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OUNLT7 7)o KEE1mg INIG)  #E2E IE&E 60 U Lx-hr [T A v — LB
RERIH B 7k TN B
<JHH > Ha BH AR 60 5 Lx-hr
e
<AGBOFIE 1/2 BHAY IYYK A0 V2 EBHRAY OFREE | AAO R E 1/2 EHRA D OFEE
T
AR IYYK E WE
BREE (%) IYYK 100 96.1
(ZEE) WE (kg IYYK 4.5 4.5
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- pH6.8 (50rpm) TiE, FEAERIFI R OATIT E HIZ 15 S LAY 85%LL FysH L7,
« K (50rpm) TIE, EHERLF L OURGIL E H1T 15 53 PINIC ) 85%LL EiEH L7z,
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0 o i A 0 ¥ i .
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12. TOH#
LR L
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V. ARICEYSEE

1. BREXIEHER
AR FEARAE (FRARILARIE, OFFREIEIE, IWEEARIE, MMIEARAE, BRIRICHETT 9 2 MM MARIES) OIBm K
(O8]

2. MEERIEHRICEAET 5FE
RE STV

3. HiERUVHAE
(1) BERUVRAEOHES
AFNE, MEEEEERE (e her EVFfE R YR T 2 R) OREBMIZE ST, KAIOFE
HEZPEL, MKEBEREERL +2I TV o2 EHT 584 ThH 5,
YiEle G %2 1 B 1 EREOES L2, 200 M2 TikEEE e A © BEEHIRICA D X ) I &
FEI L, MR B REARIET D,
INT 7 VAT DR MEIIEERENRE LS, F—EATHET DI R 52D, EHRIC
MREEF BB A 21TV, HEFFRE G &2 WIS U CHlfiT 5 2 &,
PUBEEZN R OB A B HE I, PR ERA~NY CEOHHEZET D,
RANCB T PG &EIX, L7 7 VAU AL LT, @i 1~5mgl H1[HITH 5D,
INRIZB T DR GR (mgke/H) O RLZ%ELITITRT,
12 #» H R : 0.16mg/kg/ H
1 LA E 15 AR : 0.04~0.10mg/kg/ H
(2) AZEBRUVHERORERE - B0
MU ERR L

4. REBRUHARICEETSEE
7T.RERUVAEICEET 5EE

7.4 MEEEEGEMRE (e har EVRME O b Y RT A b)) KSR EZIE L, IR
bl L2 K 00T, mikEEERRE B A 0TV T 5 2 &,

7.2 v b BEUREE O N e AR T A M OREEIZ, 1EE (%) DSAORRGIEE LT, 0N
(Z INR (International Normalized Ratio : EFEHELL) WS TWD, INR Z W 556,
ERNIDFEDITA KT A %, BFOEHREZEIZL, T, EELXOUFHEELZBIR L THE
WERETDHZ L,

7.3 BRANICBIT 2HEFF G EIZ 1 A 18 1I~5mg FEE L 725 Z L%\,
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(fia5)

7.1 RENOF GBI MIREEEREREICESSIREIND, Fo, MARTERIED TR, IREICIIAA
2 X 2 Mk EEEREE LM TH VD | ARAI OB L) R BRI OMEFENEE L 72 5,

7.2 MEKEEFERBRAIZIZ Y 7 ha B UREE (PT) & ha R T A MBRH DM, £ OFEFIZIE INR
PMEH S5, INR (% PT JIEMHE 2 JERIEIZAHT 540 T % International Sensitivity Index
(ISD) *IZ kW HiEL TR B, RIEM, vy MEER O MO ZZHIET 5 7 DIl
SNTMETH D, INRZRET DI TRROXNTREENDS,

INR= [BHFMIED PT (B) /EFMEDFLE PT (7)) ] 181
1984 AEIZEBE MR IE M FSOEELEB S TRrENT [ROJUBEFIESNA KT74 ) 2 [
o by URFHRREEICE T 58S DERICHENENTEORRYTH Y, D%, INR
NER L, WHASH, BIEERNO{ZETA RIA4 bR EN->2H 5, INR IZEH, KA,
FERRIR T2 DRI K o THEA IR E STV AR, e b EEARM &5 2 b b iaHk %
[INR2~3 L2 HDNLN] LRL TS 3 956
% o ISI T —RIEBERE S & OFEMEO LRI L0 RKed 7z PT HIERIEORE 2~ 455k

