such as anesthesia, gastrointestinal paresis, and surgical effects independent of the
oral medicinal product formulation. It was demonstrated in a further study that slow and delayed
absorption is usually only present on the day of surgery. On subsequent days absorption of dabigatran
is rapid with peak plasma concentrations attained 2 hours after medicinal product administration.
Food does not affect the bioavailability of dabigatran etexilate but delays the time to peak plasma

concentrations by 2 hours.

The oral bioavailability may be increased by 75 % compared to the reference capsule formulation
when the pellets are taken without the HPMC capsule shell. Hence, the integrity of the HPMC
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capsules should always be preserved in clinical use to avoid unintentionally increased bioavailability
of dabigatran etexilate. Therefore, patients should be advised not to open the capsules and taking the
pellets alone (e.g. sprinkled over food or into beverages) (see section 4.2)

Distribution:

Low (34-35 %) concentration independent binding of dabigatran to human plasma proteins was
observed. The volume of distribution of dabigtran of 60 — 70 L exceeded the volume of total body
water indicating moderate tissue distribution of dabigatran.

Chax and the area under the plasma concentration-time curve were dose proportional. Plasma
concentrations of dabigatran showed a biexponential decline with a mean terminal half-life of 11 hours
in healthy elderly subjects. After multiple dose a terminal half-life of about 12-14 hours was observed.
The half-life was independent of dose. Half-life is prolonged if renal function is impaired as shown in
table 13.

Metabolism and elimination:

Metabolism and excretion of dabigatran were studied following a single intravenous dose of
radiolabeled dabigatran in healthy male subjects. After an intravenous dose, the dabigatran-derived
radioactivity was eliminated primarily in the urine (85 %). Faecal excretion accounted for 6 % of the
administered dose. Recovery of the total radioactivity ranged from 88-94 % of the administered dose
by 168 hours post dose.

Dabigatran is subject to conjugation forming pharmacologically active acylglucuronides. Four
positional isomers, 1-O, 2-0, 3-O, 4-O-acylglucuronide exist, each accounts for less than 10 % of total
dabigatran in plasma. Traces of other metabolites were only detectable with highly sensitive analytical
methods. Dabigatran is eliminated primarily in the unchanged form in the urine, at a rate of
approximately 100 ml/min corresponding to the glomerular filtration rate.

Special populations:

Renal insufficiency:

In phase I studies the exposure (AUC) of dabigatran after the oral administration of Pradaxa is
approximately 2.7 fold higher in volunteers with moderate renal insufficiency (CrCL between 30 —
50 ml/min) than in those without renal insufficiency.

In a small number of volunteers with severe renal insufficiency (CrCL 10-30 ml/min), the exposure
(AUC) to dabigatran was approximately 6 times higher and the half-life approximately 2 times longer
than that observed in a population without renal insufficiency (see sections 4.2, 4.3 and 4.4).

The half-life is prolonged if renal function is impaired.

Table 13: Half-life of total dabigatran in healthy subjects and subjects with impaired renal function

glomerular filtration rate gMean (gCV%; range)
(CrCl,) half-life
[mL/min] [h]
>80 13.4 (25.7 %; 11.0-21.6)
>50- <80 15.3 (42.7 %;11.7-34.1)
>30-<50 18.4 (18.5 %,13.3-23.0)
<30 27.2(15.3 %; 21.6-35.0)
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Elderly patients:

Specific pharmacokinetic phase I studies with elderly subjects showed an increase of 40 to 60 % in the
AUC and of more than 25 % in C,,,x compared to young subjects. The AUCt,ss and C,.x,Ss in male
and female elderly subjects (> 65 years) were approximately 1.9- and 1.6-fold higher for elderly
females compared to young females and 2.2- 2.0 fold higher for elderly males than in male subjects of
18-40 years of age.

The effect by age on exposure to dabigatran was confirmed in the RE-LY study with an about 31 %
higher trough concentration for subjects > 75 years and by about 22 % lower trough level for subjects
< 65 years compared to subjects of are between 65 and 75 years ( see sections 4.2 and 4.4).

Hepatic insufficiency:
No change in dabigatran exposure was seen in 12 subjects with moderate hepatic insufficiency (Child
Pugh B) compared to 12 controls.

Prevention of VTE in patients following elective hip or knee replacement surgery:

Patients with moderate and severe hepatic impairment (Child-Pugh classification B and C) or liver
disease expected to have any impact on survival or with elevated liver enzymes > 2 Upper Limit
Normal (ULN) were excluded in clinical trials.

Body weight:
The dabigatran trough concentrations were about 20 % lower in patients with a body weight > 100 kg
compared with 50-100 kg. The majority (80.8 %) of the subjects were in the > 50 kg and < 100 kg

category with no clear difference detected. (see section 4.2 and 4.4). Limited clinical data in patients
< 50 kg are available.

Gender:

Active substance exposure in the primary VTE prevention studies was about 40 % to 50 % higher in
female patients and no dose adjustment is recommended. In atrial fibrillation patients females had on
average 30 % higher trough and post-dose concentrations. No dose adjustment is recommended.

Ethnic origin:

The pharmacokinetics of dabigatran was investigated in Caucasian and Japanese volunteers after
single and multiple doses. Ethnic origin does not affect the pharmacokinetics of dabigatran in a
clinically relevant manner. Limited pharmacokinetic data in black patients are available, which
suggest no relevant difference.

Pharmacokinetic interactions:

The pro-drug dabigatran etexilate but not dabigatran is a substrate of the efflux transporter P-
glycoprotein. Therefore co-medications with P-glycoprotein transporter inhibitors (amiodarone,
verapamil, clarithromycin, quinidine and ketoconazole) and inducers (rifampicine) had been
investigated (see section 4.2, 4.4 and 4.5).

P-glycoprotein inhibitors:




Amiodarone: When Pradaxa was coadministered with a single oral dose of 600 mg amiodarone, the
extent and rate of absorption of amiodarone and its active metabolite DEA were essentially
unchanged. The dabigatran AUC and C,,,x were increased by about 60 % and 50 %, respectively. The
mechanism of the interaction has not been completely clarified. In view of the long half-life of
amiodarone the potential for drug interaction may exist for weeks after discontinuation of amiodarone
(see section 4.2, 4.4 and 4.5).

Verapamil: When dabigatran etexilate (150 mg) was coadministered with oral verapamil, the C,,, and
AUC of dabigatran were increased but magnitude of this change differs depending on timing of
administration and formulation of verapamil (see section 4.2, 4.4 and 4.5).

The greatest elevation of dabigatran exposure was observed with the first dose of an immediate release
formulation of verapamil administered one hour prior to dabigatran etexilate intake (increase of Cu
by about 180 % and AUC by about 150 %). The effect was progressively decreased with
administration of an extended release formulation (increased of C.x by about 90 % and AUC by about
70 %) or administration of multiple doses of verapamil (increased of C,,.x by about 60 % and AUC by
about 50 %).

There was no meaningful interaction observed when verapamil was given 2 hours after dabigatran
etexilate (increased of C,,,x by about 10 % and AUC by about 20 %). This is explained by completed
dabigatran absorption after 2 hours.

Quinidine: Quinidine was given as 200 mg dose every 2nd hour up to a total dose of 1000 mg.
Dabigatran etexilate was given twice daily over 3 consecutive days, on the 3™ day either with or
without quinidine. Dabigatran AUCTt,ss and C,,x,8s were increased on average by 53 % and 56 %,
respectively with concomitant quinidine (see section 4.2, 4.4 and 4.5).

Ketoconazole: Ketoconazole increased total dabigatran AUC., and C,., values by 138 % and 135 %,
respectively, after a single dose of 400 mg , and 153 % and 149 %, respectively, after multiple dosing of
400 mg ketoconazole once daily. The time to peak, terminal half-life and mean residence time were not
affected by ketoconazole (see section 4.3, 4.4 and 4.5).

Clarithromycin: When clarithromycin (500 mg twice daily) was administered together with dabigatran
etexilate in healthy volunteers, increase of AUC by about 19 % and C,,, by about 15 % was observed

without any clinical safety concern (see section 4.5).

P-glycoprotein inducers:

Rifampicin or St John’s wort (Hypericum perforatum) are potent P- glycoprotein inducers.

Rifampicin: Pre-dosing of the probe inducer rifampicin at a dose of 600 mg once daily for 7 days decreased
total dabigatran peak and total exposure by 65.5 and 67 %, respectively. The inducing effect was diminished
resulting in dabigatran exposure close to the reference by day 7 after cessation of rifampicin treatment. No
further increase in bioavailability was observed after another 7 days (see section 4.4 and 4.5).

P-glycoprotein substrate:

Digoxin: In a study performed with 24 healthy subjects, when Pradaxa was coadministered with
digoxin, no changes on digoxin and no clinical relevant changes on dabigatran exposure have been
observed (see section 4.5).

In vitro interaction studies did not show any inhibition or induction of the principal isoenzymes of
cytochrome P450. This has been confirmed by in vivo studies with healthy volunteers, who did not
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show any interaction between this treatment and the following active substances: atorvastatin
(CYP3A4), digoxin (P-glycoprotein transporter interaction) and diclofenac (CYP2C9).
Dabigatran exposure in healthy subjects was increased by 60 % in the presence of amiodarone.

Co-medications with platelet-inhibitors:

Acetylsalycilic acid (ASA): The effect of concomitant administration of dabigatran etexilate and ASA
on the risk of bleeds was studied in patients with atrial fibrillation in a phase II study in which a
randomized ASA coadministration was applied. Based on logistic regression analysis, co-
administration of ASA and 150 mg dabigatran etexilate twice daily may increase the risk for any
bleeding from 12 % to 18 % and 24 % with 81 mg and 325 mg ASA, respectively.

From the data gathered in the phase III study RE-LY it was observed that ASA or clopidogrel co-
medication with dabigatran etexilate at dosages of 110 mg or 150 mg twice daily may increase the risk
of major bleeding. The higher rate of bleeding events by ASA or clopidogrel co-medication was,
however, also observed for warfarin (see section 4.4).

NSAIDs given for short-term perioperative analgesia have been shown not to be associated with
increased bleeding risk when given in conjunction with dabigatran etexilate. There is limited evidence
regarding the use of regular NSAID medication with half-lives of less than 12 hours during treatment
with dabigatran etexilate and this has not suggested additional bleeding risk.

Clopidogrel: In a phase I study in young healthy male volunteers, the concomitant administration of
dabigatran etexilate and clopidogrel resulted in no further prolongation of capillary bleeding times
compared to clopidogrel monotherapy. In addition, dabigatran AUCt,ss and Cmax,ss and the
coagulation measures for dabigatran effect, aPTT, ECT or TT (anti Flla), or the inhibition of platelet
aggregation as measure of clopidogrel effect remained essentially unchanged comparing combined
treatment and the respective mono-treatments. With a loading dose of 300 mg or 600 mg clopidogrel,
dabigatran AUCTt,ss and Cmax,ss were increased by about 30-40 % (see section 4.4).

5.3  Preclinical safety data

Non-clinical data reveal no special hazard for humans based on conventional studies of safety
pharmacology, repeated dose toxicity and genotoxicity.

Effects observed in the repeat-dose toxicity studies were due to the exaggerated pharmacodynamic
effect of dabigatran.

An effect on female fertility was observed in the form of a decrease in implantations and an increase in
pre-implantation loss at 70 mg/kg (5-fold the plasma exposure level in patients). At doses that were
toxic to the mothers (5 to 10-fold the plasma exposure level in patients), a decrease in foetal body
weight and viability along with an increase in foetal variations were observed in rats and rabbits. In the
pre- and post-natal study, an increase in foetal mortality was observed at doses that were toxic to the
dams (a dose corresponding to a plasma exposure level 4-fold higher than observed in patients).

In lifetime toxicology studies in rats and mice, there was no evidence for a tumorigenic potential of
dabigatran up to maximum doses of 200 mg/kg.

6. PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Capsule fill
e Tartaric acid
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Acacia

Hypromellose
Dimeticone 350

Talc
Hydroxypropylcellulose

Capsule shell
e (Carrageenan

Potassium Chloride
Titanium Dioxide
Indigo Carmine (E132)
Sunset Yellow (E110)
Hypromellose

Water purified

Black printing ink

Shellac

N-Butyl alcohol

Isopropyl alcohol
Industrial methylated spirit
Iron oxide black (E172)
Purified water

Propylene glycol

6.2 Incompatibilities
Not applicable.
6.3  Shelf life

Blister and bottle: 2 years

Once the bottle is opened, the product must be used within 30 days

6.4 Special precautions for storage

Blister:

Store in the original package in order to protect from moisture

Bottle:

Store in the original package in order to protect from moisture. Keep the bottle tightly closed.

6.5 Nature and contents of container

Cartons containing 1, 3, or 6 blister strips (10 x 1, 30 x 1, 60 x 1) and a multipack containing 3 packs

of 60 x 1 hard capsules (180 hard capsules) in perforated aluminium unit dose blisters. The blister
consists of an aluminium lidding foil coated with polyvinylchloride-polyvinylacetate copolymer-
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acrylate (PVCAC acrylate) in contact with the product and an aluminium bottom foil with
polyvinylchloride (PVC) in contact with the product.
Polypropylene bottle with a screw cap containing 60 hard capsules.
Not all pack sizes may be marketed.
6.6  Special precautions for disposal and other handling
When taking Pradaxa capsules out of the blister pack, the following instructions should be followed:
e The hard capsules should be taken out of the blister card by peeling off the backing foil.
e The hard capsules should not be pushed through the blister foil.
e The blister foil should only be peeled off, when a hard capsule is required.
When taking a hard capsule out of the bottle, please observe the following instructions:

e The cap opens by pushing and turning.

Any unused product or waste material should be disposed of in accordance with local requirements.

7. MARKETING AUTHORISATION HOLDER
Boehringer Ingelheim International GmbH

D-55216 Ingelheim am Rhein

Germany

8. MARKETING AUTHORISATION NUMBER(S)
EU/1/08/442/005

EU/1/08/442/006

EU/1/08/442/007

EU/1/08/442/008

EU/1/08/442/00X

9.  DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

18 March 2008

10. DATE OF REVISION OF THE TEXT
(MM/YYYY}

Detailed information on this medicinal product is available on the website of the European Medicines
Agency (EMEA) http://www.emea.europa.eu/
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1. NAME OF THE MEDICINAL PRODUCT

pradoss

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

3. PHARMACEUTICAL FORM

4. CLINICAL PARTICULARS

4.1 Therapeutic indications

4.2 Posology and method of administration

Special patient populations:

Renal impairment:

Treatment with Pradaxa in patients with severe renal impairment (creatinine clearance < 30 ml/min) is
contraindicated (see section 4.3).

Elderly:
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Weight:

Post-surgical patients with an increased risk for bleeding:

Patients at risk for bleeding or patients at risk of overexposure, notably patients with moderate renal
impairment (creatinine clearance 30—-50 ml/min), should be treated with caution (see sections 4.4 and
5.1).

Children and adolescents:

There is no experience in children and adolescents.
Pradaxa is not recommended for use in patients below 18 years due to lack of data on safety and
efficacy.

Concomitant use of Pradaxa with strong P-glycoprotein inhibitors, i.e. amiodaron, gquinidine or

verapamil:

Patients at risk of bleeding:

Switching from Pradaxa treatment to parenteral anticoagulant:

Switching from parenteral anticoagulants treatment to Pradaxa:

Dabigatran etexilate should be given 0-2 hours prior to the time that the next dose of the alternate
therapy would be due, or at the time of discontinuation in case of continuous treatment (e.g.
intravenous UFH) (see section 4.5).

Switching from Vit. K antagonists to dabigatran etexilate:

The Vit. K antagonist should be stopped. Dabigatran etexilate can be given as soon as the INR is < 2.0
(see section 4.5).

Cardioversion:

Patients can stay on dabigatran etexilate while being cardioverted.
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Missed dose:

Pradaxa should be swallowed as a whole with water, with or without food.
Do not open Pradaxa hard capsules (see section 5.2.)

4.3 Contraindications

¢ Hypersensitivity to the active substance or to any of the excipients

e Patients with severe renal impairment (CrCl < 30 ml/min)

e Active clinically significant bleeding

¢ Organic lesion at risk of bleeding

¢ Spontaneous or pharmacological impairment of haemostasis

¢ Hepatic impairment or liver disease expected to have any impact on survival
¢ Concomitant treatment with systemic ketokonazole (see section 4.5)

4.4 Special warnings and precautions for use

Haemorrhagic risk:

As with all anticoagulants, dabigatran etexilate should be used with caution in conditions with an
increased risk of bleeding. Bleeding can occur at any site during therapy with dabigatran. An
unexplained fall in hemoglobin and/or hematocrit or blood pressure should lead to a search for a
bleeding site.

The aPTT test is widely available and provides an approximate indication of the anticoagulation
intensity achieved with dabigatran. In patients who are bleeding, the aPTT test may be useful to assist
in determining an excess of anticoagulant activity, despite its limited sensitivity. An aPTT greater than
80 sec is associated with a higher risk of bleeding.

Close clinical surveillance (looking for signs of bleeding or anaemia) is recommended throughout the
treatment period, especially in the following situations that may increase the hemorrhagic risk:
diseases associated with an increased risk of bleeding, such as congenital or acquired coagulation
disorders, thrombocytopenia or functional platelet defects, active ulcerative gastrointestinal disease,
recent biopsy or major trauma, recent intracranial haemorrhage or brain, spinal or ophthalmic surgery,
bacterial endocarditis.

Factors, such as decreased renal function (30-50ml/min CrCL), age > 75 years, or strong P-
glycoprotein-inhibitor comedication are associated with increased dabigatran plasma levels. The
presence of one or more than one of these factors may increase the risk of bleeding (see sections 4.2,
4.5 and 5.2).

Patients who develop acute renal failure should discontinue Pradaxa (see section 4.3).

Limited data is available in patients < 50 kg (see section 5.2).
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In patients with atrial fibrillation and treated for prevention of stroke and systemic embolism, co-
administration of oral anti-platelet (including aspirin and clopidogrel) and NSAID therapies increase
the risk of bleeding (see section 5.2).

When severe bleedings occur treatment must be discontinued and the source of bleeding investigated
(see section 4.9).

Agents that may enhance the risk of haemorrhage should not be administered concomitantly or should
be administered with caution with Pradaxa (see section 4.5).

Interaction with P-glycoprotein inducers:

The concomitant use of dabigatran etexilate with the strong P-glycoprotein inducer rifampicin reduces
dabigatran plasma concentrations. Other P-glycoprotein inducers such as St. John's Wort or
carbamazepine are also expected to reduce dabigatran plasma concentrations, and should be co-
administered with caution (see section 4.5.and 5.2).

Surgery and Interventions:

Patients on dabigatran etexilate who undergo surgery or invasive procedures are at increased risk for
bleeding. Therefore surgical interventions may require the temporary discontinuation of dabigatran
etexilate.

Preoperative Phase

In advance of invasive or surgical procedures dabigatran etexilate should be stopped temporarily due
to an increased risk of bleeding. If possible, dabigatran etexilate should be discontinued at least

24 hours before invasive or surgical procedures. In patients at higher risk of bleeding or in major
surgery where complete hemostasis may be required consider stopping dabigatran etexilate 2-4 days
before surgery. Clearance of dabigatran in patients with renal insufficiency may take longer (see
section 5.2). This should be considered in advance of any procedures.

Dabigatran etexilate is contraindicated in patients with severe renal dysfunction (CrCl <30 mL/min)
but should this occur then dabigatran etexilate should be stopped at least 5 days before major surgery
(see sections 4.3 and 5.2).

If an acute intervention is required, dabigatran etexilate should be temporarily discontinued. A surgery
/ intervention should be delayed if possible until at least 12 hours after the last dose. If surgery cannot
be delayed there may be an increase in the risk of bleeding. This risk of bleeding should be weighed
together with the urgency of intervention.

Spinal anaesthesia/epidural anaesthesia/lumbar puncture:

Procedures such as spinal anesthesia may require complete hemostatic function.

The risk of spinal or epidural hematoma may be increased in cases of traumatic or repeated puncture
and by the prolonged use of epidural catheters. After removal of a catheter, an interval of at least

1 hour should elapse before the administration of the first dose of dabigatran etexilate. These patients
require frequent observation for neurological signs and symptoms of spinal or epidural hematoma.

Post Procedural Period:

Resume treatment after complete haemostasis is achieved.

Patients at high surgical mortality risk and with intrinsic risk factors for thromboembolic events.
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There are limited efficacy and safety data for dabigatran available in these patients and therefore they
should be treated with caution.

Colorants:

Pradaxa hard capsules contain the colorant sunset yellow (E110), which may cause allergic reactions.
4.5 Interaction with other medicinal products and other forms of interaction

Interaction studies have only been performed in adults.

Anticoagulants and platelet aggregation agents:

The following concomitant use with Pradaxa has not been studied and may increase the risk of
bleeding when used concomitantly with Pradaxa: unfractionated heparins and heparin derivatives, low
molecular weight heparins (LMWH), fondaparinux, desirudin, thrombolytic agents, GPIIb/Illa
receptor antagonists, ticlopidine, dextran, sulfinpyrazone, rivaroxaban, prasugrel, vitamin K
antagonists, and the P-glycoprotein inhibitors itraconazole, tacrolismus, cyclosporine, ritonavir,
tipranavir, nelfinavir and saquinavir. It should be noted that unfractionated heparin can be
administered at doses necessary to maintain a patent central venous or arterial catheter (see sections
4.2 and 4.4).

Interactions linked to dabigatran etexilate and dabigatran metabolic profile:

Dabigatran etexilate and dabigatran are not metabolised by the cytochrome P450 system and have no
in vitro effects on human cytochrome P450 enzymes. Therefore, related medicinal product interactions
are not expected with dabigatran.

NSAIDs: When Pradaxa was coadministered with diclofenac, the plasma exposure of both medicinal
products remained unchanged indicating a lack of a pharmacokinetic interaction between dabigatran
etexilate and diclofenac. However, due to the risk of haemorrhage, notably with NSAIDs with
elimination half-lives > 12 hours, close observation for signs of bleeding is recommended (see
sections 4.4 and 5.2).

Transporter interactions:

P-glycoprotein inhibitors:

Amiodarone, verapamil, quinidine, ketoconazole and clarithromycin are inhibitors of the efflux
transporter P-glycoprotein and dabigatran etexilate a substrate of this transporter.

Caution should be exercised with strong P-glycoprotein inhibitors (see sections 4.2 and 4.4). The P-
glycoprotein inhibitor ketoconazole is contraindicated (see section 4.3).

Amiodarone: Dabigatran exposure in healthy subjects was increased by 60 % in the presence of
amiodarone (see section 5.2)

Quinidine: Dabigatran exposure in healthy subjects was increased by 53 % in the presence of
quinidine (see section 5.2).
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Verapamil: When dabigatran etexilate (150 mg) was coadministered with oral verapamil, the Cy,, and
AUC of dabigatran were increased but magnitude of this change differs depending on timing of
administration and formulation of verapamil (see section 5.2).

Therefore, close clinical surveillance (looking for signs of bleeding or anemia) is required when
dabigatran is co-administrered with verapamil.

There was no meaningful interaction observed when verapamil was given 2 hours after dabigatran
etexilate (increased of C,,,x by about 10 % and AUC by about 20 %). This is explained by completed
dabigatran absorption after 2 hours (see section 4.4).

Clarithromycin: Dabigatan exposure in healthy subjects was increased by 15 % in the presence of
clarithromycine without any clinical safety concern (see section 5.2). However, in patients receiving
dabigatran, a clinically relevant interaction cannot be excluded when combined with clarithromycin.
Therefore, a close monitoring should be exercised when dabigatran etexilate is combined with
clarithromycine and particularly in the occurrence of bleeding, notably in patient having a mild to
moderate renal impairment.

Ketoconazole: Dabigatran exposure was 150 % increased after single and multiple doses of
ketoconazole (see section 5.2). Concomitant treatment with systemic ketokonazole is contraindicated
(see sectio 4.3).

P-glycoprotein inducers:

After 7 days of treatment with 600 mg rifampicin once daily, total dabigatran AUCy.., and C,,.x Were
reduced by 67 % and 66 % compared to the reference treatment, respectively. The potent P-
glycoprotein inducers St John’s wort (Hypericum perforatum) or carbamazepine, may also reduce the
systemic exposure of dabigatran. Caution is advised when co-administering these medicinal products
(see sections 4.4 and 5.2).

P-glycoprotein substrate:

Digoxin: In a study performed with 24 healthy subjects, when Pradaxa was coadministered with
digoxin, no changes on digoxin and no clinical relevant changes on dabigatran exposure have been
observed.

Gastric pH:

Pantoprazole: When Pradaxa was coadministered with pantoprazole, a decrease in the dabigatran area
under the plasma concentration-time curve of approximately 30 % was observed. Pantoprazole and
other proton-pump inhibitors were co-administered with Pradaxa in clinical trials and no effects on
bleeding or efficacy were observed.

Ranitidine: Ranitidine administration together with Pradaxa had no clinically relevant effect on the
extent of absorption of dabigatran.

4.6 Fertility, pregnancy and lactation

Pregnancy:

There are no adequate data from the use of Pradaxa in pregnant women.
Studies in animals have shown reproductive toxicity (see section 5.3). The potential risk for humans is
unknown.
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Women of child-bearing potential should avoid pregnancy during treatment with dabigatran etexilate.
Pradaxa should not be used during pregnancy unless clearly necessary.

Lactation:

There are no clinical data of the effect of dabigatran on infants during breast feeding.
Lactation should be discontinued during treatment with Pradaxa.

Fertility:

No data available.

4.7 Effects on ability to drive and use machines
No studies on the effects on the ability to drive and use machines have been performed.
4.8 Undesirable effects

In the pivotal study investigating the prevention of stroke and systemic embolism in patients with
atrial fibrillation, a total of 12.091 patients were randomized. Of these 6.076 were treated with 150 mg
twice daily of dabigatran etexilate, while 6.015 received doses of 110 mg twice daily.

In total, 22 % of patient with atrial fibrillation treated for the prevention of stroke and systemic
embolism (long-term treatment for up to 3 years) experienced adverse reactions.

The most commonly reported adverse reactions are bleedings occurring in total in approximately
16,5 % in patient with atrial fibrillation treated for the prevention of stroke and systemic embolism.

Although rare in frequency in clinical trials, major or severe bleeding may occur and, regardless of
location, may lead to disabling, life-threatening or even fatal outcomes.

Bleeding:

The table 1 shows bleeding events broken down to major and any bleeding during treatment of the
prevention of thromboembolic stroke and systemic embolism in patients with atrial fibrillation.

A major bleeding fulfilled one or more of the following criteria:

» Bleeding associated with a reduction in hemoglobin of at least 20 grams per liter or leading to a
transfusion of at least 2 units of blood or packed cells;

» Symptomatic bleeding in a critical area or organ: intraocular, intracranial, intraspinal or
intramuscular with compartment syndrome, retroperitoneal bleeding, intra-articular bleeding or
pericardial bleeding.

Major bleeds were classified as life-threatening if they fulfilled one or more of the following criteria:

» Fatal bleed; symptomatic intracranial bleed; reduction in hemoglobin of at least 50 grams per
liter; transfusion of at least 4 units of blood or packed cells; a bleed associated with hypotension
requiring the use of intravenous inotropic agents; a bleed that necessitated surgical intervention.

Table 1 Bleeding events broken down to major and any bleeding in the pivotal RE-LY study
testing the prevention of thromboembolic stroke and systemic embolism in patients with
atrial fibrillation.
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Dabigatran
etexialte 110 mg
twice daily

Dabigatran
etexialte 150 mg
twice daily

Warfarin

Subjects randomized

6015

6076

6022

Major Bleeding
Hazard ratio over warfarine (95 % CI)
p-value

318 (2.67 %)
0.79 (0.68, 0.92)
0.002

375 (3.11 %)
0.93 (0.81, 1.07)
0.32

396 (3.36 %)

Life threatening Major Bleeds*
Hazard ratio over warfarine (95 % CI)

143 (1.20 %)
0.67 (0.54, 0.83)

175 (1.45 %)
0.82 (0.67,1.00)

210 (1.78 %)

p-value 0.0003 0.047
Other Major Bleeds* 196 (1.65 %) 226 (1.88 %) 208 (1.76 %)
Hazard ratio over warfarine (95 % CI) 0.93 (0.77, 1.14) 1.07 (0.89, 1.29)
p-value 0.4987 0.4774
Intracranial bleeding * 25 (0.21 %) 36 (0.30 %) 85 (0.72 %)
Hazard ratio over warfarine (95 % CI) 0.29 (0.19, 0.45) 0.41 (0.28, 0.61)
p-value <0.0001 <0.0001
Any bleeding 1749 (14.70 %) 1990 (16.53 %) 2152 (18.24
Hazard ratio over warfarine (95 % CI) 0.79 (0.74, 0.84) 0.91 (0.86,0.97) %)
p-value <0.0001 0.003

*a bleeding event was counted in more than one category

Subjects randomized to dabigatran etexilate 110 mg twice daily and 150 mg twice daily had a
significantly lower risk for life-threatening bleeds, haemorrhagic stroke and intracranial bleeding
compared to warfarin [p < 0.05]. Both dose strengths of dabigatran etexilate had also a statistically
significant lower total bleed rate. Subjects randomized to dabigatran etexilate 110 mg twice daily had
a significantly lower risk for major bleeds compared with warfarin (hazard ratio 0.79 [p=0.0021]).

Adverse reactions:

Table 2 shows the adverse reactions identified from the prevention of thromboembolic stroke and
systemic embolism in patients with atrial fibrillation program ranked under headings of SOC and
frequency using the following convention: very common (> 1/10); common (> 1/100, <1/10);

uncommon (> 1/1,000, <1/100); rare (> 1/10,000, <1/1,000); very rare (< 1/10,000).

SOC / Preferred Term. Dabigatran etexialte Dabigatran etexialte
110 mg twice daily 150 mg twice daily
Number of patients treated 5984 6059
Blood and lymphatic system disorders
Anaemia Common Common
Thrombocytopenia Uncommon Uncommon
Haemoglobin decreased Uncommon Uncommon
Haematocrit decreased Rare Rare
Immune system disorder
Drug hypersensitivity Uncommon Uncommon
Urticaria Rare Rare
Rash Uncommon Uncommon
Pruritus Uncommon Uncommon
Bronchospasm Very Rare Very Rare
Nervous system disorders
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Intracranial haemorrhage | Uncommon Uncommon
Vascular disorders

Haematoma Uncommon Uncommon

Haemorrhage Uncommon Uncommon
Respiratory and thoracic system disorders

Epistaxis Common Common

Haemoptysis Uncommon Uncommon
Gastrointestinal disorders

Gastrointestinal Common Common

haemorrhage

Abdominal pain Common Common

Diarrhoea Common Common

Dyspepsia Common Common

Nausea Common Common

Gastrointestinal ulcer Uncommon Uncommon

Gastrooesophagitis Uncommon Uncommon

Gastrooesophageal Uncommon Uncommon

reflux disease

Vomiting Uncommon Uncommon

Dysphagia Uncommon Uncommon

Rectal haemorrhage Uncommon Uncommon

Haemorrhoidal Uncommon Uncommon

haemorrhage
Hepatobiliary disorders

Alaninine Uncommon Uncommon

aminotransferase

increased

Aspartate Uncommon Uncommon

aminotransferase

increased

Hepatic function Uncommon Uncommon

abnormal/ Liver function

Test abnormal

Hepatic enzyme Rare Rare

increased

Hyperbilirubinaemia Rare Rare
Skin and subcutaneous tissue disorder

Skin haemorrhage | Uncommon Uncommon
Musculoskeletal and connective tissue and bone disorders

Haemarthrosis | Rare Rare
Renal and urinary disorders

Genitourological Uncommon Common

haemorrhage

Haematuria Uncommon Uncommon
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General disorders and administration site conditions

Injection site Rare Rare
haemorrhage
Catheter site Rare Rare
haemorrhage

Injury, poisoning and procedural complications

Incision site heamatoma | Rare Rare

Liver Function Tests:

In the long-term exposure RE-LY study, potential abnormalities of liver function tests (LFT) occurred
with a comparable or lower incidence in dabigatran etexilate vs. warfarin treated patients (Table 5)

Table 5 Liver Function Test results in RE-LY

Dabigatran etexilate | Dabigatran etexilate Warfarin
110 mg twice daily 150 mg twice daily
N (%) N (%) N (%)

Total treated 5984 (100.0) 6059 (100.0) 5999 (100.0)
ALT or AST > 3xULN 121 (2.0) 111 (1.8) 126 (2.1)
ALT or AST > 5xULN 40 (0.7) 48 (0.8) 51(0.9)
IALT or AST > 3xULN + 11(0.2) 14 (0.2) 22 (0.4)
Bilirubin >2xULN

4.9 Overdose

There is no antidote to dabigatran. Doses of dabigatran etexilate beyond those recommended, expose
the patient to increased risk of bleeding. Excessive anticoagulation may require discontinuation of
dabigatran etexilate. In the event of haemorrhagic complications, treatment must be discontinued and
the source of bleeding investigated. Since dabigatran is excreted predominantly by the renal route
adequate diuresis must be maintained. Appropriate standard treatment, e.g. surgical haemostasis and
blood volume replacement, should be undertaken. Consideration may be given to the use of fresh
whole blood or fresh frozen plasma.

Activated prothrombin complex concentrates (e.g., FEIBA) or recombinant Factor VIla or
concentrates of coagulation factors II, IX or X, may be considered. There is some experimental
evidence to support the role of these agents in reversing the anticoagulant effect of dabigatran but their
usefulness in clinical settings has not yet been systematically demonstrated. Consideration should also
be given to administration of platelet concentrates in cases where thrombocytopenia is present or long
acting antiplatelet drugs have been used. All symptomatic treatment has to be given according to the
physician's judgement.

As protein binding is low, dabigatran can be dialysed; there is limited clinical experience to

demonstrate the utility of this approach in clinical studies.

S. PHARMACOLOGICAL PROPERTIES
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5.1 Pharmacodynamic properties
Pharmacotherapeutic group: direct thrombine inhibitors, ATC code: BOlAEO7

Dabigatran etexilate is a small molecule prodrug which does not exhibit any pharmacological activity.
After oral administration, dabigatran etexilate is rapidly absorbed and converted to dabigatran by
esterase-catalysed hydrolysis in plasma and in the liver. Dabigatran is a potent, competitive, reversible
direct thrombin inhibitor and is the main active principle in plasma.

Since thrombin (serine protease) enables the conversion of fibrinogen into fibrin during the
coagulation cascade, its inhibition prevents the development of thrombus. Dabigatran also inhibits free
thrombin, fibrin-bound thrombin and thrombin-induced platelet aggregation.

In-vivo and ex-vivo animal studies have demonstrated antithrombotic efficacy and anticoagulant
activity of dabigatran after intravenous administration and of dabigatran etexilate after oral
administration in various animal models of thrombosis.

There is a clear correlation between plasma dabigatran concentration and degree of anticoagulant
effect based on phase II studies.

Steady state (after day 3) dabigatran peak plasma concentration, measured 2-4 hours after 220 mg
dabigatran etexilate administration, is expected to be around 270 ng/ml, with an expected range of 80-
460 ng/ml. The dabigatran trough concentration, measured at the end of the dosing interval (24 hours
after the last 220 mg dabigatran dose), is expected to be around 40 ng/ml, with expected range of 10-
90 ng/ml.

Ethnic origin:
More than 99% of efficacy and safety data were generated in Caucasians.
Prevention of stroke and systemic embolism in adult patients with atrial fibrillation:

The clinical evidence for the efficacy of dabigatran etexilate is derived from the RE-LY study
(Randomized Evaluation of Long —term anticoagulant therapy) a multi-center, multi-national,
randomized parallel group study of two blinded doses of dabigatran (110 mg and 150 mg twice daily)
compared to open-label warfarin in patients with atrial fibrillation at moderate to high risk of stroke or
systemic embolism. The primary objective in this study was to determine if dabigatran was non-
inferior to warfarin in reducing the occurrence of the composite endpoint, stroke and systemic embolic
events (SEE).

In the RE-LY study, a total of 18.113 patients were randomized, with a mean age of 71.5 years and a
mean CHADS, score of 2.1. The population had approximately equal proportions of patients with
CHADS; score 1, 2 and > 3. The patient population was 64 % male, 70 % Caucasian and 16 % Asian.
RE-LY had a median treatment of 20 months with dabigatran etexilate given as fixed dose without
coagulation monitoring. In addition to documented non-valvular atrial fibrillation (AF) e.g., persistent
atrial fibrillation or paroxysmal, patients had one of the following additional risk factors for stroke:

e Previous stroke, transient ischemic attack, or systemic embolism

Left ventricular ejection fraction <40 %

Symptomatic heart failure, > NYHA Class 2

Age > 75 years

Age > 65 years associated with one of the following: diabetes mellitus, coronary artery disease, or
hypertension

The concomitant diseases of patients in this trial included hypertension 79 %, diabetes 23 % and
coronary artery disease 28 %. Fifty % of the patient population was vitamin K antagonist naive
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defined as less than 2 months total life time exposure. Thirty two % of the population had never been
exposed to a vitamin K antagonist. For those patients randomized to warfarin, the time in therapeutic
range (INR 2-3) for the trial was a median of 67 %. Concomitant medications included aspirin (25 %
of subjects used at least 50 % of the time in study), clopidogrel (3.6 %), ASA-+clopidogrel (2 %),
NSAIDs (6.3 %), beta-blockers (63.4 %), diuretics (53.9 %), statins (46.4 %), ACE-inhibitors

(44.6 %), angiotensin receptor blockers (26.1 %), oral hypoglycemics (17.5 %), insulin (5.2 %),
digoxin (29.4 %), amiodarone (11.3 %), diltiazem (8.9 %), verapamil (5.4 %), and proton pump
inhibitors (17.8 %).

For the primary endpoint, stroke and systemic embolism, no subgroups (i.e., age, weight, gender, renal
function, ethnicity, etc.) were identified with a different risk ratio compared to warfarin.

The RE-LY study demonstrated that dabigatran etexilate, at a dose of 110 mg twice daily, is non-
inferior to warfarin in the prevention of stroke and systemic embolism in subjects with atrial
fibrillation, with a reduced risk of intracranial hemorrhage and total bleeding. The higher dose of

150 mg twice daily, reduces significantly the risk of ischemic and hemorrhagic stroke, vascular death,
intracranial hemorrhage and total bleeding compared to warfarin. The lower dose of dabigatran has a
signficiantly lower risk of major bleeding compared to warfarin.

