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COUMADIN” TABLETS 
(Warfarm Sodium Tablets, USP) Crystalline 

COUMADIN” FOR INJECTION 
(Warfarm Sodrum for In]ection, USP) 

DESCRIPTION 
COUMAOIN (crystsame walfarm sodwm) IS an anbcosgulant which acts by mhlblbng wtemm K-dependent cosgu- 
labon factors Chemically, It IS 3-(u-ecetonylbenzyl)-4-hydmxycoumann and IS a racem~c mixture of me R- and S- 
enanbomerS Crystalme warfarm sodurn IS an tsopropanol clathrate. The crystslluabon of warfarm sodlum 
vetually ebmlnates bate lmpurties present m  amorphous warfarm b emplrlcal formula IS C,s H,, NaO+ and ids 
stmcto,sl formula may be represented by the followmg 

Crystsllme v&arm sodlum occurs es a whde, odorfess, crystellme powdw, IS discolored by hght and IS very sol- 
uble I” water. freely soluble m  alcohol, very shghtly soluble m  chloroform and m  ether 

COUMADIN Tablets for oral “se also contern’ 
All strengths Lactose. starch and magnewm stearste 
1 mg D8C Red No 6 Barurn Lake 
2mg FD&C Blue No 2 Alummum Lake and FD&C Red No 40 Alummum Lake 
Z-l/Z mg D&C Yellow NO 10 Alummum Lake and FD&C Blue No. 1 Alummum Lake 
3mg FDGC Yellow No. 6 Alummum Lake, FDBC Blue No 2 Alummum Lake and FL&C 

Red No 40 Alummum Lake 
4 mg. FD&C Glue No 1 Alummum Lake 
5mg FL&C Yellow No a Alummum Lake 
6mg FD&C Yellow No. 6 Alummum Lake and FD&C aloe No 1 Alummum Lake 
7-l/2 mg D8C Yellow No 10 Alummum Lake and FD&C Yellow NO. 6 Alummum Lake 
10 mg: Dye Free 

COUMADIN for lnfecbon IS supplled es a sterde, lyophdlled powder, which, sfte, reconsbttilon wth 2.7 mL sterde 
water for IhlJecbml, contmns: 

Warlam Sodlum 
Sod&urn Phosphate, DIbasIc, Heptehydrate 
Sodlum Phosphate, MonobasIc, Monohydrate 
Sodum Chloride 
Mannltol 
Sodwm Hydroxide. as needed for QH adjustment to 

2 mg/mL 
4 98 mg/mL 
0.194 mg/mL 
0 1 mg/mL 
38 0 mg/mL 
a i t0 a.3 

CLINICAl PHARMACOLOGY 
COUMADIN and other coumarln anbcoagulsnts act by lnhlbrbng the synthesis of wtamm K dependent clotbng fsc- 
bra, which ,“c,“de Facto(s (1, VII, !X and X, and Me anbcoagul&t proiems C end S. Half-laes bf these clotmg fac- 
tors are as follows Facto, II - 60 hous, VII - 4-6 houn, IX - 24 hours, and X - 48-72 houn The half-kves of protems 
C and S are approximately a how and 30 bows, respecbvely. The ,esul&d 111 wo effect IS a sequsnbal depres- 
soon of Facton w. IX. x and II acbvti~es Vltamm K IS an essenbal cofactor for me post nbosomal spmesls of me 
wtam,” K dependent clotbng factors. The vdsmln promotes the bmsynthesls of u-CalboxyglUtamlC acid residues 
in the proteins which are essenbal for blologlcal acbvlty Warfarm 1s thought to Interfere wth clotting factor syn- 
thesis by mhlbdlon of the regenersbon of vltamln K, ewxide. The degree Of depreSSIon Is dependent upon the 
dosage admmlstered Therspeubc doses of ws,fsnn deweaSe the total smount of the sctlve form of each vltsmln 
K dependent clotbng factor made by the lhver by appmxlmately 30% to 50% 

An stilcosgolsbon effect genewly occurs wthln 24 hours after drug admm!strstvm. However, peak sntlcosgulent 
effect may be delayed 72 to 96 hours The durabon of actmn of a single dose of rscemlc wadarm IS 2 to 5 days. 
The et(eCtS of COUMADIN may become more Q,onOonCed as effects Of dally mslntensnCe doses ovedsp. 
Anbcosgolsnts have no direct effect on an estabhshed thrombus. nor do they reverse lschemlc b&we damage 
However, once a thrombus has occurred, the goal of s”bcOsgUlsnt t,e?dment Is to Q,eVe,d further etienslon of the 
formed Clot and QC?W”t secondary th,OmboembollC ComQllcstlonS which may ,esUK I” se,lo”s and Qosslbly fats 
seque1ae 

Pharmacokinetfcs: COUMADIN IS a rscemlc mIxtore of the R- and S-ensnbomers. The S-enanbomer exhlblts 2-5 
times more anbcoagulant acbvlty man the R-enanbomer I” humans, but generally has a mole rspld cleersnce 

Absorption: COUMADIN IS essenbally completely absmbed after oral admmlstmhon wdh peak ConcentmbM gen- 
erally attamed Wlrnln me fast 4 hours. 

Distnbuboo: There are no ddferences m  the spps,ent volumes of dlstrlbubon after ~nbavenws and oral admms- 
trebon of smgle doses of warfarm solubcm. Wsrfarln dwlbutes into a relstlvely small apparent volume of d#sbl- 
bubon of about 0 14 kterlkg. A  dlsblbubon phase lasbng 6 to 12 hours IS dlsbngulshabk after rapId mtli lvenoos or 
oral admm~strsban of an aqueous solubon Usmg a one compartment model, and assommg complete bloavsdsbd- 
tdy, esbmates of the volumes of dlstllbubon of R- and S-warfarm are slmdar to each other and to that of me rsce- 
mate Concenkabons m  fetal plasma approach the maternal values, but warfann has not been found I” human milk 
(see WARNINGS: Lactation) npproximately 99% of the drug IS bound to plasma protems 

Metabolism: The ehmmabon of w&arm IS almost entuely by metsbohsm COUMADIN IS stereoselecbvely metsb- 
ahzed by hepabc mwosomal enzymes (cytochrome P-450) to macbve hydroxylated metabolltes (predommant 
route) and by reductases to reduced metabohtes (warfarm alcohols) The waltarm alcohols have mmlmal anbco- 
agulant acbvlty The metsbolltes sre pnnc~pslly excreted Into the we; and to a lesser extent mto the bde The 
metdbohtes of warfarm that have been ldenbfled Include dehydrowalfarm. two dlasteremsamer alcohols, 4., 6., 
7.. a- and IO-hydroxywarfarm The cytochrome P-450 lsozymes Involved m  the metabohsm of wsrfsnn Include 
2C9, 2C19, ZCa, 2Cla. IA2 and 3A4 2C9 IS lhkely to be the prlnclpsl form of human lhver P-450 which modulates 
me m  w0 anbcoagulant acbvdy of warfarm 

Excretion. The termlnal half-life of warfann after a smgle dose IS sppmxlmately one week: however, the effecbve 
half-Me ranges from 20 to 6C hours, w&h a mean of about 40 hours. The clearance of R-warfarm IS generally hail 
ma of s-wsrfsr~n, mos es me volumes of dlstnbobm are slmdar, me half-kfe of R-ws+s,m IS longer men met of 
S-warfarm The half-hfe of R-warfsnn langes from 37 to a9 how, whde that of S-warlann ranges tram 21 to 43 
bows Studies w,th radIolabeled drug have demcastrsted that “Q  to 92% of the orally admmlstered dose IS recov- 
ered I” orme Very hnle wsrfsnn IS excreted unchanged m  urlne Urlnsly wC,ebon IS ln the form of metsbohtes 

Elderly: Pabents 60 yesr~ 0, older appear to exhlbrt grate, than expected prothrombm bme (PT)/lnternatmal 
Normahzed Rabo (INR) response to the a”tw,egula”t effects of warfarm The cause of tf,e mcreased sensdwty to 
the anhcoagulant effects of wartarm m  mts age group IS unknown This Increased enhcosgohnt effect fmm wsr- 
farm may be doe to a combmshon of pimrmacokmebc and Qharmacodynamlc facton Racermc warfarm clearance 
may be unchanged or reduced wdh IncreasIng age. LImIted lnfo,mshOn suggests there 1s no ddference m  the clesr- 
ante of S-warfann I” the elderly versus young subfects However, mere may be a skght dew&se I” the clesrsnce 
Of R-warfann I” me elderly as COmQsred to me young Therefore, as Qstle,d age mueases. a lower dose Of war- 
fare, IS usually requwed to Q,od”Ce s therapeubc level of e”bCosg”lsbon. 