7.3 BHoFHWEEZBE U T [T—7 57 V) WGFEREFAZ M Ui R, MRS EIXAERE O
DB 1~5mg RETHFF S NLD B2 b,

5. ERERRLIE

(1) BERT—321Rvr—o
MR L

(2) EREREEHER
MR L

(3) HERGERRAR
Pl v/

(4) BIEMEER

1) ENEREERR

17.1.1 ENERERAAE (RRARMLAZ IS 35 3HR)
HEEE AR MARIE DR DU FICE I TH -T2 7,

17.1.2 BSERERRAR (BRARMARIZ> 9 S R)
MmARPEFRARSE . OFFFEZE, A4 ONTFEIE D B DIEFEOHRIZHE L ThH 72 9,

17.1.3 BHEERE (DHEZICS T 2B RBIREZEICHT 258)

YL IEIE BT 92 Bl & %I4T, DA ZER O BESFIR AR AE O T B2 R DWW TR Lz,
ZORER b AR T A ME 5~15%IZHERF L 728 531X, frRiAiER H 3 i (6.5%) T. FEHKSE
BED 10 6] (22%) (i L CHE (p<0.05) 7Zedfimieghit 27807 9,

F o, RO R IGUEE ESFE O BIE A R & L, DAEZERE 1,214 fla xR & L,
TR ARBEERICHARE TR, HAEE, KINEFEE DK~ ORI, 24% (p=0.027). 34%
(p=0.0007), 55% (p=0.0015) TdH->7= L DHENH D 10,

17.1.4 BN EREREER (FAEEEOEHESICHE T IRERESOLESEEREDFHICHT HHR)
ONLN7 7 U AERAE S U IMEAIOGERTELE . T 7 U oo HER S ONMEZE, S PgER
OFEMPRBLE 2 bl U7, FRPREBIERIIOFHEECIX 7.9%, B HEHETIE 1.9% Th o7 10,

17.1.5 EREEERBR (AIHEBRNRONRERREICHT HHK
1,000 f5il% 48 2 % N Top i # oo Hike [ S0k O WS CiiAe ZERE O FMBIERIT 1.4% & Dk
BOAME SN TWD 12,
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2) REMHR
MR L

(5) #BFE - WBHFAR
MU ERR L

(6) ARKMER

1) EARERE (—REARKRAE. FECEARERE. SARGELRAE). RiER
—RRE. RERFTRBRAROAR
MR L

2) RBRFH L L TEREPEOABRNITEIE L-AE - HROBME
Y L7

(7) =0ttt
Y LR

m

BT — 5~

<
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VI. EMEBICEYTSEE

1. REPHICEAESSLEMX T aMEF
7= U R AU A
TR BED D DB ORIEE - ZIRFIL, RFOBRMNLELZSZRT DL &,

2. ¥BE#EHR

(1) %L - EFARFE
77 ok, BX 2 KERICHER LFEICRT 5 4 2 v KAREFEVEILREERK (Fa hn

yev, BV BIX, KOEXKET) OAGRZIE L TR R L Ol R4 R ET 5,
Fim, VAT 7 U A X o TS 5 PIVKA (Protein induced by Vitamin K absence or
antagonist : 7’1 k& 2 B UFTEEAR) NEEMNT S 2 &1 L0 HrEEEE A & OUARTE BN EIEH & FFo
13)
(2) ENERMT SRR
18.2 InEEER
UNT 7 VB T AE, UHFIC 2mglkg AR OG- L72% 6~18 FFfHliIch/lz> T r br B
VIR OIER DGR H AT 19,

18.3 m+e ¥ AN 4E
FROFEIARZ FEER L TR EZR ST, VL7 7V F b U A% 13~20me/ke/ D & T 10

~30 HH#HEE L, Mk EICHE JFTREZMRF LR, 7a ba v B UAEMD 16% A2
H SN B T mAR EES A B Lz 19,

(3) {EARBNGRE - ks
MR L
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VI. EMBEICET HRE