The net clinical benefit as measured by the composite clinical endpoint of stroke, systemic embolism,
pulmonary embolism, acute myocardial infarction, vascular deaths, and major bleeds was assessed and
is presented as part of Table 12. The yearly event rates for the dabigatran etexilate groups were lower
compared to the warfarin group. The risk reduction for this composite endpoint was 8 % and 10 % for
the dabigatran etexilate 110 mg twice daily and 150 mg twice daily treatment groups. Other
components evaluated included all hospitalizations which had statistically significant fewer
hospitalizations at dabigatran etexilate 110 mg twice daily compared to warfarin (7 % risk reduction,
95 % CI1 0.87, 0.99, p=0.021).

Figure 1 and tables 3-6 display details of key results:

Table 3: Analysis of first occurrence of stroke or systemic embolism (primary endpoint) during the
study period in the RE-LY

Dabigatran etexilate Dabigatran etexilate Warfarin
150 mg twice daily 110 mg twice daily
Subjects randomized 6076 6015 6022
Stroke and/or SEE
Incidences (%) 133 (1.10) 182 (1.53) 198 (1.68)

Hazard ratio over
warfarin (95% CI)

0.66 (0.53, 0.82)

0.91 (0.75, 1.12)

p value superiority

p <0.001

p=0.370

% refers to yearly event rate

Figure 1: Kaplan-Mayer curve estimate of time to first stroke or systemic embolism
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Table 4: Analysis of first occurrence of ischemic or haemorrhagic strokes during the study period in

the RE-LY
Dabigatran etexilate Dabigatran etexilate Warfarin
150 mg twice daily 110 mg twice daily
Subjects randomized 6076 6015 6022
Stroke
Incidences (%) 121 (1.01) 171 (1.44) 184 (1.56)
Hazard ratio vs. 0.64 (0.51, 0.81) 0.92 (0.75, 1.14)
warfarin (95% CI)
p-value <0.001 0.443
SEE
Incidences (%) 13 (0.11) 14 (0.12) 19 (0.16)
Hazard ratio vs. 0.67 (0.33, 1.36) 0.73 (0.37, 1.46)
warfarin (95% CI)
p-value 0.271 0.378
Ischemic stroke
Incidences (%) 102 (0.85) 152 (1.28) 132 (1.12)
Hazard ratio vs. 0.76 (0.58, 0.98) 1.14 (0.91, 1.44)
warfarin (95% CI)
p-value 0.034 0.258
Hemorrhagic stroke
Incidences (%) 12 (0.10) 14 (0.12) 45 (0.38)

Hazard ratio vs.

0.26 (0.14, 0.49)

0.31(0.17, 0.56)
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warfarin (95% CI)

p-value

<0.001

<0.001

% refers to yearly event rate

Table 5: Analysis of all cause and cardiovascular survival during the study period in the RE-LY

Dabigatran etexilate Dabigatran etexilate Warfarin
150 mg twice daily 110 mg twice daily
Subjects randomized 6076 6015 6022
All-cause mortality
Incidences (%) 437 (3.63) 445 (3.74) 487 (4.13)
Hazard ratio vs. 0.88 (0.77, 1.00) 0.90 (0.79, 1.03)
warfarin (95% CI)
p-value 0.051 0.123
Vascular mortality
Incidences (%) 273 (2.27) 288 (2.42) 317 (2.69)
Hazard ratio vs. 0.84 (0.72, 0.99) 0.90 (0.79, 1.06)
warfarin (95% CT)
p-value 0.039 0.194
% refers to yearly event rate
Table 6: Other Measures Evaluated
Dabigatran etexilate Dabigatran etexilate Warfarin
150 mg twice daily 110 mg twice daily
Subjects randomized 6076 6015 6022
Stroke/SEE/death
Incidences (%) 518 (4.30) 575 (4.83) 610 (5.17)
Hazard ratio vs. 0.83 (0.74. 0.93) 0.93 (0.83, 1.05)
warfarin (95%CI)
p-value 0.002 0.234
Stroke/SEE/PE/MI/death/major bleed (net clinical benefit)
Incidences (%) 830 (6.89) 842 (7.08) 900 (7.63)
Hazard ratio vs. 0.90 (0.82, 0.99) 0.92 (0.84, 1.02)
Warfarin (95%CI)
p-value 0.037 0.100
Pulmonary embolism
18 (0.15) 14 (0.12) 11 (0.09)
Hazard ratio vs. 1.61 (0.76, 3.41) 1.26 (0.57,2.79)
Warfarin (95%CI)
p-value 0.214 0.560
Myocardial infarction
Incidences (%) 89 (0.74) 86 (0.72) 63 (0.53)

Hazard ratio vs.
Warfarin (95%CI)

1.38 (1.00, 1.91)

1.35 (0.98, 1.87)

p-value

0.049

0.070

All hospitalizations

Incidences (%)

4773 (41.56)

4470 (39.51)

4780 (42.60)

Rate ratio over warfarin

0.98

0.93

95%Cl

0.92,1.04

0.87,0.99
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| p-value 0.443 0.021

Paediatric population:

The European Medicines Agency has waived the obligation to submit the results of studies with
dabigatran etexilate in all subsets of the paediatric population in Thromboembolic event prevention in
atrial fibrillation (see section 4.2 for information on paediatric use).

5.2 Pharmacokinetic properties

After oral administration, dabigatran etexilate is rapidly and completely converted to dabigatran,
which is the active form in plasma. The cleavage of the prodrug dabigatran etexilate by esterase-
catalysed hydrolysis to the active principle dabigatran is the predominant metabolic reaction. The
absolute bioavailability of dabigatran following oral administration of Pradaxa was approximately
6.5 %.

After oral administration of Pradaxa in healthy volunteers, the pharmacokinetic profile of dabigatran
in plasma is characterized by a rapid increase in plasma concentrations with C,,., attained within 0.5
and 2.0 hours post administration.

Absorption:

A study evaluating post-operative absorption of dabigatran etexilate, 1-3 hours following surgery,
demonstrated relatively slow absorption compared with that in healthy volunteers, showing a smooth
plasma concentration-time profile without high peak plasma concentrations. Peak plasma
concentrations are reached at 6 hours following administration in a postoperative period due to
contributing factors such as anesthesia, gastrointestinal paresis, and surgical effects independent of the
oral medicinal product formulation. It was demonstrated in a further study that slow and delayed
absorption is usually only present on the day of surgery. On subsequent days absorption of dabigatran
is rapid with peak plasma concentrations attained 2 hours after medicinal product administration.
Food does not affect the bioavailability of dabigatran etexilate but delays the time to peak plasma
concentrations by 2 hours.

The oral bioavailability may be increased by 75 % compared to the reference capsule formulation
when the pellets are taken without the HPMC capsule shell. Hence, the integrity of the HPMC
capsules should always be preserved in clinical use to avoid unintentionally increased bioavailability
of dabigatran etexilate. Therefore, patients should be advised not to open the capsules and taking the
pellets alone (e.g. sprinkled over food or into beverages) (see section 4.2)

Distribution:

Low (34-35 %) concentration independent binding of dabigatran to human plasma proteins was
observed. The volume of distribution of dabigtran of 60 — 70 L exceeded the volume of total body
water indicating moderate tissue distribution of dabigatran.

Cuax and the area under the plasma concentration-time curve were dose proportional. Plasma
concentrations of dabigatran showed a biexponential decline with a mean terminal half-life of 11 hours
in healthy elderly subjects. After multiple dose a terminal half-life of about 12-14 hours was observed.
The half-life was independent of dose. Half-life is prolonged if renal function is impaired as shown in
table 7.

Metabolism and elimination:
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Metabolism and excretion of dabigatran were studied following a single intravenous dose of
radiolabeled dabigatran in healthy male subjects. After an intravenous dose, the dabigatran-derived
radioactivity was eliminated primarily in the urine (85 %). Faecal excretion accounted for 6 % of the
administered dose. Recovery of the total radioactivity ranged from 88-94 % of the administered dose
by 168 hours post dose.

Dabigatran is subject to conjugation forming pharmacologically active acylglucuronides. Four
positional isomers, 1-O, 2-0, 3-O, 4-O-acylglucuronide exist, each accounts for less than 10 % of total
dabigatran in plasma. Traces of other metabolites were only detectable with highly sensitive analytical
methods. Dabigatran is eliminated primarily in the unchanged form in the urine, at a rate of
approximately 100 ml/min corresponding to the glomerular filtration rate.

Special populations:

Renal insufficiency:

In phase I studies the exposure (AUC) of dabigatran after the oral administration of Pradaxa is
approximately 2.7 fold higher in volunteers with moderate renal insufficiency (CrCL between 30—
50 ml/min) than in those without renal insufficiency.

In a small number of volunteers with severe renal insufficiency (CrCL 10-30 ml/min), the exposure
(AUC) to dabigatran was approximately 6 times higher and the half-life approximately 2 times longer
than that observed in a population without renal insufficiency (see sections 4.2, 4.3 and 4.4).

The half-life is prolonged if renal function is impaired.

Table 7: Half-life of total dabigatran in healthy subjects and subjects with impaired renal function

glomerular filtration rate gMean (gCV%; range)
(CrCl,) half-life
[mL/min] [h]
>80 13.4 (25.7 %; 11.0-21.6)
>50- <80 15.3 (42.7 %;11.7-34.1)
> 30-< 50 18.4 (18.5 %,13.3-23.0)
<30 27.2(15.3 %; 21.6-35.0)
Elderly patients:

Specific pharmacokinetic phase I studies with elderly subjects showed an increase of 40 to 60 % in the
AUC and of more than 25 % in C,,,x compared to young subjects. The AUCt,ss and C.x,SS in male
and female elderly subjects (> 65 years) were approximately 1.9- and 1.6-fold higher for elderly
females compared to young females and 2.2-2.0 fold higher for elderly males than in male subjects of
18-40 years of age.

The effect by age on exposure to dabigatran was confirmed in the RE-LY study with an about 31 %
higher trough concentration for subjects > 75 years and by about 22 % lower trough level for subjects
< 65 years compared to subjects of are between 65 and 75 years ( see sections 4.2 and 4.4).

Hepatic insufficiency:

No change in dabigatran exposure was seen in 12 subjects with moderate hepatic insufficiency (Child
Pugh B) compared to 12 controls.
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Body weight:
The dabigatran trough concentrations were about 20 % lower in patients with a body weight > 100 kg

compared with 50-100 kg. The majority (80.8 %) of the subjects were in the > 50 kg and < 100 kg
category with no clear difference detected. (see section 4.2 and 4.4). Limited clinical data in patients
<50 kg are available.

Gender:

Active substance exposure in the primary VTE prevention studies was about 40 % to 50 % higher in
female patients and no dose adjustment is recommended. In atrial fibrillation patients females had on
average 30 % higher trough and post-dose concentrations. No dose adjustment is recommended.

Ethnic origin:

The pharmacokinetics of dabigatran was investigated in Caucasian and Japanese volunteers after
single and multiple doses. Ethnic origin does not affect the pharmacokinetics of dabigatran in a
clinically relevant manner. Limited pharmacokinetic data in black patients are available, which
suggest no relevant difference.

Pharmacokinetic interactions:

The pro-drug dabigatran etexilate but not dabigatran is a substrate of the efflux transporter P-
glycoprotein. Therefore co-medications with P-glycoprotein transporter inhibitors (amiodarone,
verapamil, clarithromycin, quinidine and ketoconazole) and inducers (rifampicine) had been
investigated (see section 4.2, 4.4 and 4.5).

P-glycoprotein inhibitors:

Amiodarone: When Pradaxa was coadministered with a single oral dose of 600 mg amiodarone, the
extent and rate of absorption of amiodarone and its active metabolite DEA were essentially
unchanged. The dabigatran AUC and C,,,x were increased by about 60 % and 50 %, respectively. The
mechanism of the interaction has not been completely clarified. In view of the long half-life of
amiodarone the potential for drug interaction may exist for weeks after discontinuation of amiodarone
(see section 4.2, 4.4 and 4.5).

Verapamil: When dabigatran etexilate (150 mg) was coadministered with oral verapamil, the C,,, and
AUC of dabigatran were increased but magnitude of this change differs depending on timing of
administration and formulation of verapamil (see section 4.2, 4.4 and 4.5).

The greatest elevation of dabigatran exposure was observed with the first dose of an immediate release
formulation of verapamil administered one hour prior to dabigatran etexilate intake (increase of Cax
by about 180 % and AUC by about 150 %). The effect was progressively decreased with
administration of an extended release formulation (increased of C.x by about 90 % and AUC by about
70 %) or administration of multiple doses of verapamil (increased of C,,.x by about 60 % and AUC by
about 50 %).

There was no meaningful interaction observed when verapamil was given 2 hours after dabigatran
etexilate (increased of C,,,x by about 10 % and AUC by about 20 %). This is explained by completed
dabigatran absorption after 2 hours.

Quinidine: Quinidine was given as 200 mg dose every 2nd hour up to a total dose of 1000 mg.
Dabigatran etexilate was given twice daily over 3 consecutive days, on the 3™ day either with or
without quinidine. Dabigatran AUCTt,ss and C,,x,8s were increased on average by 53 % and 56 %,
respectively with concomitant quinidine (see section 4.2, 4.4 and 4.5).
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Ketoconazole: Ketoconazole increased total dabigatran AUC_,, and C,.x values by 138 % and 135 %,
respectively, after a single dose of 400 mg , and 153 % and 149 %, respectively, after multiple dosing of
400 mg ketoconazole once daily. The time to peak, terminal half-life and mean residence time were not
affected by ketoconazole (see section 4.3, 4.4 and 4.5).

Clarithromycin: When clarithromycin (500 mg twice daily) was administered together with dabigatran
etexilate in healthy volunteers, increase of AUC by about 19 % and C,,., by about 15 % was observed

without any clinical safety concern (see section 4.5).

P-glycoprotein inducers:

Rifampicin or St John’s wort (Hypericum perforatum) are potent P-glycoprotein inducers.

Rifampicin: Pre-dosing of the probe inducer rifampicin at a dose of 600 mg once daily for 7 days decreased
total dabigatran peak and total exposure by 65.5 and 67 %, respectively. The inducing effect was diminished
resulting in dabigatran exposure close to the reference by day 7 after cessation of rifampicin treatment. No
further increase in bioavailability was observed after another 7 days (see section 4.4 and 4.5).

P-glycoprotein substrate:

Digoxin: In a study performed with 24 healthy subjects, when Pradaxa was coadministered with
digoxin, no changes on digoxin and no clinical relevant changes on dabigatran exposure have been
observed (see section 4.5).

In vitro interaction studies did not show any inhibition or induction of the principal isoenzymes of
cytochrome P450. This has been confirmed by in vivo studies with healthy volunteers, who did not
show any interaction between this treatment and the following active substances: atorvastatin
(CYP3A4), digoxin (P-glycoprotein transporter interaction) and diclofenac (CYP2C9).

Dabigatran exposure in healthy subjects was increased by 60 % in the presence of amiodarone.

Co-medications with platelet-inhibitors:

Acetylsalycilic acid (ASA): The effect of concomitant administration of dabigatran etexilate and ASA
on the risk of bleeds was studied in patients with atrial fibrillation in a phase II study in which a
randomized ASA coadministration was applied. Based on logistic regression analysis, co-
administration of ASA and 150 mg dabigatran etexilate twice daily may increase the risk for any
bleeding from 12 % to 18 % and 24 % with 81 mg and 325 mg ASA, respectively.

From the data gathered in the phase III study RE-LY it was observed that ASA or clopidogrel co-
medication with dabigatran etexilate at dosages of 110 mg or 150 mg twice daily may increase the risk
of major bleeding. The higher rate of bleeding events by ASA or clopidogrel co-medication was,
however, also observed for warfarin (see section 4.4).

NSAIDs given for short-term perioperative analgesia have been shown not to be associated with
increased bleeding risk when given in conjunction with dabigatran etexilate. There is limited evidence
regarding the use of regular NSAID medication with half-lives of less than 12 hours during treatment
with dabigatran etexilate and this has not suggested additional bleeding risk.

Clopidogrel: In a phase I study in young healthy male volunteers, the concomitant administration of
dabigatran etexilate and clopidogrel resulted in no further prolongation of capillary bleeding times
compared to clopidogrel monotherapy. In addition, dabigatran AUCt,ss and Cmax,ss and the
coagulation measures for dabigatran effect, aPTT, ECT or TT (anti Flla), or the inhibition of platelet
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aggregation as measure of clopidogrel effect remained essentially unchanged comparing combined
treatment and the respective mono-treatments. With a loading dose of 300 mg or 600 mg clopidogrel,
dabigatran AUCTt,ss and Cmax,ss were increased by about 30-40 % (see section 4.4).

5.3 Preclinical safety data
Non-clinical data reveal no special hazard for humans based on conventional studies of safety

pharmacology, repeated dose toxicity and genotoxicity.

Effects observed in the repeat-dose toxicity studies were due to the exaggerated pharmacodynamic
effect of dabigatran.

An effect on female fertility was observed in the form of a decrease in implantations and an increase in
pre-implantation loss at 70 mg/kg (5-fold the plasma exposure level in patients). At doses that were
toxic to the mothers (5 to 10-fold the plasma exposure level in patients), a decrease in foetal body
weight and viability along with an increase in foetal variations were observed in rats and rabbits. In the
pre- and post-natal study, an increase in foetal mortality was observed at doses that were toxic to the
dams (a dose corresponding to a plasma exposure level 4-fold higher than observed in patients).

In lifetime toxicology studies in rats and mice, there was no evidence for a tumorigenic potential of
dabigatran up to maximum doses of 200 mg/kg.

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Capsule fill

Capsule shell

Black printing ink
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6.2 Incompatibilities
Not applicable.

6.3  Shelf life

6.4 Special precautions for storage

6.5 Nature and contents of container

Not all pack sizes may be marketed.

6.6  Special precautions for disposal and other handling

Any unused product or waste material should be disposed of in accordance with local requirements.

7. MARKETING AUTHORISATION HOLDER

Boehringer Ingelheim International GmbH
D-55216 Ingelheim am Rhein
Germany
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8. MARKETING AUTHORISATION NUMBER(S)

EU/1/08/442/00X

EU/1/08/442/00X

EU/1/08/442/00X

EU/1/08/442/00X

EU/1/08/442/00X

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

{DD/MM/YYYY}

10. DATE OF REVISION OF THE TEXT
(MM/YYYY}

Detailed information on this medicinal product is available on the website of the European Medicines
Agency (EMEA) http://www.emea.europa.eu/

63
116


http://www.emea.europa.eu/

e 1
R

117



1. EELL

7T H XY T 7L T5mg

2. AR

| BT AR E T T 2TX v T7— e LT TSmgaaaT5 (AVAEEELTQ)
W . & 7'y b =a— (E110) 2ug 25 H T 5,

W —&136.12 0,

3. HiE
i B 7 2 LA

SHA B 7R B, I AEH R EAG, WEAOWMAY, AH0HD 2 5 A XD
7 'NHAl, Fxow FNNIAN—V T —A A LfE (Boehringer Ingelheim) D3 2R
b, AT TR75) OZEIN® 5,

4. FRIRRORrE

4.1 IRFGE)IS

N T BE B 4 M0 2 72 1 N TR BN B A 2 b1 T L 72 R RS OB R AR ZE ke 1 = b
D —K T B

42 HE - HE

N T PER A BT AT 2 B E O FFARMARIE R~ | (VTE) O —RFBh

75 B XY OHEEHEIZ110 mgh 7 A2H TN E LT20mg 1H1EHRGTH 5, 1fitkl-4
REEILANIZ, 110 mgh 7B 7 VORARGIZ L VG EZG L, TO®%IHE1RE2E
AR AR08 Bk 5,

N T BA S 4 i i A T 02 B E OFfFRImAR ZEFE A~ b (VTE) O —R TP -

TIEXYOHRHABET 10 mgh T2 T2 ELT20mg 1 H 1EEETHD, i
% 1-4BEILINIS, 110 mg B 7R 1 A 7L ORAFRGIC L 0 FREE2BBL, T0#% 1 H
1[0 2 0 7 A 5% 51 28-35 H HfkRE 3 2,

W EHRITIC DN T, FERICIEMA 2R SN WGE, [RRERZENTL 2L, IFRICKRS %
BAGE L72WIEE, 1 H 1E 25 7R ENLEGT 2,

Fenll /e AR -

B P RE

118



EEOBREEE (7 LT F =7 YT T2 A 30 mL/min Klil) ObHEFICKHTHSITH
FVEGIIESTHD G3IBMH) |

AR DR RERE S (7 L7 F =27 U T T A 30-50 mL/min) D & % BE OERK O %
BRUIRONTWD, ZNOOBFIIFERICKEGET L2 L, #HEHAEDX, 75 mg #7712
A7ELELTIS0mgl A 1EHEETHL G4BLV5.12H)

N LHEBIE R E AT 1L, 7% 1-4RERILAINICTS mgh 7210 7RO #G 0 GEE L,
Z 0%, FHORMIRAERY 7RG E/kE T 5,

N TR B E @ 21, i 1-4 BELANIZ 75 mg 7 7' v 1 B 7/ ARk O #&H 05 BRI
L, TDOt%, 283581 H 1E2 07 erba2ikd 5,

EHEE~DRG

mE (75 %) ~OBG-OEROFEHARERIZIBE SN TVWD, 2 bDOBREIITERICERS
THZ L, HERERARIL, 75mgh 7B 2078 ELTI50mg 1 H IEITHS (448X
W51 2H)

AN T B @ i 2 1L, 64 1-4RERILANICTS mgh 721l 72 R 0 & 50 5 B5A L,
ZDt%, 0B B1ERY 7 b 2 kT 5,

N TR B @ B0, it 1-4 BEELANIZ 75 mg 7 7' v 1 B 7 ARk 0 &E 05 BRI
L, #0Ot%, 3 2835HM1 B 1E2H w52k 5,

ik i

JFfE S N FEYEE EIR (ULN) O 2 {28 2 5 BE T IRRBR O LRI LTz, 6> T, AR

~DOTFZEXYOMEATEE LL RV 4B 528M) , EERETEHEO —B L LT

ALT ZHETHZ L 448)

KHE

IREE A 50 kg ATl £ 7213 110 kg Z2 #8225 & 6T 2 HEE & COREKE O ARBRIZE DD
TREINTWD, AFARERBEERBL I OEYEET —X 2L, HERATIIARETH LN
(522M) , +HICBKRMREIZITHI) ZENLEE LV d4500) |

[l DIEIRIFDIEA TS /B -

HL OERYED & 5 BE £ - 13RRERE O fERIED H 2 BE, RO E OB ERERE (7
L7 F =27 U7 T A 30-50 mlmin) OHDHBEFIITEEICRSTHZE G4BLOVS1
ZH)

o

NI LB -

/NP L OEFEHEE ~DORGRERIT R0,

119



I8 LA FOBE T 27 7 XX VRGOS LOAINET —Z PFEL RN D, K
FO _EFLBEE~OMRITEE L7220,

TIEFYE T I I F NI N T NI E DO -

HEHT R T 2T X T — e T IAX 0 FET_NT I NEHFATHEEICH LT,
TIEXYOMEEZ 150mg 1 H 1EINCE&ET 2L G4BL0N455H)

T2 TH T = ERTARINENNT 2P EEOBKEREELEOLE, 77
XV OHEIZTSmgl H1BEI~OHEZZETHZ L G4BLIV455H) |

77 Z XY IR OPIEEEANCOI D X S 5E

7T H X G IER O PUBEANCYI D B 2 DRI, ARAOREES-% 24 Bl O /MR %2 2207
HZENEFE LW 455H) .

R AFLEEE AN D 7T XX I VR D HE

T NAFSNLTORNIZD, RISTESND R A PUBEAR SN 7 ¥ 295 %
BAGAT 2 Z LIFEFE L2 (45Z5R) |

AFNIKE —FECH TRV T ERMT D 2 L, &, BREZMDRWY,

43 5

o RANIDE RS F 12 1XEINP DO WF N6 UIBEUE OB D & 5 B
o FMEOEKIEREDHLBE (/LT F=0 7 YT T A <30 mimin)

o FEIRMIICRIRE & 72 2 HIMER D B 5 BH

o HIMDERIED B 2 ENIHRED B 5 BE

o HMFER F 72 13HHKNC L 5 IkffEEDH 5 BH

o AAFICHET 5 L b 2 iFHRERRE £ 7 13RO & 5 BHE

o X=U L LOHH (45SH)

4.4 BHREERBIOERLEOTE
JFkRERE & -

FLUEE EIRD 2 528 2 DTSR LA 2300 5 BB TR B R4 LT, - T, A%k
MA~D7Z 22XV [MITEE L 20, FEERIFAHEHIO —BRE LT, ALT Z2]ET 5 &,

Hi 1 oD fE B

G-I 208 C T O fEBRMEDSE RS 2 WTREMEDS & 5 FRRAEdR T, RIS+ 2R ERIR AR
AEATH ZENEE LV (Bl E 72 TE MOBBELER)

P RMEFE 713 RO MR EE R B, I/ MRIBADE F 72 13 RER I/ MR SR, TEEMED AL
B OWRGIER A, EAHRRRRAL O Bt 0 F2hi £ 7213/ DR E 724ME, RITOIAZE L,
AT DM+ FFHEFIT E 7 ITRFE A, AL 72 & H o fEBRPE ORI B4 5 %
5}

120



g7 PHEEALER (RIRXI, TIAXZasipl) EHHTEE, #8087 o imE
HREN LR TEENH D, 20 LFHICE Y HILOERENHE KT 5720, BRI +5
WCHIETHZ L (HMLF I8 MoMELZER) Q280 4550) |

e DOBMREREED H L BEIIFAEH T URERENEINT S, KE 50 kg RiEOHBEED
FOEEBRE OBEROMEARBRIZBE LN TS @2BLXW0528K) , 204, 7794 %
PITHScEE L CHRE L, B5HMEAZE U T HORERORBENVETHS (HiLE-
TR MOMEEZER) d2581) |

HEOHMMNE LS, B5E2 P LHEMOBREREZHE DD Z & (49BM) |

H I OfERIER IR T D AHEMEDO H KN ZAF EOFH LanwZ &, F3EE LTS
HZ b (458) .

FTIC L DT DSt m O B 36 K ONAR FEE A N b OfERIK -2 F 3 2 B3

FREBFE~OXEHT T o BEORMMES IO Z e T — 23R ESN D20, ERREHEA~
DOFREGITHEEITITD 2 &,

TR R I R R AN R I A 22

BIEABOR TN 22T 28E TIX, L5 N7 & BB/ R E 7= (35S0 & OF
52 212 X DEWE I3 A R 72 FREIZ 2 2 RE AN M IE & 7= 13556 M o 7T el % R4
TERY, FNICELDZOFERDOY R 71X, WEOBESN I T —T VEBE £ 7213 0o
IMIZ AT HEELOPFH & & blcE <7 d,

- T, WMBE= I, INRICHEREA D T —T V2B E LT-BE T 57T X HITE
F L2,

T XY OMER L, AT —TARED 2 KU ERICFERT S 2 &, RRREEIZON
TITFRRE RO IS L OVER 2 B BIR T DL E DR H D,

iz BASH 4 T4t

s PR T FIHAT BB ~DOARANF GBS 27 — 2132w, > T, LEiREE~OKRHAIEK
HITEE LS R0,

HEP

KA TRV, TUVAR—OEORK &R D50ty b =r— (E110) 2567 5%,
4.5 ZOMOER L OMEERR L O OfOBEOHRAEER
FAEAERRBRIIRA DB E X H E L TEBI N TV D,

LIS A 36 & Ot/ MREEER H 1 2 A9~ 2% 2

TIEXYLOUHNEE L WA

121



RAEA~RY > ~RY UFFER, Ky F~3U » (LMWH) , 74 H RN X7 A, T
Ty, MARTEREA], GPIb/Illa = AEFEPEE, 7o R7 L)L, Fr/reyy, %X b
v, ANT 4T BRI I v KiEPTEK

728, TOEIRE ZIZEIAR D T — T VHERR I L B H B O RS E A~ TR G ARETH D
ZLIHEET DS @2BIV44B)

ZEHN 72T x T e XN T RET 07 7 A VIZEES DM AE -

FEHRNToZTHF T = BIRFEHT NT 0L, F 7 mh P450 BERRIC L2 GE%
(7”9’3 b hF 7 a L PASO SR IZXT L in vitro TEHEZ KT I 720, /&~ T, X8 H T
(BT D AR AT L2 E b,

NSAIDs (JEAT A RMEHEERERA) 774XV 2 rsuar7=F7 L LIZEZ A,
T SEA O i FE PR &2 2 ki /e <, &tﬁh7/i7%/7~b%;0/7m7m%?m
OB LM AAEAIZ N E R Sz, B L, HIO[EBRIEND 5720, il
IS 12 Kl 28 2 5 NSAIDs & OOFH TIE, HioOBEIC+0ERET 52 ENEE
LV (44281)

r T U AR—=F—L OMAEIER :

TIAFaY, RIRIANBIRIZ TV AL UL, RTUVAR—F—ThA PHHEN
ZHEL, ORI VAR—F—DHEETHLIAEH VT o7 X T — MO 2 HET
50

TIAFury KFETIA Xy 600 mg HEHREOKRLG LA LIZEZA, TIAF o
BEOEOIEEARHY DEA ORI EFS L OWIGHE IR LITA e o7, X B
H RT3 AUC B I Crox lEZ NI 60%35 LT 50%E0 L=, = OFAANERH OB 135

IFEH STV, TIAZarORVCERN O AT, TIAZa o RkE IR 1
HETEYAHEAER O RN S 5,

AEH N T oo TH L T— T IAFa L ZABRETLIHES, 794 HEL 150
mgl HIENCHEST 22 L 4221 |

RINRIN AT T2 THT7—bF (150 mg) ORI AIVEFRALEEAEDOS
BT RT 0D Cpp BEOY AUC 1IN L7223, ZOZEALDREIT T /33 w®&5ﬁ%ki
U%Iﬂ:/ J:D/Elifotéo

ZEH N7 T Xy T — MER 1 RN T 8 S Vsl A O g E & 50, 2 e R
T BB EITR R EFAEZEOT (Coax 255 180%, AUC 23 150%H500) o %0 5134 e i
DFEH (Chax 23549 90%, AUC 2341 70%HEN) F 70137 NI NVKEHR G (Chax 2589 60%,
AUC 2389 50%580)  DINEIZ IG5 LTz,

Mo T, ¥EH NI U EXRTIRINEHT IHE, HRICEKROMREZITS 2 & (M E
TIXEMOBELERT 5) . R ER2BEEL L, &tﬁb7/&«7A V%G
THERETIE, 774XV OHELZ 1S0mgl H 1 ENIHETHZ L, XET N T 2TXv
T EeRINRINEFHT IHEEOBEREEEREOLS, 774X TOHEIX 75 mg
1B 1EA~DOWEZEETLZE G2BLV4428)

122



AEHNToroTHo T — MEE 2 EEBICRT NI NEZRE LEEA, BENICERDOH
HFEAEITED SN2 3572 (Coae £ 10%, AUC £ 20%3800) . ZoZ &1k, 240k
FUTT XTI — MR O#EE 2 BRZICIE, IZIERIRSETLTWAEDEEZ NS
(4.4 208)

7 Z V) AawA T EEREEBREICHL, 77V Ar~vA Ty (500 mg 1 H2R]) 24 EH
N2 TH T — b EPFALIZE Z A, AUC 135 19%, Coa 1389 15%N L T2, L4t
ZBIT DRSO e oo, AL, AT NI URABENZ 7Y An~A vk
R+ 254, BEMICEREO D DMEEAOREMEZRINTE R, 3o T, FRTEED
ODHEEOBHEREOLLBHFICH LA T NI 27X T — e T A~ T
2P 5854, HiORBUZOWTHSRERRKLETH S,

P BH A
5078 P-HEEALER E O CIHEEICE ST L, PHFEAREA CTHL =V
Hia#a<cthsd (43zmH) |

P-VEE HFFEEA -

Vo778 rElidtr hyarXU—§h (B304 XY VYY) 7e i) P-HEER
AN, XET RN T Uo~OLFREEX KT IE5600 5, EilEERLEZHT 5
&, HHICEGTLHZ L,

VARV BFEERE 24 LI LT T AT AT IR LT ARERT, VA%
YOERICZLITRD LT, YT N7 VIBRESOEKRMERDOH DL HRO LIV h
ST,

BN pH :

RN =) FIEXY R NI — )L LIS A, XEH T ool
PR R T EEOR 30% K T 207, BRRBR T 742320 I — LB
TOFoMmoOTe R FRERKEGEH L &2 A, WL E I3 EINE~DEEITZRD 5
o,

ToFOU T IR T F UL A, XN T RN RISk B R
MWEZROH DB o1,

4.6 RIS L O
EiE~D 5 -

g ~D7 7 XX HEHEREE T 5+ 07T — X370,
BRI L0 A EE A RO (53 2H) . b MR 2GERIIEIIRHATSH 5,

RO FREMEDH D LMHIZF N N T Ty T — MG, HIRZEITAZ2 &, O
LB AEERE, T4V 2ERICRE LI B0,

BRI~

AT DOLEH T DHRA~OEEIET DR T — 213720,

123



T EX Y EERIIRAERIET S L,
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Hfn)
Dabigatran etexilate | Dabigatran etexilate | Enoxaparin
150 mg 220 mg
N (%) N (%) N (%)
Treated 1866(100.0) 1825(100.0) 1848(100.0)
Major Bleeding 24 (1.3) 33 (1.8) 27 (1.5)
Any bleeding 258(13.8) 251(13.8) 247(13.4)

SOC (FRERIRHE) Blds KOV NEEOMENRIC L2 gIfER 2 K277 -
very common (> 1/10) ; common (> 1/100, <1/10) ; uncommon (> 1/1000, <1/100) ; rare
(>1/10000, <1/1000) ; very rare (< 1/10000)

SOC / Preferred Term. Dabigatran etexilate  |Dabigatran etexilate  Enoxaparin
150 mg 220 mg
N (%) N (%) N (%)
Number of patients treated 2737(100) 2682(100) 3108(100)
Blood and lymphatic system disorders
Common
Anaemia 110 (4.0) | 117 (4.4) | 141 (4.5)
Uncommon
Thrombocytopenia 5(0.2) | 2(0.1) | 5(0.2)
Vascular disorders
Common
Haematoma 38 (1.4) 37 (1.4) 55 (1.8)
Traumatic haematoma 37 (1.4 41 (L.5) 51 (1.6)
Wound haemorhhage 35 (1.3) 28 (1.0) 31 (1.0)
Uncommon

Haemorrhage 5 (0.2) | 18 (0.7) | 21 (0.7)
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SOC / Preferred Term. Dabigatran etexilate  |Dabigatran etexilate =~ Enoxaparin
150 mg 220 mg
N (%) N (%) N (%)
Respiratory and thoracic system disorders
Uncommon
Epistaxis 19 (0.7) | 15 (0.6) | 13 (0.4)
Gastrointestinal disorders
Common
Gastrointestinal 33 (1.2) 17 (0.6) 20 (0.6)
haemorrhage
Uncommon
Rectal haemorrhage 12 (0.4 15 (0.6) 5 (0.2)
Haemorrhoidal 4 (0.2) 8 (0.3) 2 (0.1)
haemorrhage
Hepatobiliary disorders
Uncommon
Alaninine aminotransferase 18 (0.7) 7 (0.3) 28 (0.9)
increased
Aspartate aminotransferase 9 (0.3) 5 (0.2) 15 (0.5)
increased
Hepatic function abnormal/ 6 (0.2 10 (0.4) 7 (0.2)
Liver function Test
abnormal
Hepatic enzyme increased 4 (0.2) 5 (0.2) 11 (0.4)
Hyperbilirubinaemia 4 (0.1) 3 (0.1) 4 (0.1)
Transaminases increased 0 (0.0 2 (0.1) 1 (0.0
Skin and subcutaneous tissue disorder
Common
Skin haemorrhage 45 (1.6) | 57 (2.1) | 61 (2.0)
Musculoskeletal and connective tissue and bone disorders
Uncommon
Haemarthrosis 9 (0.3) | 7 (0.3) | 17 (0.6)
Renal and urinary disorders
Common
Haematuria 38 (1.4) | 33 (1.4) | 25 (0.8)
General disorders and administration site conditions
Uncommon
Injection site haemorrhage 21 (0.8) 19 (0.7) 27 (0.9)
Bloody discharge 2 (0.1 (0.2) 6 (0.2)
Catheter site haemorrhage 2 (0.1) 1 (0.0 7 (0.2)
Investigations
Common
Haemoglobin decreased 45 (1.6) | 35 (1.3) \ 74 (2.4)
Uncommon
Haematocrit decreased 0 (0.0 | 6 (0.2) | 4 (0.1)
Injury, poisoning and procedural complications
Common
Wound secretion 130 (4.8) 130 (4.9) 93 (3.0)
Anaemia postoperative 99 (3.6) 87 (3.2) 120 (3.7)
Post procedural haematoma 66 (24 45 (1.7) 78 (2.5
Post procedural 37 (1.4) 54 (2.0) 56 (1.8)
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SOC / Preferred Term. Dabigatran etexilate  |Dabigatran etexilate =~ Enoxaparin
150 mg 220 mg
N (%) N (%) N (%)
haemorrhage
Post procedural discharge 31 (1.1) 34 (1.3) 31 (1.0)
Surgical and medial procedures
Uncommon
Post procedural drainage 11 (0.4) 13 (0.5) 16 (0.5)
Wound drainage 1 (0.0 4 (0.2) 2 (0.1)

# 3R T LI, BB AR CO TRl mEDOE{bFmeET —% & LT ALT ¥ fT
RE 607,

3 BRIRMRA O FRAEIC XL D ALT P

Dabigatran etexilate |Dabigatran etexilate |Enoxaparin

150 mg 220 mg
N (%) N (%) N (%)
Total rates of Alaninine 68 (2.5) 58 (2.2) 95 (3.5)
aminotransferase increased 3 x
ULN
49 BEES5
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MLANIZ 7 7 %Y 75 mg £721X 110 mg &5, ZDH%IT 150 mg £721£220mg 1 A 1 [F#& 5
L, MEEZRIEMEZITH D, FREWNAIEBLOZO%K 1 H 1BIO= X%, 40 mg &5
& FhE LT,
B HWIM X RE-MODEL 35 (BBAfiiE i) T 6-10 H, RE-NOVATE &5k (% B i e
fif) T28-35 HCTho7o, HBERE2,0764 (BBIED) BLO3,4944 (BIEN) MNEL%2%
7,