Aslans: A&w QsbentS may require IOWe, ImbsbM and mslntensnce doses Of Wsrfaw~. One non-controlled study 
conducted m  151 Chmese outpabents reported a mean dally walfruln reqwement of 3 3 t 1.4 mg to achwe an 
INR of 2 to 2 5 These pabents were stabdued on warfarm f0, wrlous lndlcabons P&lent age was the most ~mpor- 

taot determmsnt of we,fs,l” ,eq”l,eme”t I” Chmese pstlents Wlm s Q~Og~~SSl”~,y lower wsrfsrln ,e,,“l,eme”t wlm 
mcreasmg age 

Renal Dysfunction: Renal clearance IS ConsIdered to be a mmo, dete,m,“s”t of anbcoagolant response to war- 
farm NO dosage adjustment IS necessary for pabents wdh renal fadwe 

Hepstic Dysfunction: HeQsbC dysfoncbon Can QOte”tste the response to warfarm mroogh ImQwed synthesis of 
clotbng factorS and decreased metabohsm of warterm. 

The admmlskaboo Of COUMADIN (Wsrlsrm Sodurn) we the lnbavenous (I’.‘) mute should Qrovlde the Qstlent wlM 
the same concentrsbon of an equal oral dose, but maxm~um plasma concentrsbon wdl be reached esrher. However, 
me full anbcoagolati effect of a dose of waltarm may not be achieved untd 72.96 how aftw dosmg, mdlcabng 
that the admlnlskabon of IV COUMADIN should not provide any mcreased bIologIcal effect or earher onset of &on 

Clinical Trials 
Akial Fibrillation (AF): In five prospecbve randomued controlled ckmcal klals lnvolvmg 3711 psbents wth non- 
rheumstlc AF, wartarm slgndlcantly reduced the nsk of systemic Uwomboembohsm lncludmg stroke (See Table 1) 
The wk reduction raged from 60% to a6% tn sll except one kml (CAFA. 45%) which Stopped early due to pub- 
lhshed poslbve results from two of these tnslS. The mcldence of major bleedmg m  mese klsls mnged from 0 6 to 
2 7% (See Table 1). Mets-snslysls fmdmgs of these studies revealed that the effects of warfarm IO reducmg throm- 
boembohc events lncludmg skoke were slmdar at either moderately high INR (2 O-4 5) OT low INR (1 4-3 0) There 
was a slgmflcant reducbon m  mmor bleeds at me low INR Simdar date from clewal stodles I” valvular aklal 
flbrdlation pabents are not avadable 

TABLE 1. CLINICAL STUDIES OF WARFARIN IN NON-RHEUMATIC AF PATIENTS’ 

Study n Thrombosmbollsm 96 fdapr alesdmg 

WtTf.SMl- W?h”l- 
Treated Control PT %  Risk Treated CCdIOl 
Pabents Pabents Raho INR Reducboo D”C4”e Psbe”ts Pabents 

SPINAF 2au 265 1.2-l 5 14-28 79 0 001 23 15 

*All study results of warfarm vs. control are based on mtenbon-to-ksat analysis and Include lschemic stroke and 
systemic thrombaembohsm, excludmg hemorrhage and transient ischemlc attacks 

Myocardial Infarcbon: WARIS (The Warfarm Re-InfarctIon Study) was a double-bhnd, randomwed shady of 1214 
QatlentS 2 to 4 weeks post-lnfsrcbon treated wlrn wsmnn to a target INR of 2 a to 4 a. [sot note met a lower INR 
was achwed and mcressed bleedmg was associated wth INR’s above 4 0, (see DOSAGE AND ADMINISTRATION)]  
The prmwy endpomt was a combmatmn of total mortahty and recurrent mfsmtlon A secondary endpomt of cere- 
brovascular events was assessed Mean follow-up of me pabents was 37 months. The results for each endpolnt 
seQe,stely, ,“cl”dmg en snslysls of vescular death, are pwlded 1” the followmg table 

Event Warfarin 

TAELE 2 

Placebo 
%  Rtsk 

Reducdon 
(N&07) (N=FiWJ RR (95% Cl) (jwalue) 

Total Pabent “eels 
of Follow-up 

Total Mortsldy 
Vascular m m  

2018 1944 

94 (4.7/1w Qy) 123 (6 3/100 Qy) 0.76 (0 60,097) 24 (Q=o 030) 
62 (4.i/iw QY) 105 (5 4/100 QY) 0 76 (0 60, 1 02) 22 (p=O.o68) 

Reculrent Ml 
Cerebrovascular 

Event 

62 (4.1/1@3 Qy) 
20 (1 o/iw Qy) 

124 (6 4/100 my) 
hi (2 ?,I00 Qy) 

0 66 (0 51,0.85) 
0.46 (0.28,0.75) 

34 (Q=o.wl) 
54 (pa 002) 

RR= Relsbve wk. Risk reductmn=(l - RR); CI=Confldence Interval, MI=Myocard~al mfamtw+ py=psbent years 

Mechanical and Eiopmsthetic Heart Valves: In a prospective, randomized, open label, posdlve-conballed study 
(Mok et al, 1965) I” 254 Qstlelds, me thromboembohc-free InteNsl wss found to be SlgmflCs”tly greeter 1” Qsbe,,tS 
wdh mechsmcal Q&hebC heart valves treated wld, warfsnn alone compared wdh dlpyndamok-sspom (p<O 005) 
and QentoXlfy~h,Ie-ssplnn (p<O 05) keated Qstle,,ts. Rates Of th~“Ibae”lbollC events I” MeSe g,o”Qs were 2.2,8.6. 
and 7 9/100 pabent yews, respectively. MjO, bkedmg rates were 2.5,0.0, and 0.9/lCKl Qabent yean, respecbvely 

In a prospectae, open label, ckmcal klal (Saw et al, 1990) wmpanng moderate (INR 2.65) vs. high lmtensdy (INR 
9 0) warfarm meraplss m  258 patwnts wlrn mechsmcsl Qrosmebc heart valves, thromboembohsm Occurred wlrn 
slmllarfrequency I” the two groups (4 0 and 3 7 events/l00 patlent yeen. DZsQeCbVely) MelOr bleedmg was mole 
common m  the high lntensdy group (2 1 events/l00 pabent yes,@ vs. 0.95 eventsllW petlent years m  the moder- 
ate mtensdy group 

In a randomized tnsl (lorp~e et al, 196a) m  210 pabents compermg two mteoslbes of warfarm therapy (INR 2 o- 
2 25 vs INR 2.5-4.0) for a three-monm perwd following bssue healt valve replacement, mromboembohsm 
ocCw?d wlm slmdar frequmcy m  the two groups (mafar embohc events 2 0% YS 1.9%, respecbvely end mmor 
embolic events lo a% vs 10 2%, respecbvely) Major bleeding COmpkCstlons were more frequent wlm Me hlghe, 
lntensdy (major hemo,,f,eges 4.6%) “s none I” the lower mtensdy. 

INDICATIONS AND USAGE 
COUMADIN IS mdlcated for the pfophylsx~s and/or kestment of venous thrombosis end ids extensm, and pul- 
monary embohsm. 

COUMADIN IS mdlcated for the Q,oQhyleuS and/or treatment of the m,Omboembohc comphcabc,,s sssoc,sted wth 
aklal flbrdlabon and/or cardiac valve replacement. 