1. IpREQHTE

(1) ARLEMHEODRE
B R L

(2) BFRERTHRBSh -OPRE
16.1.1 HEHRE
RN F (CYP2C9*3 B ARSI IRNE) ([ZUNLVT 7 U B Y 7L 0.5mg, 1mg XX

bmg Z it f T HLERE O 55 U7 BR,

P ] D P8 T 2k L 72 19,
INZ 7 VR Yy LOHERE ARG R OEMBIE ST A —X

5% 0.5 TR S

MAEFEE (Cmax) (ZEEL, 55~133

&5‘% o Cmax tmax AUCO-144 tie
%L
(mg) (ng/mL) (hr) (ng-hr/mL) (hr)
0.50
0.5 24 69+17 1734+321 133+42
(0.25—2.00)
0.50
1 22 135+32 3442+570 95+27
(0.25—1.00)
0.50
5 24 685173 21669+3851 55+t12
(0.25—4.00)

16.1.2 £PFHNFF1EHER

<ILI7Y2KE0.5mg INIG] >

I+ AEIENR 7S, tmar TP I (/M- F KD

BIEFE S O FHIRIFEMRRER T A N T A FEO—FYIEIZOWT (CFRR 1345 H 31 H [EHESHE

TR 786 5)

U777 Y K8 05mg INIG] 28V —77 Y EE1mg 18 (UAT77 VAU AELTH
TS Img) &, 7 B AF—/N—EI L0 R AR FIHE R BRI 05 U iR RS bR IR
ZUEL, FoNTHEYERE ST A —4% (AUC, Cmax) (22T 90%(5 FHX MIVEIZ CTHEGHIENT 217
S>7-fER, log (0.80) ~log (1.25) DOHIPANTH V| WAl AW FHI R MR S 72 17,

200

150

it 3 v BE (ng/mlL)

0T NT 7 K05meg NIG
® =77 Klmg
P+ fAEREE, n=20

e

i
Ly

8

Fe5HenigH (hr)

15

rd 1 AL L r
L4 L
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YN T A =4

5 & AUCo-240 Cmax Tmax Tie
(mg) (ng-hr/mL) (ng/mL) (hr) (hr)
U7y U KEE
1 5261.611070.0 151.8+29.8 0.47£0.15 | 90.2+21.8
0.5mg NIG]
U—77 U 8E
1 5491.4+=861.2 153.2+t26.9 0.43+0.09 | 91.2+18.9

lmg

R L > TERRDAREMENRH D,

<TILIZ7YYKEE1mg TNIG] >
HIEEIE S DLW FHIREMRR T A R 7 A VEO—HSUEIZOWT (Ek 134E 5 A 31 H [EHKSF

TR 786 5)

CP¥ £ FEYERZE, n=20)
MR NS AUC, Cmax 50/ T A — & (3, #ERE ORI DL + e 55 07k

ON77 ) KEE1Img INIG) EU—7 7 VU U8 lmg &, 7 0 A4 —R_"—IEIC L e 188 (U
NZ77 VA e LT Img) BEERSAS FICHER B 0BG U Tl R RRE A HE L.
BoN-EmEIEE X T A —% (AUC, Cmax) (22T 90%(E %8 X MIEIC THEFHBIT 21T - 7= 4.
log (0.80) ~log (1.25) DOFEPANTH V. WiHl DAY FAIFEZEIED RS S 7z 17,

M BB BE (ng/mL)

o707 7Y »K#Elmg[NIG |

® =77 »EElmg
T EBEEE, n=20

24 48

0 72 240
Fe 5 meFH (hr)
HRMENHE N T A — X
Bh5 & AUCo-240 Cmax Tmax Tz
(mg) (ng-hr/mL) (ng/mL) (hr) (hr)
U770 KEE
1 4777.1+21169.9 139.7+29.5 0.51£0.23 | 89.3t17.5
1mg NIG]
U—7 7 U UEE
1 1 5093.31+932.5 139.4£t31.0 0.42+0.09 | 92.1*+12.6
mg

16

CP¥ £ FEYERZE, n=20)
MR N AUC, Cmax 5 0/37 A — &3, #ERE ORI OEREEH + e 55 O #ER
KL > THRRD RN D D,




(8) il
B R L
(4) BS - ftAEORE
(Tvir. 7. #HAAEH) OESH)

2. EYEERB/INTA—S
(1) fBAE
MUERR L
(2) BALERETEH
U ERR L
(3) HEEETEH
MR L
(4) UYFS32R
MU ERR L
(5) HHEE
MR L
(6) Tttt
MR L

