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Antmaoulant 

COLllilADIN” TABLETS 
(Warfarm Sodturn Tablets, USP) Crystallme 

COUMADW FOR INJECTION 
(Warfarm Sodium for Infection. USP) 

COUMAOIN Tablets lor oral “se also contaa 
All sha”@hs 
1  mu  
2 mg 
z-112 mg 
3 IT; 

Lactose. starch and magnestum skarak 
0.X Red No. 6 Barturn Lake 
FDKC Blue No. 2 Alummum Lake and FDGC Red No. 46 Alummum Lake 
DLCYsllow No 10 Alummum Lake and FDLC Blue No , A,“mm,m, Lake 
FXC Yello’w No 5 Alummum Lak& FCLC Blue Ni 2 I ;mmum L&s and ffiaC 
Red NO. 40 Al”m m ”m  Lake 

4mg FOLC Blue NO 1 Alummum Lake 
5mq FD(LC Yellow No. 6 Alummum lake 
6 mg FDLC Yellow No. 6 Alummum Lake and FOSC Blue No 1 Alqmnum Lake 
7-112 mg O&C Yellow No. 10 Aluminum Lake and FDhC Yellow No. 6 Alummum Lak.e 
IOmg Dye Free 

COUMADIN for Inle~bqn IS SupplIed as a sterile. lyophikzed powder, which, after reconst,tqt,on w,+.t, 2.7 mL ~tsr,,e 
wafer for hl#Jcm, oxltams 

Warfarm Sodnm 
Sodium Phosphaie, Dtbas~c Heptahydnte 
Sadurn Phosphate, Monabas!c. Monohydrate 
Sadurn Chloride 
M~lIdDl 
Sodturn Hydmnde, s needed for pH adfusbnent to 

CUNlCAL PHARhlACOLOGY 

2 mghL 
4.96 mg/mL 
0 104 mg/mL 
0.1 mg/mL 
38.0 mg/mL 
8.1 to 6.3 

CDUhfADIN and other ulqmarln antlcoagulams act by mhlbdmg the synttxsw of vdamm K dependent clottmg fac- 
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tors. which “,ckIde Factars II, VII. IX and X. and the ant,c~gulant protams C and S Half-bves of theaa clc,tb,,g fac- 
ti an a~ Mlows Factor II - So hours. VII - 66 hours, Ix - 24 hours, and X - 46-72 hours. The half-lives qf prote,“s 
C  and S ant W3K~“akly 0 houn a”d 30 ha”& l’aspeC+,Ve,y. The reS”lta”t ,,I WYO effect ,s a aaquantnf depres- 
mn of Factws MI. IX. X  and II actwltles. Vt imm K IS an assentail cafacfm for the post nbosomal synfbasls oftbe 
vdamln K dependent clotbng facton. The vdamm pmmMes the b,osyntfmsls 01 a-carboxygkdam~c acid res,dues 
In the pmklns which are essential for bmlog,cat actluffy. Warfun IS mougb, to interfere wffh clcdbng factor syn- 
mestli by mhlhrbon at the regenerabo” Of wtsmm K, eponde The degree Of depress,rn IS dependent upon the 
dosage admmlstend. Thempeubc doses of wartann decrease me toW amount of the actwe form of each wtams! 
K dependent clotbng factor made by me bver by approumately 30% m  50%. 

An antlcoagulabon efleci generally occurs wrdnn 24 hours after drug admm~sfmbon. However, peak snncoagq,anf 
effect ,-My he delayed 72 to 96 hq”rs. The durabon Of adon of a smqle dose of racerarc w&a”,, 15 2 to 5 davs. 
The effectr of CDUMADIN may become mDTe pmllO”nCed as e+f&fs of dalg “a,mtena,,Ce doses ‘we&p. 
bnhcoagulams have no dmti efkcf on an skbhshed mmmbu.  nor do they reverse tschemu bssue damage 
However. D”Cl a mromhus has cccumd, me gOal at antlmagl4ant treatment IS to prevent further ex,enslOn Of me 
termed clot and PreVem secondary mrombuembobc cqmpbcabons which may rsun 1” SerlO”S and posstbly fatal 
sequC1pe. 

Phanrcokinetlcs: COUMADIN IS a mcermc mlxbue at fha R- and S-enantmmen The S-enanbomer eshlb!k 2-5 
bmes more anbcmgdant acwdy man  me  R-enanbomer m  humans. but generally has P more rapId clearance 

Absorption: CQUMADLN ~3 essantrally CnmPletely absmbed after oral admmlstnbon wlm peak c~centmbon gen 
Many Waned Win”” me fIrat 4 ho”R 

D~stiibubon: There are “a differences 1” the apparent volumes of dlsb,but,m, after l”t,zwa”ws and oral admns- 
bZ+Ion Of single d+ses Of Wartarm M,Utlan Wartann dntnbutes mto a nlatwely small apparent “o,“me of d&n- 
hubon Of abqti 0 14 bterlkg. A  dmt”b”bon phase lastmg 6 to 12 hours 15 disfmgulshable afb?r rap,d mtravenqus or 
oral admmls,nbon of an aqueous soILNon. Usmg a one compartment model. and sssummg complete bloavadabd- 
try emmates of me volumes of dlSmbtilOn of R- and S-wartann are slmdar tq each qmer and to mat of me race. 
C”ak. CanCe”tCltto~S I” fetal Plasma appI0ach the maternal values. but wartann has not bee” found ,n human mdk 
(see WAUNINGS: LacktiOn). A,,prm”,ately 99% Of tt,e drug 1s bound to pkama protens 

Yetabobsm: The ekmmabon of warhnn 1s almost entuely by metabolism CDUMADIN IS stereoselecbvely metah- 
okzed by hepafx mlcrmomal enzymes (cytochrome P-t501 to lnaNve hydmsylated metahO,rtas (predomlrnnt 
lotie) and by reductaoes b reduced mefs.boldeS (wafia”n alcaholsJ. The warfarm tiCOho,s ha”e ,,a”,“&?, antico- 
ag”k”t aetwty The metabobtu are P”“Clpslly excreted mto 6,s urms, and to a lesser estent mfo tf,e bde. The 
metaDobtes of warfann mat have been Identdled mclude dehydmwarfann. two dmstereolsomer a,coho!s. 4-, 6-, 
i-. B- and l’&hydmx,warfarn The Q,nClwOms Pd50 ~sozymss m ”Dhled 1” me r”*bo,~“, of warts”” mCl”de 
2c9, 2C19. 2C8. 2C18, lA2. and 3A4 2C9 Is lbkely to be me p”“Clpa, form of ““man lkver P-450 which mod”,PteS 
me k7 YMI anhc0agmt arty 0t wanann 

Escrehm: The termmal ban-ltfe of warfann after a smgle dose 1s appmxlmately one week. however, me effecbve 
half-Me ranges from 20 m  60 hours. wrth a mean of abom 40 hours The clearance of R-wallann is qenenllv ha” 

Elderly’ PabentS 60 “es= or Older ap~esr to esb,b,t greater d,sn emeckd pmmmmbln bme ~~llnfernabonal 
NOrmIlled hatn rlNRI rsswnse to Ihs antx~aguiant sffects of wartsno The cause of the IncreaSed sensrbwh to 

Renal Dysfunctmr.~ Renal clsarsnce is CMStdered 10 be I minor determmant Of s”tiCoag”ls”t response to wa,. 
+ann NO 005ags aD,“sment IS necessaq ,orpaDe* *ml renal fall”rc 