COUMADIN IS lndwted to reduce the risk of death. recurrent myocardlal InfarctIon. end thmmboembohc events 
such es stroke o, systemic embohzabon after myocardlal mfarctmn 

CONTRAINDICATIONS 
Pvlbcoagulation IS conkamdlcated m  any localued or general QhysKal condthon or penonal co’comstsnce m  which 
the hszard of hemorrhage might be greater than me QOtentlsf chmcal benefits of anticoagulabon. swh as 

Pregnancy: COUMADIN IS conkamdlcstsd I” women who s,e 0, may become QC?g”s”t because the drug QSSSSS 
thmugh the QlSCe‘ltSl bamer and “lay cause fatal hemonllage to me fetus ,” ufem Fwthenore, there have been 
repoltr of blrlh madormatmns m  chddren born to momers who have been treated wrth v&arm dung pregnancy 

Embryopathy characterized by nasal hypopkws with or Wlthout sbwled eplphyses (chondrodysplasla Q”“ctata) 
has been repwted m  pregnant women exposed to werfann during the first kImester. Central nervous system 
abnarmahbes also have been repwted, mcludmg dorsal mldhne dysplssla charscterued by agenew of the cccpus 
callosum, Dandy-Walker malformabon, and mldhne cerebeflar akophy Ventral mldhne dysplasia. chaactewed by 
Ophc skophy, and eye sbnotmshb~ have been observed. Mental ,et.?rdebOn. bhndness, and other cenkal “e,vous 
System abmrmahbes have been reporled m  aSsoclehon Wlm second and Mlrd timester exposure. Although rare. 
terstogemc reports fol lowmg 111 ufem exposure to wiufarln include ormary tract anomahes soch es smgle kidney, 
sSplems. enencephsly, spms bdlda, cramal nerve palsy, hydrocephalus, csrdlac defects and congemtal heslt dw 
ease, polydactyly, deformdles Of tWS, dleQh,sgmsbC hemla, Comes1 leukoma, cleft Qslste, Cleft IhQ, SChlzencephsly, 
and I”lC,oCeQhsly 

Spontaneous abortion and stdlblrth are known to occur and a higher nsk of fetal moltaMy IS esswlsted wdh me 
use of wvfsrm Low blrfh weight and growth retsrdabon have also been reported 



Women of chddbearmg potenbal who are candidates for anbcoagulant therapy should be caref”lly evaluated and 
the mdlcabons crd~caliy revlewd wtb the pabent. If the pabent becomes pregnant whlk takmg this drug, she 
should be apprised of the potenbal rtsks to the fetus, and the posslbddy of termmabon of the preg”q”Cy should be 
daxssed 1” lkght of those risks 

Hemorrhagic tendencies oi blood dyscrasias 

Recent or contemplated surgery of: (1) central nervous system, (2) eye. (3) traumatic surgery resutbng m  large 
open surfaces 

Gkedmg tendencies associated wNh active ulceratfon or overt bleeding of. (I) gastromtesbnal, gendwrmaly or 
respuatory tracts, (2) ceret$ovascular hemordnge, (3) aneurysms-cembal, dlssectmg amta, (4) pencarddis and 
perwdlal effwons, (5) bacterml endocardtbs. 

Threatened aborifon, eclampsla and preeclampsla 

Inadequate laboratory facilities. 

Unsupervised pabents with sendii, alcoholsm, or psycho% or other lack of pabent cooperabon 

Spinal puncture and other dlagnosbc or tberapeubc procedures wdb potenbal for uncontmllabk bleedmg 

Miscellaneous. major regmnal, lumbar block anesthesm. mabgnmt hypertensmn and known hypersensdlvdy to 
~arfar~n or to any 0mer components of rnrs product 

WARNINGS 
me most X”O”S risks assoc,akd wml anticoagulant mempy wdil wafarln scd,um are hemordmge I” any bss”e or 
wgm and, less frequently (~0 l%), necmas and/or gangrene cd skm and other bssues. The risk of hemorrhage IS 
related to the level of mtensdy and the dumbon of anbcoagulmt therapy. Hemorrhage and necrws have I” some 
cases km remd to rerun m  death or permanent dlsabddy. Necmsls appears to be a.wclated wdh local thmm- 
LmlS and Usually appears wdlnn a few days of me start of antlcoaguLanf merapy In severe cases of necmse, beat- 
merit tbmugh debndemmt or amputabon of me affected bssue. Ibmb. breast or pena has been rqmrled Careful 
dmgnosls IS requlmd to determme whether necmsls IS caused by an “nderlymg dtsease Warfarm therapy should be 
dlsconbnued when v&arm IS suspected to be the cause of developmg necrosis and heparm merapy may be con- 
sldered for antlcoagulabon. Although various watments have been attempted, no %?abmmt for necmsls has been 
consIdered undormly effectae See below for mfwmabon on predupasmg condrbons. These and otfter risks assac,- 
ated WI”, a”bCOagulant therapy must be waghed agamst me nsk of thmmbasls or embokzaban I” ““treated cases. 

ii cannot be emphasized tw Strongly that treatment of each patlent IS a highly mdalduabzed matter COUMADIN 
(Warfarm Sodmm), a narrow tberapeubc range (Index) drug, may be affected by factm’s such as other drugs and 
dletary Vdamln K Dosage should be controlled by penodlc determmabons of PT/INR M  other sudable coagulabon 
tests. Determmatmns of whole blood clottmg and bleedmg bmeS are not effectwe measures for contiol of therapy, 
Hepann prolongs me one-stage PT When heparm and COUMADIN are admmntered concomdmtly, refer below to 
CONVERSION FROM HEPAAIN THERAPY for recommendabons 

Caubon should be observed when CDUMADIN IS admmlstered ln any Sdtmbcm or m  the presence of any pmds- 
posmg conddlan where added nsk of hemorrhage, nwos~s, and/or gangrene IS present. 

Anbcoagulaban therapy wdb COUMADIN may enhance the release Of atheromatous plaque emixl!. thereby mcreas- 
~ng the risk of CompbcabollS from systemic cholesterol mlcmembollzatlon, mcludmg the “purple toes syndrome” 
Dwxnbnuabm of COUMADIN merapy IS recommended when such phenomena are observed 

Systemic ameroembok and cholesterol mwoembok cm present wdh a van&y of slg~ and symptoms mcludmg 
p”l@e toes syndrome. bveda mbcular~, rash, gangrene, abrupt and mtense pal” I” the leg. foot. or toes. foot ulcers, 
myalgla, pemle gangrene, abdommal pam, flank or back pam, hematuna. renal msufbc~ency, hypertensmn, cerebral 
Ischemla, spmal cord Imfarcbon, pancreabbs. symptoms slmulabng polyarterd~s, or any other sequelae of vascular 
compromise due to embol6c occlusion The most commonly mvolved wsceral organs are the kidneys followed by 
the pancreas, spleen, and lbver Some cases have progressed to necrosis or death 

Purple toes syndrome IS a compbcabon of oral anbcoagulabm characterwed by a dark, purpbsh OT mottled color 
of me toes, USU~II~ occurrmg between 3-10 weeks, or later, after me mdatlon of merapy wlrn wartarm or mlqted 
compounds Mayor featwes of tt,ls syndrome mclude purple Color of plantar surfaces and Sides of the toes that 
blanches on moderate pressure and fades wth elevabon of me legs, pal” and tenderness of the toes, waxmg and 
wamng of the color ova bme Whde me purple toes syndrome IS reported to be reversible, some cases progress 
to gangrene or necros,s which may reqmre debridement of the affected area, or may lead to amputabon 

t&pain-induced tbrombocytopenla: COUMADIN should be used wdb caution m  pabents wltb hepwm-mduced 
tbrombocytopenm and deep venous tbrombws. Cases of venous lbmb achemu. necross, and gangrene have 
occurred m  pabents wdh heparm-mduced thrombac@pmm and deep ve~lus thrombasls when heparln treatment 
was dlsconbnued and warfar~n therapy was started or conbnued In some pabents sequelae have mcluded ampu- 
tatlo” of the mvolved area and/or dead, (Warkmbn et al, 1997) 

A severe elevabon (>%I seconds) I” acbvated parbal mromboplasbn bme (aPTT) wdh a PT/INR I” the dewed range 
has been ldenbfwd as an mdlcabon of mcreased risk of wstoperabve hemorrhage 

The declslon to admmlster mbcoagulants in the followmg conddlons must be based upon ckmcal ludgment m  
which the risks of anticoagulant therapy are weighed against the benefds: 

Lactabon: Based on very lbmded pubhshed data, w-farm has not been detected m  the breast mdk of mothers treat- 
ed wdh warfaln The same lbmded publIshed data wits mat some breast-fed infants. whose mothers were beat- 
ed wdb warfarm, had prolonged pmthmmbm bmes, although not as prolonged as those of the mot&m. The declslon 
to breast-feed shwld be undertaken only afts careful conslderabon of the avadable altemabves Women who are 
breast-feedmg and anbcoagulated wda waffann shwld be wry carefully mondomd so that recommended PT/INR 
values are not exceeded. R  IS prudent to perform coagulabon tests and to evaluate vdamln K status m  mfmts at nsk 
for bkedmg tendaxles before adwng womm takmg warfar~n to breast-feed Effects I” premature mfmts have not 
been evaluated. 