3. B&H (REaL—>av) #H
(1) A&

B E R L
(2) RS A= EBHER
B R L
4. R
OLT7 7%, BRAEES, FEEEE LoD TRESRINEND 19 HEATF—Z),
5. 9%
(1) mi&-fiNEarSEdEtE
B R L

(2) miE-RIEEIFEEYE
(VL. 6. (5) Fhs) DOIESER)
(3) Ait~0BiTHE
(IVIl. 6. (6) #ZLiw) DOEER)
(4) BEBE~NOBITHE
MR L
(5) ZotinB#~DBITHE
MG R R L
(6) MPEEAKEEE
MBEFTIX TN T VT I v G LTIFET 5 1 UEAT—%), [9.8 2]
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6. K

(1) REBLEIRUCKBER
INT77 D rOREHE, T M=V EOBTICEDTINT 7 U T a—~DE L 6- HDHT
T-EREXFT LTy U URETHD 19 20 GEAT—),

(2) RMICEIE5T 5B F% (CYPE) OHFiE. 5=
KA OEFEMERD SIK) 1, F & L THFREMARHEESE CYP2C9 I k> TR#fEN D, [16.4 ]
IN7 7 U ORENCB T 2 B F M GHTEESE CYP 04 7ff1X CYP2C9 (EFRMEARD S 1K)

Tohh ., CYP1A2, CYP3A4 CLRMEAEDO RMAE) bEEGTLZ ERHESNTND 2D GEAT—
%), [10. ]

(3) PEEBHROEFERVZDOEIS
M E R L

(4) REPOFHEOERERVEEL, FELE
B R L

7. Bt
RF~ORECAEOHRIEIL, =< METHS 1 GHEAT—4),

8. FSVARR—A—IZBHT S1EH
B R L

9. BNHEICKEKRERE
B R L

10. BENDERZETH8F
MR L

1. EDik
ZEER e L
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VI. £t (EAELOZXESF) CEYHEE

1. &

RELEDHERA

&
1.8
FRENARVEEVEDHRICE Y, FEOERANERL, HIARBE LRECICE o= & OHEL
Hd. AT IHEICRMARERREZEHWICTL., BEICE CEYGREZITI S &, [10.2
ZR]

ok

(fiftan)

SNEICBWTZ < CRPUBEIK L DU Z VO T, iR EEERERAE R, i 2355
LIETCICE S =PRI E STV 5D,

(Tvi. 7. (2) BFRHEE L ZOHA] DIESH)

2. ¥ERABRLTOER

2EE (ROBHIZEIBRELEWNI L)

21 i L Cna 8 /RIS MHEERBER I8 FRE 1 &2 e, i AR 2 o oD i ik e [E
&= R, R MO TS, RIGHIM, WL, PEEPE « S MRER SR L & £ 5 IERE
i, BHBENHMLORENO® HHEEE) [AREEETLL2OFEAKTF IV HLERET 2L
WHY, EXITEEMOITRDLIZELH D]

2.2 il T 5 ATREMED B 2 BFH  (WIBIES, LS O=ER, KIBK, HAarEM@EELRBEER, SEiE
e IfLESE, EERE PRI O BE ) [ LT 2 B3 RIS 2 <o PR oD e 18 T2 MY I A3 2 2
HZENHD,]

23 HERBEEOH LEH [9.2.1 2]

24 HEELFEEOH LBHE [9.3.1 B3]

2.5 PR O FIN UISMESE B ORWEE [(HZBET 22 RH0 . & EITTBmmic s
ZEvd D]

2.6 AAIO SIS LIBBUE OB RO & 5 B

2.7 Wb SOXHR L CW D RO & 5 bk [9.56 S ]

2.8 HHREGEAEZ IV Ke (A FTF L y) #EIZEERORE (8.5, 10.1 ]

29 (77T RegbEhold [10.1 3]

210 X =Y — (FH - EEA - 8EAD) &G R oRE [10.1 3]

(fia5)

2.1 AFNTEZ I v KARTFME MR EEE K 1 00 4 G i A il U | HUERE 20 5 % OV iR sh 5 4 R 85
%o LTENR-T, ML TWHEFE~ORFOFGIT, Mz I HI2BhEL, & ZITEEmmIc
RHARENLH D,