T”e aom,“~sQs”a” of CDUMADIN ,Wanar,n Somuml ~,a the ,“tm”enq”s (IW mllts should prO”lde the paben, wmi 
Ule same ~on~enmb~n of an equal oral dose. but “,~,,,,um ,,,asma CO”ce”Pab0” will be reached earlier howeve:, 
the full an”coag”ia”t effect 0, a 00% 01 wanam, may no, be ach,e”ed unbl72-96 hours S W  dosmg, indlcahng 
mat tne aam,“ls0a”o” of I” CDUMADIN shout0 no, p”,“lde any increased bmlog,Cal effect or mlel onset of acbon 

Cll”lcal T”lk 
Atmal Fibnllatmo (AF,: I” 11”s prqspect!“e randomized cO”tmiled cllnlca, mais l”“ol”l”g 3711 pabe”B wnh non- 
rl!eumz!!c A6 warfz,!~ ~,g”d&?““y Rd”C?d bx “sk of sy~emc hrDmbrXr”boII5m mcI”dmg stmke (5:s bbio 1; 
Tne risk rsd~cfmn ranged tram 60% lo 06% fn ak except one +nal (CAFA 45%) whlcn stopped early due to pub- 
lrshed pDsl”“e re~“lt.5 +rO”l bvo Of mese t”als The l”Clde”Ce Of “,a,~, bleedmg 1” tbsse mals ranged from 0 6 10 
2 7% (See Table 1). Mets-analysts fmdmgs of Vless studies revealed mat the effects of Wtiarln 1” reducmg thmm- 
bqembobc l”e”ts lnfludlng stroke were slmllar at elhler moderately h,gh INR (2 o-4 5) M  low INR (1 4-3 0) There 
was a sWfIcant reduCbon fn mmr bleeds at me low INA. Slmdar data from cbmcal studies 10 ~alvuIsr amsl 
f\Wdlatvan pabenll are not avadable 

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

I I 1 I 
Wariarln- Warta,lV 
Treated Control pi %  Fksk Treated CWltOl 
PallsIltS PabentS flab0 INR RedUCtlO” D”al”e PsflentS P&em? 

CAFA 167 191 1.3-l .6 2.0-3.0 45 0.25 21 0.5 
SPINAF 260 265 1 2-l 5 1 42.6 79 0.001 2.3 1.5 

‘All s&Idy res”“.S Of warla”n vs. CO”‘,,,, are baled on ,“te”bon-to-mt a”llysls snd ,“c,“de echemlc stroke and 
system mmmhaemhahsm, excludmg hemorrhage and banslent tschemtc attacks. 

Myocardl‘dl Infarc+.lon: WARIS (ff~e Warfann Re-bfarcbon Study) was a double-bknd. randomned study of 1214 
pabenk 2 to 4 weeks post-mnfarctmn baatad with warbmn to a target INR of 2.6 to 4.6 [But nma mat a lower INR 
was Xiwved and mcreased bleedmg was associated wrm INR’s above 4.0; (see DOSAGE AND ADMlNlSTRATfONJ] 
The ~nmarj endpotnt was a cambmatvm at total matikty and recunent mfarcbon. A  secondary andpaun Of cere- 
hmvascular events was assessed. Mean follow-up of the PatlenOi was 37 mcmtbs. The rasults for sach endpant 
separately, Including an analysts of vascular dekm. are prouded tn me fallmwng table: 

KRI 
Event W&dnn Plrceha Aeducbon 

(N-607) fN=W RR 195% Cl) @wsrue) 

Total Patlent Years 
of Follaw-up 

Total Mortality 
Vascular Death 

f lecumm MI 
C.?*l?bmVaSCUla* 

Event 

2018 1644 

94 (4.7/1W PY) 123 {6.3)100 py, 0.76 (0.60,0.97J 24 (p=o.O%) 
82 f4.111W py) 105 (5.4ilOO py, 0 76 (0.60. 1.02) 22 @dJ.ffiB) 

62 (4.1/100 py) 124 (6.41100 py, 0.66 (0.51.0.05) 34 (P=O.OOl , 

20 (l.om.3 py) 44 (2.YlDO py) 0.46 (0 26.0.75) 54 @=a 0021 

RR= Relatwe nst Risk reducbon=(l - RR); CI=Cc.midence mtmval. MI=Myocmdlal mnfantmn; py=paflat years 

MechanIcat Wd Bioprcmtl-&c Hear, Yakas: Ln a praspecbve. randc.m!zad, Open label. posrbvexxmbolled study 
(hfok et a,, 1965) I” 254 patrants. me thromboembobc-free mterval was found to be sqnmcandy greater m  patients 
Wdh mechmlca, PEELhdC heart “aIveS Wakd Wlm Warfann akme compared wdi, d~yrulamole-wmn (pcO.0051 
and pentoxrfylbneaspmn (p<O.O5) treated pabents. Rates of thmmbOembnbc evenfs I” these groups were 2.2,6.6, 
and 7.9/100 pabe”, years, raspecbvely Major bleadmg rates wers 25.0.0. and 0.9il W  pabent yean. reJpeC+nely. 

in a pmspecbve. open label, cbmcal mal (Scour et al, 1990) comparing moderate (INA 265) vs high mtensdy (INR 
9.0) w?.rfann theraplas m  256 pabents with mechanical pmsthabc heart vaNes. Usamboambolam occurmd mth 
ssndarfrequency m  me two groups (4.0 and 3 7 evenWl00 patlent yean. respectively) Mapr bleedmg was more 
Cornman ,” OX high l”tetlsdy gmUp (2.1 aVanWtG0 pabent years) “s 0.95 elenWtW patla”t years ,” me mode,- 
ate mknsdy group. 

In a randomued mat (Purple et al. 1966) m  210 pabents comparing two mtenstbes of wariarin tbempy (INR 2.0. 
225 vs. INR 2.5-4.0) for a t&se-m0nm period followmg bss”e hear, valve replaceme* mr0mbaemb0ksm 
Occurred with SlrrIllar treqUe”Cy I” me two 9m”Ps ImaJor SmbohC e”e”k 2 0% vs. 1 9%. respectwely and “Ilnqr 
smbobC events 10.6% “s 10.2%. res@z.twely) Malor bleeding cornpbcabc,,s were “ore frequent wdb tf!e higher 
mtensdy (mapr hemorrhages 4 6%) vs none m  me tower mkn~dy 

INDICATIDNS AN0 USAGE 
CDUMADIN IS mdvxkd for the p(ophyI~IS and/or treatment of “e”q”s avx,,bos1s and Its extenslo”, and PUI- 
monary embolsm 

COUMADIN 1s lndmfed for me pmpnylaxls and/or treatment of me mrombaembohc compkcatmns associated wdh 
Ptral tlbrdlatm and/or cardw Yal”e replacerrwnt 

CDUMADIN 1s lndlcated 10 reduce ffle risk Of death. recunent myocardla, ,mfa,c+m”, and d,mmboembohc e”ems 
such as smoke or systemic embolnabon after myDcardla, mfarctlan 

CONTRAINOlCATlONS 
AntlCoagulatlOn IS contramdeated I” any lacalued or genen, physIca, ccmdrbqn ~rpersona, c,rc”msta”Ce m  which 
me hazard Of hemmmage might be greater than the potenhal cln,ca, benefds of antlcaagulaba”. sue” as 