Severe to moderate hepatfc or renal insufficmncy. 

lnfecbous dmeases or disturbances of intestinal flora: spme, anbblobc therapy 

Trauma wh&h may resun m  mternal bleedmg 

Surgery or trauma resulbng I” large exposed raw surfaces 

Indwelling camem. 

Severe to moderate hypertensmn 

Known or suspected rkflckncy in protein C  mediated anticoagulant mspase: Heredrtary OT acqwred defuencles 
Of PrOtel” C  o( N  CotaCtor, proten” S. have been assocmted wth bss”e necrosis followng warfarm admm,sfmt,on 
Not all pabents wdh #me cmddwns develop “ecros~s, and tlssw necmsl~ occurs I” pabentr wdho,d these del- 
clencles Inherded resistance to activated pmtmn C has been described I” many pabents with venws Swomboem- 
khc dwxders but has not yet bee” evaluated as a risk factor for bssue “e~ros,s. The risk assoc,ated w,th these 
conddlons, born for rec”rrent mromtws~s and for adverse rExtums, Is ddflcuil to wa,uate smce d does not appear 
to be the same for everyone Decisions about testmg and therapy must be made on an ,“d,v,dua, bas,s. d has been 
rewted that concomdant antlcoagulabon merapy witb hepam, for 5 to 7 days d”n”g ,“d,at*n of mempy wdh 
CDUMADIN may mm,m,ze the mcldmce of bssw? necrr,s,s Warfan, therapy should be d,sco,,bnued when warfarm 
IS Suspected to be me cause of developmg “ecmsls and heparm therapy may be co,,s,dered for anbcoagulabm 

Miscellaneous. polycytbemm vea. vascubbs, and severe dmbetes 

M m ” and sewre alk?rglc/hypersensdlvlty reactmns and anaphylacbc mact,ons have been reported 

In patients wdh acquired or mhented warfarm res,stmce, decreased therapeubc responses to COUMAOIN have 
been repinted Exaggerated therapeubc responses have been rep&d I” Other pabents 

Patents wtb congesbve heart failure may exhlbd greater than expected PT/INR response to CDUMADIN,  thereby 
requmng more frequent laborato~ mcmtormg, and reduced doses of COUMADIN (Warfarm ?&urn) 

Concomdant use of anticoagulants wth streptokmase or urokmase IS not recommended and may be hazardous 
(Please note recommendaboin accompanymg these pepwabons.) 

PRECAUTIONS 
Periodic determination of PT/INR or other suitable coagulation test is essenbal. 

Numerous factors, idone or In combination, including travel, changes In diet, environment, physical state and 
medications, including batmicsts, may Influence response of the patlent to snticoagulank. It is ~enerslly gwd 
practice to monitor tbe patient’s response with addlttcaal PTIINR determinations in tbe period immediately 
after discharge from me hos@tal, and whenever other medications, induding botanic&, are initiated, discon- 
tinued or taken irregularly. The following factors are listed for reference; however, otfw faotors may also affect 
the anticoagulant respomx. 

Drugs may interact with COUMADIN through pbarmacodynamic or pharmacokinetic mechanisms. Pharmaco- 
dynamic mechanisms fof drug interactions wim COUMADIN am synergism (impaired kmc&asis, reduced clot- 
ting factor synthesis), competltlve antagonism (vitamin K), and altered physmlogic control loop for vi tamm K 
metabdism (hereditary resistance). Pharmacokbtetk mechanisms far drug Interactkits with COUMADIN are 
manly enzyme inducbon, enzyme inhYbon, and reduced plasma protein binding. It is important to note tbat 
some drugs may Interact by more man one mechanism 

The following factors, alone or in combination, may be responsible for INCREASED PT/tNR response: 

ENDOGENOUS FACTORS. 

blood dyscrasms - 
see CONTRAINDICATIONS 

cancer 
collagen vascular de?ase 
congestwe heart fadure 

dlarrtma 
elevated temperature 
hepabc disorders 

lnfecbous hepabbs 
faundlce 

hyperthyrmdlsm 
poor nutrNonal state 
SteatOnilea 
vdamm K deficiency 

EXOGENOUSFACTORS:  
Potential drug interactions with COUhIAOIN are listed below by drug class and by specific drugs. 

Classes of Drugs 

5-ltpoxygenase lnhlbdor 
Adrenerglc Sbmulank, Central 
Alcohol Abuse Reducbon 

Preparatmns 
AnalgesKS 
Anesthebcs. lnhalabon 
Anhandmgen 
Anbmbythmcs~ 
Anbbmbcs 

Ammaglycasides (oral) 
Cephalosporms, parentera, 
Macmbdes 
MlScellsneOuS 
Pencdlms, lmba”eno”s. 

high dose 
oumolones pluaroquInalanes) 
Sulfcmamldes, long acbng 
Tetracyclmes 

AntlcoaQulants 
AntlCOnVUISantS’ 
Anbdepressants 
Anbmalarml Agents 
Antlne001astlcs’ 

Fmt~paraSd~clAnt~m~crobmls 
Anbplatelti Drugs/Effects 
Anbmymld Drugs’ 
Beta-Adrenerglc Blockem 
Choiebmolybc Agents 
Dmbetes Agents, Oral 
Dmrebcs’ 
Fungal Medlcabons. lnbwagmal, 

Systemic’ 
Gastric Aclddy and Pepbc 

Ulcer Agents’ 
Gastromtestinal 

Prokmebc Agents 
Ulcerabve Cobbs Agenk 

Gout Treatment Agents 
Hemorrheologe Agents 
Hepatotoxlc Drugs 
Hyperglycemic Agenk 
Hypertenswe Emergency Agents 
Hypnobcs’ 
Hypobpldemcs’ 

Sde Acld-Bmdmg Resms’ 
Flbrlc Acti Denvabves 

HMG-CoA Reductase 
lohlbdors’ 

Leukotnene Receptor Antagomst 
Manoamme Oxldase lnhlbdcfs 
Narcotcs. pmlonwd 
Nonsterouial Anb&dlammatory 

Agenk 
Psychosbmulants 
PyPZolOneS 
Sallcylates 
Selective Serotonm 

Reuptake lnhlbdors 
Steroids, Adrenocorteal’ 
Steroids, Anabobc (17.Alkyl 

Testosterone Denvatses) 
Thmmbalyhcs 
Thyrmd Drugs 
1uberculos~sAgerds~ 
Ur~cosur~c Agents 
VCiCCllES 
Vrtamms’ 

1 r Specffii Drugs Repalted 
acetammophen 
alcohol’ 
allopurmol 
ammasahcybc acid 
ammdarone HCI 
aspmn 
atorvasktln’ 
azdhromycm 
capecdabme 
cefamandole 
cefazolln 
cefoperazone 
Cefotetan 
cefoxdln 
ceftrlaxOne 
celecoxib 
cenvaskbn 
chenodlol 
chloramphemcol 
chlwal hydrate’ 
chlwpmpamlde 
chokstyrammel 
clmebdme 
clprofloxacln 
clsaprlde 
clardhromycm 
cloflbrate 
COUMADIN overdose 
cyclophosphamlde’ 
dallaOl 
detian 
detiothyroxme 
d,azox,de 
tbc,otenac 
dlc”marcd 
dlfkmlsal 
dwdbram 
doxycyclme 
erythmmycm 
ernacrymc acld 
fenoflbrate 
fenoprofen 

so. other medlcabons affectmg I 
dW.ay defw?rwes 

flutamlde 
fluvastatln 
f luvoxamme 
gemflbrozll 
gklcagon 

heparm 
Ibuprofen 
doskmlde 
mdomemacm 
mfluerm YMUS vamne 
draconazole 
ketaprofen 
ketorolac 
kvamlsok 
kvofloxacln 
kvomymxme 
lbomyr0mne 
lovastabn 
mefmamu acld 
methlmazolet 
metbyldopa 
memylphenldate 
memylsahcylate omtment 

(topIcal) 
mebomdazole 
mconazole 

(mtravagmal. systemq 
moncume hydmchlonde’ 
nahdlxlc acud 
naproxen 
W?O”yC” 
WXflOXXlIl 
Ofloxacln 
olsalazlne 
omeprazole 
Oxapmll” 

paroxetlne 
,d elements which may moddy hen 

pmmIlgw no1 weaner 
unrebabk PT/INR determmabons 

* mueased and decreased PT/INR responses have been reported. 

