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Anticoaguiant
DESCAIPTION \v-rum Sodlum, USP, 3 an whichh acts w vitamun
K- tis 3-(

sodium sait wdish numhc mixturs of the R and § mm.hzmn Crystaline warfarin sodium

isan IWW mmm- The crystatiization of wartarin sodium virtudllyelimmates race.
wartann. s formula is CygHysNa0s and e

molecular nium i 310 32 and its strustural formuia Mmay be reprasented by the following:

5

2COCH 3
Crystatline wartarin sodium occurs 4s & white, odoriess, crystalline powder, is discolored
by light and is very soluble in water; fresly soludle in alcohol: very slightty soluble 1n chio-
roferm and in sihet.

Wartarin Sodium Tablets, USP for ora) use llw conala:

AX strangths; lactoss, COTR STMTR 300 MIgNESkN Staanle
DAC red #8 Barinm Lake.
FDAC bine #2 Auminum Laks, FORC red /40 Alumingm Lake,
FDAC bine F2 Atwminam Lake, DEC yellow #10 Aluminum Laks.
FO&C biue #2 Aumwnom Laxa. FORG red #40 Aemizum Laks, D4C ysiow #10 Aluminum Lake.
FDAC bive #2 Alsminum Lake.
04C yetiow 710 Akemiawm Laks, OAC red #8 Barium Laks.
D&C ysllow #10 Atuminum Late, FDAC bine #2 Aluminem Lake.
:  DAC ysitow #10 Alominum Lake,

10 mg:  Dye fres

LINICAL PHARMACOLOQY Crystaliine warfarin sodium and other coumarin anticosgulants
ul by iahitxting the synthesrs of vitamin X dependent clotting factors, which incicde Faclors
(¢, VIL, 1X and X, and the anticoaguiant proteins C and S. Halt-Uves of thesa clotting tactors
ara a3 follows: Factor 1)-60 hosrs, Vti-4-8 hours, IX-24 hours, and X-48-72 hours. The Raif-
lives of protains C and S are approximately 8 hours and 30 hours. respsctivety. The resul-
tant in vivo sttect s 8 sequentia) depression of Factors VIl IX, X and () activities. Vitamin
K is an essential cotactor for the post ribosomal synthesis of the vitamin K dependent clot-
ting factors. The vitamin the acid residees in
the proteing which are essential for moloqlw acthity. Wunmn # thowght to interfers with
clotting factor by ot vitamin Ky epoxide. The degres
of depression is depandsnt upon the oouoc administerad. Therapentic dosss of warfarin
decrease the tota) amoust of the active form of each vitamin K depandest clofting tactor
mads by the Kver by approximately 30% to 50%.

An anticoaguiation effect Qeneraity occurs within 24 hours aher drug agministration.
Howsver, pesk anticoagulant effect may be delayed 72 to 58 hours. The duration of action
of a single dose of racemic warfarin is 2 10 § days. The effects of crystallios warfarin sodium
may becoma more pronounced as stects of daily 0303 overlap.

have no Oirect etfect on ar extadiished thrombus, nor do they reverss ischemic tissue damags.
Howevar, once 3 thrombus has occurred, the goat of anlicoagulant treatment is fo prevent
further extension of the formad clot and prevant secondary

M reducing thromdosmboke svents including siroke wers similar st either moderstely high INR {2.0-4.5) or tow INR (1.4-3.0). There
was a sigaihicant reduction in minor bieeds at the fow INR. Similar data from chimcat siwdies (8 valvilar atral fibnMatuon patients are

not lnll-lb_l.!. TABLE 1
CLINICAL STUDIES OF WARFARIN {N KON RHEUMATIC AF PATIENYS®
Sludy ] PT Rt [LL} Thrombosmbeksm %Major Blesding
warfane- Controi % Arsk P vatue Wartafmn- Contral
Tranted Patents Reguction Troated Patnts
Paitn 17
AFASAK us s 15-2.0 2842 & 0.027 08 0.0
SPAF a0 m 1318 2.0-45 67 0.0t 19 19
BAATAF M2 208 1218 1527 1) <0.05 0.9 (2]
CAFA w w 1.3-1.8 2030 [ 0.25 27 05
SPINAF H 85 1.24.3 14:28 ”n 2.001 23 15

“AH study resutts of wartann vs. controf are based on -mrmon -lo- mn umym and Include ischemic stroke ang systemic
excioding and trangaent schemic attac