PWnaWY COUMADIN IS cormdmd,Csted ln women who are or may become pregnant bECaUse d,e drug passes 
t+mW,h me Placental hamrand may cauletakl hemorrtage to me fetus ,n “Iem Fur,“ermore,mere have been 
rePons of bm mabmabons ln chddren W m  to momen wno have been @seated wdh wsrfatann during prsgnanni . _--- - _ 
Embryopamy charaCte”zW by nasal hypoplssn wrt” o; w,d,o”t st,pp& e;,physes ,cho”drodysp,as,s punctatal 
has bee” repon.?n r” pregnant women emsed to wsrfann during the brst mmester Cent,-& “erw,“s system 
2.bnom”alitieS also have been rSPa”ed. lncl”d,“g dmsal midlrne dyspk.w charactsnzed by agenesls m  the C O W ”* 
CBIIOS”W. Dandy-Walker malfonabo”, and m,dbne cerebella, alrophy. Ye,,tm, m,dl,ne dysp,as,a characterized by 
optic aBophy, and eye abnormabbes hs”e bee” observed Mental retamabo”. bhndnss. sod Other ce”tr;ll “erYO”s 
syRem abnormahb~~ “a”~ bee” remRed I” asoc,ab(ln wrth Ssm”d and t!wd b’meskr ex,as”re. Atlmugh rare. 
tm.toge”,c rewVs fo,,ow~“g I” “tern expasure u) war~.,,n mctur~e ““nary bx, anomahes s”ch as swgle hdfley, 
asplen~s. aoencep,,aiy, ~0,“s b,flda crams, nerve palsy, hyamCsphs,“s. csrd,ac dsfecrs .snd Coogem@. “em drS- 
ease. LMI”BatfyI”. oefor”?,bes of toes dlaohmgma~c “emla cOmeal leukoms clsR palste clef? lip schaencsobaiv. 
ano micmcepnal, 



Threatened aboroo”. eclamps~a ana preeclampsia 

“nsu,iervvlsed ~ahent” wrt” se”llrty alcoho,,Sm. or ,xychos~S a, ODler lack 01 paben, cooperatla” 

M ‘sc‘&.~wu~. mqor regmnal, lumbar block s”es+,,es,a, makg”sn+ hypertensro” and Lnow” hypene”s,bv”y to 
wallann or to any omer compane”ts ai in,* pro6”E.t 

VfMHlHGS 
me rno* renour nsk3 a~sac~aed wtm am1c0want  mcnpy wkn wartann scdwm are hemormage I” any tissue or 
Wgm and, Iss lrsquently (4 l%J, “ecmsrs and/or gangwe 01 skr” and O++rer +!ss”es The risk at namorrhage IS 
rSDDd to me level 01 ~r+k?rWy and +he dumbo” Pt MICMgUm+ mCRPy Hemmmage s”d “ecrqs~s hsve 8” sqme 
cases barn r&xc-tad to ‘es”” 0” deam or ~err+m”enl dsablhty. Nnms~~ Wars +a be assmated wr,h local ,“mm- 
hDSlS and usually *Pears wmwl a law days 01 me sQr+ at s”+lcwuta”+ mempy. I” se”w? ws at necrus& +Jes+- 
menl mr0ugh debcldement or smpuBbq” 01 me slfec+ed bJsUI lamb. breast or purrs hss bee” reported. wef!J 
bragnosrs 1s nqurred lo datam+,ne vhather necras,s IS caused by a” underlyar~ drsaase. Warlsnn merap” sho~kl be 
dwrm+mued when wsrlsr~” 0s su~pec+ed to be the we 01 deveMpmg necmsrs and hepan” ,+rerxpy may bs ~011. 
Srdered fqr anbco&!ulabq”. Amlough VMOUE Lreaunemr have been a++emp+ed. no b~stme”+ lor “scmsrs has bee” 
Consrdared undomdy aflect~e Se below for rnlormabq” on pfedrsposmg cmddrms These and Omer “sks asswr- 
ala0 w‘ih m ”COag”M  lllenpy “+“R be welghel a~al”vl lhe “Sk 01 thm”ibOSls 0‘ ~‘DOlltat0” r” ““‘i-a&cd c&es 

I+ cs”“q+ be emphawed +w s+m”ply mat t ies+ma”+ 01 each pabent IS a hlghiy Indwlduakzsd msiter COUM991N 
Wartann Sadem). a nmw merapautlc rarqe (ndex) drug, may be attec+ed by factors sti as qt+ier wugs and 
riietary Vl tamm K Dosage shauld be cq”+ml,ed by psrmdlc ds+ermmaOms of PVINR or cdher sudsble c~aguta+m” 
teS&. DBte‘+“~“atio”S ot whole blood clONrlg and bleedrng bees Xs not e+lec+rVe r”eaS”,eS for cq”+ml 01 t+rerapy 
Hepar~” pmlangs me one-aage PT. wnm hepann and COUMADIN are admnrnered mncomnsmly, refer below to 
CONVERSION FROM HEPARIN THERdPV for recqmme”da”q”s 

Cautlq” s++w,d be observed when COUMAOIN 1s admr”rs+ered 1” any srb&a” or I” ++re presence of any predls- 
~as,og cq”d!tw+ where added “sk al karw++vage. necmsts. a”dlqr gsngrane IS prsssnt 

Anbcosgulabon tlwapy wrth COUtA4OlN may enhance me rslaasc o+ a+hemmatous plaque emboll. menby !“ueas- 
IQ me rusk 01 CompkCabq”s horn systemrc chrMs+eml mrCmerr+ml~bon. rnclqdmg +he ‘pqrple tqes syndmme.” 
D~surnbnuab” ot WUMAOIN +herspy IS recommended when suc+~ phsnomena an observed. 

Swtemrc si l+erDembqk and cholesterql mrcmembok can wesent wrB+ a vans+y ot slgw and symptoms l”c,ud~“g 
pwle +oes syndrome, kvsdo nbculans. rash, gangrene. abrupt and lmense pm” I” the Isg. loo+. qrtqes. loo+ ulcers, 
myalg14 ~mrle gangraW abdom,,+al par”. Ilank or back par”. hematuna. renal ~“s,rllrcre”cy, hyper+ens,o”. cer&rs, 
ischemra. sprnal cord ~ntarcbq”. par~creab+~~. symp+nms srmuwmg palyar+e+++ts. or any amer sequelas al vasxular 
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CO~‘OmSe due 10 emb0hC oCCIus10n. me “‘OS+ commonly Involved vIsCar~l Wgais are the kidneys followed by 
the psncraas, spleen, and hver Some cssas have pmgnued to “ecmsls or deam. 

Pwpla toes syndrome 15 a crmph~mn 01 oral anUcoagulabon charac+enzed by a dwk. puphsh M  m+r++led color 
Of me me% Wily DcW!ng between 3-10 w&s. qr later, sf+Er the &+abDn ol +Mrspy ti warts”” 01 rslshd 
cO”rpq”r”ts. Ma,w +es+wes of Bus syndrome mC,“rie pur’ple COlOr ol pls”+sr s”rb,ce$ and sties of ++re toes ++,s+ 
blanches on mqderste press”re and lsdes wrl+~ elwsbq” Of me legs; pal” and +s”dsmess 01 +he toes; w&xr”g and 
wanrng Of me cplDr qver bme. Whde +he purple toes syndmme IS repOrted to be mwsrble. some csses pmgreJs 
to gangrene or necras~~ whrch may requue r,ebnder”e”+ 01 +i% atlsc+ed sraa. or “+sy lead to ampu,a+,.,” 

lW+srin-aukroad thrO+“b0Cy+r,Qe”ia: COUMAOIN should be used Wlttl cw,w” 111 pabe”+s wlm hepar+“-induced 
mrOmbOC@Openla and deep venous +hrombosrs. Cases 01 venous limb rschemrs. “ecrcws. and gangrene Itaye 
occuwad tn pabents rm haparm-mducti thrombo~panla s”d 4ee.p v~llous lhmmhos+s when hepa”” vea+me”+ 
waS ‘llsCo”bn”ed and ,“artann +her-qry W&S slar,.?d a, co”l‘“uad In SO”‘e Paberits saquelae have ,“Cl”dCd a,,,,,~- 
tatrOn 01 the I”vq,“ed ares and/or death (w.srke,+b” e+ al, 197 

A severe ele~atlq” (~93 seconds) r” sctlvated patis, ++trwbqplastl” bme (amr) M++ a PTllNA I” +he dewed range 
has been rden+d,W IS a” ,“d,cabo” 01 ,“cressed risk Of postqperatrve hemarr++age. 