1 

pemcdbn G, mb’avenous 
pentoxdylllne 
phenylbtdazone 
phenytom’ 
plperacdlln 
pl*CWXi” 
pravasktm’ 
predmsone’ 
pmpafenone 
PmPwphene 
pmpranolol 
pmpybhloumcd’ 
qwmdme 
qu,mne 
randldme’ 
rofecoxlb 
Selkahne 
SlrnYaskh” 
StanozOlol 
streptokmase 
suiiametfwole 
suHamethoxarole 
sunmpyrazone 
sunlsoxamle 
subndac 
kmoxrfen 
tetracychne 
myrold 
tlcarcdlln 

bssue plasmmogen 
acbvator It-PA) 
tolbukmile 
tramado, 
tnmemopnm/sunamemax~ole 
umkmase 
wdproate 
“dam,” E 

ass 



The following factors, #one OT in combination, may be responsible for DECREASED PTIINR response: 

ENDOGENOUS FACTORS 

edema 
hereddarj cwmarm resistance 
hyperllpemla 

hypothpwliim 
“ephmhc syndrome 

EXOGENOUSFACTORS:  
Potential drug interactions with COUMADIN (Warfarin Sodium) are listed below by drug class and by specific 

r Classes of Drugs 

Adrenal Cortical Sterold InhIbIton 
AntacIds 
AntmxMy Agents 
Pnhmhythmcs’ 
Anhbmt,cs’ 
mlCOnVUISantS’ 
Anbdepressants’ 
Pntlhlskml”eS 
Anb”eoplasbcs 
Antmsvchobc Medlcahons 

alSO d,et h,gh I” vltam,” K 
webable PTIINR determmabons 

‘Increased and decreased PT/INR responses have been reported 

Anbthymld Drugs’ 
Balbmates 
OIUretlCS 
Enteral Nutnbanal Supplements 
Fungal Medlcabons, System@ 
Gasbc Aclddy and 

Pepbc Ulcer Agents’ 
Hypnobcs’ 
Hypohpldem#cs’ 

Bde Acid-Bmdmq Resms’ 

COUMALUN undmdosage 
cyclophosphamlde’ 
d~cloxacdkn 
emchlorwnOl 

haloperldol 
mepmbamate 
B-mercaptopurme 
mem~mazok~ 
momxme hydmchlonde 
nafcllhn 
paraldehyde 
pentobarbrtal 
phenobatidal 

HMG-CoA Reductase Inhlbdors’ 
lmmunosuppressw3 
Oral Contacept*es, 

Estrogen Cantalnmg 
Selectwe EsSogen Receptor 

Modulators 
SternIds, Adrenocartlcar 
Tuberculosis Agents’ 
Vdamms’ 

phenyiom’ 
pnvastat1n 
prednlscne’ 
pnmldone 
pmpylmtcwacd~ 
r.?lOXdelle 
randldme’ 
rdampm 
s~COb=3rbltal 
Splronolacmne 
sucranate 
trarcNlone 
“lkmm C (h,gh dose) 
“dam,” K 

Because a patlent may be exposed to a combmabon of the above factots, the net effect of COUMADIN on PT/INR 
response may be unpredictable. More frequent PT/INfi mandormg IS therefore adasable. Medcabcms of unknown 
mteracbcm with coumarms are best regarded wdh caution When these medvzabons are started or stopped, more 
frequent PT/INR momtormg IS adwsabk. 

It has been reported mat concomitant admm6babon of w&am! and t,clop,d,“e may be assoc,ated wdh cholesta- 
bc hepahbs 

Botanical (Herbal) Medicines: Cauban should be exercised when batanlcal medlcmes (botan~cals) are taken con- 
comltantly wdh COUMADIN Few adequate, well-controlled studies ex!st evaluabng the potenbal for metabahc 
and/or pharmacalaglc lnteracbons between botamcals and COUMADIN Due to a lack of manufacturing standard)- 
zabon wdh botamcal medlcmal pfeparabons, the amcunt of acbve mgredwits may vary This could fwUwr con- 
found the abddy to assess potenhal lnteracbons and effects on antcoagulabon. lt IS good pracbce to momtor the 
pabent’s response with adddwnal PTANR determinabons when lndlatmg c, dlscantmumg botamcals 

Speclflc botamcals WpO,kd to affect COUMADIN therapy Include the folIowIng 
* Bromelams, danshen. dong quaI (AngelIca smens~sj. garkc Gmkgo bd&, and ginseng are associated most ofien 

wlrn an INcREAsE I” me effects of C~UMADIN 
- Coenzyme O,, (ubldecarenone) and St John’s wart are associated most often wth a DECREASE m  the eftects of 

COUMA!IIN. 

Some botamcals may cause bleedmg events when taken alone (e g , garkc and Ginkgo bdoba) and may have anb- 
Coagulant. antIplatelet. and/or fiklnolytc propeltles. TbeSe effecti would be expected to be addlbve to the antro- 
agulant effects of COUMADIN Convenely, other batamcals may have coagulant p,ope,t,es when taken alone or 
may decrease the effects of COUMADIN 

Some botanlcals that may affect coagulat”,n are lhsted below for reference, however. tha hst should not be con- 
sIdered 811-1”CluS1~e. Many botanlcak have several common names and scmntdx names. The most wdely recog- 
nued common botanmal names are hsted 

tt~tantical~ that contain coumarins with potential anNcoagulant effects 
I I 

Pngehca (Dong QuaI) 
Amseed 
ATmca 
Asa Foebda 
Bogbean’ 
Bold0 

celery 
Chamomde 
(German and Roman) 
Dandellan’ 
Fenugreek 
Horse Chestnut 
HorseradIsh 
LlCOl& 
Meadowsweet’ 
NS?ttk 

Parsley 
Passion Flower 
Prickly Ash (Northern) 
Ouassla 
Red Clover 
sweet Clover 
Sweet Woodruff 
Tonka Beans 
Wdd Carrot 
Wdd Lettuce 

Miscellaneous botanticals wth anticoagulant properties: 

Bladder Wrack (Fww, Pau d’arco 

Boknlcak that contain salicylate and/a have antiplatelet propetties: 
I I I 

Ag‘llllO”p 
Aloe Gel 
Aspen 
Black Cohosh 
Black Haw 
Bogbean’ 
C.3SSl.S’ 
ClOW 

Dandekan’ 
FeVelfeW 
Garhc’ 
German Sarsapardla 
GlllWr 

Poplar 
senega 
Tamarmd 
WdlOW 
wmtergreen 

Bmmelams Garlic’ lnosdol Nlcobnate 
Capseum’ Gmseng (fsnarj’ 0ll10n~ 

I 

BOknuCak wnh coagulant pmperues: 

Agrimony’ 
Goldenseal 

M!stlt?toe YarrOW 

’ Conkms co”marms and sahcylate 
’ Cantams cwmmns and has fibnnolybc pmperbes. 
1 Cantams coumarms and has antiplatelet pmperbes 
’ Contams sahcylate and has coagulant pmpeltles 
’ Has anbplatekt and flbrmolybc properbes. 

Effect on Other Drugs: Coumwms may also affect the acbon of other drugs. Hypcglycemlc agents (chlorpropamlde 
and tolbutamlde) and anbconvulSants (phenytom and phenobarbdal) may accumulate m  the body as a result of 
mference ~lth elmer rnetr mekbohsm 0, excrebon 

Specml Risk Patients. COUMADIN (Warfarm Sodam) IS a narrow therapwbc range (Index) drug, and cati~on should 
be observed when wxlarln sodium IS admmlstered to cerlam pabents such as the elderly or debddated 01 when 
admmlstered an any sduatmn OT physlcal canddlan where added risk of hemmfhage IS present. 