B O EEFHEE B X, 4 VIE (MZEMIE (PE) , ITAZAIES I OV & R ifn A2 i
(DVT) (B OENRER TR DR A2 5 £7213EERO DVT) ) BLUOEELETH
o7, BIREFEMIE R X, BEMEZENESWEEbN S EE VIE OFHEH (FZERE
(PE) , LI X O AR EARMARE (DVT)  GEHE OfFGER TR DIER 215
FITESERO DVT) ) BEL O VTEBEE DT TH -7,
BRI RIC LY, 4 VIE BRI ORETITHT 27T #F 4 220 mg LT 150 mg OHuilL
BERIZ, =/ %330 CORBROEMRICK LRFHIIZIESETH - 72, 150 mg H&EIZXf
9% F% VTE BHELB L O VIE BE O T O SHEEHIZ= / 530 X0 b FnicEmn
S7- (% 4) , % VIE OpHEEHENT ) 580 L0 bEMTma -7z 220 mg 5D
RN B THoTZ (F24)

SEHAE 65 OB O BB NI LR ERBR 23 i S T b,

2 N ARG R RER CHERIMER L O eMET — 2 IC B Lo T o 7=,

RE-MODEL £ X' RE-NOVATE (FR3& 5,539 44128 5) OXRABELEMD 5 H, 51%H3m i
JE & OF36, 9%DHEIRIG &2 (136, 9% @ IRE B 2 OF 5, 20% 03Ik~ 2% 0 L1, kit
REOWT NG, VIE PRHEZITHMOBERIIHTHXEN T ORISR RS 72
Mo T,

T2 VTE B L VIE B O T OFHMEE H 7 — X 133 4 O L 9 IZHEZMEO FEFHGE B 12
DWW THEMZ T,

EVIEB LT OFMEEE 7T —% 23 512587,
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HIE SN KRB MIEHmE B ICBE T 57 —# 2K 6 [TRT,

% 4 : RE-MODEL 3 X ' RE-NOVATE A B FMFICEET 5

VTE £ X OV VTE BE#E DS D AT

AR T O Fe G-I o0 T B

Trial Dabigatran etexilate Dabigatran etexilate Enoxaparin

220 mg 150 mg 40 mg
RE-NOVATE (hip)
N 909 888 917
Incidences (%) 28 (3.1) 38 (4.3) 36 (3.9)
Risk rath over 0.78 1.09
enoxaparin
95% CI 0.48,1.27 0.70, 1.70
RE-MODEL (knee)
N 506 527 511
Incidences (%) 13 (2.6) 20 (3.8) 18 (3.5)
Risk rath over 073 1.08
enoxaparin
95% CI 0.36, 1.47 0.58,2.01

# 5 : RE-MODEL # L U8 RE-NOVATE #EARR BiTICET 28 B co&k 5 M+ o4

VTE ¥ X ORFE T Do HT
Trial Dabigatran etexilate Dabigatran etexilate Enoxaparin
220 mg 150 mg 40 mg
RE-NOVATE (hip)
N 880 874 897
Incidences (%) 53 (6.0) 75 (8.6) 60 (6.7)
Risk ratio over 0.9 1.28
enoxaparin
95% CI (0.63,1.29) (0.93,1.78)
RE-MODEL (knee)
N 503 526 512
Incidences (%) 183 (36.4) 213 (40.5) 193 (37.7)
Risk ratio over 0.97 1.07
enoxaparin
95% CI (0.82,1.13) (0.92,1.25)
# 6 : RE-MODEL 5 X U RE-NOVATE #UBRIZ 351 5 R A ~> |k
Trial Dabigatran etexilate Dabigatran etexilate Enoxaparin
220 mg 150 mg 40 mg
RE-NOVATE (hip)
Treated patients N 1146 1163 1154
Number of MBE N(%) 23 (2.0) 15 (1.3) 18 (1.6)
RE-MODEL (knee)
Treated patients N 679 703 694
Number of MBE N(%) 10 (1.5) 9(1.3) 9(1.3)
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5.2 EYEeFERRE

AEeH T TXy7— MIRkRo&sE, flromeicmiEhoiFEREmch s 4 e
HENTANAEREIND, Ta RT7 v I THIAEN N T 2T X T — MR AT 7—BIZ
Kok si, R THL X ET N T e b ONERRBPKIETH D, TTX
XHROBEHZEDOXEH T DMK ASA T XA FZEV T 2138 6.5%Th 5,

fERERER T ~D 7 7 XX PR OB GHOMBER X T N7 o OEYBRET 0 7 7 A V1L, 1
SR EE O 7e B CREG% 0.5-2.0 REEINIC Coax \CBET A Z & HHFRE T 5,

AR -

itz 13 BeflC A EH h T 2T F 27— FORE AN 239 5 38R T, RS X
Y WU 7S LR AR 12 T, M e ILE PP E 2 R0 A e i B e EERE AT R AR LT
i34 5 6 REfEI R T hem AR PR SIS 203, ZAUIER A4 G- & 13 B LR D JiRi,

THALE RIS L ORI OB R ELOERIC L D, S6R5BRICE Y, @E I T H D2,
WU DfENEb I K OBIE N AL D 2 EAVRS LTz, £D%, X0 7 RITHR T, 3K
F4e 5 2 R #2 ( fem IE h R BE LS B2 LT,

FEHRNT 2T X T = DAL FT ATV T (I TBFEICL D
e LA TP e P B e 1 2 P RTOESE 4 5,

LA T 72N, Hx

i

FAKiil

AR T o0Oe MIEEA~OAIIZET b7 o OEEIZH1D D 72 ARV (34-35%) &
XU NT U DRAREMEIT 60-70L Tt MNEREEZBE X, ¥ B0 8T BRI
T5HZLEIRENT,

Crax BEL Y AUC 1T EICHHI LT, FEH b T o mfE PR E L MR R 7 8=
Zor L, fEEERERE OSE S LRI 12-14 WER, BRI K R THRE T 14-17 I
fMThHoT-, FEHMITHEDEELZ T 0o T-,

{3 F6 & ORI

TRl BB ~ DS X b 7 HEIFRIRNEE G Z O X B0 R 7 o ORGEE L OE
Mt Uiz, §rkiNEE 58, Ze0 87 U HkROEHEIX IR IR S - (85%) o
HRPEEIIR G ED 6% Th 7o, EHSRERIIEIL, #5 168 FE# TR &ED 88-94%
Th-oT,

AT ST AT NI a A BT, BEESRRICIE R T VIV a R E IR B
K5, 4 FOMBEEMEK 1-0, 2-0, 3-0, 4-O-T N7 v VIS ERNPFEIEL, FE
D AUC IEZIMIETHRZ EH F T D AUC D 10%AKiH T 5, F DOMORFWILEIRE D4y
WHEICL > THMEPRBSNADOARTHDL, ¥ N7 0%, REREEERRICHEYT 58
100 ml/min D@L TEIZJRFUITHRELR E L THRES LD,

Feal 7 AR -

BRSNS
AR DRSREREE (VLT F =22 U T T & 30-50 mL/min) DOHEEREZE ~D 7 T ¥ 2§
A 5%OX T b7 UgiGEeE (AUC) 1E, BEEERE DR WHERE DK 2.7 TH - 7=,
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EEOBMREEE (7L T7F =27 )T T A 10-30 mL/min) OEEREDEFIT, X0
7 DGR E (AUC) MNEKEEREET DR WEMOK 6 %, N 2 FEroTe (4.2,
A3 BLV4458)

BB

Bl O ENREIER T, FFEMBRE T L AUC © 40-60%HE1F5 L T8 Chax D 25% % #8 2
LN ZRO T, RHEEMZEYEREMNTC, B B8WET) ~DX N T U KERGH%OD
HYFREA TN L7z, XN N7 VIRBEEOEIMIFERICLL27 VT F=0 27 07 T AW
D EOFEEE R L W2BX04458)

JFEEREIEE -
WA FE O RS RERE R (Child-Pugh /336D B) 124 0O X B ~ 7 U IgEEEIIAHIRYERE 12
4L DFEEBDIRNoT G2.BL4458H)

KE -

FHEM S EHREER T, (KHE 48-120kg DAEFIZEB T A X EH K7 o OIEYE)E 2 FEN L 7=,
AT oOmMES VT T AIKT HREDEEIT DT NT, RKREEE CREEN G
Mmool (428 X445 0)

P
M RRFE O EIT D MEEE K VK 40-50%m\ 08, HEFTEITHELE S v,

N -

HAB X OHARAERE ~OARFHBIB IO ERGHZO X EHT ~T o ORYEHRE 2 Mt L
oo XEH NI OEYENEIIANEIC L DR ERO D DWELEZ T o7, BAEE
2B DY ERET — X 135 BTV,

FY B EEIE A (EH -

in vitro fEHAERRR TIX, F b7 ol P450 OFET A VA LOAEF-ITFHEL RO
Mol ZHUTEFREYERE XD in vivo BRER C FERRIEMEWE & ORIIZHBEAER N 2o 72
ZEMORERINTVWD

T RANRZAEZF L (CYP3A4) , Vaxvy P-PFFEANT v AR—FZ—|ZEb AR
) BLO&wru7=+2 (CYP2CY9)

EFIEEBRE IR NT, TIFXa AFETFTTHXEN b7 VIREEI 60%IEN L7,

53 HIBKRZEMT —#

VR, MR GRMRBR R L O R E R TR b 7 IR IRERBR R 1L & M
T DERME AR S o T,

ARG HEERBR TRO DN RIE, F 0 8T rOBEOIFEHFIENICEIZ2 D TH

>7,

HEVEENY) OBIHEEIC T DB L LT, FHKREOM TR L OFRAIE RO 70 mg/kg
(BREIMBETRED 5 %) TROLNTZ, 7y PBIOUHXIZBWNT, BHREEZRTH
B (BEMEPEED 5-10 %) T, ZEBENZLED B IERERD B X ORI EFEROKT
iR, WA X OHARKORAEFEERBRICBWN T, BEEE2Z R THE (BEMES
BED 44%) THRIZECROBMZE DT,
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DAJFPERRBRIL F 72T L TunZeuy,

6.  BUHIReE
61 WInp—&

B 7 )L FEIEY)

. ARk
o T ITET I
° E7aAn—XA
o UAF L350
[}

)7
E Rexrmetlro—R

K 7/ IVARIR
o WTX—F
¥ (/BN
it & v
A aHnIy (E132)
Pty hAxa— (E110)
B Ao—2A
FEHIK

BarmAEA 7

o VT v/

e N-7F /T )La—)L

o A YVTFuFY LT Na—)
o THEHEMTNLa—

o REmER{EE (E172)

o FEHRIK

o uvrLiurYa—j

6.2 HEEER
ALY
6.3 A%

TV AZ =B LONR L 2 34

R A% BB %, AREIE30 BUAICHMAT 5 2 L,

6.4 REIZETIRRRER

TN AH—:
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AKB S ITERERT AL ) ARy F—IC AN TRGET A Z Ly,
N

AR ERET 272DV P F ANy T —VICANTIRIFET 22 Lo A MUWTEAL T
B Z L,

6.5 ZAHROMERBIUVCANEY
ZHET NI = LBBENTET Y A2 —18, IEIZeAY (100 7&'/LVAD, 304
TEILAD EF01F60 FEIAAD) OF, 7Y AZ— | IARBLICET AR ELE= LR
UEERE =T 7 U2 R Y ~— (PVCAC acrylate’N U i LEFBR © =/ 7 7 U LB 27K U
~—) CTCa—7 4 7 L ERT A IRANBLIOARLICHET R HE{beE =1 (PVC)
MOTETIVIKRANNDLRER IS,
60 7T BNV AD AT ) a—%vy v R e L 8K L
N 7 DEYA ZARTHREIND &V DI TR,
6.6 FBEERBIVCZOMEVHFWEOTER
TYVAZ—=RNy I ST I 2 AT HTHES, TaROEEICHS Z &,

o EMDKRANEZHNL, TVARAAX—H—RKnbh 7L ZEl0 4Tz L,

o W TN ET Y AL —=RA DL LI 2N &

o W7 ENERYHTEE, TUAX—FRANTHNTORIEDDZ &,
RIS TV ERTEES, TR TRV,

o Xy T EMLANLEDL LTS,

MR D TE D % BARIZHE, R OAR G E 12 13D 2 LS5 2 L,

7. EERMBGERTEARIUEE

N—U I —A 7N~ A LfE (Boehringer Ingelheim International GmbH)
D-55216 Ingelheim am Rhein
FA Y
8. EEGMERTARES
EU/1/08/442/001
EU/1/08/442/002

EU/1/08/442/003
EU/1/08/442/004

9. HIEAE/EHEAR
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200843 H 18 H
10. HETHEAH

AR BT 2 R XN E R 58 AT (EMEA) http:/www.emea.europa.eu/?D 7 = 7
P A~ CTHIEREE,
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http://www.emea.europa.eu/

1. EELL

T HE XY T 7110 mg

2. AR

VBTN X ET T 2T X T — b ELTHOmg a2 E6T25 (AU L) ,
Wy - &0 7ttty M me— (BL110) 3ug 2567 5,

Wy —&136.1 2,

3. HiE
i B 7 LA

SHA B 72k E A, I AEH R EAG, WEAOWMAY, AH0HD 1 5 A XD
77 'NHAl, Fxow FNNIAN—V T —A A Lft (Boehringer Ingelheim) D3 2R
b, ARIRIZIE TR110) OZIEIN & %,

4. ERIRRORrE

4.1 IRFRE)IS

N LB BN A @407 = 72 13 N TR A Al 2 fi 1 T U 72 il AR O BRI AR FE 4R 1 < b
D—IRT B

.
42 H&E - HE
SN

N T BEA 4 E AT 2 BE OFFAIRMARIE R (N2 | (VTE) O —RTBS

75 B XY OHEE A RIZ110 mgh B2 T 220 mg 1H1EIR G TH D, itk -4
PINIZ, 110 mg 1A 7BV ORAFGICEIVEGEZG L, ZO®%RIAIERD S5 %
FH10 H [k 2 o

N\ LR BEEG 4 E AT M AT £ A OFFIR MR ZEFE A <k (VTE) O —RFP; :

TIAXYOHERAREIZ 110 mg h AL 2 7L 20mg 1 B 1[EES5THD, itk 1-4
REFEILANIZ, 110 mg 1 B 7BV OROFGIC IV EG 228G L, 0% 1H 1B 20721
e 5% 5 28-35 H Wik 5,
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W EHITIZOWT, FEFICIEmA R SN2 WGE, BRMETEMIT5 2 L, IFBRICES %
BHEGE L72 WS, 1 A 1R 2 X AEENSET 5,

|
I
I

R ATEE/R T — 2 1372 (5.1 B8) |

Fenll /e AR -

Vs JiI1L

EEOBREEE (7 L7 F =27 YT T A 30 mL/min £&iii) ObHEFICKHTHTTH
XV REIIEDETHD A3BH) |

N LRBGETF 72 1 F IR PN 7 D VIE — K TP -
AR DRBHEREREE (7 L7 F =227 U T T2 A 30-50 mL/min) O & 5 B DR O R
BUIBR OGN TS, ZNoOBFIITEEICKG T2 L, HEHEIZ 7S mgh 72120
TENELTIHIE1S0mg THDH G4BLOS51E2MH)

N TIEBE @I 2IL, IR 1-4RERILLNIZTS mgh 7210 72 vk 0 850 HBH6 L,
Z0tk, FH0AMH1ERY 7 &b %2 kT 5,

N TR B BT R, itk 1-4 RERLINIC 75 mg B 780 1 0 7RV 0 #5505 Bas
L, 2o, 32835 AM 1 B 112 4 72V EG 2kt T 5.,

BT~ DR

N TRBIR FE 72 13 A BIR 2 B PR 6 2 D VTE — K Bl

EiE (15 1%8) ~OBRGOKEOFEABRBRIIBESNTWS, 2O OEFICITERICKRS
THZ L, HERARIL, 75mgh 72078 ELTI50mg 1 H IEITHS (448X
W51 &8) .

N LRI R E BN, 5 1-4RFRILAINIZTS mgh 7210 7o ViR ARG BRRLA L,
D%, FF0HMIL A 1R 7 A5 2T 5.
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N TR @it 1, iith 1-4 BERLANIC 75 mg 7 7 &L 1 0 7R O#E)LEIA
L, #0O%, 2835HM 1 H 1[F2H B2k T 5,

KHE

N LR BT F 72 1T IE BRI E PN 55 2 D VIE —X Th)

50 kg R £ 721% 110 kg 2 2 DREO BT HHELEH & COBFKRKRRIZE DD TIRE
ENTWb, AFARERERSIOEYBEET—ZIcky, HEFAGTIARETHLI N (52
ZMH) , FOCEROREEZIT) ZENEE LV d4B) |

[l DIEIRIFDIEA TS /B -

HIM DO ERRYED & 2 BF F 72 LB RIEGE OGRIED H 2 BF, FrCHEEOBHKERE (7
V7 F=2 7 U7 7 A 30-50 ml/min) OHDERFIIIEEICERGTHZE 448051
ZH) .

NI L O EFEH -

NEB X OFFEIHRBE~ORGRBRIT 20,
18 LL FOBREFIZHTH T T XXV EOLREMEL X OBIET — 2 BIFEE LR WD, K
Hlo EFRBE~OERIZEE L 7220,

TIEFY LI P-REELIER (T4 x e, F=P FEFNTANI) EOYf
yici

N TIRBIET F 72 1 E BRI 2 i 2 2 D VIE —K TFEY -
HEH NI oo T Xy T — T I AF 0 13T NEHHATLEE I LTI,

TIEXYOREE ISmgh 7w 2072 ELT150mg 1 H 1ENZEET L2 L (44
BLO4ASHH) |

Il DIERIED D & B H -
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N THBIR F 72 130 BIA 2 B PRl 62 82 D VTE — K B

T RNT T X7 —FeRTARINEFHT HHEEOBKERETESTOLS, 77
XV OMEIXT5mgl H1RAOWEZZETHZE GA4BLIV45281)

E— q————

77 XX LIEROOTUEEANCYI Y R 555

N TIRBIRGF 72 1 F BRI i 52 D VIE —K B :

7T H G IER O BUEEFNCY) D R 2 DRI, ARAIOREES% 24 B O /% 220
HZENLEE LW Ws5BR)

FERE O HLEEE AN D 7T XX PG ITHI VR 556 ¢

FEHRTr2T7Fy7— ML, RERGORERSTED 0-2 KFHET, £ 72I3FH 50
Ga ik G IbRIC G5 2 8 CRGEi~ U > (UFH) §lkAEE72 L) (45 Z21) |

XS KEBETFENOCA N T TR T — A S

X I KEETERGLEZRIETAZ L, FEH T 2T T — ME, INR D 2.0 KiGl2
REHRERRETHD G5BH) |

BRI BRANED -
BRMBRMEIICA ET R T 2T X0 T — b aEEARRTH 5,
kR LEn=5HaE -

N LR BIENE 72 12 HF BRI £ E AT B D VTE —K T -

FHOR—EMICEYDOF T v T oo T xSy T — 1A 1 EES 2T 5,
A LSN-EHEZMELE S & LT2EEZARA L TiER 620,
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RKENIKE —FGIZHTB-ALZERAT S Z &, BRI, BHERDZRV,
TIEXYDOH TN ERITRWE 525H) .

43 Ho

o KHNIDH A £ T2 ITTINB O N HNT 5 UIBBUE DR D & 5 B
e HEOBMEEEDHLEE (VL TF= 7 )T T A <30 ml/min)

o HERMIICRIRE & 72 2 HIER O & 5 B

o HLDEWRNIED & 5 AEHIRE DS 5 BE

o MIMBRF - ITHEAC LA IEMEEDH S HBE

o BAFITHET 5 L EON D ITREEES £ 72 13IFRED & 5 B

o Gy faF Y — Dt (4.5%8)

44 BRRELEBIVERALOTE

Hi i D fERRTE

AT OHEEER &[RRI IO BRSNS T 2R T, FEST T THo T — M
BEICHEGTAZ L, XEH R T U BERIROTHOEAMN S IO R EEM N H 5, S REE
NETRECBIWERII~AY NV y MESH DL WIEMEDK T 2RO 554, HimjR
EYERTAZENMETHS,

aPTT (EMELE) b v R7 T 2AF M) OBEIZIAS R LTEBY, ¥eh 705
WL hiEEERHOBBLZOMEL2BBLZHERETL 2R TES, HILL TWAHEET
1%, aPTT MAIXEEDNREN TILH 223, @EIZ2PUEEEEM 2 W32 L CHiBh FE L 70
5. 80 EMZ D aPTT IZHIMDE U A7 L BEEd5,

Fe 5 AR 25l U CHIm O GERRIENHE KT 5 fTREMEN B 5 FRUER T, SR+ 2 R AR
MEITO ZENEE L (B F 723 & i oMiE s R

SERME & 721388 R MR E fe e, i/ MOBE & 72 13 RERY I/ MRS S, TEEIED TH L
BOMEBEIR B, A ERSRRE O BT O3 £ 72 13T O K& 74 ME, Bl OFREZEN W,
VT DM « BTN F 721 TIRB TR, MM OIS 72 & H o fEBRE o 88 K BEE 3 5 5%
FR

BHEREIR T (2 L7 F =027 U7 T A 30-50 ml/min) , 75 #&LL B 721308 )72 PFEE AT
FEHRIOFH R EORTIL, AW T o mSERRE B LT 5, REERD 1 DU RFEE
T5HE, HLOBEESERKT S (4.2, 45BLO525MH) |

AMEALRIERT LT I XAXVEELERIETHZ L W3EMR) |

REE 50 kg Al O B DERR O ARBRIIR SN TS 522H)
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7R S X OV B MR FEARIE O FIEM T D 7= D AFN e G- % 521 F D DEAMENRE TIX, RO PiE
EHA] (TAEV BN e K7L l) BIOERAT oA REEEERAIOFHIZL Y,
HIm OGN KT 5 (5.2508) |

HEOHMMNE LS, B52 P LHEMOBREREZHE DD Z & (49BM) |

HfL D fERRPEDR R T D A REME O & 2 HHN 2 AF EOFH Lz &, E3EE L THFHET
HZ Lt (45W)

P-HEE H B EH & O AELEA -
FEHNToroTXT— MEsE N PHEEAGFEAY 77y B U EOFHICE Y, XY
BRI OMFERRENMITT 5, RilEEy v oa r AU— R ERIZIA A~ E Y
ZOMO PPEEAFHEAIE OFHICE > THHEN b7 VIMEFRREK TR THEIND 0,
PFRHOBRITERICKRG T2 L GSBLID528K)

Filidls KO A -

FIMETIIRENFEEZTHXEN VT 27X 7 — MGBEFIL, Mo fapdE s
KT %, o THBRBINADEIL, ¥ET NI o7 Hy 77— MeGo—RR L2 %45
Band 5,

T HTE

RER E 7 SVR ) FHCEM AT, ORI REZZEEL, YT T2 7de 77—
M52 —RRIChIkd 2 2 &, RETHNIE, REMEZIIBIHTEERO 24 KL
ERNCFEAT N T T xR T — MG ETIET 5 2 L, OGRS EWVEE 72358
ikl 2 B E D RFMTCIE, iTET 24 RIZFER F T 027X T — MR E2®E
BT DL, BHEEREREOXEH VT 07 VT 70 A XL 0 BRI ATREMEN &
5 (22 . ZORIIVTHOFHERMANCOEE TS &,

FEHT T ormTxv 7 — b REIIEEOEMERSE (7L 7F=0 2707 T A 30
mL/min A&jifi) TIIEZTH DN, BIELZHE, KFiNF 5 AU EICF e T romTF
U5 — " NEEERIETAZE WIBXU52EBM)

BEADONMANEZETIHA, FEH T 2T H Y T — G552 ik 25 2 &, Fiif
INIE, FTRE CHIIT R G 12 BRELL ERE 2 £ CIEM -5 2 &, FIEM AT
BEZR 6, WMIMOGRIENSE KT D NS 5, HoOGRMEL, TAORZEMHEZ0E
FME 2 T DB RS D,

BRI B IS SR R THE PR

FEHERREL 72 & O FHL CIARESE 2 L MBS B 55800 5.

SMEME E T I EME DAL DB L ORM OIS 7 — 7 MER 056, 86 E 7213
JESM IR DfERRMEDN R T D, BT —T NERER, YN T 2T %07 — MR EG %
TIZ 1 AU R Z 220 20 EP 55, EREFEIZOWTIE, MRt ErI b I O Him
HEE & 72 1A ARSI A DFER I DWW THRBICBIER T DM ER H 5,

LB B DI -
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WS IE A SN RICKR G2 BTS2 &,

FWNZ o &I LD IRt 73/5 b B 7 o L MR ZERE 1~ | DIG IR 7 & 7 S 87 -

EFREFE~OXEH F T oGO L OZENT —ZIXRES N DT, ERiiE~
DEGIFEEITITO Z &,

fz BAEE PTFAT

W% BAE B T A T HRE ~OARFNE G5BT 27— X172\, 6o T, ERREF~OARAE
Hix2EFE L 20,

AR

KA T RMIT VAR =OGORR & e b &R oy b =r— (E110) 2&H7 5,
4.5 T OMDOER L OHEEIEME X UZ Ot OFEBE DA
MAEMFEHRBRITIRA DSR2 & L TEfINTWD,

PUBEIEI A 36 & Ot/ MREEER 1 1 2 A9~ 2 HEF4

TREEEAIE 77 XXV OPFHFKGIZ O TIIRF S TW vy, 77 2 %4 L O
X D fERRIES B KT B FIREME N B 5

REG~XY B XA UFFER, K7~V (LMWH) , 742 %80 X7 A,
TUNTy, MRERA, GPUb/Illa Z KK, Frueyy, %A NI, AT
STy, UNaXH Ry, IR, BRI K SRR L O PR HELEH
A oafry—n, Zrva LA, YIuaARYy, UNFENL, FFI9FENL, X7
S4TFTENLBLIOYXTEL) |

2B, POEIREZIZEINR Y T — T VHEERIC LB R B O RS E A~ IR G ARETH D
CEIEET D @2BIV44BR)

AEH T2 TIT— AT TR T a7 7 A VICEEST 2 EEH -

AEH T 2THT7—MBLIOEEHN T 03 F b7 o b P450 BEERI1C L DA%
T35, B NF R a A PA5S0 BESR KT U in vitro THEZ RKITI W, (5T, FEH T
WCEHET A EFHEERITE LW E B s,

NSAIDs (FEAT v A NEHERENAD @ 774XV 20 r7urvF 7 L LIz E Z A,
WA O MITHIRE RIS, e T 2T Fv T — bV Iun7 =77
OIEYENEE LM AAERIZ /N EBRB I NT, B, HIMOBERMENRS D728, FRZH
Sy 12 Wil 28k %2 5 NSAIDs & ORI TIE, HMLOBEIC +oEET 52 ENEE
LW @aBXrs525M)

r T U AR—=F—L OMAEIER :

P-#E2E F7)H ZA
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TIAFay, RIRI), =V, FharFy—BLOr oV 2u~vf>0% b
VAR—=E—THLHP-PHEABL OO NI U AR—EFZ—DHETHHXAEHN N T T F
I — NP EET S,

SR 72 PHEEABLER E OMHA CIHEEREICES T 228 G2BL0M4450) , PHEEAM
EHTHLY haF S — IR THDH, Q3B |

TIAFa L HEEWERE DN N T U ~DOBREITT I A X a UAFE F T 60%EEM LT
(52%08) .

N TR BEEN £ 72 13RS 2 [E#i % VIE TRHiA=7 5BETIE, #7027 xv 7
—hETIA T EHATLIHE, TIXXVOHEE ISmgh T2 T ELE LT
150mg 1 A 1 EIFGICHET D2 L d22H) |

F=Ur  BEPRE O T BT o~ DOEBRIIF =V UAFET T S33%EMLE 52 &
M)

NRINRINHFEH T r2THT7—h (150 mg) ZRAXRTAINVEHFRHLEGAEDX
EHRT D Cop B LY AUC ITHEINT 5, ZOZLOKRE IR T NI VOGRS
FOHICLVRZRD C22R) .

o T, XEH NI U EXRTIRINVEHT %G, +oICBIRMEZ1T5 2 & (i
IR OBEZERT D) . AN LIRBIEN £ 72 1R S B i s, BRREN B RBRE TF
EH T 2T T = N ERTIANINEHHT LGS, 77XV OHEL 75 mg I 7k
N2 7EALELTIS0mgl H1ENCHET S22 L, XEH T 2T HT— R ERTR
INVENHT IHREEOBRERERTOLS, 774X TOHEIX 75 mg 1 H 1 [BI~DH
BE2EETHZE W2BLU44BK) |

HEHTRNTo2TH T — MgE 2 MBI RINERE LGS, BWOHH5MAE
FATERD SN2 03572 (Coae F9 10%E900, AUC £ 20%E500) , ZDZ &%, e H T
M2 FBBICERICRINEND Z ENLHALNTH S G4BHR)

IV AuwA vy EEEBREOX T T U~DRERIL, 7TV A~ VUFET
T 15%EIN L, ZeME~DOERAGESIT -7 (52 M) . AL, ¥4 b7 UARA
FENT TV AL o EIAT 56, BIRMICERO D DM AEEHAORREMEEZ RSN T
2, o T, FRICRRENL R EEOBKEREDH DEFIIK LI N T T X T
—her 7V R, U EMATEE, HILOBBUZOW T 72BN NETH 5,

Fhary—i . hary—VHRERBIORERGE, FE0 87 ORERIT 150%H
mir 52z . 25 r haFy— L EDfHITERTH D W3 |

P-HEE F175 87 -

V778 600mg 1 H 18] 7 HEBEGHE, A EHT KT 2 AUCh.35 LT Copg 133 HREE
BHIZH L, TN 67%B LW 66%IK T L7z, 587 P-HEAGFEAI CHL Y MY g
VAT—k (B4 FUFRFY VYD) EIEIANRTEE U LA ENT T DL IREEY
KFS®EL25603H5, EilEELEZIFHT 856, HEEICRETS2ZE @aBLUs52%
)
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P- MR 1A
TAF U EREERE 24 HIX LTI AR eI X LT AR, IRy
YOERICELITRO bNT, YT T UVIRBE~DHRKNERED H 5B HRRD LR

>,

BN pH :

NV RNT T TIEXY LN N T TV EFHLIZE DA, X0 T oMbk
HRREERFRTHRAR TR OR 30%IK T2, KRBT 7 ¥ X2 v NIV — ks
JOFofo7a hoRVCTHERLEFHLZE 2 A, HlLFE ZITHIE~OZEITRBD 5
j/l/foﬁﬁ)of:o

ToF UL T TEXYETF UL LA, AN T ORI EIS KT B ERE
MIERD O H BT o T,

4.6 M, TIRB X ORH
G~ 5 -

WG ~D 77 XX VA ZRE L T D 07T — XLz,
BRI L0 A A RO (53 2H) . b MR AGRIIEIIRHTH D,

RO ARENEDH D LMIIFA N N T T Xy T— &R, HiRZRT5 2 &, AL
MBI EERE, 774XV 2SI b,

AL~ DR

BITOZXEHN N T OHR~DOEEBICHT HEERT —Z X720,

T XX RGERIRALETIET S L,
2

T—27 L,

4.7 BER X UEREE~ORE

EHRFS K ORI ERE ) ~ DT B3 2 BRI 32 S Ty,

4.8 EI{EH

22,1754 DBETHEAT N7 o7 X0 T — FOREWENFMi STV D,

VTE— & TR B % R4tk CRE KR $10,0844 S 1EILL EOARAIE 522 T -, D5 H

54194087 F X X150 mgE 7213220 mg 1 H 1[EHE 5, 3894473150 mgA D1 H 1A #: 5,
1,1684 73220 mga 8 2 5 HETO1H1EE G221 -,
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DEMERE 2B 1T 2 IMAE TR 3 X OV B MEZERRIE O IIEINH &2 a9 2 iR BR Tk, BE
12,091 LN IEEAILEIR Sz, 2096 6,076 AN XEH N T 2T X T — |k 150
mg 1 B 252505, 6,01545 110mg 1 B 2 [ 52315 7=,

BIRT, NTERBEES 2 I38EESEERT O -0 5 2% 7 - BFE DK 9% (42 HREILLTO
IR E) , 7 D ONIMAE T B X OVE B PR ZERIE O FIEIH] D 72 O 5-% 52 17 7= D Al Eh
FOR 22% GEMUTOEMES) NEWEH 2R LT,

b X< ADNTZEWERIZH M T, AN TR F 72X o iz o mfik b 2507
T2 BE DFI14%, 755 NI ZE T 3 T OV B PR ZERRIE O FIEIHI O 7= D 5-% = 1) 72 .0 EHl
FEE DFI16.5%IZF DT,

2FE D IE TR G- 252 T - BEFEEM T T Tl <, MM FRITZRE BRI FHOEE
OB R AT, KEMBLI ORI XRCOHIMOBEZEIGGEZ I8, EIBILOY
F2URT,

B R PR C LB ALIZ B 0 72 < HIRL 3 72 X A O HIRASE U 2 I STl o 788, i
FHEERAIHS b0, EREBIT bOELITEICKBERE b b THAND S,

Hifm
N TIRBIET F 72 1 E BT AT £ a6 /2 D VIE —X B

2D ERRRER COVTE— R PR T 2G> 2RO EBEH (%)

ERUIHEZ LITRT,
#1 B BT o 72 1 MR B E AU O BRIREABR 1T 35 1T 2 il ~ > b CRitifuds KOV
AT O H 1)
Dabigatran etexilate Dabigatran etexilate Enoxaparin
150 mg once daily 220 mg once daily
N (%) N (%) N (%)
Treated 1866 (100.0) 1825 (100.0) 1848 (100.0)
Major Bleeding 24 (1.3) 33(1.8) 27 (1.5)
Any bleeding 258 (13.8) 251 (13.8) 247 (13.4)

ST THEN N B DI 15 o OB VEFEFEIE D TANEPNTHY

OB ERE (236 1T 2 M2 ds L OV B MEEERRE OFIE I O 5- A U 7o A -~ b

(KH B LT _ToOHIm) %2277,

TRUEHED 1 THH DL RIS T 5 K HIm
e NEZBE Y20 g EDRAD ETIE 2 BAL (450ml DI BIEDID BA 1 HAL L
T5) LU ik E 72 iy ik oo i A 2 & U7 H i

o HEEEMLE 7o ITEEs OSEGEME I AR M, SEEA M, FREEN D, Foik=
YN N AV MEGREAFE D AN L, RAEREH L, BIEIN M, & D VWITDEN

FH i

RHEMIE FREARED 1HA U EIZRY T 256, Emadhrditin e 227,
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o B, SEEEMEEEENHIM, ~F 2 ey 50 gl Bl BRI, 4 BALLL Eo ik

T VRS LR O ai .,

OIS R A D BRI I G- A B3 D AR E 2 £ O i, SAERAY

JLE 2 B9 5 i
#£2 DA EN R O ZE T 3 L OVE B PR ZERRIE O IEIH 2 M5t 9 A RE-LYRBRIZE

A N s RS KON =T o i)

Dabigatran Dabigatran Warfarin
etexialte 110 mg etexialte 150 mg
twice daily twice daily
Subjects randomized 6015 6076 6022

Major Bleeding
Hazard ratio over warfarine (95 % CI)
p-value

318 (2.67 %)
0.79 (0.68, 0.92)
0.002

375 (3.11 %)
0.93 (0.81, 1.07)
0.32

396 (3.36 %)

Life threatening Major Bleeds*
Hazard ratio over warfarine (95 % CI)

143 (1.20 %)
0.67 (0.54, 0.83)

175 (1.45 %)
0.82 (0.67,1.00)

210 (1.78 %)

p-value 0.0003 0.047
Other Major Bleeds* 196 (1.65 %) 226 (1.88 %) 208 (1.76 %)
Hazard ratio over warfarine (95 % CI) 0.93 (0.77, 1.14) 1.07 (0.89, 1.29)
p-value 0.4987 0.4774
Intracranial bleeding * 25(0.21 %) 36 (0.30 %) 85 (0.72 %)
Hazard ratio over warfarine (95 % CI) 0.29 (0.19, 0.45) 0.41 (0.28, 0.61)
p-value <0.0001 <0.0001
Any bleeding 1749 (14.70 %) 1990 (16.53 %) 2152
Hazard ratio over warfarine (95 % CI) 0.79 (0.74, 0.84) 0.91 (0.86,0.97) (18.24 %)
p-value <0.0001 0.003

LA Xy NI O T IV —THEHENT,

AEH 727X T7—h110mg 1 B 2FEHEGHB LN 150 mg 1 B 2 [\ G EEZRLE]
a3 BEIL, Emegordmimn, HintErdils XOHENHDLO U A7 RU LT 7 U v
B HREICH LABIE»>2[p < 0.05], FEH FTLo2TFHoT—ho2 HEZTE HITT
RTCOHMOBEENG BN -Te, FEH N7 =7% 27— 110mg 1 H 2 Bl 5|2
EALES SnT-BEORBMOY 2 271%, VL7 7 o HEREICH LABITE -7
(N— FEE 0.79 [p=0.0021]) .