Myocardisi Intarction: WARLS (The Warfarin Re-Infarction Study) was & double-dlind. randomized study of 1214 patients 2 to 4 weeks
post-infarction trasted with wartann to & target (NA of 2.8 to 4.8. (Bul note 1Rt & lower INR was achisved and nCreased bieeding was
associsted with INR‘s above 4.0: ses Dosage and Administration.) The orimary endpomt was a combunation of total menality and recur-
rem infarction. A secondary endpoint of caredrovascular svents was assessed. Mean follow-up of the patients was 37 months. The
resuits tor each endpoint separately, including an annmil of vascular death, are provided in the following tabls:

TABLE 2
% Risk
Warfrin Placedo Retucion
Evpet e {N250T) (M=80T) —BRI%CI) oty
Total Pattent Years ol Foll 14 1544
ol I py) TR6.U100 oy) 078 0. 6.0 T4 (3=0.030)
Vaseolar Dusth 82(4.1100 105(8.4/100 078 (080,1. o8
ecurrant Ml 02{4.1/100 py} 1;4(6 47100 py} 068 {0.51, 083) 34 (pe0 001}
4 4 X

Infarction; e years

Mechanical and Bioprosthetic Heart Vaives: in a opan kabsl, positi study (Moh et ai, 1985) in 254
patisnts, the thromboembolic-Ives interval was found 10 be signiticantty greater tn patisnts with mechanical prosthetic hean vaives treated
with warfanin alons with pifin (p<0.0035) and pirim (p<D.03) treated pahents. Rates of throm-
boembolic svents in these groups were 2.2. 8.8, and 7 /100 patient years, respactively. Major bieeding rates wers S 0.0, and-0.8/100
patient years, tespactively, N

In a prospective, opsn label. clinical trial (Saour et a), 1990) comparing moderate {INR 2.65) vs. Mgh intensity (INR 9.0) wartsrin ther-
apies in 258 patisats with machanical prosthatic heart vatves, thromboembolism pccurred with similar frequency 10 1he two groups (4.0
and 3.7 svents/100 patient years. respectively). Major bissding was more common in the fgh intensity graxp {2.1 evants/100 patent
yaars) vs, 0.95 eventas100 patient ysars in 1he moderats intensity group.

in & rendomized tnal (Turpie o1 at, 1988) in 210 patients companng two intensities of wartarin therapy (INR 2.0-2.25 vs. INR 2.5-4.0)
tor a thres month period followmg tissue heart vaive replacement, thrombosmbolism occurred with similar trequency in the two groups
(major embotic events 2.0% vs. 1.9%, raspectively and aunor embolic svents 10.8% ve. 10.2%. respactivety). Major tiseding compli-
cations were more frequent with the higher intensity (Major hamorrnages 4.8%) vs. none in 1he lowsr intensity.

which may resuft in serous and possibly fata sequalss.

Pharmacstiastics: Crystalline wartanin sodiem o 3 racemic mixture of the R- and S-anan-
tiomers. The S-enantlomer exhibits 2-5 times more anticoagulant activity than the A-enan-
tiomer (0 humans, but gensraily has a more rapid clearance.

Abgerptinn: Crystaling wartarin sodium is essentially completely sbsorbed atter oral admin-
istration with peak concentration generally attzined withia the tirst 4 hours.

Thers are 00 0 the apparest volumes of déstridution afier intra-
venous and onal agministration of single doses of wartasin solution. Warfasin distnbutes
into 4 refatively smait apparent veivme of distribution of aboul 0.14 liter/kg. A dlwmutwn
phase fasting 8 10 12 hours 13 after raphd or onal
of an aqusous solution. Using a one compartment model, and assuming complete biosvail-
ability, estimates of 1he volumes of disiribution of R- and S-wartarin are aimilar to each
other and to that of the racemats. Coacentrations in fetal piasma approach the materazl
values, but wartann has not bssn found in human milk (ses WARNINGS - Lactation).
Approximatsly 99% of the drug 13 bound to plasma proteins.