Intramuscular (I M  ) mlecbons of concomdant medlcabons should be confmed to the upper exiremdles which per- 
nuts easy access for manual compressmn, lnspecbcms for bleedmg and use of pressure bandages 

Caubon should be observed when COUMADIN (or watfarm) IS admmistered concomdantly wlm nonstemldal anb- 
mflammatoty drugs (NSAlOs), mcludmg aspen. to be certam that no change m  antnoagulatmn dosage IS requued 
In addtbon to specdlc drug mteracbons that might affect PTANR, NSAIDs. mcludmg aspmn, can mhlbd platelet 
aggregahon, and can cause gastmmtesbnal bleedmg, peptic ulcer&on and/or perlorabon 

Acqwred w Inherded warfarm resistance should be suspected If large dally doses of COUMADIN ate requued to 
mamtam a pabent’s PTANR wlrnln a normal rnenpeubc range 

Information foe Patients: The objecbve of anbcoagulant therapy IS to decrease the clottmg abddy of the blood so 
that thrombasls IS prevented. whde avmdmg spontaneous bleedmg Effectw therapeubc levels wth mmlmal 
comphcatmns are m  palt dependent upon cooperabve and well-Instructed patents who commumcate efkctae- 
ly wdh their physIcIan Pahents should be adwe& Strict adherence to prexrlbed dosage schedule IS necessary. 
Do not take or dlscantmue any other medlcaban, mcludmg sabcylates (e.g., aspmn and toplcal analgesics). other 
over-the-counter medicabons, and botanical (herbal) products (.?.g , bromelams. coenzyme II,,. danshen, dong 
qua,, garlic, Ginkgo bdaba. gmseng, and St. John’s welt) except on adwe of the physlc,an Avmd alcohol con- 
sumpbon Do not take COUMADIN during pregnancy and do not become preg”ant whde tak,“g ,t (see CON- 
TRAINDICATIONS) Avold any actwty or spoti that may result m  traumahc mjury. Rothrombm bme tests and 
regular YISI~ to physIcIan or chnlc are needed to momtor therapy. Carry ldentdwdmn stabng that COUMMIN IS 
being taken H the prexrlbed dose of COUMADIN II forgotten, notdy Me physIcIan Immediately. Take the dose as 
Soon as posslbk on the Same day but do not take a double dose of COUMADIN the next day to make “p for missed 
doses The amount of vl tamm K I” food may affect therapy wdh COUMADIN Eat a normal, balanced diet mam- 
klnlng a consistent amount of vltamln K. Awd drasbc changes I” dietary habds, such as eatmg large amounts 
of green leafy vegetables. Contact physIcian to report any illness, such as dlantwa, lnfecbon or fever. Notify phyw 
clan lmmedlately If any unusual bleedmg or symptoms occur. Signs and symptoms of bkedmg mclude pam, 
swellmg or dwomfort, prolonged bkedmg from cuts, Increased menstrual flow or vagmal bleedmg, nosebleeds, 
bleedmg of gums from brwhmg, unusual bleedmg or brulsmg. red or dark bmwn urme, red or tar black stools, 
headache, duzmess, or weakness. If therapy with COUMADIN is dlscontmued. pabents should be catimned that 
the anbcaagulant effects of COUMADIN may persist for aboul’2 to 5 days. Patients should be informed that all 
warfarin sodium, USP. products reprewnt the same medication, and shwld not be taken concomttanuy, as 
overdosage may result. 

Carcinogenesis, Mutagenesis, Impairment of Fertility: Carcmcgenicdy and mutagenlclty studies have not been 
performed wth COUMADIN The repmducbve effects of COUMADIN have not been evaluated. 

Use in Pregnancy: Pregnancy Category X - See CONTRAINDICATIONS 

Pediatiffi Use. Safety and eflecbveness I” ped,at”c pabents below the age of 18 have not been establIshed, 1” ran- 
domlzed, controlled cknlcal blals. However, the use of COUMAOIN m  pediatric pabents 8s well-documented for the 
prevenhon aMI treatment of thromboembohc events Dltficulty achmvmg and mamtammg therapeubc PT/INR 
ranges I” ttw pedlatrlc pabent has been reported. More frequent PTANR determmabcms are recommended because 
of possible changmg warfarm requw?mw,ts. 

Geriab’k Use: Pabents 60 years (w older appear to exhlbd greater than expected PT/INR response to the antcoag- 
ulant effects of warfarm (see CLINICAL PHARMACOLOGY).  COUMADIN IS contramdwxted 8” any ““s”w,wsed 
pabent wdh semhty. Caution should be observed Wdh admlnlSkBtlDn of wallann SDdlUm m  elderly~pabents m  any 
sduahon or physlcal condlbon where added wk of hemonhage IS present. Lower mltmbon and mamtenance doses 
of COUMADIN are recommended foe elderly pabents (see DLISAGE AND ADMINISTRATION).  

ADVERSE REACTIONS 
Potenbal adverse reacbons to COUMALIIN may mclude: 
* Fatal o( nonfatal hemorrhage from any bswe or organ The IS a consequence cd the anbcoagulant effect The 

signs, symptoms, and severdy wdl vary accardmg to the locabon and degree 0‘ extent of the bleedmg 
Hemonhaglc comphcabons may present as paralysis; parestheaa; headache, chest. abdomen, lomt. muscle or 
Other pal”, duzmess; shortness of breath, ddflcult breaUw,g 0, swallowl,,g: unexplamed swelhng, weakness, 
hypotensmn: or unexplamed shock. Therefore, the posslbdhy of hemorrhage should be considered I” evaluahng 
the condlbon Of any anbcoagulated pabent wdh complalnts which do not mdwxte a” OLwous dlagnosls Bleedmg 
durmg anticoagulant therapy does not always correlate wlrn PTIINR (See OVERDOSAGE:  Treatment.) 

* Bleedmg which occu‘s when me PT/INR IS wthln the dwapeubc range wanants dlagnosbc ,nvesbgatmn smce 
It may unmask a prwously unsuspected lemon, e.g , tumor, ulcer, etc 

l Necmsls of skm and oUv?r tissues. (See WARNINGS ) 
l Adverse reacbons reported mfrequently Include hypersensltlv~/allerglc reacbons. systemic cholesterol 

meroembohzatmn, purple toes syndrome, hepabbs, cholestatic hepatm mnjury, laundlce. elevated hver enzymes, 
~ascuI~bs, edema, fever, rash, dermabts, lncludmg bullous eruptlow, wbcanq abdommal pen mcludmg cramp- 
mg, flatulence/bloabng. fabgue. lethargy, malase, asthenla, nausea, vomdlng, dwdvx. pam, headache, duzi- 
“es, taste pewen~o”. pmntus. alopec,a. cold mtolerance, and paresthewa mch,dmg feehng cold and chdls 

Rare events of tracheal 01 bacheobmnchlal CaklLabon have been reported m  associabon wdh long-term warfarm 
merapy me  ci1n1c.4 slgnlflcance of rnls went IS unknown 
Pnaplsm has been associated wlm anbcoagulant admmlsbabon. however, a causal relabonshlp has not been 
estabhshed 

OVERDOSAGE 
Signs and Symptoms: Suspected or overt abnormal bleedmg (e g , appearance of bled m  stools or urme. hema- 
bma. excesswe mensbual bkedmg, melena, petechw excesswe bwsmg or pewstent oormg from superlwal 
1wmeS) are early mandesktlm of anbcOagulatlon beyond a safe and satisfactory level. 

Treatment. Excessw? antcoagulatm, wdh or wthout bleedmg, may be conboIled by dwxnbnwng COUMMlN 
therapy and It “ecesswy, by admmwrabcm Of oml or parenteral “ltamm K, (Please see recommendat,ons accom- 
panylng v~tamm K, preparabons prmr to use, 



Such use of vdemm K, reduces respense to subsequent COUMAOIN therapy Pshents may return to a pretreatment The INR M ” be csfcufated es INR = (observed PT Tebe)~ where me ISI (hdemebmtet sensmvdy Index) IS me wf- 
thrombohc ststus fellowmg Me mp!d reverse1 of a prolonged PTANR. Resumpbon of COUMADIN (Werfarm Sodmm) m0n factor m  me eqmmon mat Tefstes me PT mtm of me bcal megem to me refet~~e pepemhon and IS a mess- 
admimstmbon reverses the effect of vdemm K. and a therepeubc PTANR can agam be obtamed by careful dosage me ef me sensNvIty Of a gwen mmmbepfssbn to mducbon Of vdemm K-dependent CeagUlatlOn fxtom; me fewer 
adjustment fi mptd anbcoagulabon IS Imdsxted. hepeon may be preferable for mtbal tbempy the ISI, the m m  “sensd~ve” the reagent and the closer the derived INR wdl be to the ObSefved PI ratlo.’ 