EIEMA -
N % BN & 72 13 B B Al i 72 O VTE— R FBH B L OV BB RS O MzEh ks L O el
PEIERIE DO FIEINH ORI THROT-FHIVEM 2S0C GEERIRHE) Bl L O TR osEENEIC
LT, #3INIRT,

very common (> 1/10)
(> 1/10000, <1/1000)

; common (> 1/100, <1/10)
; very rare (< 1/10000)

; uncommon (> 1/1000, <1/100) ; rare

Primary VTE prevention after hip | Stroke and systemic embolism
or knee replacement surgery prevention in patients with atrial
fibrillation
SOC / Preferred Term. | Dabigatran Dabigatran Dabigatran Dabigatran
etexilate etexilate etexialte 110 mg etexilate 150 mg
150 mg once 220 mg once twice daily twice daily

28
144




daily daily
Number of patients
p 2737 2682 5984 6059
treated
Blood and lymphatic system disorders
Anaemia Common Common Common Common
Thrombocytopenia Uncommon Uncommon Uncommon Uncommon
Haemoglobin Common Common Uncommon Uncommon
decreased
Haematocrit decreased Uncommon Uncommon Rare Rare
Vascular disorders
Haematoma Common Common Uncommon Uncommon
Haemorrhage Uncommon Uncommon Uncommon Uncommon
Respiratory and thoracic system disorders
Epistaxis |  Uncommon | Uncommon Common Common
Gastrointestinal disorders
Gastrointestinal Common Common Common Common
haemorrhage
Rectal haemorrhage Uncommon Uncommon Uncommon Uncommon
Haemorrhoidal Uncommon Uncommon Uncommon Uncommon
haemorrhage
Hepatobiliary disorders
Alaninine Uncommon Uncommon Uncommon Uncommon
aminotransferase
increased
Aspartate Uncommon Uncommon Uncommon Uncommon
aminotransferase
increased
Hepatic function Uncommon Uncommon Uncommon Uncommon
abnormal/ Liver
function Test
abnormal
Hepatic enzyme Uncommon Uncommon Rare Rare
increased
Hyperbilirubinaemia Uncommon Uncommon Rare Rare
Skin and subcutaneous tissue disorder
Skin haemorrhage Common Common Uncommon Uncommon
Musculoskeletal and connective tissue and bone disorders
Haemarthrosis Uncommon Uncommon Rare Rare
Renal and urinary disorders
Haematuria Common Common Uncommon Uncommon
General disorders and administration site conditions
Injection site Uncommon Uncommon Rare Rare
29
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haemorrhage

Catheter site Uncommon Uncommon Rare Rare
haemorrhage

Injury, poisoning and procedural complications

Incision site Uncommon Uncommon Rare Rare
heamatoma

KIG L IR o T IE Z & AZFR D T2 OMOEIEH 2 SOC (FRE IR H) Hldks KOV FFLoM
FENEIZ LT, RATRT,

very common (> 1/10) ; common (> 1/100, <1/10) ; uncommon (> 1/1000, <1/100) ; rare
(>1/10000, <1/1000) ; very rare (< 1/10000)

Primary VTE prevention after elective hip or knee replacement surgery

SOC / Preferred Term. Dabigatran etexilate Dabigatran etexilate
150 mg once daily 220 mg once daily
Number of patients 2737 2632
treated
Vascular disorders
Wound haemorrhage | Common | Common

General disorders and administration site conditions

Bloody discharge | Uncommon | Uncommon

Injury, poisoning and procedural complications

Traumatic Common Common

haematoma

Post procedural Common Common

haematoma

Post procedural Common Common

haemorrhage

Anaemia Common Common

postoperative

Post procedural Common Common

discharge

Wound secretion Common Common
Surgical and medical procedures

Wound drainage Uncommon Uncommon

Post procedural Uncommon Uncommon

drainage

Prevention of stroke and systemic embolism in adult patients with atrial

fibrillation
SOC / Preferred Term. | Dabigatran etexialte Dabigatran etexialte
110 mg twice daily 150 mg twice daily
Number of patients 5084 6059
treated
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Immune system disorder

Drug Uncommon Uncommon
hypersensitivity
Urticaria Rare Rare
Rash Uncommon Uncommon
Pruritus Uncommon Uncommon
Bronchospasm Very Rare Very Rare
Respiratory and thoracic system disorders
Haemoptysis | Uncommon Uncommon
Nervous system disorders
Intracranial Uncommon Uncommon
haemorrhage
Gastrointestinal disorders
Abdominal pain Common Common
Diarrhoea Common Common
Dyspepsia Common Common
Nausea Common Common
Gastrointestinal Uncommon Uncommon
ulcer
Gastrooesophagitis Uncommon Uncommon
Gastrooesophageal Uncommon Uncommon
reflux disease
Vomiting Uncommon Uncommon
Dysphagia Uncommon Uncommon
Renal and urinary disorders
Genitourological Uncommon Common
haemorrhage
JTHSRERR A

EHIEEREE L2 RE-LY B TIE, FEH T o7 T — NEHEOREIZH YT 5 AhHE
PD B A FHERER A (LFT) OFEFRIT, VA7 7 U U EBRE LRSS -13FNLL T OfSR

T bl (Fs) ,

RE-LY (25 1F 2 AP REMRATHE L A2 32 5 12T,

Dabigatran etexilate Dabigatran.etexil.ate Warfarin
110 mg twice daily | 150 mg twice daily
N (%) N () N (%)
Total treated 5984 (100.0) 6059 (100.0) 5999 (100.0)
ALT or AST > 3xULN 121 (2.0) 111 (1.8) 126 (2.1
ALT or AST > 5xULN 40 (0.7) 48 (0.8) 51 (0.9)
ALT or AST > 3xULN + Bilirubin 11(0.2) 14(0.2) 22 (0.4)
>2xULN
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49 BERS

2T roRmFiEen, HEHBEZBA 24T N7 27 %27 — FORGIEHIL
DRt ZmEmD D, PUREEIEH RS E, Y eV T 27 dy 7 — Mrbh iz nE
ETLHEENH L, HLEEHEDSEE, G2 T LHLOKRREREST S L, FEH
T ATEICEI S DT, Tl RIR 2 REFT S 2 &, EYIRIERERRER (MR IE
it K OMHE AL 72 &) A Ffid 5 2 &, Al F 7 13O0 RESRRS IS O i 2 B B AT RE T
b5,

EHA T e b AR (77 A8 E) B AR B VAN T £ 72T
BEE R I, IXEFIIXORMEHMAERAZEZETHZ L, X4 b7 OPuEBEER%Z $
SH5EEMEOEE 2 BT EROTET VANFEET DN, R TOARMEIIEA L
L CTHE—BITIZFERE S LTV R, I/ IMRIAME DMFET 2356 £ 72 13 B REFE A AL /)
WEZFEH L TGS, M/MERRAOR G ZE TR THDH, HYEOHMIZLY
ETCOMEFELZFERMTRETH D,

FEH T ATEAMERMENTZOBITAIETH 5, BIKRBRTO LRLTiEOA A4 3%
AET D BRI IIR b TV D,

5. EREHESRHGRME
51  FEHFERRHE
P ERE B oo v U PHEA], ATC =— K : BOIAEO7

AEHNToroTXoT7— MY, TNEHIEEEEEEEZ L2 WES 07 e KT v 7 Th
Lo FEH N7 27X 07— MIROEER, THAITRIRE N, mEF s LTI
BWCZ AT T—FTIKGHEINET T NT b, XEN T AT EFER %
B pa itk OERE oo B UERIT, mgETICRBT D ER BRI S TH D,

ferey (B 7uasr7—=8) [3gEDAr— R TT747 VI aT7 07 ) KR
572, e EICI Bk EhIET 5, X N7 0%, £, H e
vy, 747V VEFR e EYRBI O hr B USRI MG A TLET D,

in vivo 3 X W ex vivo BYRERIC LV, KMEEWIMARTT VICBIT 2280~ 7 UEIkN&E S
BRBLIOXET N7 27X 7 — MEABRGZOTUMRIER I X OWTEEETE N EFES U
776

B IFERERIC LUE, Mg A2 el b7 RERS X OPUEEEEH OFRE ORI IEIA 5 2v7efH
RBIRARA RO b5,

FEHNToroTHT— b 220 mg &5 2-4 % ICHIE L2 EFRIE (B3 A%) e
N7 T X2 T— b O E MR RREITR 270 ng/ml, FEFHIL 80-460 ng/ml & TR IND,
B HkR Rt (X0 b7 220 mg ik 5 24 B#) ([CIET 24 e T DT 7
JEEE 13K 40 ng/ml, #EPHIT 10-90 ng/ml & FAEI NS,
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N
BIRD 9% % [ D AE NN L AL L OZeET —2 B3 156z,
AR RIR Ttz OFRMAR ZER2 A N b (VTE) — R TBAICEE 9 2 R R R

REWLIEVEZ AL, WATHER], —HEKR, HEMERER 2 Fl2B1T 2B ORI KTl
(B HIE ST I B9~ 2 3Bk 1 i KX UM BAFEHTIC B3 2588 1 1) <TIx, itk 1-4 IF
UL T 2% 75 mg £721F 110 mg &5, D% 150 mg £7213220mg 1 H 1 [E#HEE-L,
fESE7e b Z21T 5o nERIL, IETEB L OZD% 1 H 1ElOx 2 430 > 40 mg &5 %3
Jiti L7=.

Fe 51X RE-MODEL 35 (RBIEIE#4f7) < 6-10 H, RE-NOVATE B (% BIEE
ff) T2835H Th-oTz, BERE 20764 (BEAH) BLU3,4944 (B »Ph 2%
J7.

W EER O EEFEAMIE B X4 VIE (MiZEAE (PE) , JTAZA0 30 2 O (0 AR5 & AR ifn A2 i
(DVT) (E% OFIRIESR TR DIEREES £/ iﬁl%f“b:@ DVT) ) B U@L TH
STz, BIREIFEMIEBIL, BANEENEWE Ebn 2 TEE VIE OFHEA (iZEkeiE
(PE) , U7l X ONEA AR EIRMARGE (DVT) (B OFFIRE R TR DAER &1k 9
ikﬁﬁﬁ%@Dﬁ?)%i@vm%@m%tf%oto
MFRBRAE I LD, 42 VIE B LOREBEFRZ LTI 577 X X4 220 mg 35 LY 150
mg OPLMAREA L, =/ FH XY /@lﬂﬁ%@ﬁzfﬁ Zxt LREEHIICIESETH - 72, 150 mg
x5 EE VIE 3B L O VIE BE O T OHEEE T / 380 X b3
a Bl (£6) , £ VIE OHEEMENT 7 580 X0 b MT@ED -7z 220 mg &%
HOMRIZLVEGFTH-TZ (R 4)

AR 65 mEE O RE BN LIRS E ST b

5 MG RRBR CHZIMER L Ot T — 2 I B kMO ET o7z,
REMmEL%i@REMWAE(%%1%9%K%5)@ﬂ%%ﬁ%ﬂ@5%,ﬂ%ﬁ%m
[ % D5, 9%D3HEIRIE %2 OF %, 9% B RE B % 0F%, 20% 03§k~ ez 0t L7z, Lk
REBOWT Y, VIE PEIEITHMORBEIRIZHTLHLEN T ORI EL RS 726
Mol

T2 VTE B L VTE B DT OFHMEE H 7 — 133 6 © L D IZHEZMEO FEFHMGIE B 12
SWT[RIEEDME 2 RT,

EVIEB LT OFMEEE 7T —% 23K 7187,
HIE SN K MEHMEE B ICRE T A7 — &% 23 8 ITRT,

7% 6 : RE-MODEL 15 L T8 RE-NOVATE #EAAEI FTICRE 3 2B Co & SR o 35
VTE 3 XN VTE BHE DT D4

Trial Dabigatran etexilate | Dabigatran etexilate | Enoxaparin
220 mg once daily 150 mg once daily 40 mg
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RE-NOVATE (hip)

N 909 888 917
Incidences (%) 28 (3.1) 38 (4.3) 36 (3.9)
Risk ratio over enoxaparin 0.78 1.09

95% CI 0.48,1.27 0.70,1.70

RE-MODEL (knee)

N 506 527 511
Incidences (%) 13 (2.6) 20 (3.8) 18 (3.5)
Risk ratio over enoxaparin 0.73 1.08

95% CI 0.36, 1.47 0.58,2.01

3% 7 : RE-MODEL ¥ X T' RE-NOVATE # AR FTICBE T 2B co 5]+ o4

VTE £ LRI T D537

Trial Dabigatran etexilate Dabigatran etexilate | Enoxaparin
220 mg once daily 150 mg once daily | 40 mg

RE-NOVATE (hip)
N 880 874 897
Incidences (%) 53 (6.0) 75 (8.6) 60 (6.7)
Risk ratio over enoxaparin 0.9 1.28
95% CI (0.63, 1.29) (0.93, 1.78)
RE-MODEL (knee)
N 503 526 512
Incidences (%) 183 (36.4) 213 (40.5) 193 (37.7)
Risk ratio over enoxaparin 0.97 1.07
95% CI (0.82,1.13) (0.92, 1.25)

# 8 : RE-MODEL £ X O RE-NOVATE B IC 1T 5 KA <> b

Trial Dabigatran etexilate Dabigatran etexilate | Enoxaparin
220 mg once daily 150 mg once daily |40 mg

RE-NOVATE (hip)

Treated patients N 1146 1163 1154
Number of MBE N(%) 23 (2.0) 15(1.3) 18 (1.6)
RE-MODEL (knee)

Treated patients N 679 703 694
Number of MBE N(%) 10 (1.5) 9(1.3) 9(1.3)

D FEAMEN R A DM 2R s OV By PEFERRAE D FEAEHM ] -

AR NToroTHT7— OFMEOTET 2%, RE-LYRRER (MRS SRL 5 % 31
i 2 EERLRE) T72bb, sk - #EEICBWT, WM E i3 e g EERIEDH
HENS BEOGRMEEZ AT 5 LEMENEE 2RI, ERTFCHRGSTLIAET N T &5
FE2HE (110 mgds LS50 mg 1 H2[I# ) LIEEMROU LT 7 U o H L2k T 5 EIES
{LAATREBILEEGRBR N B 5= D TH D, Ao ZEANIE, HEZ LV RFRA U FTHD
fze s L OV MERAE (SER) ORIEMHEICB W THE BT T 3v 77 U oA
e LIEB N R A GEET 5 2 & Tho T,
RE-LY#BR TIZHRERE18,11344, FHEETLSR, EHICHADS, 2 =t 7 2.1 )NEVE A LB+
SNz, REMIZCHADS, 2271, 2B X O3 FOBENMITE L WRTEENT-, BE
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LT EME64%, AANT0%, TVT%16%Thotz, LT T roT T — MIMikE:
HE=% 1 7o AEFRTGZ2ETH&E L, RE-LYRER CORZEHMOPRfiT20n H &
Rolm, WEOH o IR LEME) (AF)  (RiilE E 72 3R EELEMEN /2 &) O,
B TRROMAE OEBRE FOWTINIEE 2 H Lz,

o MzEr, —iBVEREIMAAE F 7 13 25 MEZERE O BETE

o /o ZBHER< 40 %

e NYHA 7 7 A 2 UL _EDJEGM AL

o i > 75 i

e MDOWT I 1IHE ZLED 65 mkLA L - BEIRIE, BRI B FE 7 138 il B E

FRERBREFE OGS IHREIL, SIMEIETIY%, FERF23%3 L OEEIREE28% Th > 70, &
FEEDS50%23, ©F I CKIEHUEAM AR (2/EERE2 AR L T2) flThoT,
AREADI2%N X I VKEEFHRICRIRE L T Rn o7, U7 7 U TR EI
SN BE OARBRIZ BT D180 (INR2-3) AMERFRFRHR]OEI ST RIE6T% TH > 7=, PR
AL, TAEY > R D50%LL ECHEMA LIBEN25%) , 7o F7 L
(3.6%) , ASA (TEFAYYFLM) +7 0 ERTLA Q%) , FAT B A FEIRIH
Al (NSAID)  (6.3%) , BUEWiAl (63.4%) , FURAI (53.9%) , AXF v RHEHl (46.4%) |
ACEFHLESE (446%) , T o VF T v UV BRIKEWR I (26.1%) , 0O MK T3
(175%) , A YAV (52%) , VA% (294%) , 7I4¥8Y (113%) , VAF
TEL (89%) , XTIV (54%) BLOTw MR THEE (178%) ThoT-,

EEMEE T B MAENB L ORHHEIRIEI SOV TIE, U7 7 ) &l LY 27
TR BRERA AT T/ — (El, (KE, PERI, BHRE, AR Y) 3ol

RE-LY RRERIC LV, DEMENEE OMAT R L O eF HIERIEDORIEMHIZRB T, Fel
FZrx2T%y T —MI110mgl B2 ETULT 7 ) Al LIESHETH Y, FHENH
MBLOTRCTOHMDOY A7 ZETFEIEDZ EN/RENTZ, 150 mg 1 H 2 [B[#5-C, HEin
Pk KOV ez, &, BEENHLB I OT_XToHMDO ) 272007 7 U %
HIVABIEFEE, eV M7 0BHAEIIKRHELMOY 278007 7)) L0 HE
WZAK DN 7=,

fAsH, BTG, MigERe, 2 O0ME%E, mEELLORHnOEE= Y RHRA > b
T& 5 Net clinical benefit 3 12 O—EIZ T, XEH T oT7X2 5 — MEGREOER]
AR MRBERIIOLT 7 ) KV EN-T2, ZOBEAT RERA L OV A7 TIEAE
HrZ72110mg 1 B 2[EH5-T 8%, 150 mg 1 H 2 [EHHE5-T 10% TH -7z, FDfhDFHLHE
HTHLIEABRIZOWTIE, YEH 727X 7 — K 110mg 1 H2EEGHERT LT 7
U AT LA BEITED o 72 (fERME 7% T, 95%EFE XM 0.87, 0.99, p=0.021) .

BEAAEOFEMEZX 1 BLOE-121TRT

# 9 : RE-LY BRIt ORI DR 28 o £ T2 1T R F PEFERIE D b (EERHAGE H)

Dabigatran etexilate Dabigatran etexilate Warfarin
150 mg twice daily 110 mg twice daily
Subjects randomized 6076 6015 6022
Stroke and/or SEE
Incidences (%) 133 (1.10) 182 (1.53) 198 (1.68)
Hazard ratio over 0.66 (0.53, 0.82) 0.91 (0.75, 1.12)
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warfarin (95% CI)

p value superiority

p <0.001

p =0.370

IN—T T = VIIERA R R RERLTWD,

B ) B

P E LSS MERIEICEAEMO N 7T v~ A —HEEE

0.041

Estimated cumulative probability

Warfarin

Ir" Dabigatran etexilate

110 mg bid

' Dabigatran etexilate

R 150 mg bid

7% 10 : RE-LY RBREAM b o i 1 = 72 13 H i b 25 o o FI[E1 38 D 453 4

4 12 15

14

i1 14 27

Time from randomization (months)

aa 33 JB

hE

Dabigatran etexilate Dabigatran etexilate Warfarin
150 mg twice daily 110 mg twice daily
Subjects randomized 6076 6015 6022
Stroke
Incidences (%) 121 (1.01) 171 (1.44) 184 (1.56)
Hazard ratio vs. 0.64 (0.51, 0.81) 0.92 (0.75, 1.14)
warfarin (95% CI)
p-value <0.001 0.443
SEE
Incidences (%) 13 (0.11) 14 (0.12) 19 (0.16)
Hazard ratio vs. 0.67 (0.33, 1.36) 0.73 (0.37, 1.46)
warfarin (95% CI)
p-value 0.271 0.378
Ischemic stroke
Incidences (%) 102 (0.85) 152 (1.28) 132 (1.12)
Hazard ratio vs. 0.76 (0.58, 0.98) 1.14 (0.91, 1.44)

warfarin (95% CI)
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p-value 0.034 0.258
Hemorrhagic stroke
Incidences (%) 12 (0.10) 14 (0.12) 45 (0.38)
Hazard ratio vs. 0.26 (0.14, 0.49) 0.31 (0.17, 0.56)
warfarin (95% CI)
p-value <0.001 <0.001
N T = VIIFEMA R MEBEREER LTV D,
# 11 : RE-LY BRI th o258 3 L O & 5E D 53t
Dabigatran etexilate Dabigatran etexilate Warfarin
150 mg twice daily 110 mg twice daily
Subjects randomized 6076 6015 6022
All-cause mortality
Incidences (%) 437 (3.63) 445 (3.74) 487 (4.13)
Hazard ratio vs. 0.88 (0.77, 1.00) 0.90 (0.79, 1.03)
warfarin (95% CI)
p-value 0.051 0.123
Vascular mortality
Incidences (%) 273 (2.27) 288 (2.42) 317 (2.69)
Hazard ratio vs. 0.84 (0.72, 0.99) 0.90 (0.79, 1.06)
warfarin (95% CI)
p-value 0.039 0.194
Nt T = VIR A R M RBLFEEZ R LTV D,
* 12 : £ OMOFHITE H
Dabigatran etexilate Dabigatran etexilate Warfarin
150 mg twice daily 110 mg twice daily
Subjects randomized 6076 6015 6022
Stroke/SEE/death
Incidences (%) 518 (4.30) 575 (4.83) 610 (5.17)
Hazard ratio vs. 0.83 (0.74. 0.93) 0.93 (0.83, 1.05)
warfarin (95%CI)
p-value 0.002 0.234
Stroke/SEE/PE/MI/death/major bleed (net clinical benefit)
Incidences (%) 830 (6.89) 842 (7.08) 900 (7.63)
Hazard ratio vs. 0.90 (0.82, 0.99) 0.92 (0.84, 1.02)
Warfarin (95%CI)
p-value 0.037 0.100
Pulmonary embolism
18 (0.15) 14 (0.12) 11 (0.09)
Hazard ratio vs. 1.61 (0.76, 3.41) 1.26 (0.57,2.79)
Warfarin (95%CI)
p-value 0.214 0.560
Myocardial infarction
Incidences (%) 89 (0.74) 86 (0.72) 63 (0.53)

Hazard ratio vs.
Warfarin (95%CI)

1.38 (1.00, 1.91)

1.35 (0.98, 1.87)

37

153




p-value | 0.049 | 0.070 |

All hospitalizations

Incidences (%) 4773 (41.56) 4470 (39.51) 4780 (42.60)
Rate ratio over warfarin 0.98 0.93
95%ClI 0.92, 1.04 0.87,0.99
p-value 0.443 0.021

NIEEE [T

RN SRS TR, 1 R ZER A X FO—R PR LT 2. LDEMENZ BT 5 e ZER
FEDFIEMH ONT UK L TH, NEEHOIMOERICE T4 T T a7 Fy T —
Mg GRBROBGRIR HBHEOBIT 2 %R L T D G2 /NE~OREICHET L 1HEHRZR) .

52 RMBREFRORE

XEHNToTX v T — MIRO&E %, Bl oI mfETOEEREm chH X e
HENTANAEREIND, Ta RT7 v I THIAEN N T 2T X T — R AT 7 —8IZ
LIRSS, ARG EZECT T o ERDONTERRBIETH D, 77X FHO
BHEHRDOFEEH T VDM NAFTRATEY T 4135 6.5%Th D,

TR T ~D 7 7 XX R OB EZOMBER X A N7 o OIEYERET v 7 7 A V1%, i
R T O 72 BTG4 0.5-2.0 RIS Coax (CEET 2O 2BEH L T 5,

WY -

it 13 Bl A e H F I oo F T — FOROWRIN 23 M4 2R TlE, EEERE X
D WU AS LI HIRRAR C, VO e i LA R T 2 580 72 O A EH 2 i 4 v R R R R A s LT
Wit I3 & G 6 FFfIR ISR m MR ICET 2%, ZUIfR 0 & 5585 L 3 mEAR O, i,
HILE RIS L OFIR OB COBERICEL D, S5 BRICEY, @ IIEITH O,
W OFERALB LOBENE LS Z EARENT, TO%, FE0F7 oluituEc, ¥
e 5- 2 RE 4 I i I A R S L2 B L 7=,

ZEHRNT V2T X T = DAL FTT ATV T I TRFICLDEEEZIT WD, &K
7 I A v B R A 0 2 R AE T 5,

HPMC 7 7B/ ZBE LT, KEMTHDLI XL v NEEBIRT 2858, EiED 7 A 84112
L, BONRALFTRATEYT 4 15%EMNT2RREMER DD, /-, XEH KT T
X T = DA FTTXATEY T 0 OAPO EH-ZREEEST 5720, ERIROEHIZEWT
HPMC 7 7BV HEICREERIRETREFT S22 &, BEICKL, »7BvAZBIT Ty b
DHBH (BT TR AND R E) L2WEH2BIET252 8 W22H) |
PAViTR

X RT7o0e MIUEEA~DRERIZZA BN N T U OREIZH DD 72 <KW (34-35%)
HXEH KT UDOMERIL 60-70 L Tt MAREZ#EZ, XY N7 BN
T5HZ LRI,

Coax BE Y AUC IZHEICHBILT-, FEH bT ol gl L Omlkig
FEMEDFREBIE N o= 2 m U, RN 11 R CTh o 7o, KEEG% O LY
BT 12-14 FEREICTH o 72, YEIITHEDORBEEZZ T o7z, £ 13 IR TEHICHE
FEREFEE I L0 I NIER S b,
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{33 & ORI

TR HE B MER R ~ DU & © 0 N 7V EEEARN G %O X e T > OREHE L O
Maet Uiz, 8kNEE%, 20 7 kot aeix IR PRIz s = (85%) .
ERPE RIS ED 6% Th -T2, EGHEERIIEIL, #5 168 FEf# TR ED 88-94%
ThoT-,

AT ST AT NI v Ui s 5z, EEPIIERR T Vv a Ui A IR E
W5, 4 FOMERMEAK 1-0, 2-0, 3-0, 4-0-7 77 o BWAEERNFEIEL, T2
O AUC IZIMIEFHERA EH N T D AUC D 10%AKiH T 5, F O OREW L ERSE D4y
MBI L > THEPRESNA2OATH DL, T N7 0%, SREREERRICHY T 580
100 ml/min O E TEIZJRFIZREIKR E L THEt SN S,

Fenll /e AR -

ERERE I 2

B 1R T, PEEOBKRERE (1L T7F=27 U7 7 A 30-50 ml/min) OFERE ~
DT ZXXYROBGHOXEH FT UggERE (AUC) 13X, BHEERRE O 72 W HERE DK
271 CTH o7,

EEOBBREREE (VLT F=2 27 U T 5 A 10-30 ml/min) O#EEREDEGIT, XEH
S OERFERE (AUC) MNEREEEREED 72 WEMOK 6 1%, N 2 (FEho7- (4.2,
43 B L N44B)

EERERE E I L0 N TR SN D,

F 13 R B L OB S RERE O L B b T R

glomerular filtration rate gMean (gCV%; range)
(CrCl,) half-life
[mL/min] [h]
> 80 13.4 (25.7 %; 11.0-21.6)
>50- < 80 15.3 (42.7 %;11.7-34.1)
>30-<50 18.4 (18.5 %;13.3-23.0)
<30 27.2(15.3 %; 21.6-35.0)
BB

BN E O ENIETS [HIEER CIL, FHHEMERE 12 L AUC @ 40-60%IE 135 L T Chax D 25%
A HEMER DT, BlommtiRes (65 mt) D AUC. B E D Chawss 1LZIVELIL, &
B2 EDNEFAMEDOR 19 BB L 1.6 15T, mlmBMETIE 1840 B ML VK 2.2-2.0 55
Mo T,

A DT UBBRREA~DFEMOZE) RE-LY AR CHEGR S, 75 ez B2z 2BEDNT 7
PRI 65-75 Ll FLOBE LV HI31%E <, 65ARMmOEBED b T 7EEITZN L VK 22%
Kotz A2BLU44508)

JTBERESE
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HHEEEE O IFRERERE A (Child-Pugh 038D B) 124 DX B4 ~ 7 g BT RkERE 12
4 & DRNCFEEBD o Tz,

N THRBIR F 72 138 BT Al 62 /8 D VTE T8

HhAERE 3 K OVE B TS BERE E R (Child-Pugh 4730 B B LY C) , FI3EFRICEES
5 E B D IFEBE I IAFEE SR N R IR (ULN) @ 2 Ll EOFFREBRZH 3 5 BE I
BRI G ERA LT,

A

rHE

RE 100 kg 2 H 2 2B TIX, 50-100 kg DEFZF LV X EH 8T 2 T 7REDK 20%K0>
ST, BEDOKRNE (80.8%) 7Y 50 kg LI LT 100 kg Kl AT TV —IZB L, BIHN7A
ZTFRO N oTc 42 BLV 44 ZH) . 50 kg KL FOBEIZHOWTOREIKRT —Z LR
5TV 5,

PEFE

IR IAR FEARIE O — IR T PHIZ B9 2 38R COIE MW E O &3 B T 40-50%E W\
2N, AEFEIIHER SR, DEMEIIEEE O b7 7EER X OB G HIEE LY 30%
BT, HEFRE RN S0,

NFE -

H AR L O H AR AR E ~OAREHBB L OER GO X EH N7 o OEYEREZ ML
7o XEH NI OEYENEIIAEIC L DBERNERO D DWELEZ T o7, BAEE
TOMROLNTZEYENRET — X NATFEINTZN, BROHIDIEITIRENRoT,

RV BN RER A (EH -

HEHRT o TR T RIS THAIXEH N T 2T XL T— MIEWHEH R T &
R—H—THD PHEHDOEETH D, W-T, PHEAMER (T I4Xnr, XT3
N, 77V ARRA Ty, F=UUBIO hat Yy L) BXOPHEEAGEA] (VT
YEVY) EOPFAICOWTHE L (42, 448X TN455H) |

P-BE 5 A FH A

TIAFay  KFlETIAF ey 600 mg HEREOKGEHLIZEZA, TI4F oy
B LOZOIEMENRHY DEA OWIRER X OWIGEE ICARE M E LT~ b N oTz, A B
HET7 2 AUC B ED Cou lTZNEI, K 60%3 L O 50%IEM L7-, Z OFAEIER ORI
SERIZIIMHA STV, TIFX L OEVERIN S AT, TIFX o o BE5%EH
FXIEDFE AAEH O FTREMENFIET D (4.2, 44 B L N455H)
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RININ A EH T2 THyT7—bh (150 mg) AT ANINVEFHLEGAEDOS
EH T D Coe BEOYAUC 1T L7223, 2 OEALDFREEIT R T SI L O# 5 EH 3 X
CHIEIC L B D (42, 44BL458H) |

&tﬁF7/i7%/7—%ﬁﬁlﬁﬁwuﬁ7ﬂxwkm$%ﬂ®%@&5ﬁ ZEH K
T UBBEITR K EF 2D (Cow 2589 180%, AUC 235F) 150%H400) o 2 50%, #Hiort:
FUHNOFE T (Coax 255 90%, AUC 2540 70%EE0N) F72013_ T R 2 VR ERGHE (Cpa 25K
60%, AUC 2357 50%H400) ONEIZ IS L7~

HEHRNTor2TXy T — MEH 2 BEERICR I NI Va2 E LI-5E, BERMICERDOH
HHEERITRD SN0 o 72 (Coa K9 10%, AUC ) 20%E00) , 2D Z &1 ”315’1173 ~Z
VET XY T — MRS 2 BEEIZICIE, IZIEWINAKE T L TWATEDEEZ NS,

F=Vr s =V U 2 BEWEIC 200 mg O ETHE 1000 mg £ CTRE L7, XEH T
VETXTUT— & 1 H2E, 3AMUEE#EAREGL, F 3 HIEXF=V U EREERERS L
o T,

ZEHT T D AUC B ED Craxss 1EF =T OB ENLEIL, ) 53%38 LT 56%H N
L7z (42, 44 B L0455 H) |

Fhaty = had Y=L 400 mg ARG, 2 EHT T D AUChed KT Cx
ITFNEI, 138%FB LN 135%, 7 haF Y — 1 B 18] 400 mg KEHRG%IZFNER,

153%33 L O 149%H900 U7z, e BERIERE, YE 0 L OV R ilE 7 =2
V=S L BB R Z T I ol (43, 44B L4558 K)

77V AR~YA vy EFERE L, 77U AR~ Ay (500 mg 1 H2[E]) X EH
b?/z%%y?~%&ﬁﬁbt& 5, AUC 13K 19%, Coux 1K) 15%HM LTz, 22
[ZBIT B ERRMERSITR D R o7 (455 H) |

P-HEE 1 5 A

V77 vrEzidtr bya s XvU—§h (B304 XY YV 0) (3587172 P-FEE O
EHRITH D,

V77 Evy  PHEEABEAICHDI Y 77 B E600 mg 1 1E7HMATES L&
A, MEEN NI OERER XORIBE R, ZIE165.5%F X 6T%IE T LT,
@%W%iﬁ%b,977/t//ﬂ5%T%%Mifb&tw%7/%$5i#ﬁ%ﬁ®
R EICE CIRIERE LT, TO®%OTERE, SR AFT_XA4 787 4D EFIX
Lotz (44B X455 R)

P-HEEHILHE -

TAX T R 24 AXIBRORBRT, XA AT T XTI - EVIF UL
BFHLIZLE A, Vax v ikt 2B IbB LA N T VIRBE~DBENEZDODH D
BRIZRD DR o1z (4528)

in vitro fAEAERGRERCIX, F h7a b PASO DFET A VWA LOHELZIZFELZRD R
MoTo, ZAUTEFEHERE X G D in vivo 3R T TiliGMEWE & ORI AEAER D 727> 722
L ﬁ’%ﬁﬁu ézhfb\
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T RN REZF > (CYP3A4) , vAFxT Yy (P-HEEAR NI VAR —F—IZBbDMAE
H) By rzue7=-+27 (CYP2CY9) .
EFEHERE IR WT, TIAXa U FET T EN b7 UREEIL 60%HEM L7,

Pl /MR & OPEA

TRF YU FEE (ASA) : ASA BEHEZ T o % 2EEIRT 25 11T AR T, LEMENHR
FRHBIIAECT T THyT— e ASA & OGO OGRS T % EE %
Mt Lz, v AT 4 v 7 BERSHTICE L, ASA EXEH T =T7F 77—k 150 mg
1 B 2EBE %20 L7284, ASA 81 mg 31O 325 mg C, HMLOEBEIEN 12% 5 18%
BEO24%IZ BHTDAREMED B D

% 1A RE-LY BER CIE SN2 T —Z 12X, ASAF7-137 e 7L LroX el T
VETEF YT — M 110 mg £721X 150 mg 1 B 2[A%5- L oI LY, KMok 5
KTAHHEMENHD, L, ASAF7-1Z7 et RZ UAPEHIC L A HIA > N DOFEH R
i, D77 U URERETI Y EoTs (4458)

FHW O FENWER OO DI EAT v A FEHEKENRA] (NSAIDs) # X T =7 %
Z7— M EPEH L72GE, HILoOGBREE R EZRBDenoTc, XEH T 2T7F T — M
o, MR 12 BRI OIEA T oA REEEAEREA] (NSAIDs) O EHIRE HIc >\ T
S B2 5 I OfEBRMERE R EZRTH O TIER)N-T7,

7 RT U ERORBESHERERE R OFE 1 #HRR T, e hI7r=7xv 77—
M7 b RZLVADOHFMAEEG T, 7abt R7UVEMB G U, B/ S i e 2
ERDIRNoT, EHIZ, FEH FT D AUCry, Chus BEOFXEHN N T AEHOBZ &
72 HUEEE A TS aPTT (EMERIER Y L v R 7T AF ) , ECT £721X TT (b v ART
Ak (U Flla) ) , HDHWFZ v R LAAER®BZ & 722 5 i/ MEEIHNE, PEREE
&R BB ERICAREN 22RO o=, 788 RZ7 L0300 mg £ 721% 600 mg DA
HETHET FT D AUC, 43 L T Crayss 1TH 30-40%38M L 72 (4.4 )

53 HiRRLENT —4

VR, KRR G EMRRRE L ORI TR b 7 R R R 1 & MIC
T LERE LR S o T,

KA BERBR TR DAL, F 0 b7 OBEOIKEYHIERICEI 2O TH

>,

HEMEENY) DBFREIC K DL LT, ERFORTI L OEKRFIBECEOHEIND 70 mg/kg
(BREMIBETRED 5 %) TROLNTZ, 7y PBIOUHXFIzBWT, BHEEHEEZRTH
B (BREMETEED 5-10 7)) T, ZEBENZ4ES BIBERERD B L OB IEEFEROKT
R, WA X OHAROBAEFERRICBWN T, BEEE2 TR THE (BEFMES
BED 44%) THRIEECROBEMEZE DT,

Sy B LU~ T 2 F AV AERBRICBNT, XEH kTR 200 mgke £ THA
IR B o T2,

6.  BAIRE
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6.1 Wny—&

LI
o EAMA

e TITZET A

e L RAum—2=A

o URAF 350

o XU

e L RuXxiubtlkluo—RA

7 T VAR

o WTFX—F
ALV 7 L
it T &
Ay hny (E132)
Pty hAxr— (E110)
B Ao—2A
FEEK

BOHBHA 7

o LT v

e N-7F LT )La—)b

o (VT TYNLTIaA—)L
o TEMEMTNVa—

o Hfafpibgk (E172)

o FEHRIK

o v’y a—)

6.2 BAEE
B
6.3 A

TIVAZ=BLOAR ML 24

AN MV —HBT 721, ARREIE30 BUNICHERT S 2 &,

6.4 RAFICET DRHIRER

TYAH— .

AR R Z BT B0, Y UF ARy =V AR TS 2 &

AR
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ARG KZ RS 5720, AV PT ANy r =PI AN TRGFT S 2 &, A MUWIERAL
Tk Z e,

6.5 ZAHROMERBIUCANEY

TV AZ =Ry 71, 3FEFIF6EAY (100 7BV AD, 308 7L ANY £7213600 7L
AD) ODEBLY, 604 7/ X3%y 7 (1804 7&L) AVDLSIET VI =7 LTLEAL
ME~SANTF TV RZ =3y 7 7 ) AL —[TARREICHET 2R Ve =R Y Jiig E =)L
77 UNEEaRY ~v— (PVCAC acrylate’™ U i bEfE =17 7 Y Vg2 RY) ~v—) Ta—
T4V T LI EET VI RA B LOARRGICET AR Y ke =L (PVC) O FE7T v
SIRANDBHEREND,
60 7 ENVAD AT ) a—F v v IR e L8R L
Ry 7 DEY A ZANRHIREND LWV DI TlEZeu,
6.6 FBEEBLIVZOMEY TN LEOER
TYRE =Ry IS T T XX L EEY HTEE, FTEO®rEEICEsY 2L

o HMDKRANEHNL, TVAA—H—Knbh 7wV alR0 4L,

o W TN ET ) AA—KRA /DL LHEI 2N &y

o W7 NEEY HITBEE, TVUARAX—=KAIITHBPTORIZEDDLZ L,
Ao 7w E2HT5HE, Fiefinicito TTFEU,

o XY v T EMMLAENLEDL LTI,

MR D E D 5 BAARIZHE, R ORI L7213 2 LT 52 &,

7. ERHBGERIEARRGE

NX—Y I —A 7N A LFE (Boehringer Ingelheim International GmbH)
D-55216 Ingelheim am Rhein
KA
8. EELMERTEARES
EU/1/08/442/005
EU/1/08/442/006
EU/1/08/442/007
EU/1/08/442/008
EU/1/08/442/00X
9. WHIEAF/EFFEAA

200843 H 18 H

44
160



10. ZETHEAB
(MM/YYYY}

AREH BT 2 R XN E R 58 AT (EMEA) http:/www.emea.europa.eu/?D 7 = 7
P A~ CTHIEAEE,
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http://www.emea.europa.eu/

1. EELRL
TITEXYh 7"@1/-

3. AIE

I
—I—
]

4. ERAEFM

4.1 IB¥EER

]

42 HE - A&

Tl 72 AL -

EREREIEZ

EEOBRREEE (F LT F=227 U T T2 A 30 mL/min &) ObAHEBFIHTHSTH
FUHREGIIZESTHD 4350 |
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[EIR T ~ DR

H#E

HERESITRECTHY, BEIX 1S0mg W7 EALELT 150 mg 1 H 2 B#FG5E2% 1752 L
(521 .