2.2 PUBEEHIC L5 HiMiE, mESLHIBOEEREICEZ 2 Z &R0 T, LT 5 TaetEo &
5 RBE~OFREITRET RIXR D0,

2.3 ¥ IV KIRMFEEMREER T (7r e ey BV FHIX, HXET) 3B CEES L
%OT, HEERIFEERNIIX, 2 OEEEIK O EANIH S b o fEEEs g4, ok 9
ZRARREIRF I 2 & BEE K -7 DT T O AR BAMSIER 2 A9 2 AR O G-13, By /e il 2 # <
BENWRH D, o, RANTHRIRE < PRGEE R W -0 BEERBFRERIZIL, SHITK
FIOHEHE DR IE LIER AN EREEHGET 20 T, HlLOERBEARTI2B8EWRH 5,

2.5 BUTHIML L TWAHBEZT T, ERRO X 9 22 PRI K S KRFHC/MESR B OV R
FHAORFNOEEIL, FHTERCI/MENL O K2 BiE T 5 AIREMRH O | Z O HHE X TE
RIEREFLS BENDR B D,

2.6 AR ORI VIRBUEZ A3 5B 1L, EERT LXK 2R mTRRER &,
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. THEER X RICEEET HFE L TDER
BIE STV

. BERUVAERICEET 58 L TOEA
(IV. 4. AEXOHEIZBEET IERE] 228 T52L8,)

. BEEGEFNIE L ETOER

SEELEXRMIEE

8.1 D IRHK & OMANER I, ATRER & TOMETIT OV TRFT SN TV D DT Tidle\, HUkERE 3K
PESEATHIS, B A 20 Lz . KT 25612018, MREEREOEIEET 5 Z L,
8.2 HHIEEOIA L OO LV . AFIOIEMBIER L, EERMHNICETEORERDHDH, K
FlIO/E RS RAHER & D WVIEFHe Ls VWX D lcHaEE L, ek ~HERg+2o2 &, —
U5 ABNOERRET OHE b RARICERBEI S ERH 5 VITFR L2 L2 e +oEET 52 &,
8.3 AUCEHEFILLIESHA, MREALDIBENNH IO THRXICHET L Z &,

8.4 HMIMEDRIERN O LLND Z ENHDHOT, MEKEEREMRE (2 ha s EVRFED e

AT ADN) ZFEmL, MREERERLITY 2 &, [11.1.1 ]

8.5 £ I K WA Z IG5 FOBEITIIARRONREBRE LW T, KHIOIEREZET 256813,
1M BRSO E s I K#FIZFE LanZ &, [2.8, 10.1 ZH]

(fiah)

8.1 D IEHK| & OMANER I, ATREARE TOMATIZ OV THRFI STV Db Tidle, HikkE
FPRIERAT I, B2 200 L2 v | KT 2561008, MikEEEREDZEEIER T 2 4%
ERH D,

8.2 AANX, AR ZHBLT 5 ATREMED & 2 FHAN % < | PPHEEIRAIE OPFHICHT=> T
X, AFIOVERBE R U N ERH 5 WITEHRE LAWE ) HICEET A REND 5,
8.3 AHIE MG L TWTARILHIET S & K F LTz iR FEREA 2HICTiE LT, U A
Uy REENRZ D, MAENELRLTLRLOTIIRVNEDEZRH D, —F, VAT RiE

ETRNVWEDEZ LD, H ORI EiTbobiRun 19,
L7723 -> T, AAIZHIET DT, BEAEZELZRWRY T2 ONEHTH D5, Wik %)
FEZIE, TEBEAMTHRE L, 2~4 BE T THIET 5 H5ERH 5.,

8.4 AF|DOE G BT MIEEFAERE K SERES D, BHHICEZ 5 aaMER S 2 Hifn 2 K54
B TodIiE, MKEEEREEEE N MIETH O . AFIOEE) 2 IGFIKOMEFFNEE TH 5.,
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RIS, L, BHREOIRBEICHVWSNL EX I K2 8K T r—e (1 7 kL
WA FTT hL /v 1bmg &4) 4%, Ik ARSI O EZ 2 v K AN T 5,
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6. RENERERTIBAEICETIER
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9.1 SHHE - IEEFOHLEE
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HAAEE A 23 G50 S AU 2 FTREME DN & B T O EEICE 5T 5,

c FFRSCHSREREE Tl B ¥ X KIRIFMEEER O EANK T 5,

R OWINAL (FRiZETe) TlIe# 2 K OWIMNME T 5,

* T3 — U K D IFHERE DR TS ARKIOMER 2 98+ 5,

« 9 o MM LAE TITIHFGEHEERTEEIR TIC LD . £, T 5 - A HEST UERRE IR 7 D REAED
KFT5Z &2k, BKHNCHT DN TTET 5,

- BUfE Tk f g E ORBEIC H B,

« BIEMEARIMEAE X, BETAHIMISER L TS DO THEEDRLETH D,

9.1.2 FEMERE; O B CILMAR B IZ B 2 A 0MHEIC 6 L TARAZ: & OFIBEERIEN LI L 72 D
23, RIS BB i, 2B KRR e OB AR DO ZAIT A 5 MR EEBEGED LB b IEE T D44
ERH D,