Metanotsm: The slimination of warfarin is aimost entirely by metadolism, Crystaliine wastarin
sodium 13 by hepatic anzymes P-450)
10 inactive rovts) and by to reducst mstabo-
Iites {wartarin sicohols). The warfarin alcohols have minimal anticoagulant activity, The
metabolites are principaily excreted into the urine; and to a lesser exient info the bile. The
metabolites of warfarin that have been inciude two

mar aicehols, 4™~ §-, 7-, 8- and 10: . The C P-450 is nvaived
in the mtuohm of wartann m:lm 2(:9 2(:19 208, 2C18, 1A2, and 3A4. 209 is likely
to be the principat form of human (rvar P-450 which modulates 1he /n vvo anticoagulant
activity of wartarin,

Excratien: The termina) halt-lite of wartarm after a singts dose is approximately one week:
howaver, 1he etfective haif-tile ranges trom 20 to 60 hours, with a mean of about 40 hours,
The clearance of R-warfarin is generaNy haif that of S-warfarm, thus as the volumes of distri-
buticn are simitar, the hatf-Ifa of R-wartarin is Ionges than that of S-wartarin. The hatt-lite
of R-wartann rangses from 37 to 89 hovurs -wiile that of S-wastarin ranges from 21 to 43
hours. Studies with dryg have that up 1o 92% of the orslly admen-
1518740 A0SR 13 reCOvered in unme. Very tittls warfann s excrated unchanged in urise. Unagry
oxcretion is in the form of metabolites.

Etderiy: There ate no 200-retat in the
warfana.  Linuted informatron suggests mn thare is no in the of §-

mmmmu AND UBAGE Wartann sodium tablets, USP are indicated for the and/or of venous and
. ity and Y
Warfann scdium tablets, USP are indicated for the p and/or of the with
atral tibnilation andsor cardiac vaive replacement.
avants sueh

Wartann sodium tablets, USP are indrcated to reduce the nek of death, recurrant my and
3 stroke Of systemic atter

CONTRAINDICATIONS Anticoagulation is contraindicated in any tecalized or generat physical condithon or personat circumstance in which
the hazard of hemorrhage might be greatsr than the potential clnical benafits of anticoaguiation, such as:

Pragaassy: Wartarin sodium tablets, USP is cantraindicated in women who are or may becoms pregnani bacsuse the drug passes through
he placental barrier and may cause fatsl hemorrhage 0 the fetus in vfero. Furthermore, there have been reports of birth matformations
in childran born to mothars who have baen treated with wartasin durieg pregnarcy.

by nasal with or witkout stippied has been caported in
nuqnaﬂl -nmcn expossd to warfarin duting the lirst trimester, Ceniral nervous system abnormalities aiso have been reported. includ-
ing dorsa) midhine dysplasia characterized by agsnests of the corpus callosum, Dandy-Walker maiformation. and midiine cerabellar atro-
phy. Ventral midline dysptasia, characterized by oplic atrophy, and ¢ye abnormalities have basn observed. Mental retardation. dling-
0953, and other ceniral Hervous system abrormaiities have been reported in association with second and third tumester exposure. Although
rrre, teratogenic reparts lollowang /i utero exposure t0 wartarin inciwds vnnary tract anomaiies such as single kidaey, aspienna, anen-
caphaly, spina bitida. crania) nerve palsy, hydrocephalus, cardiac defects and heant dissase, of 10e3,
diaphragmatic heraia, corneal leukoms, cleft palats, cieft ilp, schuizencephaly, and microcephaly.
Spontansous abortion and still dirth known to occur and a higher risk of fetal mortatity is associated with the use of warfarin. Low
birth waight and growth retardation have als0 bean reported.
Women of childbearing potential who are candidates for anticoaguiant therapy should be carstully evaluatsd and the indications criticatly
reviewed with the pmcm M the patient decomes pregrani whils taking this drug. she should ba apprised of 1he poisntial risks to the
fetus, and the i of of the should be in light of those rigks.

or blosd
Ascest er tentemplated sargery of: (1) contral nervous system: {2) eye; (3) traumatic surgery resuiting in Ilrau open suriaces.
Sleoding with attive or avert blesding af: (1) g ¢ p y tracts: {2)
carabrovascular hemorrhage: {3) ansurysmsa-carsbral, 201a; (4} pi titis and situmons; (5) bacteriat srdocarditis,
T adartien, and

lnadequate aberetery fatiiiliss.
Unsspervised patients wilk seallity, atconolism, psychasis or other lack of patient cooperation.
Sptasi pusstwrs ano other di or pi with potential for uncontroftable bleading.

warfarin in siderty versus younp subjects. However, (hers may be a slight decrease o the
clearance of R-warlania in the elderly compared to the young. 0I13sr patents (80 years or
older) appear to have an PTANR 10 the eftacis of
warfana. As pahiem 309 mcreasas, 433 wartarin is required to produce a therapautic level
of anicoagulation. The cause of the INCraased responsivensss to wartann (s not known.