Ml DIEBRIEDIEA TS A /B -

H M OERYED & % BHE £ IR RIRGE OfERIED & 5 8F, FIChHEOBKERSE (7

V7 F=2 7 U7 7 A 30-50 m/min) OHDHEFIIIEEICRGTHZE 44EBLIUS51
Z )

o

NI L O EFEH -

NEB X OFERBRE~ORERERIL 0,
18 LA FOBEITHT 5 77 XXV EOZEMER L OHEIMET — 2 DNEE LR W=, &K
Hlo EFRBE~OERHIZEE L 720,

SIEEN LWL PIFELES (FI A, FEC FEANTANI) LD

J -

ML DIGRIED B & B -

] [
7 4 %A b IR LB ) 0 B A D

FERE O PLEEE AN S 7T X2 ITHI D R X D56

q——————

FEHRNTr2T7Fy7— ML, RERGORERSTED 0-2 FFHET, £ 72I3FHm S0
La 3G PRI G528 OREi~ D > (UFH) #irNES72 L) (45 2 |

I VKERENOEEN T2 TR T = UV RR D56
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X3 KiEHEREELZ RIS A28, FEH R % T — RE, INR D 2.0 Kl
RIVEEERRETH D (455H) |

KENIKE —FGIZHTB-ALZERAT D Z &, BRI, BHERDZRV,
TIEXYDOH TN ERITRWE 525H) |

43 5

o KFNDHERSY F 72 1XEIN DN DNk U BEE O BEEE D & 5 B
e BEDBMEREDHLBE (VLT F=227 U T T A <30 ml/min)

o HEIRAICRIRE & 72 2 HIJEIR O & 5 B

o HIMDERIED B 2 EREHIRED H 5 BHE

o HMFER F 72 133K L 5 IbffEED H b BH

o BIFITHET 5 L EON D ITREERES £ 7213 RED H 5 B3

o Gy NaF Y — LDt (4.5%8)

4.4 BHREEBIOERALOEE

Hi i D fERRTE

AT OHEEER & FARIC I OGRS T 2R T, FEST T 2T Ho T — Mt
BEICHEGTAZ L, XEH R T U BERIROTHOEAMN S O R EEM N H 5, S REE
NETRECBIWERIIA~AY NV v MESH DL WIEMEDK T 2RO 554, HimjR
EYERTAZENMETHS,

aPTT (EVELE) bR 2AF M) OBEIZIAS R LTEBY, ¥eh 705
WL iEEEHOBBLZOMELZBBLZHRET 2R TES, HMML TWAHEET
1%, aPTT MAEIXEEDNREN TIEH 223, @EIZ2PUEEEEM 2 W32 L CHiBh FE L 7
5. 80 A XD aPTT XM D E U A7 L35,

P G- 220 C T O fEBRVEANE R 2 RS & 2 FRUAER T, RS+ 22 ERR B9k
AT ZENEE LY (Ml E23B oMk zER)

FeRVEF 713 RME D MR EEE B, /MRS E 72 IR RER I/ MR SR, TEEMMEDHAL
B OB, LSRR A D fe il O FEh £ 7213l O R & 704ME, i OEAZE L,

AT DO+ B HEFIT E 7 IZARFE A, AR OPEER 72 & H I DO fERIE O RIZBE S 5 R
B

AN
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BISHEIR T (7 L7 F =227 U7 T2 % 30-50 ml/min) , 75sELA EF 1357 P-EE HFE
ERIOEA R EORFIX, XA N7 o REE R EEET S, ERREREN 1 DL EFE
T5 L, HMOMGRIENERKT S (4.2, 458 L5258 01)

AHEBRAERERT I T 7 XXV EGETIETHZ L 43 BH) |
IREE 50 kg Alifi DB DERIROMEHRBRIIR SN TWD (522H) |

W AE T 36 KOV B PR ZEARIE D FEFEM D T2 O ARF I 5% 52T 2 D EMEEE I, RAbuEE
EF] (T AV BRI nE R LARE) BRUIERT v FHEHRERAHICLD,
il OERIERERT 2 (523H)

HEOHMNAE LG, BG2TIELHLORKNZ#H DL & (49

H O ERIERNE KT DA REEDH D AN Z AR E A L2nWZ &, F3EE L THAT
HZL (4581) .

P-HEE H B E K & O AELEA -
FEHNTrmTXT— NEsE N PAEEAGFEAY 7y o U EOFHICE Y, XY
BRI OMFERRENMITT 5, RilEEy v oa r AU—MERIZIA A= E Y
ZOMO PPEEAFHEAIE OUFHICE > THHEN b7 VIR REK TR THEIND 20,
PFRHOBRITERICKREG T2 L GSBLID528K)

Filils LU A -

FIMETIIRENFEEZTHXEN VT =T X7 — MGBEFIL, o fapbE
K2, o THBBINTADEIL, U T oroTHy 77— MGO—RHILAZET 5
BEnd 5,

AT HTE

RERE 7 IR TR SEMATC, HLOMEREERKEZEEL, YEH T2 TXH v T—
Mg Z—ERICP IR S 2 &, AEETHNIE, REE ISR FERERD 24 FEELL
FRNCA A b T T Ry T — bR RIET S 2 L, HIOBBRIEN SV EE £ 135%
7okl VB L35 KRFEMTIE, #ET 24 BICFEH T o275 X%y 77— MeERIEEZE
BT AL, BHEEERECOXET NI o027 )T T AT L 0 BRI 5 ATREMEN
Ho 522 , ZORITWTROTFHE/MANCLERTHZ L,

FEHPTr=Tx%2 77— EEE, GEOBRKERSE (ZLvT7F=02707 72 30
mL/min K¥ii) 322 THDHI, BIELTHE, KPS B ERIICXET N7 oo T X
S— MEELZFIETAZE WI3IBIWN5258) |

BEAONMANEZET LIS, AEH T 2T Hy 77— G552~k 2 2 &, Fiif
INIE, FTRE CHIIT IR 5% 12 BEILL B2 £ CIEM -5 2 &, FIRE A AT
REZRA, ML OGRS R T DA REMN S 5, HILOGRMEE, MAOBRAMLE Z0E
T2 LT DB R D D,

BRI B IS SR R THE T
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BEHERRERR & O FH CIIRER S 1L MARAE 2 BT 258055 5.

IMEPE L TZIIAETED AL D E B L ORI OIS I 7 —FT WVER O%E, Bl E 72136
IR LR D fERRIEDN AR D, BT —T NVERER, FET T 027 F 27— MIblkE %
TIZ 1 R EFRRZ 220 2 BB H 5, EREEFIS OV T, MRk & O
N 72 (XA A M OFE R I DWW THRHBICBIER T DM ER H 5,

LB DI -

MERRIE M SN BICERGZ /T2 &,

FMIZ L B I DI85 B2 o k- DM FEZE e 1 N P DIGIRIA 75 7S 87 -

FRBE~OFXEH T o EEOEMMERB I OLEMT — X IIRBESNLT-D, FitEE A~
OFEITEEIITH Z &,

HER

KA TRV, TUVAF—OEORK &R D50y b =r— (E110) 28675,
4.5 ZOMDOIER L OHEEIEME X UZ Ot OFEBE DA
FHAEAFHFEBRIIRA DR RS E L TEMINL TV D,

PUBEIEI A 36 & Ot/ MREEER 1 1 2 A9~ 2 3

TREEEAIE 77 XXV OPFHFKGIZ O TIIRF S TW vy, 77 2 %4 L O
X H ML D SRR DS KT 5 FTREMED B 5

REG~XY B XA UFFER, K7~V (LMWH) , 742 %80 X7 A,
TUNTy, MRERA, GPUb/Illa Z KK, Frueyy, %A NI, AT
STy, URaxH Ay, FIRT UL, BX I K FEREE L P A LER
(f vTary—, ZrZal A, YIaARRY), U rFEnr, F7I7FEL, 217
S4TFTENLBLIOYXTEL) |

2B, POFIREZIZEINR D T — T VHEERIC L E R B O RS E A~ IR GARETH D
CEIEET D @2BX44BR)

ATz TX L T— e XN NT AT e 7 7 A VB E T A/ ALEH -

AEH T 2T X T—MBLIOEEHN T 03 F b7 o b P450 BB L DA%
T3, B NF R a A PA5S0 BESZ KT U in vitro THEZ RKITI W, (5T, FEH T
\CRHET A EFFH E/ERITE LW E B s,

NSAIDs (FEAT v A RHEHREIEH) - 774X b2 rur=F 27 0L E 25,
WA O MAE R &I TR, FET R T 27X I —hBLONY 77 =) 7 [H
DIRPBRE LA AERIL 2N 2 ERE STz, L, HILOBHRIENRS D70, Y
SN 12 B 282 5 NSAIDs & OfFH TIE, HfnosEic+oEE+ 52 &N E
LW d4BL5220H) |
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T U AR—K—LOMELEH :

P-HE2E [F1)H ZA

TIFFay, RIRIN, F=U, FhaFry—ABLOr 7V A~ U0, bT
VAR—=H—THDH PHEABLNID N TV AR—F—DRETHHL T T oTF
7 — MO A RET S,

SR 72 PHEEABLER E OMH CIHEEICES T 22 L G2BL0N44508) , PHEEAM
EHTHLr har Yy —IEETHDH, A3 .

TIAFa L HEREWERE DO N T U ~DORREITT I A X a AFE F T 60%EEM LT
(52 M)

=D EEBRE O T T U A~DBRBEEIIF =V UFE T T 3% ML (52 &
)

RINRINFEH I Tr2TH o T—F (150 mg) AT AINEHHALEEEDOS
EHRT D Cpp BEOYAUC ITEINT 203, ZOBOKRKE ZIARNTRI N0 GRS
KXOHIBIZL Y 82D 5258) |

WoT, LEHN T ENTAINZHATL5E, TOICBRNRGZ1T> 2 & (i s
rmidEmoOBREER T D)

FEH T T T — MG 2ERRICANT NIV e b LIES, BRODH DAL
FIERRD DM o7 (Coax K 10%H01, AUC K 20%8800) . SO &iE, ¥EH TV
TTF VT — FBARAKRE 2REB T, EREAKR T LTS EExbND, (44
ZH)

g7V AR,y EFEEBREDOL T N T U ~DREBERY, 7TV Au~vA Y UFET
T 15%HN L, LZaM~DOBKRISESIT R0 o7 (52 2R) . AL, 4 F 7 ViRAHA
FNT T Aa~A o EIFAT 285G, BRMICERO S DM EEH O AREMEZ RS T X
20, o T, FRCBENOPEEOBIBEREOH LIBFIH LA N T 2T X T
—he 7TV Au~vA T U EFHT 25E, HLORBUZOWTHoRERNPKLETH 5,

Fhary—n o haby = VHEEB L ONEREGE, X0 8T OBRZREIT 150%5
ML= (5258 . 250y hary— L ot achsd W3BR) |

P} 17584

V7783600 mg 1 H 1A 7 AfEGH, AET T2 AUC)o.35 TN Copy (300 3K
BEICHL, ThEH 67%B L 66%IK T Lz, /e PHEAFERN THL B Ve
VAT—hk (BAFUA KXY VY) FHRIEFINAARTEBE LA ENT N T DO HIREEY
KFEEL256005, FRRERLEZIHT 254, HEHEICKRGT22E G4BLD52%
B

P-fFaE A
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UaAXx s EREEERE 24 KR LT T A AT I AT ARBRT, YISk
YOERIZEIITERO BT, X EH N T VIRESDOBERNERDOH DB LD HivZen
27,

EIEJ[WQH:

R NI =) IR EZRN NI — L AL E A, XEH T oomiE
PR R AR T EEOR 30% K T 2807, BRRBR T 74X 20 NIV — LB
JOFofo7e bR FHEREEALIZE 2 A, Bl I3 EIME~DOEEIIZRD 5
IR T7,

TFToFOU IRV T T UL A, XN T URINEIZ R A R
MERD D DI - T,

4.6 EZME, FIRES X ORI
T ~D#E 5

WL ~DT 5 X XA A TR L 5T — 2 A,
BRI &0 AR A R 7 (53 BH) . b MK B BRI R Tl 5,

RO FREMED H H LMIZF EH N T o oT o T7— MNEG, IFIRABIT S 2, LM,
ICNEREAZERE, I XXV 2 E LTI b,

BRI~ D25

BHFOXEHT 5T O~ T DR T — X 1X72\0,
T XY RERIFELEFRIET S L,
WA

FT—H7x L,

4.7 EiEB L OEBEBE~DE

TEHARS L ORI VERE D~ DR BE9 2 3R BRI L 306 S LTV R0,

4.8 EIfEA

DEHIE R E 2B 1T D IMAE T I X OV S M ZERIE OIIEINH 2 Miat4 2 B R Tk, BE
12,091 L DN EEAILEIN STz, 209D 6,076 AN XEHT N T 2T X T — |k 150
mg 1 B 2FEHE5 %2515, 6,0154 5 110mg 1 H 2 B 5% %15 7-,

zE B KOV H EEERIE ORIEMH O 7= b E 3 FUTOEMKRS) &%) 7= 0EHE)
BEBIRD 22%DEIVER 2885k L7,

b X< ALNZEWERIZHIN T, MR L OV S M EERAE O REMH O 7= o5 %2 5%
72 DA AREN G 2R DKI16.5%IZ58 8 7=,
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th

R TlX, HALICEE DD e R E 72X EE O H MmN E U 28EITENTH - 7223,
EOREARIIRD LD, AMEENTLOFEIIRICELERE LT THENRD D,

OB (21T 2 M2 s L OV S MEEEE DI FEM T O G-I A U o A~ b
(RHIME LT ToOHIm) Z2RUIRT,

FRLAEETED 1A LU EICEZY 9% K

o ANEZBEY20 gl Y EORD F 7213 2 BAALLL B oo ik S 7o VR LR oo i A B &

L 7= Hifn.

o BT E 7 ISR OGN I IRPY I, SRS, TRRETEA M, % 7ol
LS A MEGERER D BN L, B, BRI, & B U DS

afiil

RHIMIE FFLERED 1 HA DL RIS T 256, Emzg i3t e A4
o AL, JEFEMEEEZENEINL, ~F 7 ey 50 g/l LA Lo, 4 BALLL EoImiE
T VR IRAR MR O fgi i, CyIDGHEHE SR A O FIRN % 5- 2 229~ 24K M &2 £F © Hifn, VB

ALE 2 9 % i
*1 OB O AE s J OV B MEZERRIE DI TEMS] 2 3t~ 2 RE-LYRBRIZ F

A N s RIS KON =T o i)

Dabigatran Dabigatran Warfarin
etexialte 110 mg | etexialte 150 mg
twice daily twice daily
Subjects randomized 6015 6076 6022

Major Bleeding
Hazard ratio over warfarine (95 % CI)
p-value

318 (2.67 %)
0.79 (0.68, 0.92)
0.002

375 (3.11 %)
0.93 (0.81, 1.07)
0.32

396 (3.36 %)

Life threatening Major Bleeds*
Hazard ratio over warfarine (95 % CI)

143 (1.20 %)
0.67 (0.54, 0.83)

175 (1.45 %)
0.82 (0.67,1.00)

210 (1.78 %)

p-value 0.0003 0.047
Other Major Bleeds* 196 (1.65 %) 226 (1.88 %) 208 (1.76 %)
Hazard ratio over warfarine (95 % CI) | 0.93 (0.77, 1.14) | 1.07 (0.89, 1.29)
p-value 0.4987 0.4774
Intracranial bleeding * 25 (0.21 %) 36 (0.30 %) 85 (0.72 %)
Hazard ratio over warfarine (95 % CI) | 0.29 (0.19, 0.45) | 0.41 (0.28, 0.61)
p-value < 0.0001 <0.0001
Any bleeding 1749 (14.70 %) 1990 (16.53 %) | 2152 (18.24 %)
Hazard ratio over warfarine (95 % CI) | 0.79 (0.74,0.84) | 0.91 (0.86,0.97)
p-value <0.0001 0.003

I A R MIEE O T ) — TR SN,

XEH T2 7HT7—h110mg 1 H 2[EEGIHB LN 150 mg 1 B 2 [5G EEALE]
a2 BEL, Emegrdmimn, HintErdis XOHENHDO Y A7 RU LT 7 U v
BEBFICHLARITEo7Z[p <0.05], FEH T 27X T7— o2 HEIZE bICT
RTCOBIMOEE N ZINE) T2, FEA T =T H 77— 110mg 1 B 2 [Al#& 5|28
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EALEM SN BEORBMOY 271X, U7 7 ) U EGERFICH LARICE,»- T
(N — K 0.79 [p=0.0021]) .

mITEA -
A 260 35 L OVE By MR ZERRE DO FEIEHNH] D 7= D O L BN A ~ D& 5 TR o 7= IEH 2 S0C

GRERIRSE BB X OTROMEENEIC LT, #2AIRT,
very common (> 1/10) ; common (> 1/100, <1/10) ; uncommon (> 1/1000, <1/100) ; rare

(> 1/10000, <1/1000) ; very rare (< 1/10000)

SOC / Preferred Term. Dabigatran etexialte Dabigatran etexialte
110 mg twice daily 150 mg twice daily

Number of patients treated 5984 6059
Blood and lymphatic system disorders

Anaemia Common Common

Thrombocytopenia Uncommon Uncommon

Haemoglobin decreased Uncommon Uncommon

Haematocrit decreased Rare Rare
Immune system disorder

Drug hypersensitivity Uncommon Uncommon

Urticaria Rare Rare

Rash Uncommon Uncommon

Pruritus Uncommon Uncommon

Bronchospasm Very Rare Very Rare
Nervous system disorders

Intracranial haemorrhage | Uncommon Uncommon
Vascular disorders

Haematoma Uncommon Uncommon

Haemorrhage Uncommon Uncommon
Respiratory and thoracic system disorders

Epistaxis Common Common

Haemoptysis Uncommon Uncommon
Gastrointestinal disorders

Gastrointestinal Common Common

haemorrhage

Abdominal pain Common Common

Diarrhoea Common Common

Dyspepsia Common Common

Nausea Common Common

Gastrointestinal ulcer Uncommon Uncommon

Gastrooesophagitis Uncommon Uncommon

Gastrooesophageal Uncommon Uncommon

reflux disease

Vomiting Uncommon Uncommon
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Dysphagia Uncommon Uncommon
Rectal haemorrhage Uncommon Uncommon
Haemorrhoidal Uncommon Uncommon
haemorrhage
Hepatobiliary disorders
Alaninine Uncommon Uncommon
aminotransferase
increased
Aspartate Uncommon Uncommon
aminotransferase
increased
Hepatic function Uncommon Uncommon
abnormal/ Liver function
Test abnormal
Hepatic enzyme Rare Rare
increased
Hyperbilirubinaemia Rare Rare
Skin and subcutaneous tissue disorder
Skin haemorrhage | Uncommon Uncommon
Musculoskeletal and connective tissue and bone disorders
Haemarthrosis | Rare Rare
Renal and urinary disorders
Genitourological Uncommon Common
haemorrhage
Haematuria Uncommon Uncommon
General disorders and administration site conditions
Injection site Rare Rare
haemorrhage
Catheter site Rare Rare
haemorrhage
Injury, poisoning and procedural complications
Incision site heamatoma Rare Rare

HTHRRERR AT -

EWIMEE L2 RE-LY BB ClX, e H oo T — MEEORFIZHZ YT 5 A
PED B 5 ITFHERERR A (LFT) OfEHRIE, VA7 7 U o EHRE LRSS E-IZFNLL T OMER

TR bz (&5) .

75  RE-LY \CBUT 2 ATHSRER AR 5
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Dabigatran etexilate Dabigatran etexilate Warfarin
110 mg twice daily 150 mg twice daily
N (%) N (%) N (%)

Total treated 5984 (100.0) 6059 (100.0) 5999 (100.0)
ALT or AST > 3xULN 121 (2.0) 111 (1.8) 126 (2.1
ALT or AST > 5xULN 40 (0.7) 48 (0.8) 51 (0.9)
ALT or AST > 3xULN + 11(0.2) 14(0.2) 22 (0.4)
Bilirubin >2xULN
49 BERE

ZEH T oRANTRY, #HRHEZBA L4 N7 2T X7 — FogbITHIn
DfefRMEZmEmD D, PUREEEH RS E, Y eV 727 dy 7 — Mrb iz nE
ETLHEENH L, HILEEIHED G, KEG2 T LHLOKRREZRETHZ L, LN
FT U ECEIRE SN D20, TonRlRE RS 2 &, WUIREEERTRR G RRYIE
ffds X OMIE AL H 72 &) 2 Fhid 5 2 &, i £ 72 3R RO 2 B8+ 5 2
&

R e e B EEREA] (7 7 AN ) EiiE s A B Va7 £ 720
BEE R I, IXETIIXORMEMAERAZZETHZ &, X80 b7 OPuiEERZH
SH5EEME OB 2 BT D EROTET VANFET DR, R TORFRMEIIEA L
L CTHR—BITIZFERE S LT, i/ IMBE RS TFAE T 2356 £ 72 13 R R E AR B/
BWEEZHEH LT s, /MR RAIOR G BB TR THH, HYEOHMIZLY
ETOMERELEEHITRETH D,

ZEH T ATEBMERMENZDBETAETH 5, WKRER TO LiL7iE0f M % 5
AES 2 BRIRFRER TR S TV D,

5.  EKIEEH
51 FEHFERRHE
Y GRE  BHEE o B HER], ATC =— K : BOIAEO7

FEH T2 T xR T — ML, THAFTEBEEZ b RWMES T T e FT v 7 Th
b, FEH T2 THyI— MIRAKEGHE, TN SH, Mgt ZONFRIC
BWCZAT I —BTCIKRGEEINFI T NT e d, XU N7 AT 72 H5ETER %
BT 5 WPEOER: e o B UHERITT, RSB D ERFERKS TH D,

farey (B r7us7—8) QREIAr—RTT7 47V )P a7 07 Sk
T5720, b rBEECIY MRERE LTS, £, FET T AXEME e v
v, 747V CEMF e BB IO e o BRI MR ERE Z TRE T 5,

in vivo 3 X O ex-vivo BiEERIC LV, BEEMINLEETVICBIT A2 X EH b T RN
B#HBLIOFET N7 o7 X7 — MEOEGZOGUARER I K OPTEREE 7S EGiE S
i,
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5 ARRRERIC LAu, MR 2 e b7 RS X OBEEEER O ORNIZIZEH & 272 HH
BARIMR DN ER O H 1D,

ZEH T 2T X T — b 220 mg %5 2-4 FERICHIE L2 ERIREE (B3 HE) # b0
N7 T X7 — b OREMAEFREEITR 270 ng/ml, #EPHIE 80-460 ng/ml & THE I D,
e MER% (XFEH T2 220 mg fic#&i 5 24 BE#) ICHET 24N T DT 7
I 40 ng/ml, #iPHIZ 10-90 ng/ml & PRSI D,

N
BIRD 9% % 5D D A NFEN AL L OZeT —2 n" oz,
DN AmED Al N BB O X 25 18 OV By MR ZEARRE D 3 JE N

AEH T 2T xR T — FOAIEOT BT A%, RE-LYRER (EHIHikeE K5 457
i 2 IERLRER) T 72bb, ZHisk - HEEICBWT, M £ 3 e EERIEDH
HENDEEOGREEZET 2 0EMEBEEZXIRIZ, BRI TEGTLIXEN N7 & h
FE2RE (110 mgks L OS50 mg 1H2[I#E ) LIEEMROINT 7 U &G L &S 5 BIES
{LAATRERI LA N B2 b DO TH D, ARBOFEHMIX, EEZ L RARA L FTHD
fze R L OV MERAE (SEE) OREMHEICB N THE BT T 3v 77 U o EIC
LB ENR N GEET 5 2 & Tho T,

RE-LY &R CII AR E8,1134, FHHERRTL SR, “E¥CHADS, A 2 77 2.1 703 MR 2 LB+
STz, AEFIZCHADS, A 271, 2B L U3 EOBEMIIFE L WERTE ENT, B
LT EME64%, AANT0%, TVT%16% Thotz, FEH T Ty T — MLk
HE=%1) 7o HEFAG 28T E L, RE-LYRER COBRZBHM O P REiX20n H &
ol, WEOH S T-IEFRFEMEOEME] (AF)  (RifilE £ 72 3B LB MEN /e &) O,
BFIT T RO ZEF OERRE OV 1HE 28 Lz,

o MizErr, —EMEMNEE P AF £ 721X Sy VEZE R DBETE

o /EEBRHE<40 %

e NYHA 7 7 A 2 Ul _EDOJEMM A4

o i > 75 1%

e WDOWT I 1IHE ZLED 65mkLL L BEIRIE, BRI B E 72 138 i B E

FRERBREFE OAOHEEE, SIMEET%, HERFE23%E X OB IREE28% Th - 72, &
FHEMD50%7%, © & I UKEEHURAM AR (SEERE2y ARmE T25) flThol,
AL D32% N E X I VKPR BE L T\ o T, U7 7 U I EEL BT
SNTZBEOARRBRICE T Hia#EE (INR2-3) HERFRERI OB TR RAE67% CThH - 7=, OFH
WHENL, 7AYo (KRR D50% ETHEALZEEN25%) , 7o K7L
(3.6%) , ASA (THEFNAHUFNE) +7at RTLL 2%) , FERAT oA RS
Al (NSAID) (6.3%) , BiEWTHl (63.4%) , FURA (53.9%) , AXTF L RIEH (46.4%) ,
ACEMLES (44.6%) , T o o4 T ¥ U2 RIRERE (26.1%) , #& 0 fpE &k T 3K
(17.5%) , A1 AV v (52%) , VITX%r (294%) , 73I4AH&Fmr (113%) , YLF
TEL (8.9%) , XTI (5.4%) BLOT' v bR TRRERK (17.8%) ThoTz,

EEREIE F C o B REAH 3 L O RGMERIEIL ST, UAT 7 UL LRl LTz Y A7
HCRERDRRERTYT /A~ GEll, (KT, MBI, BHE, AR Y) Hanor,
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RE-LY RRERIC LV, DEMENES OMAET R X O F HERIEORIEMHIZRB T, el
N7 27 %T—hMI110mgl H2[EELETU LT 7 U Al LIELHETH Y, SHENH
MBLOTRCTOHMDOY A7 ZETFEIHEDZ ENREINTZ, 150 mg 1 H 2 [B[#5-C, i
Pk X O AT, e, BEENHIMB LT X CoHimo) 272U v 7 U U
HBIVABIKTFTSE, FEH M7 OBHAZIIRBMLOV A7 RTLT7 7 L0 HE
A& Do 77,

e, B PEEERE, MZERE, MDA, mMEER LI ORKHLOEST Y RRA v b
“CE?)é Net clinical benefit #% 12 O—§IIRT, X ET T =7 ¥ T — MREGREOERM
ARV NREBRIIUL T 7Y XD ENoTz, TOBEAT U RARA Y FOY AZIKTFIZLE
A RZ72110mg 1 H 20 5T 8%, 150 mg 1 H 20 5T 10% ThH>7=, & DMOFAHIA
HTHAHIEABEREICHOWTIE, FEAFT 02T %2 T —F 110mg 1 H 2[R GRER UL
77 VA LARIED -T2 (G T%IK T, 95%(5#EX [ 0.87, 0.99, p=0.021) .

HERMHROFMZM 1B L0FK 3-6 177,

# 3 : RE-LY i BRHIM T o fIel O Ae oh k7o i3 By PEFERE O o (EZERHIE E )
Dabigatran etexilate Dabigatran etexilate Warfarin
150 mg twice daily 110 mg twice daily
Subjects randomized 6076 6015 6022
Stroke and/or SEE
Incidences (%) 133 (1.10) 182 (1.53) 198 (1.68)

Hazard ratio over
warfarin (95% CI)

0.66 (0.53, 0.82)

0.91 (0.75, 1.12)

p value superiority

p <0.001

p=0.370

IN—t T = VIHERA R M REIRL TV D,

I ZE R E X R R ERIEICE AR O 7T v~ A v —HEEE
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0.041
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=

P
1

e}

.01

Estimated cumulative probability

Warfarin

r
1

Dabigatran etexilate

110 mg bid

' Dabigatran etexilate

R 150 mg bid

4 RE-LY aRBRMI ] 1 oDk ifn 1 2 72 13 il A b A o > ) [E1 8 AE oD 53 #r

4 12 15

14

i1 14 27

Time from randomization (months)

aa 33 JB

Dabigatran etexilate Dabigatran etexilate Warfarin
150 mg twice daily 110 mg twice daily
Subjects randomized 6076 6015 6022
Stroke
Incidences (%) 121 (1.01) 171 (1.44) 184 (1.56)
Hazard ratio vs. 0.64 (0.51, 0.81) 0.92 (0.75, 1.14)
warfarin (95% CI)
p-value <0.001 0.443
SEE
Incidences (%) 13 (0.11) 14 (0.12) 19 (0.16)
Hazard ratio vs. 0.67 (0.33, 1.36) 0.73 (0.37, 1.46)
warfarin (95% CI)
p-value 0.271 0.378
Ischemic stroke
Incidences (%) 102 (0.85) 152 (1.28) 132 (1.12)
Hazard ratio vs. 0.76 (0.58, 0.98) 1.14 (0.91, 1.44)
warfarin (95% CI)
p-value 0.034 0.258
Hemorrhagic stroke
Incidences (%) 12 (0.10) 14 (0.12) 45 (0.38)

Hazard ratio vs.
warfarin (95% CI)

0.26 (0.14, 0.49)

0.31(0.17, 0.56)

p-value

<0.001

<0.001
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IR—=T T —=ITEMA RN FEBEEREZ R LTV 5,

# 5 : RE-LY sBRHAR T o258 - B L OIS SE D434

Dabigatran etexilate Dabigatran etexilate Warfarin
150 mg twice daily 110 mg twice daily
Subjects randomized 6076 6015 6022
All-cause mortality
Incidences (%) 437 (3.63) 445 (3.74) 487 (4.13)
Hazard ratio vs. 0.88 (0.77, 1.00) 0.90 (0.79, 1.03)
warfarin (95% CI)
p-value 0.051 0.123
Vascular mortality
Incidences (%) 273 (2.27) 288 (2.42) 317 (2.69)
Hazard ratio vs. 0.84 (0.72, 0.99) 0.90 (0.79, 1.06)
warfarin (95% CI)
p-value 0.039 0.194
N T = VITFEMA R FRBIERE R LTV D,
# 6 1 TOMOFHHEH
Dabigatran etexilate Dabigatran etexilate Warfarin
150 mg twice daily 110 mg twice daily
Subjects randomized 6076 6015 6022
Stroke/SEE/death
Incidences (%) 518 (4.30) 575 (4.83) 610 (5.17)
Hazard ratio vs. 0.83 (0.74. 0.93) 0.93 (0.83, 1.05)
warfarin (95%CI)
p-value 0.002 0.234
Stroke/SEE/PE/MI/death/major bleed (net clinical benefit)
Incidences (%) 830 (6.89) 842 (7.08) 900 (7.63)
Hazard ratio vs. 0.90 (0.82, 0.99) 0.92 (0.84, 1.02)
Warfarin (95%CI)
p-value 0.037 0.100
Pulmonary embolism
18 (0.15) 14 (0.12) 11 (0.09)
Hazard ratio vs. 1.61 (0.76, 3.41) 1.26 (0.57,2.79)
Warfarin (95%CI)
p-value 0.214 0.560
Myocardial infarction
Incidences (%) 89 (0.74) 86 (0.72) 63 (0.53)

Hazard ratio vs.

1.38 (1.00, 1.91)

1.35(0.98, 1.87)

Warfarin (95%CI)
p-value 0.049 0.070
All hospitalizations
Incidences (%) 4773 (41.56) 4470 (39.51) 4780 (42.60)
Rate ratio over warfarin 0.98 0.93
95%ClI 0.92,1.04 0.87,0.99
p-value 0.443 0.021
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NIEZEMH]

WO = 3K S I, D EIENC 38 1 B AR ZERRIE O RJEIHNC BT, /NEEM O LRI
BIIAZFEH T ooy T — " EERBOBEREBREOBITZHEL TS (42 /h
RA~DOEEIZET A2 1HFHRSH)

52 EYEEFERRHE

XEHTNTrmTXo T — MIROKEGR, R OZeIzmET oM ThH L F e
HETNCEBRIND, 70 RT v T THHLAEHN N T2 T X T — BT AT 7—F|Z
K OMKGIES, BHRGZEHT T 72D ONERRBPISTHD, 77XV 0
BeHE#R DA EH N T DM ANA T XA T E VT 4138 6.5%Th S,

MEEPERE ~D 7 7 XX R OKEHZOMEF X T T OIEYERE T v 7 7 A4 VX,
HERREE O 72 B TR 0.5-2.0 RERINIC Coan (CEET D Z & 2 FF I E T 5,

AR

Hith 1-3 BERIC X EH b T T F %2 T — kO NILA T 5 BT, R
0 WRUSLAS HEBEARIBC, 5\ e 0 L S FE 2 280 72\ N S 7 AP R B 3 2 % L7,
Wi b 6 PR U2 I s LU R BRI 5 2%, VIR 1 e 5 & (IR D, R,
WAL RS L O OB, EOERIC LS, S5AZRBICLY, E@HLIETHOR,
UL DRSS L OSRIEAVE U B = LAVRENTz, Z0%, FEH kT RIILRET, 3
FHE 15 2 W1 1 i e L AP P L 85 L7,

HEHNT Lo 2THT— DN FTT XA TEY T AITBFICLDIEELZ T 20D, &
5 LA P R 1 2 B RAE S 5,

HPMC 1 7B/ ZB LT, BEMTHDLI XL v NEEBIRT 2856, EiED 784120
L, AL FT XA ZEYT 408 15%ENT B AEEMERH D, - T, XEHT T =T
X T = DA FTXATEY T  OAPO EHZREEST 5720, BRRMEHIZEWT
HPMC 71 7B /T IZE2RE TR T 2 &, BT L, 78 Z2HITTXL Y R
DHBA (BT TR AND R E) L2WEHYBIET252 8 W22H) |

orAf

AEHFT7oOb MIUEEA~ORERITIZEN T ORI Y 72 <KV (34-35%)
XEH KT UDOMAERIL 60-70 L Tt MRREZ#EZ, XU N7 BN IR AR
THZ ENREINT,

Cox BE O AUC ITHEIZHAI LT, X B0 - T R RE R X O E s ¢
FETEDFREBEIE N e dm 2 m U, PR E 11 R Ch o 72, KIEEG% OE KLY
BN 12-14 BRI CTH - 7=, PWINTHEOREEZZ T o7, £ TITRT X 9 IBH
REREE IS L0 RN IEE S D,

G K O

TR VEMRE ~ OISR S €0 & T HREEARNIR G% O 2 4 b 7 > OREE L OHE
AR Lz, #RANEG%, £ 80 b7 CEROBEREIZTEICRTICH S e (85%) .
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FHHEM EIIBGED 6% Th oz, EUNRRINEIT, B5 168 R TR 5 ED 88-94%
ThHot=,

ZEHNTALT NI v VB A EZ T, BEEMIEER T Vv s a U BRA R E R
5, 4 FOMBEEMEK 1-0, 2-0, 3-0, 4-O-7T N7 a U BWAERPEIEL, FE
N AUC ITZIMIEFHRRA EH T D AUC D 10% KR T 5, DO OB L EREE D4y
B HEIC K> TERRE SN DA TH D, LT N7 0%, SREREEBERICHY T 58
100 ml/min O#E TEIZJRFITKREMAE L LTHEt SN D,

Feil 7 BAE -

BRI

% 1R T, THEOBMIERE (F1LT7F= 27 YT T A 30-50 ml/min) DOHEERE ~
DT T HEXYROKGEHROF T N7 IgEEE (AUC) 13X, BHEEEREE O 72 WHERE O
275 ThH o7,

EEOBBREEE (1L T F= 2 U T 52 10-30 ml/min) OEBRE DG, FEH k
T OgEFER (AUC) DNEHEREREEOZ2WEMOK 6 %, FHINK 2 FEro7z (4.2,
43 B IN44 W) |

BREREREEC 0 RN IER S D,

R T PR I L OB BRREMR SR O S 0 & T

glomerular filtration rate gMean (gCV%; range)
(CrCl) half-life
[mL/min] [h]
>80 13.4 (25.7 %; 11.0-21.6)
>50- <80 15.3 (42.7 %;11.7-34.1)
>30-<50 18.4 (18.5 %;13.3-23.0)
<30 27.2(15.3 %; 21.6-35.0)

S E O ENIES [FHFRER TIX, FHEEEBRE T L AUC @O 40-60%HE N3 T Coa @ 25%
B Z DEINEZR DT, BloEmpiies (65 i) @ AUCTss B E W Chagss 1EZZILE,
B PE N MO 1.9 5B LW 1.6 5T, &l B TIX 18-40 ik BIEL VY 2.2-2.0 fiF

oz,

HEH T VIREE~OEROEN RE-LY SRR CHERIN, 75 malBzx 585077
TR 65-75 UL EOBRE LV # 31%m <, 65RO BRED T 7IREIZZFNLVE 22%
Ko7 W2BLN445H) |

HFEEREE 2 -
HEEE O TR RERREE AR (Child-Pugh 733D B) 1240 X © 7 N T RGOk YR 12
&L DEEROIRIST,
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KHE

RE 100 kg 2 2B TIX, 50-100 kg DEFZ LV X EH T 0 T 7REDNK 20%K0>
ST, WA OKR (80.8%) 4 50 kg L ERB LN 100 kg RimDO A7 2V —IZBL, HOLM»
RAETBO LN oTe (42 BEY 44 2H) . 50 kg LT OBEIZOWTIRERZRERIRT
— M AFARETH S,

PEFE

R IAR FEARIE O — IR TP B9 2 38R COIE MW E O &3 B T 40-50%E W\
23, AEFHEIIHER S, DEMEN L IEEE O b T 7 EER X O G H RIS 30%
BN T2, FEFRENTHELE X 2,

NP .