The declsm” tq admrnrstsr smrcDagulantS I” me followmg condrbons must be bssed upq” cknrca, ,udgme”+ r” 
whrch the rrsks of anflcoagulant t!+era,ry are welghed agarnst the beoelds. 

b~borr. Bared on very llmrted publlshad data, wartann has not bee” ae+ec+ed I” me breast mdk 01 momers +rss+- 
ed Wth warlann. The Same kmrted pubMe,, data re+,,rB +,!a+ so”,e breast-fed mtdnb, whose mo+hers ware tM+- 
ed Wdh Wtin. bad prM”ged pmthmmbr” bmes, armaugh “OtaS pmlqnged ss muse 01 me mq+l+srs. The d.%rslOn 
to has+-teed shwld be under+&” anly a++@ csre+,,, consrderadw, of ++,e aYd,lable aite”,sbves Women who are 
bresst-teedrng Ed anflcasgulated wrth warts”” should he very csrekdiy ma”r+m’ed so ma recommended PT/INR 
YalUeS are not exceeded. h IS ~mde”l10 ~erlorm coagulaba” tas,s and to e”a,“ate nlarr+,” K status ,” ,,lan,s at risk 
far bleedrng tendencres before adnsrng wqme” ta*mg usrlsrr” to bressMeed Etle@s m  prema,,,re lntams have ,,q+ 
bee” evskrafed 

Severe 10 moderate hepatrc or renal tnsurn0my. 

lntectrous d,saase~ or d,s+wbances 01 ,“+es+r”at flora: sp~e, a”+,b,q+,c ++rerapy 

Trauma whrch may resut! I” ~“lornal bleedrng. 

surgery or ‘n”rnl rwnlng i” large endued raw *“rlaces 

Severe 10 rrwderate hyper+ensmn 

Known or suspec+ed dticrency I” protern C  medIated a”+rcosgula”+ responw Herwr+sry or acqured dehcrentres 
01 ~‘Orel” C  DT ,A co+acto, ,xafel” S. have bee” assoc,a+W Yr+31 tw”e “ecms,s tol,ovr,ng warl~,n aom,n,smt,an 
Not ail pat,ents wrth mesa ~ond”mns develop “ecmm. and bssue necros,~ cc~“n I” pa+,enn w,Ww,,r, mesa ~a,,- 
C W ”C,~S lnhe‘r,M ras~stance 10 actwa+e~ ~rotem C has bee” qescnbed I” many pa”e”rs w,,+, w”ws ttrrqmbsm- 
D O W  dwm2rs but has no, yet been em,“a,a6 a~ a “SK tacta‘ ‘o‘“~“e “ecrasl~ The r,sk s.s,r,c,s~~ w,m &se 
Condrbans. born to, RCUR~~~ t immWs,s and for advene reschons. IS drthcuI+ m  e~,ua+e wnce ” Oqes “a+ awesr 
13 be ‘2% same lo‘ e~ery0”e Oec~slms aMLn ,k?S~“g and lher~y ms+ be ma‘& on P” mdwdual basis h has bee” 
repined ma, t~ncom~n, arhrcaa~u,a”on therapy WC,, he~arln tar 5 10 : 0ays a”““~ ,n,“aban al +,,erapy wnh 
‘,OUMADIN may mi”m,le me ~nc,da”ce at bssw “ecms,~ Warterr” ,hera,,y ShoUld be deconbnueti when wsr+srrn 
IS s”swcted +a be Ox cause 01 oeveloomg necms,s ma haqm” ‘,wa,,y may be co”s,dered 10, a”+rcoag”latlon 

Pzoem wo, congestwe hez+tallurs “uy erhrb’~ ares+er+ns” emecled Pli lNR resqq”se tr, COUMAo,t, ,  mereb, 
,~Qu,,,,,P mare lre~uenf ,abom.tory monnwm~ an0 reauced Oases Of COUMADIN ,Wana”” S,,arurr~ 

Numerous h&x.. clone or m  Combr~bon. lndudlng mYal. changes ln dleS envrronmen~ ~hymd rtpte md 
,, lemcaoo”r. l”d”d,“g w+s”rcs,s. may m+uence response qtme p+le”+ ID a”!xoag”lanh. I, ls #e”c”,,y gmd 
pnctlce 10 mo‘+RDr the prbent’s ras~(lns.e wrti rddttw”at PTIIHR W+.er+“~“sbo”s I” me +renod ,mmcd,s+s,y 
altar dlachaqe lr~r” his hoSritd. and Whenever Otfler ‘“CdlClboN. mctudrng botanrcals. are i”tbsM. rtuc(l”- 
imao or takes wregularly.Tk IoUoweg factors arc k&d tor reicrence; howew, other tschws msy rlho asC+ 
me anbcoagum+ response 

Orugs may Intenti with MIJMAOIN +hmugh phnrmscodyrramk or phamacoClnebc mechmlsms. Ph+m++a~~. 
aynamrc mechsnlsms tqr drug lnteracbons wrm COUMADIH ,111 synergism (ImpsIred hemamsrs, reduced clot. 
tlng lacfor Synmeds), compctidrc s”tagonml ,“lmn,” K). md sttsrea physlologrc con+ro, loop tor vicar”,” K 
“w+sbqksm (hr!redl+%y mlrht+~eJ. Pharmacokmcbc n+edsnirms lpr dRg t”tcr~ChO”S w~++I COUMADIN sre 
mainly eruyme mductio”. c”Iy”+e lnhlhlimn. and reduced PI- pv,+et” bl”dl”Q. I+ Is Important b, “q+e ma, 
some drugs may l”‘?racl by more lhs” one mechsnrsr,,. 

The lollowmg +sc+ws, slone or I” ccmbrnsbo”. msy be rcrponslble for INCREASED PTilNR respcmse. 

ENDOGENOUS FACTORS: 
I 

blond dyscrsslas - 
see CONlRAlNOlCAl lONS 

dwr++es 
elevated +e”iceralure 

hyper++rymldlSm 
ocm “u-a, slate I 

collagen vasca,ar dlseare 
cangeslrve hear+ ladure 

EKOGEHOUS FACTORS: 

vnamrn K dehcrency 

Classes Of Drugs 

t 

I- l~oxygewe hhrbr+m 
Mreneqge SbmuIen*. Central 
Alcohol Abuse ReduC+~m 

Potential b”g mtandions WlLh COUMADIN are IrRed below by drug class md by spscttrc rln&+s. 