Resal Renal 10 bs § minor detsrminant of anticoagu-
lant response to wartarin, No dosage lulvwnom 13 necessary for patients wiih renal farure.
Hepatis the response to warfarin through
impaired synthess of clotling factors and dlcuuu metabolism of warfann.

Clinical Triaby

Atrai (AF): in fiva chnical trials invotving 3711
patients with monrheumatic AF, wartarin sigmificantly reduced the rish of systemic throm-
boembodism inciuding stroke {Ses Tabla 1), The risk reduction ranged from 60% to 86% in
a0 except one trial (CAFA: 45%) which stopped early due to published positive resuits from
two of thesa trials, Tha incidence of major blesding in these trials ranged from 0.8 10 2 7%
(See Tabla 1). Meta-analysis findings of thess studies reveaied that the sttects of wartarin

major regional, lumdar dlock iy Y and known
components of this product.

WARNINGS The mosi serious risks associated with anticoagulant therapy with sodism warfarin are hemorrhage in any tissue or organ
and, less traquantly {<0.1%). necrosis and/or gangrens of skin and other tissues. The nsk of hMamorrhage 3 ralated to the level of nten-
sity and Lhe duration of anhicoaguiant therapy. Hemorshage and necros:s have in some cases been reported 1o result in death or parma-
nam disability. Necrosis appears to be associated wilh local thrombosss and usually agpsars wilhin 3 few days of the starl of antico-
agulant therapy. In severs cases of recrons, through i or of the alfacted bissus, imb, braast o7 penis
has been reported. Careful diagnosis is required to determine whather necrosis is caused by an underlying disuase. Warlarm therapy
should be discontinued when wartaim i3 suspected 1o be the ciuse al devaloping necrasis ano hepane therapy may be considered for

to wartarin or o any other

anticoaguiation, Although various ave besn for necrosis has been considered unitormly eftective,
See betow for on Thase and omlv nsks assoclated with anhicoagulant Lharapy must be weighed
against the tisk of of k n cases,

1 cannol tis emphasized 100 strongly 1hal treziment of each patieni s & highly (ndividualized matter. Wartarin, a narrow therapsutic
range (mﬂu) drug, may be altected by factors such as other Srugs and distary Vitamin K. Qosage should bs controlted by penodic deter-
time (PT) Ratio (INR) or other suitabls cosgulation tests. Ostermaations of
whois Dlooﬂ clotting and biseding 1imes are not sffective measuses for control of tharapy. Hepans prolongs the one-stage PT. When
heparie and wartarin are rater butow to FROM HEPARIN THERAPY for recommendations.

ama



tither moderatety high 1N (2.0-4.3) oy low INR (1.4-3.0). Thare
- data trom climcal atuddes I8 vatvilar atria) fibrikation patiants are
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# NON RREUMATIC AF PAUENTS®
Thromboembaks® %jor Bioedsng
% Al pvam Wartaria- Control
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Mean 1oliow-up of the patients was 37 months. The
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Wieyocardial InfarEtion: y=patient years

- uzed. open ladel, positive-controlied study (Mok st 81, 1985) (n 254

tly greater in patienis with mechanical prosthatic heart vatvas treated
nd pentoxitylline-aspirin {p<0.08) trestsd patients. Rates of throm-
years, respectivety. Major bireding rates were 2.5. 0.0, and 0.9100

nng moderste (INR 2.83) vs. high intensity (INR 9.0) wartarin ther-
‘botmbolism occurred with similar frequency in the two groups (4.0
s mors common In the high intensity group (2.1 evants/100 patient
roup.

) two (nlensities of wartann therapy (INR 2.0-2.25 vs. INR 2.5-4.0)
hromboemboiism occurred with simiar fraquency In the two groups
Jlic evants 10.8% vs, 10.2%. respectivaly). Major bieeding comgli-

 nages 4.6%) vs. none in tha lowsr intangity.

ited for the p andfor of venous and
for of the wilh
th, recusrent my and ic evants such

1zed or general physical corditron of personal ciccumstance in which
1 benzhts of anticoaguiation, such as:

1n wha 3re Or may become pregnant because the drug pastes through
utero Furthermors. there Rave been reponts of tith maitosmations
nng pregnancy.

ppied (chondr has been reported in
atral nervous system abaosmalities also have besn reported, includ-
i callosum, Dandy-Walker maltormation, and midline cerebellar atro-
1 ey abnormaiitiss have been observed. Mental retardation, blind-
ted s0ciation with second and third trimester exposurs. Although
slude vrinary tract anomaly such as single kidney, asplenia. anen-
‘tects and heart disease, of 1098,
ncephaty, and microcephaly.

er risx of fg1al mortahity 18 associated with the use of warfarin. Low

nt tharapy should be caretully evaiuated and the indicatrons Criticaity
1ng s drug. she should be appnsed of the potential risks 10 the
discussed «n ight of those nsks.