9.1.3 FEFmITHM LT <, HiES < R 5 AR H 2 0 CHEICK 5T 5,

9.1.4 HUIRAMEREFLH O B3 TIE, JRRED L UG FEE L T HURIRESRE 2N IE# AL L, IR RE
MENT D END D, EOMRE UTRAOIER BT BEES, IIHET 282003 d 5,

(2) BHERERSE

9.2 BEHMRERESE
921 EELBEEOHLBE
Beh Lz &y AFIONRH - JEOBECHNT 2 2 &35 5, [2.3 &)
(fi70)
9.2.1 v% I KIRMFHMEERRKF (e hervr B, FIX, HXKF) 3B TEES
NDHOT, EERFEERIIX, 2005 EEEK 7 OFEAN S SO GERIESHE T, 2ok
5 TRIRRBIRFIZ Z 4L S BEE R - D IF C oA G BAENHEIER 283 2 A 08513, Boaniy7e i 24
KBENARD D, Fio, RANT RN E  PRIGHE S EB O 2o, BEERBEERCT, 512
AFNOPEHE I EEIE LMEA N EREERGE T2 0T, HILOERAE KT IB8EZ00nH 5,
(TVIl. 2. Z2ENELZOHEBE | OEER)
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9.3.1 B4 I KIEMFEMEIMEEEER 1 (e herey, HVIL FBIX, HXKF) IR TEES
NAHOT, EERFEERICIL, 268K 1O EAN I S i oERENET, Zo X
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1% LA E15mEAT; @ 0.04~0.10mg/kg/ H

<DailyMed (USA). 2023 4F 10 H K >

4 KH

4 Physicians Total Care, Inc.

iropea COUMADIN (warfarin sodium) tablet

FIE - ik | lmg, 3mg. 4mg. Smg. 6mg. 7.5mg. 10mg
INDICATIONS AND USAGE

Warfarin sodium tablets, USP are indicated for:
+ Prophylaxis and treatment of venous thrombosis and its extension, pulmonary embolism (PE).
+Prophylaxis and treatment of thromboembolic complications associated with atrial fibrillation (AF)
and/or cardiac valve replacement.
* Reduction in the risk of death, recurrent myocardial infarction (MI), and thromboembolic events
such as stroke or systemic embolization after myocardial infarction.

Limitations of Use

Warfarin sodium tablets, USP have no direct effect on an established thrombus, nor does it reverse
ischemic tissue damage. Once a thrombus has occurred, however, the goals of anticoagulant
treatment are to prevent further extension of the formed clot and to prevent secondary
thromboembolic complications that may result in serious and possibly fatal sequelae.

DOSAGE AND ADMINISTRATION

2.1 Individualized Dosing

The dosage and administration of warfarin sodium must be individualized for each patient
according to the patient’s INR response to the drug. Adjust the dose based on the patient’s INR and
the condition being treated. Consult the latest evidence-based clinical practice guidelines from the
American College of Chest Physicians (ACCP) to assist in the determination of the duration and

intensity of anticoagulation with warfarin sodium.

44



2.2 Recommended Target INR Ranges and Durations for Individual Indications

An INR of greater than 4 appears to provide no additional therapeutic benefit in most patients and
is associated with a higher risk of bleeding.

Venous Thromboembolism (including deep venous thrombosis [DVT] and PE)

Adjust the warfarin dose to maintain a target INR of 2.5 (INR range, 2.0 to 3.0) for all treatment
durations. The duration of treatment is based on the indication as follows:

- For patients with a DVT or PE secondary to a transient (reversible) risk factor, treatment with
warfarin for 3 months is recommended.

- For patients with an unprovoked DVT or PE, treatment with warfarin is recommended for at least
3 months. After 3 months of therapy, evaluate the risk-benefit ratio of long-term treatment for
the individual patient.