A A L O HARAPERE ~DOAFHER L ORERGHROZ EH - T ORYEHEZ it L
Ieo ZEH T OEYBBIZIANIEIC L DHREROD 2 BEEZ T oo Te, BARE
TORONTEMEET —Z BAFIND, BERODDLETRINRN-T,

RV BN RER A (EH -

AT TR T RT v I THLIA T VT T X T — MIEDEH N7 v 2
R—H—THD PHEHDOEETH D, W-T, PHEAMER (74X, XT3
o, 77V ARRA Ty, F=UUBIO hadr Yy =) BXOPHEEAGEA] (V77
YEVY) EOUFHICOWTHREI L (42, 44X WN452K)

P 2R F PR E AL

TIAFary KFlETIAF ey 600 mg HEREOKGEHLIZEZA, TI4F oy
BILOZOIEMERGHY DEA ORI ER L OWIGEE ICARE BT A b enoT-, 4B
HET7 2 AUC B ED Coax 1TZNEI, K 60%3 L O 50%IEM L7=, Z OFAEIER ORI
SERIZIIM STV, TIFX L OEVERIN S AT, TI4Xa o BE5%E0H
FXIEDFE AAEH O FTREMENFTET D (4.2, 44 B L N455H)

RIGRINVBFEH I Tr2T X T—F (150 mg) #RAXRTAINVEGHLEREED S
B RT 0D Chax BEOYAUC 1T L7228, ZOZEALDOFRE TR T NI VORI K
CHEIC L VRS (42, 44BXN4581) |

ZEH N7 T Xy T — MER 1 RIS T 8 S Vs A O ) a & G50, 2 e K
T UBRBEITRRK EFZEOTE (Coax 258 180%, AUC 2549 150%H800) o #h30%, Histk:
AN O (Coax 2359 90%, AUC 2389 T0%EEMN)  F 72137 /8 )V EHR 5HE (Copa 2559
60%, AUC 23 50%E800) DONEIZ IS L7,

AEHNToroTHo T — MEE 2 EREBICRT NI NEZRE LEEE, BENICERDOH
HFEAEITED SN2 3572 (Coae £ 10%, AUC £ 20%3500) . ZooZ &%, #e40 k
T T XY T — MORAESE 2 HERIZICIE, IFIERNAE T LTS EEZ NS,
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F=Ur o =TV E 2 FEEEIZ 200 mg O R THRE 1000 mg £ TG L, ¥EHT T
YT X T — 2 1 H2ME, 3HMEHEKREL, BI3IHEF=Va2REERERG LA
otz ZEHET LD AUC, BED Cpns 13F =D U BERBREENZH, T 53%F5 LW
56%H M L7 (42, 44B L4558 H)

Fhaty = haf Y —)L 400 mg HEER %, 2 EHT T D AUChed LT Cux
@%h%n,B%&ﬁﬁﬂ%%,&b:%f~w1alﬁ4mngﬁ@&5% LENEN,

153%33 L O 149%H900 U7z, fedEde BERIERE, YE I L OV g R fE 7 s =
SN L DR TR hoT- (43, 44 B L 455H) |

77V AawA vy fEFEEBREICHL, 77V Aa~v A (500 mg 1 H2[E]) X e
b?/z%%y3~%&ﬁﬁbt& A, AUC 1359 19%, Cpax 1359 15%H88M L 7T2, 24t
(B 2 RS SIIERD o T2 WS BH)

P-HE R 1 5 A

V77 rFEidtr bya s XvU—§k (B304 XY V) (3587172 P-FEE O
EHRITH D,

U7 7y PHEEHBEAICTHDL Y 77 B %600 mg 1H1[R7HRERTBRS Lz &
A, MEEN N7 OREIRER XORIBE RN, ZIE165.5%F L T6T%IK T L7,
@%W%iﬁ%b,977/t//&5%T%%MiTL&tﬁ%7/ﬁﬁai#ﬁ%ﬁ@
IREEE TIRERE L, Z0%OTAM, E6REZAMFTXA TV T 4O LEFITRD L
niginoiz (448 LUV4SSH) |

P-BE AR H L

VAR fREERRE 24 LB ORRT, IIXAXV AT LA LEEZ A,
DAX VNI TABNBIOREE T T U IRBEE~DERNEZRDO B AELITERD b
Mol (455H) |

in vitro fHEAERZRBRTIZ, F b7 v L P450 DFET A VP A LADOHEFZITHE L RO
Mo Tz, ZIUTEREBERE XE D in vivo iR T T RliEEWE & ORNCHEAERA N 72 o722
Lk ﬁ3gﬁﬁu éi/LTI/\
7%»AX?%/UW%MJ,Vﬁ#vy(R%%E%?yxﬁ~&—mﬁbémﬁw
) BLowwsuerz=+7 (CYP209) .,

B IR NT, TIFFa U AFEFTHXEN b7 VIRFE R 60%IE N L7,

Pl /RHE & OPEA

TEF YU T (ASA) : ASA OFf%Z 7 v X AMEEINT 25 11 FHRBRT, ORISR
FRBIAEHT T oTHT7— & ASA & OPFRES OO GBI % B8 %

Baf Lz, B Y27 4 v 7RO EIE, ASA LA EH T 2T F 77—k 150 mg
1 B 2EEG 20 L7c8E, ASA 81 mg BL TN 325 mg T, HIM ORI 12%0 5 18%
BERO24%IC EHT D RN H D,

% IIAH RE-LY REBR CUEE ST —ZIC L UL, ASA E7237 e K7L Lo XEHN R
YETHTT— b 110 mg £721F 150 mg 1 H 2 G EOFHICE Y, K foOGEBRME
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KIDHAREMENH D, LL, ASA £/ 7 e R LVHEAIC L B HifA X kD3R
X, VA7 7 o BETIDEN-T2 W4ASH)

HH ORI BISER OO DIEAT v A FEEHRERA] (NSAIDs) # X0 T 2T ¥
T— PR LA, HOEBEHERKEZRDRholz, XEAT N T T X T — M
Hrao, R 12 BRI OIEAT oA RHEERSEFEA] (NSAIDs) O EMIFIHHIZ SV T
S 5725 M OfERMEE K EZRTH O TIE R T,

Jat R7 L)V FEORBEBMEWRBRESSROE [ HRRTIX, A H b7 rdyI—
M7 uabE RZVAOA®RET, 7ot R7 L VEMESICH L, B e iR TR
ERDIRNoT, EHIZ, FEH R T D AUCry, Cuuss BEOFXEHN N T AEHOBZ &
72 DEEEMRAEE aPTT (EMEA S b o R 77 AF ) , ECT £7201X TT (b RT
AN (T Flla) ) , HDWF7 v KT VAAERO B2 L 72 5 /M EEEMSNL, DFRES
& B HIMB BN ARER 72 2580 7o Tc, 71 E RZ L)L 300 mg £ 7213 600 mg DE A
HETHET FT D AUC 3 L O Cranss (359 30-40%I5 0 L 72 (4.4 ZHR)

53 HiRRLEMT —4%

VR, E&R G EMERRRE L ORI TR b 7 HERRRRBR R 1 & M IS
KT DfERMEEZ TR S o T,

KE#EG#HERR TR ONFT L, #0087 COREOIRKBFHERIZE 2D TH

277,

WMEVEEWN) DBIEREIC KT T D% & LT, AIRROIK TR L UOEKRAIFECROEEIMNAS 70 mg/kg

(BEMIEPRED 5 £%5) TROLN, 7y FPBIOUVIFITBWT, RHMAEEZRTH
B (BAEMIEPRED 5-10 %) T, ZERBNEZHS BRREEBD B L ORBREAEFROEKT
DTz, HARR LOHAEROFRAEFERRICEN T, BHMEmEEL R T HE (BELETD
IREED 4£5) TRIEETROEINEZRB DT,

Sy B LU~ T2 F AV AERBRICBNT, XEH kTR AR 200 mgke £ THA
TR B o T,

6.  BUEIReE
61 Winp—&
% =17

51 7 VAR
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HEpAEA 7

6.2 HEER
ALY

6.3 AHZHIMH

6.4 REFICETIRRIRER

6.5 ZRB|OHELIOCHNEY

Ny 7 DEFAZANRTHIREND &V D DT TIEZRY,
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6.6 BEEBLIOZOMEY TV EOEE

MR TE D 2 BARIZHE, R O £ 72 13D 2 WS 52 &,

7. EERMBGERFEABIUGE

k=41

R—U T —A 7 A IfE (Boehringer Ingelheim International GmbH)
D-55216 Ingelheim am Rhein
KA

It

8. ERLEERTARES

g

EU/1/08/442/00X
EU/1/08/442/00X
EU/1/08/442/00X
EU/1/08/442/00X
EU/1/08/442/00X

9. HIEAFE/EHEA A

{DD/MM/YYYY}

10. KETHAH
{(MM/YYYY}

AREIR BT 2 5 SN E R L5 A T (EMEA) http:/www.emea.europa.eu/?D 7 = 7
B A kTR RTRE,
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http://www.emea.europa.eu/

1.7

EEEMAE—E

KA LOARANOFRIFEFZD 5OV TE 1.7 1ITRT,

%171 AERMH—ER

— A4 R BEH T T X T— b AZ RV R

WRFE4 T HXH T EAL T5mg 7T WX BTN 110 mg

e AARNR—Y T —A 7 A DR

AGREA A -

PRHMAEH A —

BHEEFEA A —

B X 5 -

k54 Ethyl 3-({[2-({[4-(amino{[(hexyloxy)carbonyl]imino} methyl)phenylJamino}methyl)-1-
methyl-1H-benzoimidazol-5-yl]carbonyl } (pyridin-2-yl)amino)propanoate monomethanesulfonate

e E 0

CHs
(@] /_/_/7

o )

N O
N\
NH N /\/U\ PO
H2N>_Q ¢ j@)‘\” 0" CHs
N

N

1
ol g

=~
-H3C—SOzH

HTRAFHAEH T TF R T— R EL
< 110mg/h 7

NTENH  ZEH T2 THRT—h
& LT 75mg/ 1 7

BIRE - Sh R FEFRREAE O 55 A B ER A L F5 U B it A 25 B OV B P AR AE 0D 35 71 1

ML - H& WE, RANIFEFET N7 7F% 77— LTLIE150mg (75mg 7 72V %E2 BTk
V) E1H2ERAOKET S, 28, BHEIZSUT, FEHT I TZ 2T Fv 77— LTI
B 110mg (110mg 7 FE/A%E 17 7EN) 21 H2EEGE~FEETLZ L,
<HNRE - HEICBEET 28 H LodE>
e DFEE (7 L7 F =027 YT T2 Z30-50 mL/min) O 5 B H 5V TP-HEE AR
EH ROF) ZHHLTWAHREFTIE, YA T oombhEER EFT 28200355
728, AAIEL10 mg 1 H2EIFE GE~DOEEABET 52 &, £z, 70 LOBE, HLE
HOBEEE AT 2 BRESOHMOBERIERE O & HIM S 5 BE TE, AFNEI110 mg 1
H2ERE~DHEEZBET L &,
(MEEs ), TEEARLARNER), HMAEH oEsR]

oS (1) RHNO I3 LIBBUE OB O & 5 B35

=
(R D EFIZ
& E L2
L)

Q) BBEEEZELEEOBEE (/L T7F=27 Y772 %30 mL/min Kiif) OH5HE
*
[ARFNEL Bz A L CHRt S n 720, fhENS EH LM OERIEN KT 55
Tnnd s, THE - ARCEETAEH FoEs), MEERL), ERp#k) omEs




i

(3) HMER D H 5B, HilERRERO & 5 EE L OILMEEOH 5 BHE
[z ET2EZND 5, MAERS ), [EERLANEE] OHESR]

(4) BRIRAJICHIE L 72 DM Y 27 D& DA BHIRE (6 4 A LIN O H iR A< & 5 Te)
D BHE

(5) M - BEES T —T L2 BB LT D BE RO ER | FERILIN O B
(MG R[] 0 22 1 oA 14 DRSS 1 7 — TV DRE BT K > CAF B JE <R J 44 1.
& D fERRAE AR T 5, ]

6) A vT7aFy—n (BOA) 2ELGHOEHR
[(MHAEMEH) OEBR]

B EoEE

1 EERES ROBHEZERICEST L)
(1) WEEORRE (71 7F=227 077 A30-50 mL/min) O 5 EBH
(FeHh b7 romhREN EFTo8ZANRG L (THEpEIHE] OIEEMR)]
() =il
[(HifmomEBEEREW (TEE~DO&K S OESZH)]
(3) HEE MM OBEEE AT 2 BFELK O EHELE OBBOMITEOH 2 BHF
(LD fERMEN KT 2 BENDNH B ]
(4) HmofERRMED GV ERE
(MEEmy, THEEREARMER] OHESHR]

2. HEREARMEE

(1) AEIOERICH > TE, HOERMEEZRE 2, HiCE MmO MEz 5y ic@gl,
IO OERDPEO GNIZGEITE, B E2FILT 5 CHEURAEEITY 2 &, ARA
Be GO HILIE & DOEALIZ b RBLT D AREE R SH D Z LICHEL, ~EZ/nEy, ~v
FZ7 Uy hHBZVIIMEOR FICHEET S Z &, FBICHEEHICIIEERSLETH
D, MR EOERBRBO b GEITEGE2FIETHoZ L,

Q) AFIEPEHFT D Z &Ik, ARFNOHEEEEH RS DV IZ0E5 3 2 AR H 50
<, FRT2EAICHSERETDHZ &, [THAER) oES#]

) TAVV Y, 7 a ¥ RT LIVEEEE SOl MOEEMSITER 2473 5 34 & ORI &
D, ~E7 b r2gdlL L LD ERT XD R REMOBRENERTEZE0nH D
DT, TFETHZE, ZROOHEA EAFOHHICONTIE, HEEOF LML G
ZEELTCHEEIHMNT S 2L, [THEMEH)] 0mESR]

4) i OEREIESBER T 5 FTHEMEN B D O T, PukEEFC e EE & OfFRIZEET S
&, [THEMEM DESHE]

(5) AFINHMOTHEEEA QEFRA) ~0BEX HBICIE, ARG #% 12 ReH MR Z 22
T5Z Lk,

(6) fOFLEERE A GEFAD) 2 OARFAEIY B2 DBRIC1E, oPuEEER (EHAD ow(E
Fe 5T ERH O 2 FERIRTN S, 5D WIEFRHesE (B 21E, RoEi~/RY ) HIRREC
RElEEET D&,

(7) BX I UK (T T7 70 0) DHARFSNEEZ DL, v I UKEREEY




FHHIEL, INRD2ORMIZRIVTEGATRETH 2.

8) NT NI VEEEE (ROAD) EoPFHICE Y A H T OB BREN ERTHZ &N
BB, AAINMEL10 mg L A2EIFEE~NFEEZBE T D2 &, £z, AARMPITH 72
T RIVIEERE (RO OO Z Bt 5 B ik, DFHBISA B3 AT
PR IVIEBIE IR 2L ERTICAR AR S 2 2 &, [THAEEH) oEBK]

(9) aPTT (EMEALES F R T 7 ZAF UREH]) 1%, Hil LT 2 B3 T & o fitH
TERZHWT 2 B2 L RN H D, HARNEZ G I EFRILFE R B80T
1%, N7 7ERPTTA80R % 8 2 2 H A I KA £ 0> 7z,

(10) ERERRE, KE720ME, MEELAREE 2 SR oBERESERT 254, Hie
B OB PEET D &,

(11) FPHREO T B & Fhi T 25 BF TIE, HILOERIESHE KT 2 72 ORI R L TR
BlOE b —kF k35 2 & AIRETHIUE, TR EN TR 02481 £ Tl b
kg5 2 &, ERRIEMERRE BT 2 RFM 4 FEM T 53500 Ml O fERMEA & A
FHueRMBETIHAITE, PHO2BL LAl TORGHRIEEBEL, (ERDOHEE R
15 L RARICARRIRE (AR V) OREBET D2 L, £z, FNFE IR % R
L7z, ARAIOEGEZERTLZ &,

(12) BEDHM CAFIOIRMAZ P IT5 2L Dk 5 FoRRERELZT5 2 L, KK %
A LENSE, RAPICTELRETEREIEEERHAT S L & HITROMA £ TolF
ML EZETFEELZ L, MALENEGETHR L QEIELZRHA LW E S 8T 5
&,

3. FHEAEM
AFNIPHEEADEE TH D, AANINTHDAHEEFRP-4501C L 2 RIME 2T v, [THEY
#hie] OEBMH]
[PFRZER] (BFA LI L)
FEHI4 BRARSEIR - 518 715 Hrr - fERE
P-WERE FIFRLEA] RO M) BERICE W FEed FT oot | KA K B HUEEEE
ARNTaFy— (&O | BENER L, HlLOERENE | HREET 22 &0
i) RTDHZEBRHLHOT, FHLZ | 5,
WZ &,

[PFREE] (BFRICEETSZ L)

FEHN 4 & BRPRAER - i S 1k ey - faRiA+
Mm/MREEEIFERN 28T | 2o OFEMEDOHHICE Y, ~ | RFNTHEEREEMN %
% $R A E R E 2L EORBAER | AT 5720, Tih

TAE) Y, PEIVFE— | TR RKHMOMERESEK | BAE AT &
o, FIORCYURBE, | TR HLIOTHEETLHI | MEETIBEN
7 K7 VEEES | &, SUEGTIHT2HA81E | BH D,

RIE EoOA M L falktEE 14




ICBR L, AFO&E N #EY) & H
WrE 2 BECORPEHES T
LT &, Fio, BEPEIBEE+
ATV, BRENRO bNTGE
IRE AL L, @R ALE

Iz
17952 &,

PR A1
PRI IV BRI NEP S
SN 2~
BK, KSR, T
F U HE R X AF Y
N

i A4V i A
X —, -PARLKIL%

FERAT B A FYEE RS A
DA/ = e/ A all DY
VN3

IheDEAEDHMICEY, H
1L O fE B 23 B8 K 3 5 AT BEE A
bD, ZOLXDBRGEITIE, BE
DOREEE T DICBIET SR T
HT2Z L,

AF T HORE [ R &2
AT 2kH, Zhb
HHIEOFMT 2 & H
maghRyoETh
Db,

P ER A LA (R DAl

NF R VIERRE

FRICE W X el 7 rolff
REREATDIZ R D7D,
AFIE10mg 1 B 2B $ 5~ &
EERETDHI L, Fo, RAILRE
RRIC R T NI VIERBIE O OFH %
B4h, b L IEARAIRAFIZH 72
WZARFZ R VBRI O OF H % B
T A5AE, DFABREAG3A
MHERZ S VI ER IR R A D21
ML ERTICAAIZ IR &85 2
Lo [TERm@hie) oESHR]

AFNT X D PrgEE1E
MRS D Z LA
H5,

P-WERE FIFRLEA] RO M)
T4 o R, =
VUM KT, 2 7 |
VAR, vZ7uaARY v,
U RJFEN, XVT 4FE
b, XS ENE

IRHDEAEDOHRICEY, ¥
EANT oM FBEN ST
HZENH DD, AHKI1EI110mg
LH2EIHE G~ EEZEBEST S Z
L,

AFNT X D PrggE1E
MRS D Z LA
BB,

P ER A LA (R DAl

VAN A= A

FFEOP-FEE BB EAIO K S 2Bl
EREEBIIZ TRV, PFHIC K
WEEHNT romPREN L
HAT252L083bH571-0, JHHERC
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%
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4. BIWEHT (BEEERBR)

(1) BEXRZEINEH

1) Hifn B % o fgigs N H i, RERE M, R THLEEZAECLZ EndH 5, Z
DX RGEITIE, AR OWEIARE, bV ITe ¥ I v K [ARS, FiiER
FEMAE OIS O RNLEEITH Z L, o, RFFICMRERERE (hay
RTANE) 2175 ZENREFE LY,

2) BEREHEAE AHKIE GHAIC KD RIS T 0T A o CIHMEO R AKX TN RN T,
—iEPEOREEEREE L D 2 E D D, TORE, WU E AR U R EEEIEICE
DLHREMENR D D, BEANZT 0T A CIEMNEEZMRT D ENEE LU,

3) ATHgRERESE, HJE  AST (GOT), ALT (GPT), Al-P O 5% %5 fTFHkseks
E, BERLLDONAZ ENHDLDT, BIEE STV, BRENEO LN
BATIE, ARFNEREIRET D7 L, @ERLELZITY Z &,
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5. mlnE~OkE
AANL, mMIET AT I LofEERERRELS (BEpBERE) OESMR), End Tk
MAET VT I UNRD L TNDZENE N0, WO O P RENE < /e
LBENRHDH, HEICHEE LEEICERGETHZ L,
6. iLhm, M, BHBE~OHRE
(1) b AR L TV D FTREMED & 2 I NI G- L7220 2 & [RANT I 4 @
WL, AURECE RRFIES OGRS, MRRORE, IR o mgEEIic
FEIXTCORENRDH D, £z, DMEFCRAOREHLNAS b Z R
%)
(2) RAEGHORIMIITIRALZ BT IELZ &, (B MRFALFITBITL, HER
WP LAaAVWHLAHHbNEZ LR 5,)
7. INREA~DRE.
INRITHT RIS L TRy (ERRBR D 720y,

8. HERE
AFBEREIC L AHMICE, 4 2 K BRI OBHIRNE SR8 E8 L, —Rmic
IEERRERI LN ClRIE T 5,

9. WA LoEE
FEHNZZAT I
PTP WHDOHEANI PTP > — F OB L CRAT A L H5EET 52 &, (PTP &~
— FORERIC LY, BEOGLAMAEERBEICRAL, FIZIEZELEB I L THEIR
HREOBEREGIHEL IS 2 Z EAME S TN D)

[ARAFIE Y - ]
1. BE~OEE
A EOREBETHNEOM, KOBFEHIZOWTHRE~VELEZLND T FAL
AEATI T &,
(1) LFHERINEYICRATSZE (RAZENTZREOXIGOHS b T,
(2) EHMCHEEZT, BMERE (Fa AT A M) 20T LTHHI 2
(3) FTRotkthiZ 3 D%, FEANTEREICHRT 2 Z L,
4) AMGEZ TR T WVEFEIZHEE L 2N 2 &,
(5) e, Z7er L 7R&RMEOEHTIAROERMIEMZBHSEL0THTHZ L

NEFE LW,
2. B CMAHIZZ OBRIL, AAIORMZEM, hFEM, SUIEARICmL &5
N

3 BEMBEE GLAIRH), BN OFRILIREFIES ML <H 50T,
VEGEL, BEINAEAWDL I LRTE 5,
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SHIREE, 2010 €2 2 AokET (B 16 i)
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%171 AERMNHE—ER (K=

— A R TAH kasLKFI
i ones A\ /v HI{E 10 mg/2 mL
e = kAt
AGREA A 200543 2 H
EHlAE A A —
BHEEFEA A (Aa /) )
1998 43 J12 A (RVEBIRPAZESE)
2004 43 4 23 B (MMARESMER, EXMET > F he e MRZESE, 7
F b o e MR R IRRE IS R 1 S Mg A s g B
K X 5y AT AR K
b4 (2R ,4R )-4-Methyl-1-((2S )-2-{[(3RS )-3-methyl-1,2,3,4-tetrahydroquinolin-
8-yl]sulfonyl } amino-5-guanidinopentanoyl)piperidine-2-carboxylic acid monohydrate
e E 0
e} +Ho0
TH;
ROCiEr B —
FE - &8 LVEFIZT AT saxvkfy (AR) 10mg2 mL (0.5 w/iv%) &&H

e
prur)
[y
;&;

L. FROEBICHE D e GEBVROE), R E/EIREIE GBIT, i, ArfREE, &
%) OWE
- FEIETS 48 BRI LIN ORI IE SR (T 27 2 &2 FR<)
2. BYEEIIRPAZERE (N—U % —F - PAZEMEBIIREE(LIE) (C361) 2 USRS, &R
JEIE 72 b TR O
3. TR ITIST D MR SMIE BR I O VR M ik D BE[EIRL L (s i)
- RRMETUF oy I RZHEE
TroFhurer MR TE2ES B
(TrF hrr B MIBEFD 70% FIET L, 230, ~/NY o R 7 A,
AU N SAOETITRAMEREN O (M) U L7 &
Wrahni-t o)
4. ~o] ) VRO AE (HIT) 1R 35T D ARIE O FE H ]

<BhEE + BRITBIES LA LoEE>
MEAESMEERIF AT 2 56, VRS NILEEEEE AR (DIC) (k9 7 F
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fa ey HKRTEBEETHE, MEEMERRFICRE LIZRBRA o, LR
W ENRLEFE LY,

& - HE

1. FRORBICHE S e GEBVROED), R E/EIREIE GBIT, N, AArfREE, &
) OE
- FRNETR 48 REFI AN O MM ARE SR (T 7 2 ZBR<)
WE, AL, ZUOO2HMIZ1IH6E (A ha v K e LT 60mg)
Z N OB AL, 24 FER2T TR AMBET S, £0%O 5 BRI 1
B 1 (TAFbarKimeE LT10mg) 2EYEORIECHRL 1 AF4 2
[, 1A 3 KRG CRilfET 5, 22k, Flp, ERICEC CHEEMEET S,
2. BYEEIRPAZERE (NN—U % —F - PASEMEBIIREE(LSE) (C301) D USRS, ZHRE
FEIR 72 B NS R DO E
BWE, RALEILE (TAH ek eE LT 10mg) 2R AL, 1 A
2\, 1 [ 2~3 KT TRl 5, 7Zods, Filin, SERICES U Cl a4
Do
3. NERUEE TR D MR IR AMIE BRI O HEGR I ik D BEE BLAE - (M ikds4r)
- ERWETF RhrrE Y NI RZBRE
TroFrhurey MR Ta2E BE
(TrFhrrEr MIREFDO T0%UL FIETL, 222, ~U 2 F Ry
L, ~SY U HN Ty KO TTIEARSMEBR RN OB (FkiL) 238 L7
EHlrE iz b o)
WBE, AL, EAMEERBARIC 1E (TAF haar ke LT 10 mg) %A
BNIZE S L, RIMEERBALATZ IXERE 2.5 % (7L A ba vk e LT 25 mg)
FOEEEBGT D, BEERFOLER, FERNEN (FRi0), EHTRIE K OENTHE
TRO LRSS A IRICE G BEZ B L, BEXFEORGREZRET DD, B
0.5~4% (AT baANVKFHE LTS5~40mg) ZHLZELT D
4. ~o% ) VERME OB AE (HIT) 1R 35T D ARIE O FE HH]
KA %Y B OEIR CTHNL, @, AT AT ha vk e LT 07 u
gkg/sr KV RHEFEEABRIA L, Rk 535, 7ol HERREEOH L EEOH
MDY AT DdDHBFIK L UL, MHENLEGEBIAT 52 &, EHEETS B
0 ART T AF W] (aPTT) ZHEEICKG &ML, BEEOREREZIE
T5,

<HEROCHEICEET 26/H EodEs >

1. @VEB IR ZEEE O BE 1T 558
4EMEEZ THRE LRIV 20O T, RFIoRG T 4 BREUNZ O & &
752 L,

2. MLIRIRAMEBE R T3 B 455
ARNEFERATHZ LIV T rF har vy TA 70%LL EiZEE L, KAMEER
NOEEM (i) 2EBRFEE &S iz & 2k, ~NU U F R DA, ~oX
U Bne g bOMMEERSLHITHTL, ARIZEBREEH LRI &
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3.~ XY RERME M MEAME  (HIT) 1RO BFICERT 28546

(1) KHDZ VT 7 ABMET L TODHIHSEREDH 5 BE, KOHIILO Y 22
DOHHBEITH LTI, EHE (02 ugkg/sy) o5 %8G5 EEET
5Tk,

(2) ARANC X DIEHBEAR 1L, U FOREBBIRGEMGT D2 &,

KAz 20mL ICFIR L, 0.7 ngkg/s3d 50N 0.2 pgkg/ss THREGT 556 O 5

0.7 ng/kg/ 5y 0.2 ng/kg/5y
- V2 =P FRIE E LT V2 BN =P AR & LT
VKR E L (mL/H§) VKR E L (mL/Hf)
T (mg/HF) T (mg/HF)
40 kg 1.7 3.4 0.5 1.0
50kg 2.1 4.2 0.6 1.2
60 kg 2.5 5.0 0.7 1.4
70 kg 2.9 5.8 0.8 1.6

(3) ARFNEGBHIE# L, aPTT Z & GAIMED 1.5~3 {FOHFAID 100 LT & 725
IOWCHEEZRE T &, 728, HLDO U A7 Db 5 HEE TIHL aPTT 23, &5
AED 1.5~2 5L e L HICHEZRE T2 L,

(4) ARFNE5-BG 2 REFE & OARAI O G R&OZEE 2 Ktk % H 22 aPTT % HI7E
L, BE5EZHAMGT 5. HEERENRS 5 BEHE IHIILO U 27 13 d 5 BEIC
LT, AR GBS 2\ VIR 5 RmAEE 6 R aPTT 2ETH 2 &
DEFE LV, aPTT N EE L T 5FMAICET 2 T, #H aPTT Z2HEL, H
LT 2HFIAICELZHIE 1 BIC 1B aPTT Z2HET D Z &,

(5) aPTT 2EHRMED 3 f5X1% 100 B2 2 723561%, AFOZLGE2HIETD 2
Lo REPRGZFEBT AT, aPTT NGB (B5F1MED 1.5~3 £
100 EATF) ICEfE L7eZ L 2B L, &EP A0 12 D&% BR2ICHAT
L&,

(6) AR EMEHT D Z LIS K0 M/ MREAREIE L, ZE LESGEIE, &APEE
(U777 ) %) CEDWBEORBEBERT L2, kB, TAT77 )~
U0 B D5 EE, ARIEULT 7 vk S HRBRENHT L Z &, KAlIE
N7y )l HEEE, aPTT KO\ h o v ke — E R 4B
(PT-INR) 2E=F V79252 L, Ik, FHLILT 7 &OMAEIEM
IZE D PT-INR BIERT 5 2 & h, AFIH IEHZIZ PT-INR 23EMET 5 2 &I2HE
BToZ L,

(7) BAPUBEEFRIE~OBITNHNER BT LRE, ARZEREERALARN &
(ERAOERAR BRI W TARFIIR GBI IR 7~14 B Th o7z, £z,
EWNCTEM S NZEERBRTIE, L7 7 ) ~OE 02N TX ol
FH1HTORLGHEITRE3S A Thoi,)

IS
I

AFN D i M ARIE SPEH O EEIRBRIC VT, MMM ZE DR BLNFE D b T2,
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Jisd fARSE O BB 25 A1, BRIERE a2 2 — 2 —WiEiRZ I L 58l
Lh AT, HLBSERD 5N GEICTE IR 2L, Y R0AEZIT
Nl

e (RO BEFITITE
HBLRWZ k)

L iU T2 B (BEZFWNHM, S MEREEsE, R MR, i
W2 &2 HmAE R, AN Z OO ERE, ARMESR, PR, S i,
PREGHIIL, WL, EEE - ihE SRR & P D i SE) [Hi L TWh 5k
FIH G LSRRI SR 22 82008 H 5 (s 0HEBMR), ]

2. MMZER TN ER OB ENRH HEE (7oL, ~/) U RV R D i
(HIT) I B o B Zx<) [HmEMEEL - Senndd (M8E) RO THE
B EARRER) OHEBHR), ]

3. EEAREMMEE LMD KIEEOBRE [KEEO B ITHMIEMEELEZ 3B%
Wb s (IMd) oESHR), ]

4. REN ORI UIBHBUE OB D & 5 B

B EoEE

1 HEERE

ROBFIFEEICRG T2 L)

(1) WinorTREMED & 2 BFE GELETRE, WIBOMEE, WHibEomER, Kk
AR A M OISR, M OB O & 2 B, f/MROWBA LT D
¥, EIEmMERE, BERERREOBRE, FINtoRES) [HhskZFkzh
Nd5b,]

(2) PUBelEZE, Mm/MREEEMBIENZ A3 234, MREmETI7 27V /=5
VIKTEREAT 2MERAZ2EE5TORE [ZhD0EFEFHTDLZ LI
£V, HEBROHERRS b bBZNANHLOT, BETHRETFETS
& (THAEM oEBR), ]

(3) BERITEEDHDEE [(AROMPREN ERTr8ZhRH5,]

2. HEREAMER

(1) MiEEEFE R AL O E B2 3T oA 52 &,

(2) WiARIE D EFIEN T 5856, AROREIC L) Wi ERMEZE, N i 2
BETHWEENLH LD T, BREREOa UV a—F —BiEHigic L2815
AT, HIBR bR BAICTEBICHEEERIET S 2 b (Mg
DIEB)

(3) ~ %V VR M RIBDE (HIT) 1R 381 2 MARRE O FAEIHNAE 45

BE, TrRORICEETDZ L,

1) AHZEESTHECHE, /bR, aPTT KO 1 b o e v (PT) %
EBELND, oY 27 2@ L CEEICESG T2 L (THIEERY
AEICBEET 2 HH EoiERE ] OESH),

2) AR RO AE (HIT) T BOBED S B, IR ITN%E
BOBEND D 5 BFITK UL, 10 LA M & iR 285 o fa i
PEE+HSICHRL, #EicEmitT 228 (A3 0oEBH),

3) SRS N R EEGERE (DIC) (X3 2 ARAI O HHEITMR ST
RNDT, FEMEE, SOHESEL IR L, BREITO 2 L.
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4)  AEEGPINTHEREREENRBE L2G61E, REMEICED U A7 Lx
74 v hERHEEICHET L, RSO RGEZRET O 2 L, £, &5 A

BT DAL, HHEEL NPT, aPTT ZHENCHRA L, #2201

&o

(4) MmiEAIMEEREHCHE T 256, TRRosRd

;}jﬁ
I E

= =

479 Z

THZ L,

1) i MR 2 SO g 2 A3 2 E O Mg RSMEBRIFIZ 1388 2+ 71

7w,

M O ER L b NS IR E IR EEZ I 52 &,

2) HRBHTEE T, FRAEOILLMEZER L ThLRESESZ &,

3. fHAEEM

EEE FHICEET 22 L)

~NNY v U T )

At

NDBENDHLH DT, H
BIOREEETDH L,

A4 & B REIR - HE1E 51k BEFy - faBRIA+
ARZIHE S AR O IRA & & o | Mk EEE A 2 HE 95

- -
R -

X0, R EER] & 4L
L, i m 2 B85m4 2%
LEZLENTVD,

M/ REESEMHIEM 2 F
52 FEH

TAEY v, AT Lv
FThRUTLA, FruEey
VIR, Jme RT L
JURREEYE, YA XY —

L, VB FE— )L

H L fE 18] D RS B & D
NDBENDHLH DT, H
BIOREEETDH L,

iR EESE A B4 2
Pl h S A 1K YR
THLEEZDLN TN D,

I e P AR AR
TNTTZ7—8, vax
F—E%

H L fE 18] D RS B & D
NDBENDHLH DT,
BIOREEETDH L,

TIARI )= ETT
A I N EE, AR
T TAIVRT 4T
Nty AR Ly Ay
2728, W fE A 4 5
LEZBZHBNTVWD,

747V =T UARTHE
MEAT HEHR A
Nho%y s

i fE 18] D RS B & D
NDBENDH 50T,
BIOREEETDH L,

T4 7Y =T UBNET
T 52 LT X H I AE A
FHEEBTOEEZEZLNT
l/\éo

4. EIfEH
< A ARE S >

HRRATOFRA 417 B PR s S BIERIE 4.1% (17 61) <, FE/eBIVERIEI/ MK -
i gEm R (mR) 1.0% (461, Mm% COWESL) BEE (MM 0.7% G
Bil), HBEOLRE - RIGMHEHEEE 0.7% G f#l) Thoi,

KBTI D H AR A 3,360 il & S ALz BIPEAIL 8.0% (267 #i) T, &
72BIERIE AST (GOT), ALT (GPT) @ EHZED T - IHE RRBEE 4.4% (148 1),
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A CUlgsh) BEdE (i) 1.2% (41 61), mpR, W iMoo/ g -
HmEE M S 1.2% (39 6 Thol, (FFFAEKTE)

<M IR PAZESE >
FARATOFA 180 BIHHE SNAIEAIL 13.3% 4 ) <, FREIERIZEE,
TR EO— A EE 3.9% (7 61), TH, WEKEOWHERIES 3.3% (6 fi),
WZ, RBEORKE - KEMBREE 22% 4 4#]) Thol,
GBI T D AR A 5,019 Bl S 2RBIERIE 3.5% (177 #1) <, &
ZRRIMERNE, Wi, MR MR - HimEEmEE 1.0% (52 61), AST (GOT),
ALT (GPT) @ LSS5 DRFNg - B RS 0.7% (35 #1), T, %Ok
HF0.5% (25 f1) Thotz, (FHEAK THE)

< MR ASMEER >
TrF br ey NHE TRED MEENT & 235 & Lo ARBRTOFRA 4 6 #
HENTZRERIZ TR 25% (161 Thoiz,
KRBT DA TIE, 80 HIFHE SNFNEMIX 17.5% (14 #) T, ZON
FUTM /R - HimEE M FEE 12.5% (10 #1), RMMEKFEE 6.3% (5 #), ITHE - 0
RREE 2.5% (2 fi), FRH - Se®EEE 2.5% 2 F), HImEK - MNREEE 13% (1
#il) Tholo, (HEEKTE)

<ARY R R A E  (HIT) >
N C ¥R S A7 R EIEERTIX, 8 il 6 Billc, MimBAEORI(EM 6 14, Ik
E AR, BB 2 HEORWERA NS S,
WA O B R B
KETIT O ERRER (MR RAER 567 #1) TiX, 168 fEORIEH - #
HEN, FERAWERE, GEEERMAREE, Him%%onEEE 27 4, BLEOHE
BEETE 24 f, SERBESE O RRG K& OV THELRRE S 18 tEECTh o T,

(1) HERZ2FEIEM

1) A SE (1.2% MMk iE S e O FRA) < AR E St o B 1 fE
L7=8%6, HMIEREENRS bbb Z ERHHDT, BEEL+H5IZiTH
HENEOONIZHEICE, KEEZRIEL, @URLEEZITS Z L,

2) BMHM (0.1%), LB HMm (0.2%) : B, MEEHLAH bbb Z &
NoHDHDOT, BELETHIATY, BRENED ORIZEGEI0E, &5 %2F1EL,
WERALE AT 5 2 &,

3) av s T F 74 TFFv—ayv s BERHEY )ivavry, TFT
47X —va vy (FHRE, MERT, FFRKES) Bdbbhd 2 &n
bHOT, BEETNIITY, BENREOONHEICE, EEERIEL
WERALE 24T 5 2 &,

4) BUERFZ% (BEEARATY), FFHRERE (0.02% BHEEHARPAZEIEOFA), 3|
JE (0.03% AMImARSE SR OFA) « BUETF RS O EE TR E, #E
NHLOLNDLZERNBHDLDT, BELTZITTY, RENFEOONIZHEIC
X, EbiIZ&EGE2RIEL, @ERNELSITI Z L,
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(2) ZothoREIEH

0.1~ 5% A7 0.1%A il
Mg FEMERFH O LR, i, MR,
i RifLER, ~Erwrr,
~< ~27 Yy MEDEA), Hil
K%, BfmERED, R