Pnbparss.rbclArrbmlwoblals 
Aoimlatelet O~+rsfEllac+s 

HMG-cd Ra&mtase 

Pnbendmgen 
blWXli+Yth+‘llCS’ 
M+rbm+tcs’ 

Amlnoglycosldes @al) 
CepNlosponns. parerlteral 
Mamlldes 
MlSCdla“eOUS 
Penadhns, m+iwerm”s. 

nqn wse 
Oumolones (lmoroqulnolones) 
Sullonamnies. long acmg 
Tetacyd,“as 

nntrcaag3arlk 
4rlt1cu“nrlsarlts’ 
Cbdepressaants’ 
btbmalrmal A~an+s 
Cb”eoplastrCS’ 

Mmrord Drug-s* 
Bela-Adnnargrc Blockers 
Cholelltholytlc Agents 
Ombetes Agents, Oral 
DwetKs’ 

Inhrbrlan’ 
Lsukcdr+ene ReceptorAn+sgonrs+ 
Mor+oamars Oxuse lnhlbdms 
Narcqbcs, pr”lq”Qsd 
NonSteraldd A”b-$f(ammlaq 

Agents 
Psychosilrmllam 
Fyrazolanes 
Sallcylates 
Semctrve Sannanln 

Reuphlke Inhibitors 
StmdS, Aa“JMcortmar 
Sterords, Amhallc (174Jkyl 

Testastemne Oenvat~ws) 
lhmmbolybcs 
Thyrord O”,gs 
Tuberculoslo Age”&’ 
Urrcr~sur~c Age+++s 
VZCll+~ 
Vltammst 

SpaWiiC 0r”gS RePaRcd 

azrmromycl” 
capemabme 
cetamanmle 
Ceta2Oll” 
cetopemone 
cetq+s+sn 
CetOx*ln 
Celtnax*ne 
celecoub 
cenMStatln 
chenodloi 

- 
, bloi 

fungal Yedwzsbons, !i?++?.vagr”al. 
Systemct 

Gasinc Aadlly and Pepbc 
ulcer~er+w 

PmkmeUc Ags++k 
Ukeabve colll Agents 

Gout Trsa+mer++ AgentS 
Hemorr++eqlogrc Agems 
HepatatonC mugs 
Hyperglycemic&e”@  
Hypenulsive E”+erge”cyA~enE; 
Hyp”OilU’ 
Hyrmkpmemlar 

Bile Acvd-Bindag Reams’ 
Frbrrc Acrd De”v.sbves 

l,wq”azole 
fluomurscr, 
tluoxetlne 
fkdsmrde 
Auvaste+rn 
l luvoxamms 
gemlrbmzrl 
glucagon 

rb;prolen 
dqslamrde 
l”dO”+ed+ac,” 
l”tl”e”za “rrus MCCm? 
maco”azole 

ke+&lac 
,e”sm,SPle 
levoiloxacln 
le”Omymxlne 
lhomyro”tne 
IOWlStab” 
meienarmc acm 
memrma201et 
memyldopa 
medWDhemdate 

L 

pefltOXifyllll+.C 
phenylb@azcme 
ohe”v+om’ 



The fobaw~nq mcnm. alone or I” cambmsnon. may “a rss~o”s,ble for DECREASED PTfIUR tespax,se 

EWOOGENOUS FACTORS 

Stmchic 0~0s Aeporied 1 I 

alcohol’ 
amtnoglutedun~de 
XllOb~*lkl 
atorv***,n 
WtthOPlW 
butabarbrlal 
bufalbltal 
cartnmazepme 
chloral hydrate’ 
ChlWdlazi?W~de 
chlcathalldone 
cholestymmmet 
CtOlapl”e 
corbconopln 
corbsone 

COUMMIN underdosage 
cyClOph”rphamtde 
dlcloxacdkn 
etbchlotyrtol 
gl”tstb,mtde 
grlseafulvln 
halope”dol 
mrpmbamate 
6-ma~toptttme 
metblmazole’ 
mo”C”.me hydmchlonde’ 
natcillm 
paraldehyde 
Pemabarbrtal 
phenabatbbl 

phanytom’ 
PlZdastattl’ 
pndntscate’ 
pnmldtme 
omp”ltha”lacd’ 
raloxdsne 
rtmdtdne’ 
rtiempn 
secabat6w 
SptlO%MCtOll~ 
sucmate 
mmdone 
Ydttmln C  (htgh dose) 
vrtamtn K 

al*“: duet high on timtn K 
u%xWdble KilNA detsrmtnahons 

‘Increased and decreased PTANR responses have been mported. 

Because a patml may be exposed !3 a Combiiatlon of me above factors, the net effect of COUMADIN on PTANA 
response may be ttnpredtctable. More frequent PTANR monrtomg is bterefae advmable Med~attoos of unknown 
lrdetactmn wtm coomarms are b+st regarded wrttt caobon. When these mediceuons are staned or stopped, more 
Irewent PTANA monttonng IS advrsable 

tt has been rqmtsd lhet cOncorttltlnt XimlrtltittOo of w%fanfl stud bcloptdne may be assocmted wdft cholesta- 
“C hewbtts 

Botenlcal (HWbal) MSdlwles: Ca”Uon should be exercmed when bmanval r”edlCtneS (botan~cak) are taken con- 
comlkmly wlm COUMAOIN.  Few adequate, well-cotdmtted studlee e%st Nahlabttg the potenbal for metaboltc 
and/or phanacologtc otteCectto”s between batamca!a and CGUMADIN.  Due to a lack of ma,t,,fa”unng stattdmd,. 
zaban wtm botantoai medettnl prepatattons. me amount of actwe tngt-ed~ents may wj Tbts could further CC+ 
found me abll~ t” %SSSS p”te”Ud i”lera~Uons and sfkcts 0” e”UcOag”,attO”. R  1s good pn,Cbce b, mootbx tf,e 
p~ent’s ,s.$~o”EB ‘#,,I, aC!dtboMl KANA dete”“maUo,,s when “tilmtmg or d,sco”bn”,“g botmcacals. 

Specdlc botmlcak Rported to Sffe” COUMADIN Wkrapy stclude the ,ollmrng: 
- Bmmelans. dansben. dong quai (Aogebca smensrs). garb& Gmkgo blaba. and gmseng are assouated most often 

“4th a” INCREASE I” the effe.25 of COUMAOIN.  
* CwWme O,, (ubtdecamttone) and St John’s wxt are associated mastoften wim a DECREASE m  me effects of 

COUMADIN 

Some botanlmls may cause bleedmg events when taken alone (e g., garlic and Gmkgo bdoba) and may have arm. 
Coagulant e”bplatelet. and/or fiL!mtolybC pmperbes. These effects would be expected lo be addtbw lo Lt,e enbco. 
awlant eflects of COUMADIN.  Cotwersel~, other b~~cals may have Coagtdant properbes when taken alone or 
may dKrea.se the efkts Of COUMADIN 

Some DotMlWs that may affect CoagUl~bon are listed below for ntfe,ence: however, this bst should “at be co,,. 
sldered all-~~CIUSIY~. Many botePlCBls have Several common names and ssenbGc names. The most wdely recog. 
nued c”mm0” bok,wal names are Isted. 

Mweltaneous botanttcats wrth a,t,coaguts”t P,operbes: 

Bladder Wrack (Fucvs, Pa” d’arco Feveliew On,““’ 
GalllCJ POlICO~ol 
German sarsapanlla POplal 
Gmger 

1 Ginkgo B,loba 
senega 

I Tamarind 

Effect on Other Drugs’ COUmxlnS may also affect the acbon of other mugs Hypoglycemic agents ~chlorpmpom~de 
and tolblMmldel and amlconvulsanU (phenflom and PhenobarLxwl may accumulate I” toe boo! es a RSU~ of 
mterterence wi33 emer meir metabolism or excretmn 

Special Risk Pabents. COUMADIN Nlartarln Sodnrm) 15 a na,mw thenpeutlc range Imderl drug, and tautton ShWld 
be observed when warfarm sodun IS admmtstered to certam pabents loch as the elderly or deblbtatea or when 
admmlstered !n any sltuatlon or physlcal conddron where added nsk of nemotiage 1s present. 

lnmmuscular ILM j mjecbons of concomdatant medlcabons should be confned to me upper exbxmtbes rYh!ch per. 
“uts easy ICCISS 101 “,a”~,, ComplSSSro”, ~“specM!,,S tor bleeding and “Se 0, preSs”le bandages 

Caution should be Observed when COUMADIN tor warfarm) IS admtmstered concomttantly wtm nonstemldal am- 
lnflammatorv drugs rNSAIOs). mctudmg aspmn. to be certam that no cnange m  anbcoagulabon dosage IS requred. 
In add&on to 5peCdlC drug tnterectlonS that mtght affect PTIINR. NSA1Os. l”cl”dmg axpw”, can tnhtblt platelet 
agg’Pg”‘““. am CD” r111se gilFtr”mtPetl”al hhYfhng, ““UC ll,rrmtln” m*,nr perforn+ln” 