+ For patients with two episodes of unprovoked DVT or PE, long-term treatment with warfarin is
recommended. For a patient receiving long-term anticoagulant treatment, periodically reassess
the risk-benefit ratio of continuing such treatment in the individual patient.

Atrial Fibrillation

In patients with non-valvular AF, anticoagulate with warfarin to target INR of 2.5 (range, 2.0 to
3.0).

- In patients with non-valvular AF that is persistent or paroxysmal and at high risk of stroke (i.e.,
having any of the following features: prior ischemic stroke, transient ischemic attack, or systemic
embolism, or 2 of the following risk factors: age greater than 75 years, moderately or severely
impaired left ventricular systolic function and/or heart failure, history of hypertension, or
diabetes mellitus), long-term anticoagulation with warfarin is recommended.

+ In patients with non-valvular AF that is persistent or paroxysmal and at an intermediate risk of
ischemic stroke (i.e., having 1 of the following risk factors: age greater than 75 years, moderately
or severely impaired left ventricular systolic function and/or heart failure, history of
hypertension, or diabetes mellitus), long-term anticoagulation with warfarin is recommended.

+ For patients with AF and mitral stenosis, long-term anticoagulation with warfarin is
recommended.

+ For patients with AF and prosthetic heart valves, long-term anticoagulation with warfarin is
recommended; the target INR may be increased and aspirin added depending on valve type and
position, and on patient factors.

Mechanical and Bioprosthetic Heart Valves

+ For patients with a bileaflet mechanical valve or a Medtronic Hall (Minneapolis, MN) tilting disk
valve in the aortic position who are in sinus rhythm and without left atrial enlargement, therapy
with warfarin to a target INR of 2.5 (range, 2.0 to 3.0) is recommended.

+ For patients with tilting disk valves and bileaflet mechanical valves in the mitral position, therapy
with warfarin to a target INR of 3.0(range, 2.5 t03.5) is recommended.

+ For patients with caged ball or caged disk valves, therapy with warfarin to a target INR of 3.0
(range, 2.5 t03.5) is recommended.

+ For patients with a bioprosthetic valve in the mitral position, therapy with warfarin to a target
INR of 2.5 (range, 2.0 to 3.0) for the first 3 months after valve insertion is recommended. If
additional risk factors for thromboembolism are present (AF, previous thromboembolism, left
ventricular dysfunction), a target INR of 2.5 (range, 2.0 to 3.0) is recommended.
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Post-Myocardial Infarction

+ For high-risk patients with MI (e.g., those with a large anterior MI, those with significant heart
failure, those with intracardiac thrombus visible on transthoracic echocardiography, those with
AF, and those with a history of a thromboembolic event), therapy with combined
moderate-intensity (INR, 2.0 to 3.0) warfarin plus low-dose aspirin (< 100 mg/day) for at least 3
months after the MI is recommended.

Recurrent Systemic Embolism and Other Indications

Oral anticoagulation therapy with warfarin has not been fully evaluated by clinical trials in
patients with valvular disease associated with AF, patients with mitral stenosis, and patients
with recurrent systemic embolism of unknown etiology. However, a moderate dose regimen (INR
2.0 to 3.0) may be used for these patients.

2.3 Initial and Maintenance Dosing
The appropriate initial dosing of warfarin sodium varies widely for different patients. Not all factors
responsible for warfarin dose variability are known, and the initial dose is influenced by:

+ Clinical factors including age, race, body weight, sex, concomitant medications, and comorbidities
+ Genetic factors (CYP2C9 and VKORC1 genotypes)

Select the initial dose based on the expected maintenance dose, taking into account the above
factors. Modify this dose based on consideration of patient-specific clinical factors. Consider lower
initial and maintenance doses for elderly and/or debilitated patients and in Asian patients. Routine
use of loading doses is not recommended as this practice may increase hemorrhagic and other
complications and does not offer more rapid protection against clot formation.

Individualize the duration of therapy for each patient. In general, anticoagulant therapy should be
continued until the danger of thrombosis and embolism has passed.

Dosing Recommendations without Consideration of Genotype

If the patient’s CYP2C9 and VKORC1 genotypes are not known, the initial dose of warfarin sodium
is usually 2 to 5 mg once daily. Determine each patient’s dosing needs by close monitoring of the
INR response and consideration of the indication being treated. Typical maintenance doses are 2 to
10 mg once daily.