/1
WEIETY | KB CRLBEER B %) Z O, FNZ

ke e, M %k

S AST (GOT) E&, ALT (GPT) |#eYnrvr bR, y-GTP L&

t&, ALP 5, LDH L&

P ik BUN k&, 7Vv7F=vEH

SEEeer: A BRI, I

Z DA SR VUi oS, Mo LT, 5

Lo, REMR, LELE, B
B, WRL, R, BB, EIT
JiadRe, AU AT, PP IR B
e E&, fmEET, i, E
Ik, PEEUE, MmiEHEARD
E1D BREREICEOTRD BTV D EIER O 72 DB EAH,

H2) ZoOL)BRBAITIEEIRGET TS,

H3) ZOXIERPSSbNGEIII KRG TIETS L,

5. mnE~ORE
— I E R CIEAESENME T L T O TRET IR EEETDI I L, 25,
65 UL Lo B ARITEARBLRIL, MMiiseiE 2 5 o H koA Tk
7.8% (184/2,357 #), 1BM:EhAREAZESE O FH AT A TIE 3.4% (117/3,392 fiil) T
o,
6. ithm, PElE, WILWE~OKRE
(1) 305 AFTHEIR L TV D RTREPE D & 20 NTITHE L 72N 2 E B E L, IR
HORGIZEET 5 22T L TR, ]
(2) BILF O NITAK B 5T Rz SE5 2L, [BHER (72 ) T
HHF~BITT D ERAREINTND, ]
7. INREA~DRE.
IRHZE MR ENR, AN, SR, SNSRI LTy (fl
FHRRBR D720
8. WH EoER
(1) BREEE : 7o 7y MO BRYNEAEZ BT 5720, =& ) — L IHERE CIE
Kby bFBZ L,
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WOEFRETDHE, BILzEZTEENLRH D, ]

2010 4E 8 H 7T (55 8 ki)

31




1.8 RIXE (F)
NHE « SRS OFERME 1.8.1~1.831C, TN LE (R) % 184 I2FNFHRT,

1.8.1 FNEE - R DR EIRMN

[%hhE - 2hR]
FE I HEE O B B BB B LS 6 U 2 g I P b A o M OV By M FE AR E 0D FEJEE 4 7l

R EIRHL
HARNZ GO EMENES 2 x5 & U5 T MEREILFERE GRBR 1160.26) OF IR
5 EEFMEE O RICESEEHE LT,

1.8.1.1 N HERLRFER GlEBREK)

55 1 AR E RS EEER (BABR 1160.26) 13 IEFIRIENE L EMBIEE Z2xt4 & L, AAl110mg1 H
2[E, 150 mg 1 H 2 BIEZIIERRICKREELZMRE LIV 77 ) v a2fknikE L, MEfs
F OV S MEZERRSE DO FIEMHNC DUV TRET L7z, sBRaR (18,113 #il) DA 20k o F 2Rk
HTh DM/ e MIERIEOFM A N FREERIL, AF 110mg 1 H 2 F# 58, 150 mg
L H2EEGHBIOU LT 7 U UV EEHT, 221 1.53%, 1.10%B8 LN 1.68% Th - 7= (F
1.8.1.1: 1),

= 1.8.1.1:1 Mz 2 HMEREOERAANY FREBRE (%)

110 mg #f 150 mg ## Warfarin #f
N (%) N (%) N (%)
Subjects randomized 6015 6076 6022
Subject-years 11900 12039 11797
Subjects with stroke/SEE 182 (1.53) 133 (1.10) 198 ( 1.68)
Stroke 171 ( 1.44) 121 ( 1.01) 184 ( 1.56)
Ischemic stroke 152 (1.28) 102 ( 0.85) 132 (1.12)
Haemorrhagic stroke 14 (0.12) 12 (0.10) 45 (0.38)
Stroke of uncertain classifications 7 (0.06) 9(0.07) 10 ( 0.08)
SEE 14 (0.12) 13 (0.11) 19 (0.16)

FANR FEEBETIE, BAEZ LV FRA UV FPBIOREZ U KBRS P TENREN—D & LTEFH
BE - AF=2T X MMUER GRBETHE-Z7 220 A+1) O&F365.25
EMA RV RREBR (%) = (X2 MEAEBRZEOFIE BHE - 4F) X100

Nz A By PEFEARSE O FEIEINHNC IV T, A2 HI&ERE (110 mg 1 H 2 BIFE 58, 150 mg 1
H2mEEG5E) e bicv7 7 ) U BERHCT 2 IEEMEZ R Lz, M2Ed /i ERIE
DFFEIMENC I T H2AH] 110 mg 1 A 2 EHEEGHOU LT 7 U U EERIZHT 20— R
0.91, D 95%(EHIX[EE 0.75-1.12 ThH o7z, A& 150mg 1 H 2 BlGHOU LT 7 U &5
BRI KR 2 — REIE 0.66, 95% (5 HHIXMIE 0.53-0.82 TH o 7=, AHI2 HERE HIT 95%(F




XM O BRI, FANCHEE LZELME~—T 0 146 % Flalo> T\, ELE~—T 2 146

ZHWTCIELPERED p EIX, WTHOHERED 0.0001 Kl TH > 7,

F7o, ELVEORALIC TN L7 EEERE O RN D, Mt /2B M FERE O R IE Mz

BWTAHA 150mg 1 H 2 EEGHITV LT 7 U 5T L CTERBYEZ R L 72 (p=0.0002)

AFN 110 mg 1 H 2 BIEGEITIV LT 7 U U BEGEICHT HEBMEEZ RE o7 (p=0.3701)
(#£1.8.1.1:2),

#*18.11:2 Z2ch 2B HEREDEAI VY RERA Y FONY—FLLEEERM : 5

2 LALEH
110 mg #f vs Warfarin #% 150 mg #F vs Warfarin #f:

Non-Inferiority Analysis

Hazard ratio (SE) 0.91 (0.09) 0.66 (0.07)

95% CI 0.75, 1.12 0.53,0.82

97.5% CI 0.72, 1.15 0.51, 0.84

p-value for non-inferiority using 1.46 <.0001 <.0001
Superiority Analysis

p-value for superiority 0.3701 0.0002
1.8.1.2 F N HERARRR (BRAYITTIL—T)

55 11 AHE R ARER GRUBR 1160.26) (2B 1F D5 HARANYZ 7 0—7" (326 fil) TOfMzEH /42
B PEFERIE DM A N FREBLRIE, AF 110mg 1 H 2 [A#& 5T 1.38%, 150mg 1 H 2 [
BRET 0.67%B LU NLT7 7 U U EHRET 2.65% Ch oz, £72, VA7 7 U BRI
HAF 110mg 1 B 2B EREB LN 150 mg 1 B 2 [BESHEONY— RIiE, TAFN 0528
L0255 THY, RBREIKOHHK L DO—EHENR O b,



1.8.2 i - BE0HRERMN

(Mt - HE]

WE, RANZIZFET NI =27 %7 —hE L T1HE150mg (75mg 7 72V %E 2 1 7E L)
Z1H2EREOEKEGT 5, 08, REIZSUTC, FEHN N7 =27 % 7 — & LT 1[H 110 mg
(110mg H 7% 1 HTFENA) 21 H2EHFKG~FETDHZ L,

<M - HEICEEST6HH Lok E>

AR OBEE (7 L7 F =227 U T 5 A 30-50 mL/min) D& 5 B3 & 5\ % P E FPLE
F (BROAD 2L TWAEETIE, LEH TV OMPEREN EFT2BZNARH D720
AF1EN110 mg 1| H2EHEGE~OBELZZETHZ &, o, 70 M EoBE, HE i
OBEEA AT 2 BEFFEO M OBRYEA @V &I S 2 BF T, AR 1E 110mg 1 H 2 [
BeHE~OMEEEET DL L,

(MEEE), TEEREARNERE), HAEER oEBR]

R ERRL
HARANZ G D EMENEE 235 & L5 T MHEREILFEFEBR GRBR 1160.26) OF MRS IO
TREMDORERICESERE LT,

1.8.2.1 F I HEEERGRAER GRIBREK)

55 I AR E RS L AR (GABR 1160.26) TAA) 110 mg 1 H 2 %58, 150mg 1 H 2 &R EHE &
A IED EEFHBE E TH DM RE MEIERIEDEMA X MRERIZBWTY LY
7 VU BERICRIT 2 LR RAES Lz, S HIC, AFI150mg 1 B 2 BEGRETV LT 7V
CEGRECR L TEBE AR LT,
—F, BEMEDOI bR LBETNEHMIZE LT, RBRad (18,113 f]) T, AH2 HER
(110 mg 1 H 2 Bl 58, 150mg 1 H 2 B 5-8) OKMHil, /M X O ~To im0
ARy MRERIL, ULy U U EEHI VKN, AF 110mg 1 H 2 B4 58, 150 mg
1 H2EEGHBEIOU LT 7 U U ESHORTMOFER A X2 MREBERIT, TR EN2.67%,
31%BLUN336% TH-7- (F1.8.2.1:1),
AFN110 mg 1 B2 BIEGRHOU LT 7 U U EERICRT 2 Ko — REHiE 0.79 THE
WK > 72 (p=0.0021), AH 150 mg 1 H 2B GHE T LT 7 U o EEHBICIIARRZET
Hoiviemole (AP —RE 093, p=0.3222), A 110 mg 1 H 2 EI#5-F O K H i o4 A
ARy MEBLERIIAHF) 150 mg 1 H 2 [ GREICHE L TR o 72 (p=0.0356), £ 7=, AH| 110 mg
1 A2EFEGHRB I 150mg 1 B 2 FEHERGREICH T 5 e A, Eamizgd T tis LU
SHENHIM OB Y A7 X T V7 7 U UEGFICHE LT, Wb A RIS - 72 (p<0.0001
~p=0.0470) (& 1.8.2.1:2),




#=1.8.2.1:1 REMBE L VDA Ry FOFEEEFRA N FRIRE (%) : ST L

=5i
110 mg #% 150 mg #f Warfarin fif
N (%) N (%) N (%)
Adjudicated Bleeds
Number of subjects 6015 6076 6022
Subject-years 11900 12039 11797
Major bleeds 318 (2.67) 375 (3.11) 396 (3.36)
Life threatening MBEs 143 (1.20) 175 (1.45) 210 (1.78)
Other MBEs 196 (1.65) 226 (1.88) 208 (1.76)
Haemorrhagic stroke 14(0.12) 12(0.10) 45(0.38)
ICH 25(0.21) 36 (0.30) 85 (0.72)
Minor bleeds” 1566 (13.16) 1787 (14.84) 1930 (16.36)
Any bleeds” 1749 (14.70) 1990 (16.53) 2152 (18.24)

EUAT Y —DWMimndHRLZSEEE, HEoHin TEH

ICH (BHZPNMHIM) « AR, S E 7213 < S T Hm

BE - E=T 0 F MMUER GRBETH -7 X Abd A +1) OEF365.25
ARV RNRBRE (%) = (A0 MRAEBEOFEBE - H) X100

* JRBRILSER O OWMEERTH Y, LA X2 FEHIEZEES THEAS L TV 2N

#*1.821:2 HIMD /Y — KL & 95%EERM : 5 V4 LILEF

110 mg#t 150 mghf 110 mg#¥
vs Warfarinf vs Warfarinfif vs 150 mg##
Adjudicated major bleeds Hazard ratio (SE) 0.79 ( 0.06) 0.93 (0.07) 0.85 (0.06)
95% CI 0.68, 0.92 0.81, 1.07 0.73,0.99
p-value 0.0021 0.3218 0.0356
Investigator reported any bleeds”  Hazard ratio (SE) 0.79 (0.03) 0.91 (0.03) 0.86 (0.03)
95% CI 0.74, 0.84 0.86, 0.97 0.81,0.92
p-value <.0001 0.0029 <.0001
Adjudicated hemorrhagic strokes  Hazard ratio (SE) 0.31 (0.09) 0.26 ( 0.08) 1.18 ( 0.46)
95% CI 0.17,0.56 0.14, 0.49 0.55,2.55
p-value 0.0001 <.0001 0.6743
Adjudicated life-threatening bleeds Hazard ratio (SE) 0.67 (0.07) 0.82 (0.08) 0.82 (0.09)
95% CI 0.54,0.83 0.67, 1.00 0.66, 1.03
p-value 0.0003 0.0470 0.0873
Adjudicated ICH Hazard ratio (SE) 0.29 (0.07) 0.41 (0.08) 0.70 ( 0.18)
95% CI 0.19, 0.45 0.28,0.61 0.42,1.17
p-value <.0001 <.0001 0.1738

HRO A & o 72841, #IE O i T
ICH (M) « HUMMERIA, BB 5% < BB il
* JRBREHMEMMN D OMEFERTH Y, M A X FEHMERES TEREINTW W



1.8.2.2 F N HEEEXRGE (BAASTITIL—TF)

85 11 FHE B RRE GRUBR 1160.26) 2B 2 HARANY 7 7 L—7" (326 f5]) TORH M &
O H A > R OFER A R hREBREE 1.822: 11277,

R OFER A X MBI, UALT 7 U o BERER—FKS, AH 110mg 1 B 2 [B#&5#
M—Fmnoleh, U7 7 U BERITHT 2AK% 110 mg 1 H 2 BHERGHR XU 150 mg 1
A 2 [ HREO Y — REZ O b FEREFIEIC IS U CTEI L7z 95%EEX M O#MEAN TH -
7= (X 1.82.2:1, 1.82.2:2),

FTRTCOHMOER A N FEHRRIL, VL7 7 U U WEFITHAT, A% 150mg 1 B 2 [B]#
HERETOTNICED T2, ZHIEHEARAY 7 I —7TOU LT 7 U U EERED 70 %Ll LD
DEAENEE TIZINR =2 b — L3 2.0 K ThH o 2R OEIG RN @mroTcZ LIk b
banzeFHz b,

UbkoZ&nt, BRAY T 7 N—7TOHIMA XY bREBUTHBR SR E K& 2P FITen &
E 2T,

#*18.22:1 BAAY I IL—TTCOREOBEECOHEMA N FOEEEERAAN
VMRIRE . SUSLEEER

110 mg #f 150 mg #% Warfarin #¥
N (%) N (%) N (%)
Adjudicated Bleeds
Number of subjects 107 111 108
Subject-years 145 150 151
Major bleeds 8( 5.53) 5( 3.33) 5( 3.301
Life threatening MBEs 1( 0.69) 3( 2.00) 2( 1.33)
Other MBEs 7( 4.84) 2( 1.33) 3( 1.99)
ICH? 1( 0.69) 1( 0.67) 1( 0.66)
Minor bleeds® 35 (24.19) 50 (33.26) 50 (33.14)
Any bleeds® 40 ( 27.64) 52 (34.59) 51 (33.81)

a) ICH (BHZEAHIM) @ HifERM A, B S 2 < BIBCT Hi
b) VAR AT EE A 7 IR R E R S A L iAo~ b, MSEA N bR BRI & B/ o g
T otz

HIEOHIMA B > T2 5E1%, RO H i THEF

B - =T ML BRI T R-T 7 MES IR+ OEER/365.25

A R RREBE (%) = (N2 MRAERE O BE - F) x100
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RR : Xt U 27, N : ERfiF%k
o OS%IEHEKMENL, 2RFT —ZNDLEH L7 95%EHEKE GHEE) 2 Fh2ho3EEtikic ) 5 £t
FIRDEFARTHIELZ S D

1.8.22:2 REEEHIBAHOKREMOD/N\Y— FELEEEHIZR (150 mg 1 B 2 @5 vs
TILT 7 ) UREE)

1.8.2.3 % - REICEET S2EALDOEEDHRERM

A OB EE (7 L7 F =027 Y7 T2 % 30-50 mL/min) O % BE I L O P-FEE AR EH
ZPFH LTV D EE TIE, # I AHERILFERE GABR 1160.26) O R o513 HM U 2 7 2 B
SN ER SELBEIZASN R -T2, L, KRAIOBEEEREE BT 5 EYERERAR
FEERRBROERNS, b0 BE TIIAAOMFREN EA L, HilofREDS FHl S
nNoZEemb, RERET—X v — NEBBITHRE L,

o AR E IR FRRER GRABR 1160.26) OFERN G, AAI150mg 1 H 2 [AF ST LT 7 U
B HREIC AT 75 Ll EO&ERE CRHMLEB X OT R COHMOBREEEN EHT2 2 &
5, HiflOfERENEWEE & LT, 75 M Lo EinE 2 A4 110 mg 1 H 2 [B#& 5 ~O &%
BRI REBEFEMAEB 2 DN, —F, LEMENEER ) T4 K742 (2008 48 FEThR)
TIE, V77 U rOHEEH O HEE INR (2.0-3.0) 2% LT 70 L Lo &E#E To B INR
1£1.6-26 LT HZ ERHRINTNDLZEDG, KAIORE - AEICEETLHEH EOEET
X Z2MEEEE LT, 70 Ll EOBE TIIAA 110 mg 1 H 2 BB G~ &% &) CHEEIC#&
BT 0N D EEZ T, iz, B U FAEERELRRER GUR 1160.26) OFERNG, KHIE
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1.8.3 FRALEDFEDHZRTERRL

(2 (KOBFICITRG LRV )]

(1) AFOR K LIBBUE OBEEED & 5 B

(2) BIMBEEZELEEOBEE (/1L T7F=22 U T T A 30 mL/min Kiff) O b5 EE
(ARFNLEMEZ N L CHRtt SN 5720, mAPREN ER LHMOBBRIERE KT 582
nid 5, THE - AEICEES 24 EoEEg), MEE®RS ), Kyt omEsR]

(3)  HMmiERDO S 5 BE, HMrERROH 2 BF K CILMEED & 5 B
(HiZBhRETrBENNDH L, MEERE), THEEREKRWER] OBESR]

(4)  ERARMICHEE 25 27 O 58BN Z (6 » A LN O MK A< %2 5 Te)
)t

(5) M - AT T —T A ERE L TS BREROEERE | U BE
(A o #E E] 0 22 P #% D RE AN T T — T )L D RIS K > T i o 5 44 1
JEO fafEtE SR 5, ]

6) A bhTafy—i (KROA) 2&EEHOBRE
(TFHEMEH) oESR]

SR E IR
BEPET —H 2 — MIESWTHRE LT,

[ EorE]

LEEERS ROBEITIFEEICESTHZ L)

(1) HEHEEOREE (F L7 F=27 17T 7% 30-50mL/min) O ®H % EH
(X H T romPREN ERTIIBENARD L (TEYyEhiE) OEBR) ]

(2) =l
(M omBER Wy (TEEE~ORE ] OHEBH) ]

(3)  WLEHMOBEEAEHT 5 EE KO EIHCE OWBIBOIEDH 2 B
(M oBRERE KT 2B8Z01H 5]

(4) MO fERRMED W EE
[(MEe], THEEREARNER] OHEBH]

RERUL
WREPET — 4 v— bR LORMER S O EOEEZ2 S EITHRE LI,

2EERARIER

(1) AFOERZH=->Tix, HiLOBEEEEEE 2, HilCE M OMEEE oo Blgg L,
INODIERDBBD LN LEITIE, TG 2T IS 572 EEORIAELITO 2 & KA
eGP OMMIEE DA HRETHAEENRSH D Z LICHEL, ~E/nEy, ~v
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FZ7 Uy bHDZWVIIMEDE FICHEET D Z &, FHICHEEHMICTEERILETH
D, MEREDERNPBDO NG TG EZFIETHZ L&,

AFEPMT D Z LI L 0, KFOFEEREEMR RS 2 VI3 2 EH 08 H 5 D
T, AT 2EANCHSEET D Z L,

(MHHAEAER] oEB ]

TAEY v, 7 a e K7 LOVRREERE % O M/ MREEEMSITER 249 2 345 & oIz &
v, ~EZ e 2g/dLL EORD ERT X D R KRHMOGRIESE KT 52 EB8H 5
DT, HETDHZE, ZNDOHEK ERFOIFHICOWTIE, 1HE EOAF LM & BRI
AERELCHEEICHETSZ &,

(MHHAEAEH] oEB ]

H I O FERRPE AN K3 2 ATREE S & 2 O ¢, Bk E Al mAIAfEAl & O FIXER T 5
Z &,

(MHEAEAEH] oEBR]

ARFN DM OPUEEE K] (FEHAD) ~G0 B Z DT, RFIBEG% 12850 o M58 % 221
HT kL,

M OHEEFE A GEHAD 2O ARAA~E) 0 B2 2 EI21E, hoprkeEAl (EFHAD owkE
B G- TER M O2RF AT S, & 2 WIEFHE e (B 21X, ROE~/Y ) Jikipic
AR &GS DL,

B I UK (DT 7 ) V) DOARRASEID B HERICIE, B2 I UKEETUEEE
FHHIEL, INRD2.O0KGEIZARIVTER G FRETH 5.

NI RINERE BOAD) EoFHICED X e d N T o OmFREEN ERT D Z LR
HD7D, KANENOmg 1H2[EHFRG~NBEEZZETHZ L, £z, RARRMAFIZH 72
R NIVERE (ROAD) OO ZBET 2 8E Tk, SRR B3FBIE~T
PNIVIEBRE IR O2 M PL ERTICAFIZ IR S5 2 &,

(MHHAEAER] oEB ]

aPTT (JEMEALERSy bR 7T ZAF R X, i LT 2 B3 TIEam E o fi ke
TERZHWT2HRZERDREMENS D, AARANEZ G LEIHEERE SRR IC BN T
%, b7 7WRaPTT8OM &M 2 D5 A X KM 572,

A RHRRR R A, K& 28, MIEEME LR 72 & i O fERIEAS KT 2546, i
B OBIERIZHDEET D2 &,

FANRAR A FH & FEhii 9~ 2 /B T, i O fERRIEDS R T 2 72 DEBRPEIC IS COR
B O %W ikd 2 2 &, ATRETHIUE, THT-CREMNT-H 02485 [ATE Clo&k 5
HiE3 2 2 &, sef /e (R MARE 2 B9 5 KP4 FEht 3 2 5560t o fERR M A3 = A
FadBeETHHEIE, FRO2HLU ERTE TOREGRIEZZE L, RO HUEEE K
B E FBRICRBRIE (~N) V%) OfEZERET 52 L, £, PINHITIE M % fEiR
L7212, ARORGEEZHEHTLZ L,

BE OB CARBORMAZ FIET 52 Dk 5 +okiRkEEEL2 45 2 L, AKl%
A LENZSS, MEFICTELRTRIBIEZRAT S & L BICRORM £ T6
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BRI L2 sS85 2 &, IRALENZHEA THIR L QEEZRMA LW X S HET
52 &,

RERUL
EEPET -2 — 2B EITRE LT,
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3ARAAEH

AANL P-HEE A DEE TdH D, AANIATEDGEHEESR P-450 12 X 5 22T 72wy, [T S

e OESBHE]
[(PERZE=] (BFRH L2V &)

A4 %

BERRAEAR - HE T ik

PRy - SERRIKF

P-FEE A FLEA (R A Al
A ~NT7aFy—n (@Al

PEHICE VX e T D
MmApyEN ER L, Hiio
FERPER IR T HZ &N d
DT, PFHLZRNZ &,

ARFANC K 2 HUEERE 1E 2318
YD LN D,

(OEEE] BHRICEET D 2 L)

rma v URE, ZJuv Rs L

JUR BRI S

LW TR LD K
MmoOEREENE KT 52 &
DHHOTHEETH L,
R /T HHT 25EI
XIRIE E oA M & faRiE
ZHoricBE L, RAlO#
B3] & S 45 B
WCORPFREE T 52 &,
F7o, BHEPIIBEE
ATV, BEPRO O
LBalc i s e L, i
BB E21TH 2 &,

N4 % RSN - 7k B - falriA 7
(/N REESEINEIEH & A T 2 354 L oOEFEOHRIC X | AANIHUEERIERZET 5
TAEY Y, PEVEET—L, F| 0, ~EZorr 2gdL Ll | 72, Zh oA L O

etz +yoBEh
VAR SR

PUE [ A1
P SR B By AV AR S/ RN
XY v, 8T R, RS
~RY v, TxHENY X RS
FU D LG
i A A
v o —, t-PARIKILE
IERT a A FPEVE 2 B Al
D7 == /A Bl DAV

s 0HEHFEOHFHIC X
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HIEBBDH, DL
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NCBET R EERT D
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v O
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= o

AANTHEEERER 2B 5
e, ZhBEA L O
5 e zhRyo8Eh
N5,
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P-FEE A PHEA (R A Al PERICE D ZeH T oo | RFNC X 2P0 E VE A 8
AT R VR MAREN ERTLZEN | BT ER1HD,
H DT, AA1[E 110mg 1
H 2 [E# G~ L ZE T
HTE, £, KA L I[EERF
(2 Z 8 VIR FRYE O O
G, b L < IEARFIRA
HIUTH 7212 T X I VI
WotHERBT 256
%, OFHBAsE S 3 BHREIX
NRTRIVIERBERA O 2
REfE BL B RTCARH 2 i =
oL L, [TEYERE ©

HH ]
P LA (6 1)) SIS OIFI L OB L | AFNC & 2 s 1 5

TIAF OB, X=VUR |V, FET T U0 | RTLILRH D,
BRI, %270 aR, U | ERERTEERDEE
2 AKY L, U RFEI, X7 |, A#K 1 110mg 1 A 2

g FEN, XS EE Bl G ~HEEBET 52
Lo
P-FEE AIPELEA (B A Al EREO P-FERAEA O X | AFNC X 2 HUEEE A
VAN = i G DRI TRV | BT DI ENDH D,

2, PEHICE VXA eH ~T
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f}\g —0—150m gl H 2]
N 150
W 1004
EILYY
0

0 l‘-) 1‘2 2‘4 4‘8 7‘2 9‘5 12‘0 14‘14 1ée 1&‘-‘;8 1&;0

B [h]
LEH T raTH T — MREAKEHD
B EEHERS  (BEAH -4 fE2SD)

DA EH T ol

_4_

192

2. REORE GMEAOT—X)
FIRE, WA e ) —OHBRICARZRG LI LS, =

Y 512 HE R T AUCoo T HI27%EE N L 7228, CrmaxtTH
WD LFHThHh o7, tmx TFI2ERIIER L7223, A
FTRATEVT (IZBHEREBII RN EBZDND,

3. UH, HEl MR AT —%)

WG ICMCHER A e T (EIEREY) &8
RN G L7z & &, #5168 /% £ TICIR 5 & D85%
PRI, 6% HEME PP < =Y

4. BEERZICBT L EDEE GMEAOT—F)
BRE~RBEOEREERST BE . /L7 F=227U77
> A50 mL/miniE 80 mL/minLA F, HAEEE : 30 mL/mini#
50 mL/minZL T, & : 30 mL/minkdF) 12A#I150 mgz
HE G LROR L e b T 2 DAUC.D Kl - fE
IZREEEgERE (Vv T F =227 VT T A80 mL/min
) ITHT, FRFENL5ME, 3.2k 0635 < o
729

WAL EH 7 DML T A — 22 R F T HIEE DO

IVTF=s) )75 BT A —H

PIE vAImUmin] | Bl B2
AUC,_,, Conax tyz [N]

[ng-h/mL] [ng/mL]
B EE R R 80148 6 781 78.6 134
313 E’z[‘a}— 50#280LL T 6 1170 87.6 15.3
RS | 30885080 T 6 2460 133 18.4
1 B R B 304 F 11 4930 166 27.2

D EAE) L OB A E R T B H & %t 4 & U7 R4ER
B REMIT TIX, Z LT F=227 U7 5 A0R120
muUmnBL FOBRETIZZ LT F =027 V750 A01
mUminf& T2 Z & IZARIEDOCLF (Anidor7 VT Z
VRA) BOBAWIRT TS EHEEESNT, LT TF=00
U7 Z 2 20388 mUmin® H o O E RS s & FLE L
THE, JLTF=07 YT T AR50 mUmink U830
mUmMInIZ AR T L7234, AUC s FIFI 1AL, 1.9F
WCHINd B EHEESRBY

5 JFEEBRFICRBT2EpERE GAEAOT—%)
AL B D TR S FB S I AR AI150 mok B Rl# 5 L 7= ofk
B EH T DAUC TR E & FFRE ThH -7,

6. mlnE VMEADT—%)

657k & 2 % S MR 12 31T A B HIRHE D AUC 4
1%, 18~40m% D HEEE B P BRE IZ X TR22(5 CTH -
Too BAFMERRE & RIS L OIRTREOE, EiE T
T2 VvTF=r I U T I ARKRTF LTSz EEX
55",

7. ME VtEAOT—%)

e B B & % & LI BRBRICB W T, otk
BB DAUCh 1T BERRE L0 TR 7208, &
DFEIWE L CT50% AT Tl - 727, —MHIIC Lt Tlx %
ML LT LTF=o 7 U T T UARRNT &R, R A
DOEDTHDEEZLNTZ, BERBRICBWNT, B
M CHEIMER CREMEIENR R hoT2 2 e h, HE
FETLBE N EEZ BRD,

8. FHHMEM GHEADT—%)
In vitros B CAH 3 HM IR R P-4501C & - THREH &



NFY Fm, EYAHIEEEPAS0 L RE R OFHE L
W EDRENTNDM | BRRBRTIZT bz sz
FoW, oy FrF R AR RO IR
B LoRnHETOMEERERF LIZE 25, AH
OIEENRE TSV FERNC B2 R X T, Fif
WCARID N GEANCEE B2 5252 667
Mol

TIAZ e LAREROKRGE TR LESA, #
ZEH b T 2 DAUCss M U Craxss D LM EHE 1T Z L7
FLL58(E K MLE0fEITHIIN LTm, XT3 AP A K%
B o1EANCHERO®KE L-5E, REET T
@AUCO-w&owax@%{ﬂqzi@flﬁ IXFNF2.43E KO
2TFITHEM L=y, RN AINORERORE BN
T, AHERT NI VO2RMANCE S L2856, K
FIIZRE & e DM EAERITR O o7 (AUCIE
1.18(%, CmaddL12fZ2HIMN) , & b= F Yy —"® oE
BT ER DG AR O TIE, BEEHT T
DR BN RK2EITHIN L7, =20 ofko
BH L O TIZLE3~156fF ML=, U 77t
B oROKE L OPFHTIE, WITRFET T
OBETEDPUINTE T Lz, 2 b oM AERITP-HEE
HOBMERHEICLLZLDOLEEZBND,
7502~ Y RO L OMRATIIRAE
T ORBRRITHREREEEZ T o T,

[F& R i ]

1. B AR N % 5 T 25 NIFA ] 3 1R 3B i

A IEAE MO B Eh B 5 18,1130 (9 B, H A A326
Bl Zxt4el LT, Y77 Ykt AARALE
110mg 1 A 2[a1#% 5 & OM1[E1150mg 1 A 2[m1# 5- 0 FEL D
MREEZ A& U2 EBE IR AN M S 4L, DL T DRk
ENELNED

B AARICI T 2 ze /25 MEEIRIE OFER A N M FEE
(5 HAR1.844F (Paifi) )

A R N FEBLFERI 5515 AN — R
GFERI A~ h BT (95%1Z #E X [#])
A#HI110mg| AAI150mg| "7 7 V| A#KI110 mg A71150 mg
1A 2] 1H2[F v 1H2[A vs 1H2[F vs
N7y 9Ty v
182/6015 133/6076 198/6022 0.91 0.66
(1.53%) (1.10%) (1.68%) (0.75, 1.12) (0.53, 0.82)

TR N B RBIR= (N2 B RAREOFIEIEE - ) x100
RSO RBRE I — R 146 & Shi

7, RBREEICEIT 2 MESLOREHEE ERA X
FREHEER) X, AF 1 E 110mg 1 B 2 [EFE5EE, 1[4
150mg 1 A 2 EERSHEE RV LT 7 U BT, Th
Z 288/6015 il (2.42%) , 273/6076 # (2.27%) MK ¥
317/6022 5l (2.69%) T ->7-,

B, RBRERICBIT2ARFERI LT 71U v L OBHE
P& D72 WK M OB (/A <> MEELER)
%, &K 1081 110mg 1 B 2 BB 5-#E, 1[0 150mg 1 H 2 [A]
BEREERT LT 7 U oERERET, £ 318/6015 i
(2.67%) , 375/6076 #] (3.11%) K U 396/6022 i
(3.36%) TH o7,

HARNE TIZLL T ORI S 4, 2 ORHT & ik
L ClRERDOBE B2 b T,

HANEFICET D A p /2 S EZERIE DM A X2 FIEH
(51334 (PdfE) )

A N N FEBUEI R G AP — R
(FERIA N h BT (95%13 # X [#)
ARF110 mg| AAFI150mg| 77 7 U K #1110 mg K F150 mg
1A 2[H] 1A 2] v 1H2[F vs 1A 2[A] vs

N7y v N7y v

_5_

2/107 1111 4/108 0.52 0.25
(1.38%) (0.67%) (2.65%) (0.10, 2.84) (0.03, 2.27)

TUARR A N MBI (N M RAERF ORI - ) x100

£/, BARNEMICET D MEKLOFEBFIE GEMA

A NRBE) X, AAILEI110mg 1H 2[R B ERE, 1A

150mg 1 H2EHERER VU L7 7 ) VR ERET, Th
Fh 110741 (0.69%) , 1/11141 (0.67%) K (*4/10843)

(2.65%) Tdh -7z,

2B, BARAENICBTAAZNLOULT 7 U D
HAPEZ b2 R O R B (FEMA <> bR
) X, AKI1A110mg 1 A 2 [\ 58, 1[0 150mg 1 A
2SR UL T 7 U R EEET, i 8/107 4
(5.53%) , 5/111 #3] (3.33%) % O* 5/108 #4] (3.31%) T
ol

2. [F P IR BR AR

FE R BE M O A B FR 1660 2 it 42 & L 7= E NI
HRBRICB W T, MRFERIEA XY MIUALT 7 U %
HRETLH] (1.6%) (CHEMMEMZE RS REL L7y, A
#1/81110mg 1 B 2[1], 150mg 1 A 2[E[# 58 Tl bz

2
Moz |

MR ZERRSE A N M REBLGIEL (B 5 B84 R (PaufE) )
A X FEBF R GBI GEBLER)
AF1110 mg 1 H2[E] | AF1150 mg 1 H 2[H] o7y
0/46 (0%) 0/58 (0%) 1/62 (1.6%)

B, AAIRRUNLT 7V vt OBEEEEZI DRV KH
mOREBFIEE GEHFE) X, A 1B 110mg 1 H 2 [0]#
H#E, 11 150mg 1 H 2 FIEEHROCUNLT 7V &5
BT, =h2h 0/46 5] (0%) , 1/58 f (1.7%) R O®
2162 5 (3.2%) TH o7,

[3E5h 3]

1. EEEEEREIC T D EA

EERBM THLHAEH T ide otz HviziE
MAER Sy bR 7T AF R @PTT) , =Y v~
BEERER] (ECT) ROV”a hu v b Ui (PT) ZIRE
BKERICERE SE 2, TNFhORT A—F Z2FITHE
ESEI2DICHERLZET T OEE (EDx) (X%
21023, 018% 0083 yMThHh-7=2 , Fv b, ¥
PFXRRT TP LomEEE AN, FRERICHEREE
BAERLER , $£77, exviolBWTh, FEHT T
25 v R TS RO XD kT, H
BIRFERZRPUEEIER @PTTOREEM) 2R L7,

2. FRURILASIE T T Vicxk4 D 1ER

LA N7 OFNRNEES & AEOR N5 X D
BAERZ Z v N RO Y XFOFEARIMAREE T L& H T
et L7z, SRR SIC L2280 N7 Ok ki
EDEDs (50% ARAE) 1X, 7v NEROUYXTER
#10.033 mg/kg®™ , 0.066 mg/kg®™ T o7=, Fiz, 5
Rl ERETLXET VT COHEIRT v PEADY
P TENE40.1 mglkg, 0.5mglkgTh o7z,

T v MIAKE~30 mgkg R OFEE L2 A, 5
mg/kg Tl #% 53043 % 1 #980% D AR T ik B 28 2 B 1,
20 mg/kgLh b f B Clix e & e AT AL E 23 4 & vz
2“%?%ﬁmﬁwf%ﬁﬁ®mﬁ%ﬁm%¢mﬁﬁ%
e,

3. bz B iE 4
7 v MREEICOIE 2TV S, HimAS I E S ETO
R RIETEM A RF LTz, ¥ U0 b T I3iElRi i



Hizk v, AE&KFENICHLRRZERE L, AEICHD
BE[E] D JE R % 4 U7 /N B5130.5 mglkg Tdh - 722,
F b OBRMARIEE T M B W CEARNE I LY

e mie & HET 5 HE (0.1 mgkg) &Lbd 5 L,
SEDOBEEMNH D Z LRSI,

(BRI B d 2 B LA L]
—f4  FEH DT TR T — N RA X U RVR U
i (JAN)
Dabigatran Etexilate Methanesulfonate (JAN)
dabigatran etexilate (INN)

{24 Ethyl 3-({[2-({[4-
(amino{[(hexyloxy)carbonyl]imino}methyl)phenyl]
amino}methyl)-1-methyl-1H-benzoimidazol-5-
yl]carbonyl}(pyridin-2-yl)amino)propanoate

monomethanesulfonate

fesegas =
CHg
0 ﬁ/J»
Yo
N
/\
SOy
H3C (‘j +H3C—-SO3H

4313 : CaaHatN7Os » CH403S
1B 1 723.84
MR WA AT GO RO R
B 45 180+3C
SBAEREK ¢ log P=3.8

[m2E]

7T WX 7L 75 mg
112 7+ (14 H 7+ /%x8) PTP
560 7 7%/ (14 57 7% /x40) PTP
1120 1 7/ (14 7 7k /1x80) PTP

TIYXY BTN 110mg
112 17+ (14 17k /Nx8) PTP
560 7 7 (14 51 7 & /%x40) PTP
1120 7 7/ (14 7 7k /1-x80) PTP

[FZ3Cak]

1) Tomimori H. et al : #ENE&ER  HARAKROH A
RN D IE BN RESFAT

2) Rathgen K. et al : tENERl FKMEEIC
D

3) Dickson J. et al : FENEEF AR DY EIRE DR
Bl

4) Rathgen K. et al : & SMELNBREEEEZ DK
g REfRAT

5) Dansirikul C. et al : #EPNERE O EME) K OEEF S
FLFITHEAT B O REE HI S BhRE AT

6) Rathgen K. et al : ¥ENERE SMEANFREEEE DI
gL REfRAT

7)  Haertter S. : tENERE  fREEHEERE IC
RED HF& fftT

8)  Ludwig-Schwellinger E. etal : £:PN'& ¥kl  Invitro 123
F D SR O Rt

9D

B KD E)