Acquired or mhented watfarln res,sta”Ce should be suspected lf large dally doses of COUMMIN are required to 
mmtm a ~abent’s KANR wtthtn il normal merapwtc nope 

bUOr”Wion for PSttSntS: The oblecbve Of entlcoagtdant therapy IS to decrease the clotbng abdmy of the blood so 
that mrombosts Is Prevented. whde avotdtng spo”taneaus bleedtng Effectwe mempeubc levels wttt, mmm,at  
complmtmts are m  part dependent upon coopetabve and well-w&ted patents who oommunrcate effechve- 
IY WdfI their Physlclan. Pabents should be adwed: Stwt adherence lo pnscnbed dosage schedule IS necessary 
Do not take or dtsconbnue any omer medtcabon. ncludmg sabcylates (e.g.. aspmn and toptcal analgestcs), mfter 
over-the-coonter medications. and botamcal (herbal) ProduN (e.g., bromelams, coemyrbe a,,. danshen. dong 
qua6 garle, Gmkgo btloba. gaseng, and St John’s wart) except on advtce ot the phystwan Avovold alcohol con- 
sumpbon Do not take COUMADIN dunng pregnancy uld do not become pregnant while tekmg it (see WN- 
TIIAINOICATIONSt. Avovold any acbvtty or sport tlut may resuti u1 traumatffi tnttoy. f?otttmmbln ttme tests and 
regular vlstts to phystctan or Clmlc are needed to montbx ttterapy. Cat,y ~dentthcebon stabng mat WUMADIN ,s 
bemg taken. n the prescribed dose of COUMADIN IS forgotfen. notfly the physlctan nnmedtately. Take the dose as 
soon as posstble on the Same day but do not take a double dose of COUMADIN me nsti day to make up for mlased 
doses. The amount of vttamtn K I” food may affect thempy wlm CDUMADIN.  Eat a nomnfl. balanced dtet ma,“- 
laming a conslstsnl amoW of vitamin K. Avoid dmsttc changes tn dteiery hablts. such as eatmg large emoook 
Of glee” leaty b’egetebleS Contact PhYSlcta” tp 1eWt-l any tllncss. such as dtanhea. ~nfectton or fever. Nobfy phyw 
eta” lmmedlately d any onusoa bleedtng or symptoms occur. Signs and symptome of hleedtog toclod~ pen, 
swelbng or discomfort, prolonged bledtog from co%. mueased menstrual flow or vagvlal blsedmg, nosebleeds. 
bleedmg of Dome from brushing, unusual bleedmg or brusmg, red or dark brown urtne, red or tar black stools, 
headache. duztness. or Weakness. If lbweoy vntb COUMADIN IS dtsContmued. pabettt3 shotdd be Catdwrned Mat 
me s”bCoagUl=rit effects Of COUMADIN may PerslSt for about 2 to 5 days. Patients should be informed that all 
wark.nn sodun, USP. produck represent the same medwttton, and should not be b&n concomttantty, as 
owdosilge may result. 

CerotnogettCSis. hfotagenesis. ImPaittttent of Fertility: Canlnogenrctty and mutagemcdy studies have not been 
Performed wth COUMADIN.  The reproducbve effects of COUMAOIN have not been e,‘aloated. 

Use in Pregnmw: Pregnancy Category X - See CONTRAINDICATIONS 

Rdiitnc Use: Safety and etfeCtlVeoesS I” pedlamc pattentF below the age of 18 have not bee” establahed. m  ran- 
domlzed, CormOIled cbrucal trials. However. the use of COUMADIN m  pedmmc pabents 8s well-documemedfort 
P=Venbon and Wetment Of tbmmboembokc events. Ddbculty achlevmg and mamtammg tberapettbc PT/INA 
ranges I” me wdlab% Pattent has been rewted. More frequent K/INA determmatto,ts are recommended because 
d possmle cmngmg wwlarln r.9q”mments. 

Germktc Use.: Pabents 60 years OT otder appear lo exhlbd greater man expected PTTIINR response to the an”coag- 
ulant stfects Of WSrfarm (See CLINICAL PttARhlAMLOGYJ COUMAOIN IS cotdralndtcated I” any tmsupervlsed 
patlent wdh semldy Caubon should be observed with edmtmstrabon of wartann sodturn to elderly pattents many 
sduahan or phvslcal Conddlon where added “ek ot bemorrtlage IS present Lower tmbabon and ma!“tenance doses 
of COUMAOIN are reCOmmended ior elderly pattena (see DOSAGE AN0 ADMINIST!iAlION) 

““VERSE REACTIONS ““l 

Potential adverse ree.cbons to COUMAOIN may nclode 
- Fatal or nonfatal hemomhage from any W.me or orqan This IS a conseouence of me aobcoaoulaot effect. The 

W ”S. symptoms. Md sevsnFl Will vary according to me locabon and agree or en&t-or me bleedtng 
He”lOPrhWlC CO”tPbCStlOnS “l=Y PrW2Ot a* P~r#,‘Sls: p~~SlhSS~a, headache, chest, abdomen, ,o,“t. muscle or 
Omel Pam. dk!zm?ss. ShOrt”esS Of “Ram. drtfwlt brWJ,lng or swallow,“g, unsxpla,“ed swellmg: weakness; 
hwotensmn. 01 UrteXPlalned shock m&We. the possnbdttf of hemo”bage sho”ld be constdered I” evaluabng 
me condrtlon of W  anbcoaguiafed Patient wlm complamts Which do not ,nd,ca,e an obwo”s dlagnosls Bleeding 
during anbcoegulant therapy ooes not always Correlate wrth FT/INR (See OVWDOSAGE.  Treabnent) 

- Bleedmg which occurs when me PTANR IS wmln me ttwrapeubc range warnnts d,agnosbC lnwsbgabon smce 
rt may unmask a ~rewousl~ unsuspected lemn, e.g I bmor, ulcer, etc 

- Necrom of sktn and Dmer bssues fSee WARNINGS) 
- Adverse rEaCtIonS reported IntrequenUy Include hypersetwbvltylallerglc reactmns. systermc Cholesterol 

mWOsmoObZabOn.  Purple toes syndrome, “ePabb6. cholestabc hepabc m,“ry, ,a”nd,ce. elevated hver ewmes, 
YIsCulltlS, edW”a. fWeT. rash. dermaUt!s. mclodlng b”lto”S et-opt~ons. oR,ca”a, abdom,“al pa,” tncl”dmg cramp- 
W. ll~t”lenCelblOi3h~Q, tatlgUC, IkGWQy, rd%s,e. &he”la. nwsea, w,m”,ng. dm”,ea. pa”. heaoache dmm- 
nesS, t&Se peTy~r90”. p”mtuS. =lOPeCl=. cold mtolera”ce. and parestt,es,a ,nc,,,dmg teelmg Cold and chills 

Rare e”entS of bxheal orkacheobmnctual calcli~cat~on “we been reported ,n assocnbon wb, long-term wartarm 
merapy me meat slgnmcance of bus went IS unknwln 
Pnapwn ham bee” LsSOCIIUd wlm a”t,coagula”, adm,n,sm”o”. however, a causrl relabonshlp has “at We” 
eslabllsnea 

OVERDOSAGE 



A nsx at hepstms and omer wal msesses IS asoc,ated w,m me use of these blood prooucts Fsctor IX complex 
15 alSo sssoc,ated Wdh an increased “Sk Of thrOmkSiS meretore. mese preoarat,O”s S”O”ld oe use0 on,y m  
erxpt,on~! a, Ide-~reslenmg bleeO,ng w!soOes seconda,y 10 COUMA,?N (Wartann Spd,“m, owdosage 