If mmer bteedmg pmgwsses to major bleedmg. glye 5 to 25 mg (mrely up to 50 mg) psyenteml Vltamln K, In emer- 
gency smahons af severe hemonhage, ctotbng factom can be returned to normal by admuustermg 200 to 500 mL 
of hesh whole blood or fresh frozen plasma, or by glvmg CDmmerClal  Factor IX COmpleX 

A risk of hepebbs end other vlfel dtseases IS assocmted wdh the use Of these bleed products. Factor IX Complex 
IS else essecmted wth an mcreased hsk el thmmbesfs. Therefore, these pmpsmbens should be used mVy m  
excepbonal or Ida-mreatenmg bleedmg episodes secondary to COUMAoIN (WeffeTm Sodmm) OverdOSage 

Purmed Factor IX pmpemtmns shouM not be used because they cannet ~mcmase the levels of pmthrombm, Factor 
“If and Factor X  which am also depressed along wdh the levels of Factw IX es a resuit Of COUMADIN treatment 
Packed red bled cells may also be gwen d slgmficant blood loss has occurred lnfusmns of blood or plasma should 
be mcmftored carefully to avmd pmclpdsbng pulmona~ edema fn elderly pabents or pabents wdh heart dfsease. 

DOSAGE AND ADMlNlSTfLATlON 
The dosage end admmmhehon Of COUMADIN must be mdlvlduehzed for each petlent eccefdmg to the palt lcular 
pabent’s F’TANR respoose to the drug. The desege should be adjusted based “pan the pabent’s PTANR. (See LAB- 
ORATORY CONTROL below for full dncuwen on INR ) 

Venws Thmmbeembol ism (including pulmonary embolism): Avadable chmcal ewdence fndfcates that an INR of 
2 O-3.0 IS suffwmt for p‘ephyfsws and bestment of venws thmmboembohsm and mm,m~zes Me risk of hemor- 
rhage assocmted wdh htgher INRs. In pabents wdh rmk factors for mcunent yenuus thmmbaembehsm mcludmg 
veneus msuff~c~ency, mhetied thrombaphdla, tdmpathtc venous thromboembalsm, and a htstory of thromfmhc 
events, conslderabon should be gwen to longer term therapy (Schulman et al, 1995 and Schulman et al, 1997) 

Atdial Fibdllatien: Fwe recent chmcal mab evaluated Me effects of wsffefm m  pabents wdh non-velwler atrial ffbnl- 
labon pv) Mete-enafys~s fmdmgs cd these studies revealed mat me effects of warfmm m  rsducmg thmmboembehc 
events tncludmg stroke were stmder et edher moderately htgh INR (2 O-4 5) ef low INR (1 4-3 0) Them was a stgmf- 
merit mducbon m  m m m  bleeds et the tow INR Slmllw data fmm chmcsf studtes m  vefvutar ebml flbnllahen psbeftts 
are not svedsble The fiels m  nw~slvulm smel ftbrdMbon supped me Amencan College Of Chest Fhys~c~ens’ (ACCF’) 
recommendabee that se INR of 2.0-3.0 be used for larg term wetfarm therapy m  eppmpnste AF p&ems 

Post-Myocardial Infarctfan: In post-myccardml mfarcban pabents, COUMADIN therapy should Lx mdmted early (2. 
4 weeks post-mfamhan) and dosage should be adfusted to mamtem an INR of 2 5-3 5 long-term The mcommen- 
daban IS based on the results of the WARM study m  which treatment was leutated 2 to 4 weeks after the mfarcbon 
In patleots thought to be et an Increased rusk of bleedmg complmsboos m  cm aspmn therapy, memtenance of 
COUMADIN mempy et me lowet end 0f mts INR mnge IS recommended 

Mechenmel and Eiopmsthetfc Heed Valves: In pabents wdh mechamcal heart valve(s), long term prophylaxis wdh 
warferlf~ t0 an INR of 2.5-3.5 IS recommended. In pebefds wdh bmpresthetlc heart valve(s), based on fhmded date, 
the Amertcan College of Chest Physwsns recommends weftann therapy to an INR of 2.0-3.0 for 12 weeks after 
valve ~msefhc”~ In pshe”tS wdh adddmnal rtsk factws such es athal ftbnllabon m  fxmr thmmboemboltsm, co”s,d- 
emhon shwld be given for longer term therapy. 

Recurrent Systemm Embolism. In cases where the hsk of thremboembehsm IS great, such es m  pehents wdh 
recurrent Systemfc emboksm, a htgher INR may be reqmred 

An INR of greater than 4.0 appears to provide no additimud therapeutic benefit in most patksnts and fs assocl- 
ated wdh a htgher fak of bleeding. 

hdtial Dosage: The desmg of COUMADIN must be mdtaduahzed accmdmg te pabent’s sensd,wty to the drug as 
mdszated by the PTIINR. Use of a large laadmg dose may mcrease the fnmdence of heme”hag,c and other com- 
phcetmos, does nut offer mere mptd pmtechwl agamst Mmmbl  formabon, end IS not recommended Lower fmma- 
ho” and mamtenance doses are recemmended for etdedy and,o‘debd,tsted psbmds and pabents wdh potenba, 
to exhtbd greeter men expected PT/INR mspwe to C~UMADIN (see FRECAUTIONS) 6ssed 0n hmded data, ASIAN 
DahentS “a” also reO”l‘e lower ““at”” and mamtenance doses el COUMMIN Mm? CLINICAL PHAFtMACoLoGYI 
it 1s recommended that COUMADIN therapy be lmdmted wdh a dose of 2 to 5 mg per day wth dosage ed,“stments 
bssed on the results of PTANR determmatmns. 

Maintenance: Most pabents are sebsfactenly mamtemed at a dose of 2 to 10 mg dally. Flextbfldy of dosage IS pm- 
vfded by breakmg scored teblets 1” half. The mdwdual dose and interval should be gauged by Me pabent’s pm- 
thrombm respanse 

Duration of Therapy: The dumbOn Of therapy I” each petlent shmdd be mdafduahzed. In general, anbcoag”fant 
therapy should be conbnued wbl the danger Of thmmtws and embohsm has passed. 

Missed Dose: The anbcoagulmd effect Of COUMADIN persists beyond 24 hems ff the pahem forgets te take the 
pmscr!bed dose of COUMADIN at the scheduled bme, me dose should be taken es soon es pesslble on the same 
day. The pabent should not take the “msed dose by doubhng the dally dose to make up for mlssed doses, but 
shwld refer beck to ks or her physwe,. 

Inbaveneus Route of Admlnistmtfon: COUMADIN for ln~echoo pmvmes an afternate admmmtrehon mute for 
pabents whe cannot receme emI dfugs. The N dosages would be the same ss these that would be used Oratfy 11 
the pabent could take the drug bv the oral mute COUMADIN fey lnfectlan should be admmlstered as a slew balus 
lnfecbcm ever 1 to 2 mmutes Into a permheral yem. ft IS nut recommended for mtrsmuscular admeustmbcm The 
v!eI should be reconstduted wlm 2 7 mL of Sterile Water for InJeCtlM and inspected for pmt,c”fste matterand ds- 
colorabon lmmedFAaly pnat to use Do net use d edher pmtlculate matter and/or dlscoloreben IS noted. After 
mconstduhon, COUMADIN for ln~echon ts chemmslly and phystcally stable for 4 hems at mom temperature r dees 
“at cents,” any ant,mweb,at pmsewebve and, thus, cam mUSt be taken to assure the stetMty of the prepared sob,- 
bon The wal 1s net recommended for mufbpfe use and unused selubon should L?e dlscerded 

LABORATORY CONTROL The F’T reflects the depressmn of ylmmln K dependent Factors VII. X  and II There we sev- 
eral moddlcabc#ts of me one-stage PT and me phystctee Shculd become femdmr wdh me spectftc memod used tn 
hts labaratory The degree of enbwagulabcm mdsxted by any range of PTs may be altered by the type ef Mmm- 
boplasbn used; the eppmprmte therepeubc range must be bssed on the estxnence Of each laboratory. The PT 
should be determmed dally after the admimstmbon of the mdlsl dose untd PTANR results stebdue m  me mem- 
peuhc range Intervals between Subsequent PTANR determmabw Should be based upon the physwxm’s judgment 
of Me pabent’s mhabthty and response to COUMADIN m  order to mamtam the mdlvldual wdhm the thempeubc 
range Acceptebk lntemals for PTANR determmabons are nOrmally Wdhm the renge of one te four weeks after a 
stable dosage has been determmed To ensure adequate centml. It IS recommended that eddmonal PT tests are 
done when ether warfarm p,cd”cts are mtemhanged wdh warfarm sodmm tablets. USR es welt as whenever ome, 
medlcsbens am Inmated, dMcmtb”ued, or taken meg”tedy (see PRECAUTIONS).  