9) Ebner T.etal : #:PNEEL  In vitro IZ35 1T 5 AEEESR
Dt

10) Zhang G. : £EPNEEE  Invitro (235 1) 5 REEEE DR
Gl

11) Stangier J. et al : *EINEE 7 MANREZF LD
FHEAEH

12) Stangier J. et al : *tNERE v T =F 7 F R
7L EDOHEENEM

13) Stangier J. et al : *ENEE T IX L OMHAE
H

14) Stangier J. et al : *EINEE T IA X r L L OMHA
TEH

15) Rathgen K. et al : #tNEE T XI1 & OFHEAE
Ji|

16) Troost J. et al : tEN&ERL & b=aF Y — L& DA
TEH

17) Lionetti D. etal : fENEEE F= 0 & OFHEIEM

18) Koenen-Bergmann M. et al : fEINEE U7 7 v
T OMEEM

19) Brand T.etal : fkNER 7 F7V R~ D
FHEAEH

20) Reilly P. et al : #EN&EE HARANZETeLEMENE
HE N FHERBR

21) Tomimori H. et al : ¥ENEEE  BARALEMBIEE
5 1 FERA R

22) Stassen JM. : FENERE PR (EAICEE T 2 3K
FHIRRES

23) Wienen W. : tENEEF  HUEERE K Ot EA IS
ERAP 82 :a) e

24) Stassen JM. : FENERL  PUEERE K O EAIC
B9~ % SRR

25) Wienen W. : #ENERE  HUEEE K OHLimae/EH 2 B
T2 SRR

26) Wienen W. : #hNERE  HUEEE K OHLima2/EH I B
T2 SRR

27) Wienen W. : #hNERE  HUEEE K OHLima2/EH 2 B
ERAE S et

28) Wienen W. : #hPNEEF  HMmIZH3 5 EH D3P
HIRRES

[tk 2]
E BRI IR O REHC DX £ LT TR 27
RLTE,

HAR—Y v H— g T A LRSS DIk X
T 141-6017 B EHR )X RIE2T H 1% 1% ThinkPark
Tower

7Y —X& A%/ : 0120-189-779
<ZAFHF[E1>9:00~18:00 (+- B - HLH - BAIRZE B 255
<)

[ EHIREXRICET 5 1E#]

AKFNL, HERLTH D70, BEAPHE S RETSS
(CERR22E3ASHAT) 123 %, SRAGEUE~DULE D
H@E#éﬂ@‘ﬂ@@ﬁ#%t%L(T$%%ﬁ#
HETIFMAA S EZB LD EEITHERDOOLNTHERA,

2E R
BARR—1) UH—A U5 )Ling LigHEHt
HERERHARINXKRE2THIEIS



1.9 —MREIBFIZHREIXE

1.9.1 ERDO—#K&2Z#7 (JAN)

JAN (HARL) : XEH RN T T X% T — h AKX ALK R
JAN (3% 4) : Dabigatran Etexilate Methanesulfonate
CERk 19 48 12 A 27 BAT  SEEHEA R 1227006 5)

k54 -

(AAA)
3-({R2-[A-(T X 7 {(~F I AT X NIAR=Z VA I I IAT NI 2= VT 2 LA FI)-1-AF
JV-IH- R A I Z =5 A VAR =N (B P 2- AT X )TN B F LT AT
V= A B RVIR R

(K 4)
Ethyl13-({[2-({[4-(amino {[ (hexyloxy)carbonyl]imino} methyl)phenyl]amino } methyl)-1-methyl-1H-benz

oimidazol-5-yl]carbonyl}(pyridin-2-yl)amino)propanoate monomethanesulfonate

eEs Seve
CHs

>\—o

H2N d)

He,C -HyC—-SOzH

1.9.2 ER— BT (INN)

dabigatran etexilate (Recommended INN (List 49) WHO Drug Information Vol. 17, No.2, 2003)
1.9.3 BT

B> © BIBR 1048 MS

1.9.4 5t 4

TIWXH TN T5mg, 7TV XY N7 EL 110mg



1.10 BX - HEFOEEBEEHOFTLYD

{b54 + | Ethyl 3-({[2-({[4-(amino {[(hexyloxy)carbonyl]imino} methyl

B4 )phenyl]amino } methyl)-1-methyl-1H-benzoimidazol-5-yl]carbonyl
}(pyridin-2-yl)amino)propanoate monomethanesulfonate

i 85 2 CH;

>—o

5O j@*@

HaC -H;C-SO3H

Zhie - 50k

FE I IEAE PR O FE B A 1T 30 1) 2 i M IR 2 T R O By M BE AR E D FE TE SN )

RiE-R&E | @%, RANFEFET N T 27X 77— & LT1E150mg (75 mg 7 ELE 2 7 EL)
Z1H2EROES TS, o8, REIELUT, YEA T2 7% 7 —hELTI1E110mg
(110mg W 7 /NE 1 HT7EN) 21 H2EEE~RERTSZ L,
B 3K % o
&€
WA K | JFE: FET T oTH 5 — b A XL ALR B
O H Bk | A -
e | IR AT T5Smg A B TRAT, FEH T TXL T —RE LT T5mg &4)
TIPXYH TR 1omg (I B TEAH, FEHETroTHeT7—hE LT 110mg &)
M Lt | B | B5es | s o BOE B (mg/kg)
~ A %N 42>2000
Z vk N 42>2000
A X &0 39 >600
% B 32 >600
WM | B AN gy | ow | MR LR
(mg/kg) | (mg/kg)
~U A 13#EM &N 30, 100, 100 300mg/kg : J R o> 2% IiE
300
Zv b 13HEM KA 30, 100, 100 300mg/kg : LTS, o Bdm
300 B, Mg o H i
BEE | DR mrmR g | O | MR ERFTR
(mg/kg) | (mg/kg)
v b 26HM &N 10, 40, 40 200mg/kg : faf - BEfg O ~F >
200 T U IRER L O, Ry
YLe 8
P 52 R &0 12, 36, 36 200mg/kg : H AR AN, AR
200 FEfE, RMER T A — b
BEIEH BITER OFREFE  116/320=36.3% BIRMR A BT FREBLER 6/320=1.9%
BIFE A oA FEGIE (%) R I AR L O FEE FHEHIE (%)
LR R 15 (4.7) A NS VE AV | 1 (0.3)
BT 0 (3.1 M e v Le - Hm 1 (0.3)




G 9 (2.8)

He g 7 (2.2)

ERNSR 6 (1.9)
=3

JiT ISR L5

~NE S m e
JIRANY Sl %

G ¥F A B2

1 (0.3)
1 (0.3)
1 (0.3)
1 (0.3)




1.12 ATEH—E
% 3%
3.2.S JEdE
3.2.8.1 —RfEH
3.2.8.1.1 4%
3.2.5.1.1-1 B A B n
[FHER] | FHA ,
[#44] HHGE RINFALNE B
3.2.8.1.2 &
3.2.8.1.2-1 B A R .
(FEMmEsr] | F&E4 -
[¥F44] B#GE RINFAEPNE B
3.2.8.1.3 — %M
3.2.5.1.3-1 Y ERVIE
[FEMER] | EH4 -
[¥F54] P iEE
3.2.8.2 M
3.2.8.2.1 HpEgs
zezrt T P —
[FHER] | FHA
[#544] HHGE RINFALNE B
3.2.5.2.1-2 ZA RV —
[FEMER] | EH4 -
[¥F4+] B#EGE RINFAEE B

32822 HEHERVYTHER -

o hr—)b

ARANFAL N R

328221 | #A b
(FEMmEERH] | a4
(#E4+] HBillEs :

328222 | HA ki
(FRAEE] | &4
(#E44] HBilES :

RAFALNE R

3.2.8.2.3 JFME OB

AN FAL N R

1

AN FEAL N R

1

AN FEAL N R

328231 | #A ki
(FEAmERH] | B84
(#254] HBillEs :

328232 | #A ki
(FRAEEE] | &4
(#4+] HiflGE

328233 | & A b
(FEMmEERH] | a4
(#E44] HBlES :

328234 | ZA ko
(FEMmEERH] | a4
(#E44] HBlES :

328235 | #A ki
(FEAmERH] | B84
(#254] HBillEs :

|

RN TR PR




3.2.8.23 JFMEOER (fi¥)

3.2.5.2.3-6 XA RV —

[FEmizrr] | &4 -

[#544] BHEE - RANFAENE B

3.2.8.2.3-7 HA B P

[FHm&ER] | &4

[#544] HHGEE - RANFAENE B

3.2.5.2.3-8 B A v —

[FHmE R | &4

[#544] oGS - RNFAENE

3.2.8.2.3-9 A N F

[FHmER] | F&54

(W51 ] PB#EE - RAFAENE R

3.28.2310 | %1 L F

(FRmER] | &4

[#44] RS - RAFAENE B

3282311 | %A F1L: —

[FEmizsr] | &4 -

[#544] BHEE - RANFAENE B

3.2.8.23-12 | #A k)L : —

[FHmER] | &4

[#544] OGS - RANFAENE

3282313 | %A kL : —

[FRmER] | &4

(W51 ] Po#EE - RANFAENE B

3282314 | %A FL: —

[FHmER] | &4

(W51 ] Po#EE - RAFAENE B

3.28.2315 | %14 L : r

[FEmizsr] | &4

[#544] BHEE - RANFAENE B

3.2.8.23-16 | #A kL : —
[FEmizsr] | &4 -

[#544] BHEE - RANFAENE B

3.2.8.23-17 | %A k)L : —
[FHm&ER] | &4

[#544] OGS - RNFAENE

3282318 | %A kL : —
(FRmER] | &4

[#44] RS - RAFAENE B

3.28.2319 | %1 L —
(FRmER] | &4

[#44] RS - RAFAENE B

3.2.8.2.3-20 | #A kL : F
[FHm&E R | &4

[#544] HHEE - RNFAENE

3.2.8.2321 | %A kL : —
[FHmER] | &4

(W51 ] Po#EE RANFAEPNE R}




3.2.5.2.3 JFEMEIOER (i

3.2.8.23-22 | A Fv:

(REAfEE] | &4

(54 ] PGS AN FAL N R

3.28.23-23 | #A ~v:

(REAME L] | FH4

G240 BHGE ARANFAE R

3.2.8.23-24 | A hv:

(REAMfERL] | FH4

(#5454 ] FHGE - AU FALN R

3.28.23-25 | #A Fv:

(REMfEEL] | &4

(54 ] BHGE AN FAL N R

3.28.23-26 | #A FL:

(REAME L] | FH4
(44] BHGE

AN FAL N R

32.8.2327 | #A Fob
[FrffE s | E#54
[#5454] Bk . RARENRE

3.2.8.2.3-28 | # A ki :
(FRAGERH] | FE4
(#4+] PGS RARALNE R

3.28.23-29 | #A Fv:

(REAME L] | EFH4

(44] BHGE ARANFAEP R

3.28.2.3-30 | #A b
(FEAEERH] | B84
(#2454 ] HBillEs :

|

AN FAL N R

3.2.5.2.3-31 HA B

(REMfEEL] | &4

(54 ] PGS A FEAL N R

3.28.2.3-32 | #A b
(FEMmEERH] | a4
(#E44] HBlES -

AN FAL N R

3252333 | #A .
[FrffE s | %54
[#554] Bk . RARENEE

3.2.8.23-34 | #A Fv:

(REAfEE] | &4
(54 ] BilGs

AN FEAL N R

3.28.2.3-35 | # A b :
(FEMmEERH] | a4
(#E44] HBlES :

AN FEAL N R

3.28.2.3-36 | #A b :
(FEAmERH] | a4
(#254] HBillEs :




3.2.5.2.3 FEMEIOER (Fix)

3252337 | 54 -

[FrmE ] | &4 -

[vE4+] S RNFLENEE

3252338 | 51 1L - ]
[FHmERt] | &4

[#E51] BHEEE - RANFHNEE

3252339 | ZA ]
[FrmEEt] | &4 -

[vE4+] S RNFLENEE

3252340 | A Fob

[FHmERt] | &4
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FoilliEE - HRANFALNE B
4.2.1.2-6 HA kLo
EEAL
(FEAmE L] | BB - 1
[vE4+] fiFR4 Boehringer Ingelheim Pharma GmbH & Co.KG
RS RAFRLNE R
4.2.1.2-7 2A RV
EELS
(FEAmE L] | BRI -
[#E41] HEER4, - Boehringer Ingelheim Pharma GmbH & Co.KG
FH#ES HRARALNE B
4.2.1.2-8 ZA hvo
EXL
[FRMmERE] | RERIIR - 1
[¥E51] Jiti 2% Boehringer Ingelheim Pharma GmbH & Co.KG
FoilliEE - HRANFALNE B
4.2.1.2-9 AA ML
EEA
(FEAmE L] | BB -
€229 it 7% Boehringer Ingelheim Pharma GmbH & Co.KG
RS RAFRLNE R
4.2.1.2-10 24 RV
EEL
(FEAmERr] | BRI -
[#E41] Jiie 2 Boehringer Ingelheim Pharma GmbH & Co.KG
FH#GES HRARANE B
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~1 —

Boehringer Ingelheim Pharma GmbH & Co.KG
AN FAL N R

Boehringer Ingelheim Pharma GmbH & Co.KG
RINFALNE

Boehringer Ingelheim Pharma GmbH & Co.KG
RANRAENEE

Boehringer Ingelheim Pharma GmbH & Co.KG
AN FAL N R

Boehringer Ingelheim Pharma GmbH & Co.KG
RINFALNE

Boehringer Ingelheim Pharma GmbH & Co.KG
AN FAL N R

Boehringer Ingelheim Pharma GmbH & Co.KG
RANRAENEE

1
Boehringer Ingelheim Pharma GmbH & Co.KG
RINFALE PN E R

1
Boehringer Ingelheim Pharma GmbH & Co.KG

AR FALP EERL

4.21.2 Bl R ) SR R
421241 | 24 "o
EHL
[FRmERE] | BRI -
[HE44] ik
PoilEE -
4.2.1.2-12 2A RV
EEL
[FHmEEE] | BRI -
[#E41] 3%
PHilEE -
4.2.1.2-13 XA RV
EEL
[FRMmERE] | BRI -
[#544] it 5%
PoHEs
4.2.1.2-14 HA NIV
EHL
[FRAmERE] | BRI
[E44] ek
PoilEE -
4.2.1.2-15 HA kLo
EEL
[FHmEEE] | BRI -
[#E41] fiF% 4
PHilEE -
4.2.1.2-16 XA RV
EEEa
[FRmERE] | BRI
[#E41] ik
PoilEE -
4.2.1.2-17 2A KL
EEL
[FRMmERE] | BRI -
[#44] it 5%
PoHEs
4.2.1.2-18 HA NIV
FEEL
[FRAmERE] | BRERIR -
[#544] ez 4
PoilEs -
4.2.1.2-19 HA NIV
EHL
[FRmERE] | BRI
[#E41] ik
PoilEE -
4.2.1.2-20 HA kLo
FEEL
[FRAmERE] | BRERIR -
[#544] ez 4
PoilEs -

1 1
Boehringer Ingelheim Pharma GmbH & Co.KG

RAFALNE B
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Boehringer Ingelheim Pharma GmbH & Co.KG
RINFALNE

4213 2 PE SR A R
42131 PR
A
[FEAmERL] | BRERHIM -
[#E5+] fip% 4
BfEs
4.2.1.3-2 A RV
BEL
(R k] | AR
[#E5+] it 7%
PGS

Boehringer Ingelheim Pharma GmbH & Co.KG
RARENEE

4.2.2 SWEheaiR

T2 BEE

|

Boehringer Ingelheim Pharma GmbH & Co.KG
RANRAENEE

1 2
Boehringer Ingelheim Pharma GmbH & Co.KG
RINFALNE

Boehringer Ingelheim Pharma GmbH & Co.KG
AN FAL N R

Boehringer Ingelheim Pharma GmbH & Co.KG
RANRAENEE

2 2
Boehringer Ingelheim Pharma GmbH & Co.KG
RINFALNEE

-
Boehringer Ingelheim Pharma GmbH & Co.KG
RINFALNE

4221 SHEROANY
4.2.2.1-1 XA IV
EEL
(FRAmERE] | MRk
[#544] FHGE
4.2.2.1-2 A hL
EEL
[FHmEEE] | BRI -
[t ] fiEF%4
PHilEE -
4.2.21-3 XA RV
EEEa
[FRmERE] | BRI
[#E41] fEEX 4
PoilEE -
42214 | ZA Fr
EEL
[FRMmERE] | BRI -
[#44] g4 -
PoHEs
4.2.2.1-5 A hL
EEL
[FHmEEE] | BRI -
[#E41] e 3%
PHilEs -
4.2.21-6 XA RV
EEL
[FHmEEE] | BRI -
[#E41] fiF% 4
PHilEs -
4.221-7 XA RV
FEEL
[FRmER] | Migk4
[#544] Bkt

|

Boehringer Ingelheim Pharma GmbH & Co.KG
ROFHENEE
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IERONY F—2 g VlEE (&)

—

Boehringer Ingelheim Pharma GmbH & Co.KG
RNFAENEE

|

Boehringer Ingelheim Pharma GmbH & Co.KG
RNFAENEE

Boehringer Ingelheim Pharma GmbH & Co.KG
RINFAENE

|

Boehringer Ingelheim Pharma GmbH & Co.KG
RINFAENE B

2

AU FAL N R

2 2

AN FAL N R

2

A FAL N R

Boehringer Ingelheim Pharma GmbH & Co.KG
RINFAENE

4.2.21
4.2.2.1-8 2A KL
EHL
[FEAmERE] | fisk 4 :
(W51 ] Po#EE
4.2.2.1-9 ZA R
EEL
[FRAmERL] | Misk4 -
[#544] P #Es
4.2.2.1-10 XA RV
FEEL
[FHmEEE] | BRI -
[#544] Mgk 4 :
PHilEs -
4.2.2.1-11 XA NIV
EELS
[FRmER] | Migk4 -
[#544] P flEs
4.2.21-12 2A RV
EEL
(FEMmE k] | BBR IR -
[#44] it 5%
FHGE
4.2.2.1-13 HA NIV
FEEL
[FHmEEE] | BRI -
[#544] fitt 7%
PHilEE -
4.2.21-14 XA RV
EEEa
[FRmERE] | BRI
(¥4 ] it 5%
Pfes
4.2.2.1-15 2A KL
EEL
(FEMmE k] | BBR IR -
[#44] MR
FHGE
4.2.2.1-16 HA NIV
FEEL
[FHmEEL] | MEFk4
[#544] o#EE -
4.2.21-17 XA RV
EEL
(FEMmE k] | BRI -
[#44] MR
PGS

2 2
Boehringer Ingelheim Pharma GmbH & Co.KG
RARENEE




4221 OWERUONY TF—va v HEE (

i3
ke

4.2.2.1-18 HA kLo
EEL
(FEAmERr] | BB - 2
[Hg511] Migx 4
RS RAFRLNE R
4.2.2.1-19 24 RV
EEL
[FEAmERL] | Misk4 -
[51] PBilEE - RAFRENE R
4.2.2.1-20 ZA hvo
EEL
(FEAmzsr] | BB
[¥54t] MiFx 4
RS
4.2.2.1-21 ZA kb
EEL
(FEAmZRr] | BRI
[¥544] T 5%
FoilliEs - HRANFALNE B
4222 WU
42221 PR E |
EEL
(FEAmERr] | BRI 2 2
[#E41] i % Boehringer Ingelheim Pharma GmbH & Co. KG
FH#ES HRARANE B
4.2.2.2-2 ZA hvo
EXL
(FEAmzrr] | BRI 2 2
[EW] MiER 4 Nippon Boehringer Ingelheim Co., Ltd
RS RAFRENER ]
4.2.2.2-3 2A RV
EEA I
(FEmERr] | BRI - 2 2
[EWN] Jiti 5% Nippon Boehringer Ingelheim Co., Ltd.
PoilliEs - HRANFALNE B
4.2.2.2-4 HA R
EEA
(FEAmE L] | BB -
[EN] fiF% 4 Nippon Boehringer Ingelheim Co., Ltd.
FH#GES RARENE R
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4223 i
4.2.2.3-1 AA ML
EEA
(FEAmERr] | BB - 2 2(..
[E4t] FiER% 4 Boehringer Ingelheim Pharma GmbH & Co.KG
RS RAFRLNE R
i E———
EEL
(FEAmERr] | BRI - 2 2
[#E5+] fiF% 4 Boehringer Ingelheim Pharma GmbH & Co.KG
FH#ES HRAFALNE B
4.2.2.3-3 ZA Fvo
EXL
[FRMmERE] | BRI -
[¥E51+] W4 Boehringer Ingelheim Pharma GmbH & Co.KG
FoilliEE - HRANFALNE B
4.2.2.3-4 AA ML
EEL
(FEAmERr] | BRI - 1 1’.
[#E5+] fiF% 4 Boehringer Ingelheim Pharma GmbH & Co.KG
FH#ES HRANFALNE B
4224 R
4.2.2.4-1 A ML
EXL
[FRMmERE] | BRI - 2 2
(5] W4 Boehringer Ingelheim Pharma GmbH & Co.KG
FoilliEE - HRANFALNE B
4.2.2.4-2 A2 A ML
EEL
(FEAmERr] | BRI 2 2'.
[#E5+] fiF% 4 Boehringer Ingelheim Pharma GmbH & Co.KG
FH#ES HRARANE B
4.2.2.4-3 ZA hvo
EEAL
(FEAmE L] | BB - 2 2(..
[E44] fiF% 4 Boehringer Ingelheim Pharma GmbH & Co.KG
RS RAFRLNE R
4.2.2.4-4 2 A4 RV
EEA
(FEAmERr] | BB - 2 2(..
[E44] FER% 4 Boehringer Ingelheim Pharma GmbH & Co.KG
RS RAFRLNE R
4.2.2.4-5 ZA Fvo
FEEL
(FEAmzsr] | BRI 2 2(.'
(5] B4 Boehringer Ingelheim Pharma GmbH & Co.KG
fHEE RAFANE R
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4224 R (Fx) ]
4.2.2.4-6 2 A~V
EEL
[REAGEE] | R B | B | |
[E44] FER% 4 Boehringer Ingelheim Pharma GmbH & Co.KG
RS RAFRLNE R
4.2.2.4-7 24 RV
EEL
(FEAmERr] | BRI - 2 2C..
[#E5+] fiF% 4 Boehringer Ingelheim Pharma GmbH & Co.KG
FH#ES HRARANE B
4.2.2.4-8 HA kLo
EHEL
(FEAmzrr] | BRI 1 l’l
(5] B4 Boehringer Ingelheim Pharma GmbH & Co.KG
RS RAFAENE R
4.2.2.4-9 2A RV
EEL
(FEAmE L] | BB - 1 1'.
[E44] fiF% 4 Boehringer Ingelheim Pharma GmbH & Co.KG
RS RAFRLNE R
4.2.2.5 kit
42251 [ Z 1 N
EXL
[FRMmERE] | BRI - 2 2
(5] W4 Boehringer Ingelheim Pharma GmbH & Co.KG
FoilliEE - HRANFALNE B B
4.2.2.5-2 HA kLo
EEL
(FEAmE L] | BB - 2 2
[E44] fiF% 4 Boehringer Ingelheim Pharma GmbH & Co.KG
RS RAFRLNE R )
TEEEE —
EEL
(FEAmERr] | BRI - 2 2'.
[#E5+] fiF% 4 Boehringer Ingelheim Pharma GmbH & Co.KG
FH#ES HRAFRANE B
4.2.2.5-4 ZA hvo
EEL
(FEAmE L] | BRI - 1 1
[t ] Jia 3% Boehringer Ingelheim Pharma GmbH & Co.KG
FH#ES HRARANE B
4.2.2.5-5 HA kLo
EEA
(FEAmE L] | BB - 1 1£.I
[E44] fiF% 4 Boehringer Ingelheim Pharma GmbH & Co.KG
RS RAFRLNE R




4.2.25 Het (Fix) I
4.2.2.5-6 HA kLo
FEEL -
[ZEmE k] | Mgk - Boehringer Ingelheim Pharma GmbH & Co.KG
[#544] Bkt RAFALNE R}
4.2.2.5-7 A RV
EEL -
[FEME k] | fEsk4 - Boehringer Ingelheim Pharma GmbH & Co.KG
[#E51] BfEs RAFALNE B
4.2.2.6 ZEMENHELHIIEYAE A/EH
4.2.2.6-1 HA kLo
EEL
[FHmEEE] | BRI - 2 2
67229 fiER 4 Boehringer Ingelheim Pharma GmbH & Co.KG
PHilEE - RAFALNE B
4.2.2.7 % DOftho Yy EhRERER
4.2.2.7-1 HA kLo
EXL . - . :
[ZEE k] | Migk4s - Boehringer Ingelheim Pharma GmbH & Co.KG
[#44] FHGE RARENEE
4.22.7-2 A2 A ML
[ZEmE k] | Mgk - Boehringer Ingelheim Pharma GmbH & Co.KG
[#544] Bkt RAFALNE R}
4.22.7-3 2A RV
EEL H -
[FRmERE] | FREREIR - 2 2
[#44] ik Boehringer Ingelheim Pharma GmbH & Co.KG
PoHEs RARENEE
4.22.7-4 VI
FEEL
[FRAmERE] | SRERIR - 2 2
[#E41] a4 Boehringer Ingelheim Pharma GmbH & Co.KG
PHilEs - RAFALNE B
423 PR
4.2.3.1 H[AIEEG %R
4.2.3.1-1 HA kLo
EEL
(FEAGZEEH] | BRERIAR - 2II 2I|
[#E41] MiE% % - Boehringer Ingelheim Pharma GmbH & Co.KG
PHilEE - RAFALNE B ]
4.2.3.1-2 HA kLo
FEEL H
[FRAmERE] | BRERIR - 2 2 I
[#E44] R4 Boehringer Ingelheim Pharma GmbH & Co.KG
PoilEs - RAFALNEG B
4.2.3.1-3 A RV
EXL
(FEAGE R | BRI zll zl|
[#44] yiiTe Boehringer Ingelheim Pharma GmbH & Co.KG
PoHEs RARENE L
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4.2.3.1 HERG5HEERR (i)
4.2.3.1-4 HA R
EEL
[FEGE R | SRBREIA - 2 2
€229 Jia 3% Boehringer Ingelheim Pharma GmbH & Co.KG
FH#ES HRARANE B |
4.2.3.1-5 ZA Fvo
EEL
(FEAmE L] | BB - 1 1
[#E41] Jiti 7% Boehringer Ingelheim Pharma GmbH & Co.KG
RS RAFRLNE R
4232 ARG EIERER
4.2.3.2-1 ZA Fvo
EXL
(FEAmZRr] | BB
[¥544] i 7%
P HRANFALNE B
4.2.3.2-2 HA R
EHEL
(FEAmzrr] | BB 2 2
[¥544] MiFx4
Wl RARINEE ]
4.2.3.2-3 ZA kb
EEL
[FEGE R | SRBREIA - 1 1
€229 fEE% 4 - Boehringer Ingelheim Pharma GmbH & Co.KG
FHGEE FRANFALNE B
4.2.3.2-4 ZA kb
EEL
[FEGE R | SRBREIA -
(5] M %
PoilEE -
4.2.3.2-5 ZA hvo
EXL
(FEAmZRr] | BB
[#541] R4 - Boehringer Ingelheim Pharma GmbH & Co.KG
P HRANFALNE B
4.2.3.2-6 ZA MV
EEL
(FEAmzsr] | BRI
[¥544] &
FHHEE FRANFALNE B
4.2.3.2-7 ZA kb
EXL
(FEAZ ] | SRBRR . 2 ol | |
[#541] TR 4 - Boehringer Ingelheim Pharma GmbH & Co.KG
P HRANFALNE B
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4232 NEHRGEERER ()

4.2.3.2-8 BA R

N
(REAGE ] | BB
(54 ] Mgz

FHGEE RAFAENE R 1
4.2.3.2-9 AA ML
EEAL
(FEAmE L] | BB - 2 2(.'
[vE51] i 7% Boehringer Ingelheim Pharma GmbH & Co.KG

HBHGE AN FAL N R

4.2.3.2-10 ZA Fbo

EEA
(FEAmZERr] | BB - 1 2
[vE51] i 7% Boehringer Ingelheim Pharma GmbH & Co.KG

HBHGE AN FAL N R

4.2.3.2-11 ZA Fbo

EEA
(FEAmE L] | BB - 1 1
[E44] FiER% 4 Boehringer Ingelheim Pharma GmbH & Co.KG
RS RAFRLNE R
4.2.3.2-12 ZA kb
FEEL

(REAGE ] | BB
(54 ] Mgz
HBHGE AN FAL N R

4.2.3.2-13 ZA Fbo

EEAL
(FEAmE L] | BB - 1 2(..
[vE51] i 7% Boehringer Ingelheim Pharma GmbH & Co.KG

B AT

423214 | HA L.

EXL
(FEAmZRr] | BRI 1 -2(..

[#E4+] Jiti 5% Boehringer Ingelheim Pharma GmbH & Co.KG
FoilliEE - HRANFALNE B

423215 | #A FL:

N
(REAGE ] | BB
(54 ] Misx4
HBHGE AN FEAE N R

4.2.3.2-16 ZA Fbo

EEA

(FEAmE L] | BB - 1 1'.

[E44] fiEF%4 Boehringer Ingelheim Pharma GmbH & Co.KG
RS RAFRLNE R
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4232 NEHRGEERER ()

4.2.3.2-17 ZA MV

N
(REAMEER] | SREBRIIH -
(54 ] Mgz
HBHGE

4.2.3.2-18 ZA Fbo

FEEL
(G Rr] | SR -
[¥F4+] i 3%
kst
4.2.3.2-19 2A RV
EEAL

(REAGE ] | BB
(54 ] Mgz
HBHGE

4.2.3.2-20 ZA ML

EHL
[FRmERE] | FREREI -
[E41] fasX 4

PoilEE -

4.2.3.2-21 ZA hvo

BEL
[FEAm&ERE] | BRBRIIR -
(#5511 i 7%

Boehringer Ingelheim Pharma GmbH & Co.KG

o #EE RAFANEFE ]
4.2.3.2-22 ZA MV
EEAL
[FRmER] | SRBRR - 19 2
(5] B4 Boehringer Ingelheim Pharma GmbH & Co.KG
PGS FRANFAENE R}

4.2.3.3 BRI

4.2.3.3.1 In vitro X5

4.2.3.3.1-1 ZA MV

EEAL
[FEmERr] | SRBRR - 2 2

(5] B4 Boehringer Ingelheim Pharma GmbH & Co.KG
FHHEE FRAFIENE R}

4.2.3.3.1-2 ZA Fbo

EEA
(REAEARL] | kBRI © 2 2
[E44] fiF% 4 Boehringer Ingelheim Pharma GmbH & Co.KG
RS RAFRLNE R
4.2.3.3.1-3 24 RV
EEL

[FEmERr] | SRERR - 2 2
(5] B4 Boehringer Ingelheim Pharma GmbH & Co.KG
FHHEE FRAFIENE R}
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4.2.3.3.1 Invitro 3Bk (=

~
—_
—

Boehringer Ingelheim Pharma GmbH & Co.KG
RINFAL PN E R

Boehringer Ingelheim Pharma GmbH & Co.KG
RINFAENEE

Boehringer Ingelheim Pharma GmbH & Co.KG
RANRAENEE

Boehringer Ingelheim Pharma GmbH & Co.KG
RINFALNE

Boehringer Ingelheim Pharma GmbH & Co.KG
RANRAENEE

Boehringer Ingelheim Pharma GmbH & Co.KG
AN FAL N R

Boehringer Ingelheim Pharma GmbH & Co.KG
RINFALPNE

Boehringer Ingelheim Pharma GmbH & Co.KG
RANRAENEE

423314 | &A1 -
FEEL
[FRAmERE] | BRERIR -
[#544] as 4
PoilEs -
4.2.3.3.1-5 HA NIV
EEL
[FHmEEE] | BRI -
[#E41] e 3%
PHilEE -
4.2.3.3.1-6 ZA R
EEL
[FRMmERE] | BRI -
[#44] fEER 4
PoHEs
4.2.3.3.1-7 HA NIV
EEL
[FHmEEE] | BRI -
[#E41] fiEF%4
PHilEE -
4.2.3.3.1-8 XA RV
EHL
[FRMmERE] | BRI -
[#44] it 5%
PoHEs
4.2.3.3.1-9 HA NIV
EEL
[FHmEEE] | BRI -
[HE41] ik
PoilEE -
4233110 | # A k)L
EEL
[FRAmERE] | SRERIR -
[#544] ez 4
PoilEs -
4233111 | A KL
EHL
[FRAmERE] | FREREI -
[#44] EER 4
PoHEs
4233112 | 24 1.
EEL
[FHmEEE] | BRI -
[#E41] 3%
PoilEE -

Boehringer Ingelheim Pharma GmbH & Co.KG
RAFALNE R




4.2.3.31 Invitro R (Frx)

4233113 | # A b~V

FEEL
(FEAmE ] | BB - 2 2(.'
[Vt ] i 7% Boehringer Ingelheim Pharma GmbH & Co.KG

PGS AN FAL N R

4233114 | A ~v

EEAL
[FEmERr] | RBRR - 2 2

(51 ] B4 Boehringer Ingelheim Pharma GmbH & Co.KG
RS FRANFAENE R

4233115 | A bv:

EHL
[FRAERL] | REREIR - 2 2(..
[¥E51+] W4 Boehringer Ingelheim Pharma GmbH & Co.KG
Fo#EE RANFFNEFR

4233116 | #A b

EEL

[FHmEEE] | BRI - 1 1

[#E5+] fiF% 4 Boehringer Ingelheim Pharma GmbH & Co.KG
PoilEE - RAFRLNE R

4.2.3.3.2 Invivo 3B

4.2.3.3.2-1 ZA MV

EHEL

(FEAmzsr] | BRI 1 -1

[#E41] R4 Boehringer Ingelheim Pharma GmbH & Co.KG
RS RAFRLNE R

4.2.3.3.2-2 ZA kb

EEL

(FEAmERr] | BRI - 2 2

[#E41] i % Boehringer Ingelheim Pharma GmbH & Co.KG

PBiGE AN FAL N R

4.2.3.3.2-3 ZA hvo

EXL
(FEAmZRr] | BB 2 2

[#E4+] Jiti 5% Boehringer Ingelheim Pharma GmbH & Co.KG
PoilliEs - HRANFALNE B

4.2.3.3.2-4 ZA MV

EEA

(FEAm o] | SRBRIIR 2 2

[#E41] Jid 3% Boehringer Ingelheim Pharma GmbH & Co.KG
PGS HRAFALNE B
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4234 DS A T AR
4.2.3.4.1 RHID AR IMERER
4234910 [ A b T 1
EEL
[FEAfi e er] | SRR - 2 2
[Hg51] MiFk4 -
RS FANRALNE B
4.2.3.4.1-2 ZA R
EHFL
(FEAmZRr] | BB
[¥54+] i 7%
P HRANFALNE B
4235  AFEFEAEIERER
42351 ZHREMOERE COMPMRREAICEET 2R
4.2.3.5.1-1 ZA kb
EEL
[Z5%HR] | BRI . 2 Bl | |
€229 fEE% 4 - Boehringer Ingelheim Pharma GmbH & Co.KG
FH#ES HRARANE B
4.2.3.5.1-2 ZA MV
EHEL
(FEAmzrr] | BB 2 2(.'
[#E44] a4 Boehringer Ingelheim Pharma GmbH & Co.KG
FHGEE FRANFALNE B
4.2.3.5.1-3 ZA RV
EEL
CEaa RS ST | B | |
[#E41] MiE% % - Boehringer Ingelheim Pharma GmbH & Co.KG
RS FANRALNE B
42352 W& - RIEREAICEET 5B
4.2.3.5.2-1 ZA Fvo
EHFL
(FEAE ] | SRBRmm . 2 L | |
[#544] Wagk 4 . Boehringer Ingelheim Pharma GmbH & Co.KG
WG RARINEE ]
4.2.3.5.2-2 HA NIV
EEL
[FEAfiE k] | SRR - 2 2
[#E41] Jiti 7% Boehringer Ingelheim Pharma GmbH & Co.KG
B RARNEE ]
4.2.3.5.2-3 ZA kb
EEL
[FEGE R | SRBREIA - 2 2
€229 Jia 3% Boehringer Ingelheim Pharma GmbH & Co.KG
FH#ES HRARALNE B




BRI (FiE)

42352 It - JRWRA
423524 | A -
BEL
(=& | SRR -
[#544] fiF%4
Pk

2
Boehringer Ingelheim Pharma GmbH & Co.KG
RAFAENEE

4.2.3.5.3 HARI K OHAEROIEEN I BADHRE

(2B % AR

4.2.3.5.3-1 XA B
EHEL
(FEAmzsr] | BB
(5] B4 Boehringer Ingelheim Pharma GmbH & Co.KG
FHHEE RAFAENE R
4.2.3.5.3-2 ZA kb
EEL
(FEAmERr] | BRI -
€229 JiE 2% Boehringer Ingelheim Pharma GmbH & Co.KG
FH#ES HRANFALNE B
4.2.3.6 JmpTRIEERER
4.2.3.6-1 ZA MV ]
EXL
(FEAE ] | SRBRmm . 2 2l
(5] W4 Boehringer Ingelheim Pharma GmbH & Co.KG
FoilliEE - HRANFALNE B
4.2.3.6-2 XA B
EEL
(FEAmE L] | BB -
[vE4+] R4 Boehringer Ingelheim Pharma GmbH & Co.KG
RS RAFRLNE R
4.2.3.6-3 ZA hvo
EHEL
(FEAmzrr] | BB 2 2
(5] B4 Boehringer Ingelheim Pharma GmbH & Co.KG
foHEE RAFAENE R
4.2.3.6-4 ZA kb
EXL
(FEAmZRr] | BRI 1 1
[¥E41] Jiti 2% Boehringer Ingelheim Pharma GmbH & Co.KG
FoilliEE - HRANFALNE B
4.2.3.6-5 HA NIV
EEL
(FEAmERr] | BRI - 1 1
€229 JiE 2% Boehringer Ingelheim Pharma GmbH & Co.KG
FH#ES HRAFANE B
4.2.3.6-6 ZA hvo
EEL
(FEAmERr] | BRI - 1 1
€229 a2 Boehringer Ingelheim Pharma GmbH & Co.KG
FH#GES HRAFRANE B ]
4.2.3.6-7 XA B
EEA
(FEAmE L] | BB - 1 -1
€229 it 7% Boehringer Ingelheim Pharma GmbH & Co.KG
RS RAFRLNE R
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4.2.3.7 Z DA D TR

42377 FooiRER

4.2.3.7.7-1 FA BV

EEA
(FEAmZERr] | BB - 1 1
[vE51] i 7% Boehringer Ingelheim Pharma GmbH & Co.KG
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