Punk0 Factor IX ~reDWS.bonS should no+ oe used because +hey canno, lncnese t+,e (weis 01 prodwrmbr, FaCtor 
“II and Factor X  whlth are alSo depressed along wrth me levee of Factor IX as a res”l+ of COUMAOIN treatment 
Packed red blood CellS may alSO be we” rt s,gnMml bload loss hss ocwmd l”f,,s,on~ of blood or~la~ma should 
be mo”l+Oled carefully to svold pl~c,pr+s+mg pulmonary edema I” elderly pet!e”,s 0, ps”e”+s wd+, heart dlsesse 

OOSAGE PHD AL+MINISTtLAT,ON 
The oarage and admlnlsmtmn of COUMAOIN must be mdwduh,sd for eati pabent accordmg to me partwlar 
pa”e”l’s PTIINA r .SSpmSe IO !I% drug The dosage s”o”ld be sdfuted based upon the pe+,e”t’s PT/INR. (See m- 
ORATORY CONTROL be+ow for full d,scuss,o” an INR ) 

Ye”o”6 mromboemboksm (mcludmg pulmonary smboltam~: Avadeble CllnKal ewlence mdlcetes mbt an 1NR Of 
2 g-3 0 IS Su+flC~eM for pmphyluls ad Beefmen+ of venous mmmooemboksm and mmmwes +he risk of hemar- 
Wage aSSOcla,ed w,m higher INRs. h pabents wdh r,sk tec,on for rec”~re”+ venous ,“mmboembohsm mcludmg 
venous mSo?flClenCy, Inherded t++rombophd~a, ldlopamtc veew mmmboembohSm. e+Id a htstory Of mmmbotic 
events, co”SlderabOn shwld be gwen to longer term theriyry (Sch”lmm et al, 1995 and Schulman et al, 1997). 

Atdsl FlbnUabon: hve recent ckluCel +I,& eMl”eted me &c+s of wrfann I” pahenh wdh no”-“elwlx atrldl hbni- 
latm (AF). Mete-enelysls f lndmgs ot Mese studtes revealed flat me ef+ecB of wertacm 1” redwng thmmboembollc 
evenis ncludlng sb’oke were Stmllar at slier modemtely high INR (2.0-4.5) or low INR (1.4-3.0). There war a slgnrf- 
1-m Rd~Ctlofl m  mnar bleeds at me low INR. Slmiw d&s hnm Cknlul studies m  MlYUlx able1 hbrll lebOn pabem 
m  “01 mdabk. me fw I” n0t7-ww emai h+wd+ebon st+wtme ~merwn wege of chest P~VSICL~~S’ I~CPI 
fecommendabon that M  INA of 2.0-3.0 be used fof long term watienn +harapy m  appmpnets OF pa-. 

P&-~yww~+iet lnfwctton: In post-myocerdlal mfantron patients. COUMAL+IN therapy should be tnmeted etuly (Z- 
4 maks post-~nfarcbon) md doSIIpe should be ad+us+ed to memntem an INR of 2.5-3.5 long-term The mcommen- 
dabon IS based on me lesulk of the WARIS study I” Whtch bsabnefd was Indiated 2 to 4 weeks efterme tn+emt+on. 
in pattents mought to be et an weesed risk of bleedmg compkcabons or on espmn mempy, ma+menance of 
COUMAOIN merapy at me +wer end of ml5 +NR range LS recommended 

Mecha~~al end Sieproemebc Hew+ YeWeves: +n pallants w+m mechamcal heart vaIW(sJ, tong term pro+~hyfexls wdh 
wxfenn to an INR of 2.5-3.5 IS recommended. +n pebents Wt61 bulpmsthebC heart ~)ve(S]. based on kmtted data. 
tk A”Imun College Of Cbwt l’hyslCla”s ncommends W- tkrapy to an INR at 2.0-3.0 tar 12 wMlls attsr 
valve !wxbo% In patients with addiinal f+sk factors such ab &MI flbflllabon or prior L++mmboembohsm. ConsId- 
eRbaiI Should be gwe” for longer term therapy. 

Remmen, Syetemlc Embotirm: In ceses where the risk of mmmboembol lsm IS great. such es m  pabents w+th 
nc”nw”t systemic enlbaum, a mgller rnR may be reqwed. 

A,+ INA of greeter +++an 4.0 appesm to pmvide no addt+m”el t+wepmr++C bene‘ft I” most pe+,e”ts and h eeeoc,- 
sled wlh a Mghsr risk al Meedmg. 

r+++el 

c 

Dosage: The dosmg of COUMMIN must be mdwduakzed accordmg to p~+.+e!d’s sensdwq te the drug es 
rdlcatad tithe PTflNR “se at a lsrpe ! ,mdmg dare mey “we&se me mndence of hemorrtleglc and o,hcr corn- 
Ihatmns. does not offer more npld pmtectw eglnet mmmbi  formabon. and is not recommended. Lower t&a- 

bon cad malnlmme dcaes an recommended for elderly and/or debhtaled palm and pabsnts wim potm?bal 
to exhlm greater man expected PTANR response to COUMAOIN (see PAE!%+JTIONSJ wed MI hmded dab%,- 
petlentr may etso reqwre bwer eobatmn and mamtenance doses of CUUMPDIN (see CLlN++ZAL Pt+ARMACOLOGY).  
k IS recommended mst COUMADIN therapy be mtieted wd+, a dose of 2 to 5 mg pef day v&h dosege dfustments 
based On me resuits of PTifNA determmabons. 

Mamtenance: Most patlefds are se+~sfectonly malntemed et a dose of 2 to 10 mg dally. Flexlblliry of dosage IS pro- 
vlded by breaking scored tebletr I” half The lndtv~dual dose and lntewal should be gauged by +,w pa+,e”+‘s pm- 
mrombin RS~MIS~ 

Durabon of Therapy: The duliltfon of ++wepy m  each petlent should he mdiwduelued. h general, anbcoagulent 
merepy shauld be confmued pn+ll the danger of t+uombosIs end embohsm +ms passed. 

Mid Dose: The MbCoeQulent effect of COUMPSIN p,%sts,s beyrmd 24 ho”=. If +he patle”, forgets to take t+,e 
prexrlbed oose of COUMAOIN et the sc+,eduled bme. me dose sho”+d be taken as SO(YI es o.x.e&b+e MI the seme 
bay. The Pabe”+ shwld not take me m,s.%?d dose by doubling me dally dose fo make Up tar missed dose;;but 
should refer beck to his or her phyuclan. 

IRWVCMIUS Rmne of Admmkire+ion: COUMADIN for lnfectlon prowdes an aiiemate admmlstmbon roote for 
patle”L? who canno, receive ore, dr”gs The N doseges would be +he same es mole me+ would be used orally If 
Ik Pabe”: could tike me IRQ by +he ora+ mote. CO+Jh,AOlN tor k,+ectmn should be ed”,,mstered as a slow bo+“s 
mfecbon over 1 to 2 mmutes into a peripheral vem. ++ 15 not recommended for mb’smuscular edmmlsaabon. me 
YDI should be reeDnetd”ted wdh 27 mL of Renle Weter for In+ectwn and mspected for paRlc”+a,e ma+,er and d!c 
c~lOmb~n m ”edlately prior ,o “se Da not use rf e,ther pei-bc”+e+e met,,!, endlor dwoiom+,on 1s noted. After 
re~~n~tltllb~n. COUMAOIN tar kqecbon IS chemmlly and physIcally Rable tor 4 “outs et roam ,emperat”re. +t does 
not C0”ta!” any e”tmwmblel preserYa+rw and. mu. care must be take” to assure me s+er,+dy ot me prepared so+“- 
bon The vial IS not recommended tar mu+bple use and urmsed solubon should be dIscarded 