Ddfemnt thmmboplasbn reagents vary substanhaffy m  thetr se”sm”dy to sod,“m  warfarln-Induced effects ~1 Pf 
To defme the appmprmte mempmmc regtmen d IS tmpmtmd to be famdler wtm me sensmvey of me thmmbo- 
plashn reagent used m  the labmetory and es mfebarshtp to the lntemetlenel Reference Prepamhm, (IRP,. a sen- 
shve thmmbopfastm reagent prepsted horn human brem. 

A system of standardizmg the PT m  oral anbcoagulant cenbel was mtmduced by the World Heaith Organuabon ,n 
1963 n IS based upon the determmsben of an Intemabonal Namahred Rabo (INR) whmh pmvmes a cemmon bests 
for cOmmumcm,en 0f PT fesuns end mtefpmtabmts 0f merepeubc ranges me INR system ef mpmbng IS based 00 
a Mgahmmm fetebonshfp between me pT mbos of me test and reference preparation me INR IS me PT reho met 
would be obtefned d the lntwnabonal Reference Pmparabon (IRP), whfch has a” ISI of 10, was used to perform 
Me test. Early chn~af studfes of Oml amlcoegukuds. whmh farmed Me besls for recommended therapeubc ranges 
of 1 5 te 2 5 bmes contmf mea” normal PT, used senstbve human bram thrombeplasbn. When usmg the fess sew 
smve mbbd brsm thmmbopfasbns commonly employed I” PT essays today, adjustments must be made te the tar- 
geted PT range that reflect MN decrease m  sens!b”dy 

The proceedings and recommeodebons of me 1992 Natmnal Conference on Anbbtmmbebc Therapy” rewew and 
e”a,“ate LsS”eS related te Oral antIcoagulant mempy and me senstbwty Of thmmbeplssbn reagents and provtde 
addfbonal gmdehnes for defmmg the approphate mempeubc mglmen 

The con”erslon Of the INR to PT rebos for me less-mtense (INR 2.0-3.0) and mere mtense (INR 2.5-3 5) mempeu- 
bc ange fecemmended by the ACCP for mromboplasbns over a nnge of ISI velues IS shown m  Table 3 ’ 

TABLE 3 
Relatfonshlp Between INR and PT Reties 

For Thrombopfestfns Wfth Different ISI Values (Sensitfvitfes) 

PT RATIOS 
ISI ISI ISI ISI Isl 
1.0 1.4 1.6 2.3 2.6 

iNR=2.03 0 20-30 1 6-2 2 1.5-1 a 1 4-1 6 1 3-l 5 
INR=2.5-3 5 2 5-3 5 1 9-2 4 17-20 1.5-l 7 1 4-1 6 

TREATMENT DURING DENTlSTRl AND SURGERY The management of pabents whe undergo dental and surgical pm- 
cedures mqmres close ha~scm between ettendmg physclans, surgears and denhsts PTANR detefmmabon IS mc- 
ommended just prmr to any dental or surgmal pmcedure. In patients undmgomg meumal myawe procedures who 
must be anbcoeguleted prmr to, during, OT lmmedmtely fol lowmg these pmcedums, adjusbng the dosege of 
COUMADIN (Warfarm Sedmm) to mamtsm the F’TANR at the low end of the therapeubc range may safely allow for 
contmued anbcoagulabon The operabye site shmdd be sufhcmntfy lhmded and accesstble to pamd Me effecbve “se 
of lw~l pvxedures for hemosbws. Lfnderbmse condfbons, dental and mmw surgfcal procedures may be performed 
wrthoui undue nsk of hemorrhage Some dental m  surgtcal pmxtures may necessdete the tmtermpbon of 
COUMMIN thefew When dmccmbnumq COUMADIN eve” fof a Shmt permd of hme. the be&M and r&s sheuld be 

CONVERSION FROM HEPARIN THERAW Smce the anbcoagulant effect of COUMADIN IS delayed, heperm IS preferred 
“lbally for mpld enbceegulabon. Cenvers~on to COUMADIN may begm ccixomdsntly wdh hepeon therapy 0, may 
be delayed 3 te 6 days. To ensure centmuws antcoagutebcm. d IS adwsable to cenbn”e full dose hepenn therapy 
and that COUMADIN tberepy be overlapped wdh heparm for 4 to 5 days, unbl COUMADIN has produced the dewed 
thempeubc response as determmed by PTANR. When COUMADIN has produced me dewed PTANR m  promrombm 
acbwty, heparm may be dtsconhnued 

COUMADIN may mcreese me ePTf test, even m  me absence of hepsfm. mmng mfbel mempy ~tth COUMADIN,  me 
mterference wdh hepsrm antmoaguletmn is of mmtmal chmcel stgndmance 

As heparm may affect me PTANR, pabents rece,vmg born heparm and C0Uf4Aol~ should have bleed c 
PTANR determsvabon drawn at least: 
l 5 hours after the last N  bolus dose of hepenn, 0‘ 
l 4 hours after cesssbon of a cenbn”~s N mfuslon of hepan”, 0‘ 
* 24 hmss after the last subcutsnews heparm mjecbon 

H O W  SUPPLIED 
Tebteb: For oral use, smgle scored wdh one face tmprmted numertcally wdb 1. 2. 2.172. 3. 4. 5. 6, 7.172 m  10 
superfmpesed and mscrtbed wfm ~~COUMADIN~~ end wtm me etmesite face poem ~OUMADIN IS syedsbfe I” b~ttfes 
and Hospdel Umt-Dose Bhster Packages wfth p~temes and c&s as follo& 

1 “g pmk 
2 mg lavender 
2-w mg green 
3mgi.m 
4 mg blue 
5 “g peach 
Bmgted 
7-172 mg yesow 
10 “g white 
fOve Free1 

1W’S 
NDC OO56-0169-70 
NOC W66-O170-70 
NOC W56-017670 
N W  0356-0166-70 
NOC W56-0166-70 
N W  W56-0172-70 
NOC W56-O169-70 
N W  1X66-0173-70 
N W  WS6-0174-70 

1wO’S 
NOCO356Ot69W 
N W  0056-Ol7OW 
N W  w5601769O 
NOC oo56-016690 
N W  CCG60166-90 
N W  C056O172-90 
N W  fB56-O16490 

Hospftel Unit-Dose 
Blister Package et 100 

N W  W56016975 
N W  W560170.75 
N W  W56017b75 
N W  Csl560166-75 
N W  W560166-75 
N W  w560172.75 
HOC W5bO169-75 
N W  W56-0173-75 
N W  W56-0174-75 

Pmtect from lhght Store et conhelled mem temperature (SY-66-F 15”-20’C). Lhspense m  a bghf Ihght-reststent 
contamer as defmed I” the USR 
Hospdel Und-Dose Bhster Packages are to be stored m  caftm~ unbl cements have been used 

Injec6cm: Avasable for mtmvenous use only Net mcemmended for IutbemuSCuler admmwtmbon Recensblute wdh 
2 7 mL of sterile Water for Infecbon to yield 2 mg/mL. Net cmdents 5.4 mg lyophdued pwder Mmumum yteld 2 5 mL 

5 “g wal (box of 6) NDC 0590-0324-35 
Pmtect from hght. Keep vml tn box unbl used. Stme at contolled mom tempemture (59’.66”F, 15”.20°C). 

After mccmst,tutmn. store et controlled mom temperature (59’66’R 15”.30°C) and use wdhm 4 hcurs 00 net 
refrigerate Chscard any unused solubon 

~~~~~__ ,,-I ~. .-.-, ---. 
M.D., F.C.C.P: Hamdton CIVIC Hospdels Research Centk~ Hamdton. Omeno, Personal Cemmunleabon 
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