Dosing Recommendations with Consideration of Genotype

Table 1 displays three ranges of expected maintenance warfarin sodium doses observed in
subgroups of patients having different combinations of CYP2C9 and VKORC1 gene variants. If the
patient’s CYP2C9 and/or VKORC1 genotype are known, consider these ranges in choosing the
initial dose. Patients with CYP2C9 *1/*3, *2/*2, *2/*3, and *3/*3 may require more prolonged time
(> 2 to 4 weeks) to achieve maximum INR effect for a given dosage regimen than patients without
these CYP variants.

Table 1: Three Ranges of Expected Maintenance Warfarin Sodium Daily Doses Based on CYP2C9
and VKORC1 Genotypest

VKORC1 CYP2C9
*1/*1 *1/*%2 *1/*3 *2/*2 *2/*3 *3/*3
GG 5-7 mg 5-7 mg 3-4 mg 3-4 mg 3-4 mg 0.5-2 mg
AG 5-7 mg 3-4 mg 3-4 mg 3-4 mg 0.5-2 mg 0.5-2 mg
AA 3-4 mg 3-4 mg 0.5-2 mg 0.5-2 mg 0.5-2 mg 0.5-2 mg

T Ranges are derived from multiple published clinical studies. WKORC1 — 1639G>A (rs9923231)
variant is used in this table. Other co-inherited VKORC1 variants may also be important

determinants of warfarin dose.
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2.4 Monitoring to Achieve Optimal Anticoagulation

Warfarin sodium is a narrow therapeutic range (index) drug, and its action may be affected by
factors such as other drugs and dietary vitamin K. Therefore, anticoagulation must be carefully
monitored during warfarin sodium therapy. Determine the INR daily after the administration of the
initial dose until INR results stabilize in the therapeutic range. After stabilization, maintain dosing
within the therapeutic range by performing periodic INRs. The frequency of performing INR should
be based on the clinical situation but generally acceptable intervals for INR determinations are 1 to
4 weeks. Perform additional INR tests when other warfarin products are interchanged with
warfarin sodium, as well as whenever other medications are initiated, discontinued, or taken
irregularly. Heparin, a common concomitant drug, increases the INR.

Determinations of whole blood clotting and bleeding times are not effective measures for monitoring
of warfarin sodium therapy.

2.5 Missed Dose

The anticoagulant effect of warfarin sodium persists beyond 24 hours. If a patient misses a dose of
warfarin sodium at the intended time of day, the patient should take the dose as soon as possible on
the same day. The patient should not double the dose the next day to make up for a missed dose.

2.7 Treatment During Dentistry and Surgery

Some dental or surgical procedures may necessitate the interruption or change in the dose of
warfarin sodium therapy. Consider the benefits and risks when discontinuing warfarin sodium even
for a short period of time. Determine the INR immediately prior to any dental or surgical procedure.
In patients undergoing minimally invasive procedures who must be anticoagulated prior to, during,
or immediately following these procedures, adjusting the dosage of warfarin sodium to maintain the
INR at the low end of the therapeutic range may safely allow for continued anticoagulation.

2.8 Conversion From Other Anticoagulants

Heparin

Since the full anticoagulant effect of warfarin sodium is not achieved for several days, heparin is
preferred for initial rapid anticoagulation. During initial therapy with warfarin sodium, the
interference with heparin anticoagulation is of minimal clinical significance. Conversion to warfarin
sodium may begin concomitantly with heparin therapy or may be delayed 3 to 6 days. To ensure
therapeutic anticoagulation, continue full dose heparin therapy and overlap warfarin sodium
therapy with heparin for 4 to 5 days and until warfarin sodium has produced the desired
therapeutic response as determined by INR, at which point heparin may be discontinued.

As heparin may affect the INR, patients receiving both heparin and warfarin sodium should have
INR monitoring at least:

+ 5 hours after the last intravenous bolus dose of heparin, or

+ 4 hours after cessation of a continuous intravenous infusion of heparin, or

+ 24 hours after the last subcutaneous heparin injection.
Warfarin sodium may increase the activated partial thromboplastin time (aPTT) test, even in the
absence of heparin. A severe elevation (> 50 seconds) in aPTT with an INR in the desired range has
been identified as an indication of increased risk of postoperative hemorrhage.

Other Anticoagulants
Consult the labeling of other anticoagulants for instructions on conversion to warfarin sodium.
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