IAEOPATORY CONTROL The PT retlects the depresse,” of wteml” K dependent Factors VII. X  and II There are se”- 
ersl moddlc-strxts of the one-s,ege PT and t,,e physw,” ShWld become famdlar wdf, the specrflc me+hod used m  
his laboratory The degree of anbcoag”+abon ,“d,ca,ed by any range of PTs may be a+tered by me type of f,w,m- 
boplasbn used, me spPmP”ate mwapeubc range mus+ be based on me experience Of each lebotatory The PT 
Should be defermmed dally zdler me ad,“ln,Stratlon 0, me l~kl dose until PT/INR res”+$ s+eb,hze I” me ++,em- 
pe”W  range ,“,erWs between s”bseq”entPT/lNR dets”mnebMs should be hased upon the phys,c,a”‘s ,“dgme”+ 
Of the ~Z3tle”t’s reliablli~ and response 10 COUMADlN ,” order 10 “,e,nta,n the mdwd”el W,d,l” the theraps%& 
raWJe Acceptable ~“t,?r”elS to, PTIINR determmabons are “ormelly Wlml” the range of one to tow weeks efter a 
stable dosage has bee” deter”uned To ensure adequate control. I+ ,b recommended f+u+ aW,,,o”ei PT tests are 
done when o++wr ,“u+arm p~“c+s are interchanged wnh wedew sod,“m  tab,&. US0 as well as whenewr other 
medml,ons are mhafed. dmo”,mued. or taken meg”ttiy (see PRECAUTIONS) 

The con~er,,on ot the INR 10 PT moos for me less-,ntmSe UNA 20-3 01 an0 mofe mtense fINR 2 5.3 5) +hel;lpe,,- 
UC range ri?co”,me”ded by me ACW for t%,mboPlartlnS 0”~ a range 0, ISI “a,“~ IS S+WV,” I” lable 3 ) 

TABLE3 
Relabonsh~p 6etwem INR and PT Rabos 

For Thmmboptxttns W+++! Dmerent ISI Vetoes (Sens+dvlaes) 
P7 RATT:OS -7 

151 ISI ISI ISI 151 
IO 1.4 1.6 2.3 2.6 

INR=2.&3.0 20-30 1.622 1.5-1.6 1 4-1 6 13-1.5 
tNR=Z.S-3.5 2 5-3 5 19-24 17.20 1.5-1.7 14-l 6 

TREATMENT DURING DENTISTRY AN0 SURGERYme marugemen+ ot wbatlatr who undergo deWal and sorglcal pm- 
c&m nquues close hson between e,+endmg physuws. suf~eons and damuts. m/lNR delemnnebw IS ret- 
ommended fust prior to any dental or swglcal pmcedore. In petwms undergomg mlnlmal wsswe pmcedws who 
mw, be anbcoegulated pw to, during, or lmmedrately +ollowlng msse pmceduns, edfusbnQ me dosege Of 
COUMMIN +We,,er,n Sodwm, to ma,“tsm t+,e PT,,NR at the Iow end Of tne ,txraPe”bC range may sately elkw for 
conhnued anhcoagulaoon The operat~e sne should be sufflc~entfy lhmded and accessible to permdlhs eltecbve use 
of local pmcedures to, hemostes,s. Under these co”dd,o”s, de”te+ and mmor surplcal +waM”ns may be ~rfom,cd 
wdtloul “ndw risk at hamontmge Some dental or SwQEal pvJced”Rs may necessRB+e me lntefNp,lon Of 
COUMMIN t+wdpy. When dlsconbnumg COUMALIIN even tor a ShOr+ permd of Ume.++,e benefds and ruks should be 
sbmgly considered. 

CONVERSION FROM HEPARIN THERAPY Smce the an+!coagULent eftec, at COUMADIN II delayed, heperm IS pntemd 
lnmatly for rapid anbcuagplatton. Convenlan to COUMADIN may begm concomdantfy wl hopenn tberepy or may 
be deb,Yed 3 to 6 days. To e,,s”re Contmuous anbcoagulabon. d Iz ed’,luble to CollWl”e f++Y dose hepam +,,anpy 
and that COUMAOIN dwapy be overlapped wlm hepan” tor 4 to 5 days, unbl COUMADIN has pmdoced me deslnd 
mempetic resswnse as determIned by PT/+NR. When COUMADIN has pmduced the depend PTnNR or pTommmb!n 
Z.clW,ty. heparm may be d+scon+muW 

COUMADIN may II ICR~FB +he aPTf test, even I” me ebsence of hepaw During mlbal ttwapy m m  COUMADIN,  me 
mterference wdb he$&enn enbcoagulatlon IS of mmlmal chmcsl stgmficeoce 

As hepann may ef+ec+++w PT/INR, patlenk recenwQ hem hepann end MUMADIN should have bleed for 
PT/INR dete”“lMbon drawn at lees+ 
* 5 hoers aftef ma Ies+ N  bolos dose of hepenn. or 
- 4 hours after cessabo” of a co”tt”oo”s PI ed”eton of hepann. or 
- 24 hours afterme lest subcutanaws hepann ~n,ecUon 

H O W  SUPPLIED 
Tablets: Far oral we. smgle scored wim one face !mprmted numenczdly wm 1,2,2-l/2, 3, 4,5.6,7-112 or 10 
S”penmposwl and mscnbed wttl~ “COUMADIN’ and wdl, +he op~osdp hCe pla,“. COUMADIN IS ased&& m  txdttes 
and HoS~tlal IJnlt-D@se Bkslw Packages wim +m+e”cies and colors as follows: 

Horp+ial unn-owe 
,rn*s 1000% Iuistel Package of 1w 

1 mg punk NOC MLSW169-70 N0CW56-0169.90 NOC c@5wl16&75 
2 mg kJvendm HOC w5w17c-70 NOC 0054-017690 HOC m5E-gl7g.75 
Z-l/z mg grwll NOC w5w17E-770 HOC 0056d17wO NOC m55-olW75 
3mgtan NOC CO5WlBB-70 HOC W56-01864 * NOC a&Q,&75 
4 mg blue NDC M)56-ttl6B-70 NOC 0056-0166-90 NOC C@56d16&75 
5 mg peach NOC M5M1172-70 HOC Do5w172-90 HOC w5M)1722-75 
6 mg tell NOC w5w199-70 NnCWSW1a99l  NDC006M116%75 
7.10 mQyel lmv NDC w560173-70 HOC 00566173-75 
1OmQvdste lm a%-017670 NOC W56-0174-75 
(We Free) 

Pm&+ from kght Store et conbulled room tempersdure (59-eBS’F, 1%3tt’C). Dtsqense KI a bQM, kgh-res+stem 
contamer as dehned 111 tk USP 
Hofprtal Unrt-Dose Blister Packages are to be stored in carton unbl cootems hwe been used 

Inlncbon: AvaIlable fw mtwenous use only. No+ recommended tw m+mmuscutar %dmevs+mbo+t.  Recoestdute w+h 
27 mL at sterile Water for In+ecbon to yield 2 me/mL Net contend 5.4 mg fyophllaed powder. Maximum yield 2.5 mL 

5 mg vial (box of 6) NOC 0590-0324-35 
Protect from I!#t. Keep wei m  box unbl used Store et controlled room temperature (59’-66’F, 15’~3O.C). 

After mcomhtubon, store at Controlled mom temperatllre (59--96-F. 15”-30-C] and use w++,m 4 “w,s Do not 
retngemle OISCard my uw&ed sdut!m 
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0, Poller. L Oral Amlcoaguletm Mechanism of Acbon. Cleucal Effec+wwss.end OptImalThempeubc Range. Ciw+ 
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