} #ye: (3) traumatic surgery rasulting in large open surtaces.

eding of: (1) g [ y or Y tracts: (2)
LU and p 2 (5) bacteral i

-f lack of patient cooperation.
b potenttal for uncontrollable blesding.
and known to warfarin of 1o any other

herapy with sodium warfann ars hemarrhade m any tissue of organ
ther tissues, The nisk of Ramorrhage s related to the level of intan-

" rosis have in Some Cases been reported to fesull 1n death of perma-

1B0%is and usudlly appsass within a tew days of the start of antico-
ricement or amputstien of the affecied tissus, limb, dreast or panty
ther necrasis 13 caused by an undertying diseass. Wartarin tharapy
+ of developiag necrosis and heparin therapy may be considered for
N0 ireatmant for necrosts has been considered uniformby afiective.
other nsks associated with anticoaguisnt therapy must be werphed

1t 2 highly individuatized matier. Warans, & narrow

Caunion Shoutd be observed whan wartarin is administerad (a any $itUation of (n The Presenca of any predispasing condition whare sdded
nsk of Nemorrhage, necrosis and/or gangrens is present.

Aaticoagetation therapy with wartarin may enhance the retease of stheromatous plague emdoli. thereby m:nmw the nsk of compica-
tions 1OM systemic chotesterol micreembolization. inciuding the “purpie toes syndroms.” Discomtinuation of warfarin therapy s recom-
mended when SUCh pRENOMENa ate obsarved.

Systemic and can present with a vanety of signs and symptoms including purpis toes syndrome,
livedo reticutaris, rash, gangrene, abrupt and intense pli" in the lag, foot, or toes, foot uicers, myalgia, penile gangrens, abcominal pan,
llank of back pain, naj cerebral ischamia, spinal cosg intarction, pancreatilis, sympioms simu-
lating polyartaritis, or any other sequelae of vuculav ise dus to embolic The most nvolved viscenal organs
are the Kidngys followsd Dy the pancreas. splesn. and kvar. Same cases have progresssd 1o necrasis or death.

Purple 1081 C¥) ian of oM by a dark, purpitsh or mottisd color of the toes. usually
BEEurring batwaen 3-10 weeks, or fater. atter the initiation of therapy with wartarin of related compounds. Majr features of this syndrome
include DUTDIE color of plantar surtaces and sides of the toes that blanches on moderate pressure and fades with elevation of the legs:
pain and tanderness of the toes: waxing and wading of ths color over time. While the purple 1oe3 syndrome 18 reported to be reveraibie,
SOME CE3ES Drogress 1o gangrens or Necrosis which may require debricament of the sfected 2rea. or may laad to amputation.

Heparia-indussd thromiocytopania: Warfanin should be gsed with caullon in palients with heparin-induced thrombocytopania and deep
venous thrambosis. Cases o| venpus himb ischemia, necrosis, and gangrens have occurred In patients with heparm-induced thrombo-
cylopsnia and deep venous when hepann was ang wartann therapy was started or continued, in
some patients sequeiae have included amoutation of the invotved area ant/or death (Warkentin & 2. 1997).
A severe tigvation (>50 ucnndl) in activated partiai thromboplastin time (wm with 2 PT/INR r3u0 in the desired rangs has been jden-
tihwd as an nsk ol hamorrhage.
The decision to admicigier anticoaguianis 10 the following conditions Muwt be based upon clmical judgmaent in which the risks of anti-
coagulant therapy are weighed against the banefits:
Lactaties: Wartarnn appears in tha mitk at nursing moikers in an inactive form. Infants Rursed by mothers treated with wartarin sadwm
had np change in prothrombia times (PTs). Eftecty in premature intants have ot baen evatuated.
Sevare 1o madarate hapatls o7 ranal lozstilcleney.
|nfeciions dissazes or disturbasess of intusiinsl fHara: sprue. antibiotts therapy.
Trsuma which may result in interna! blesding,
Surgery OF travms rasulting in Hrge exposed nw surfaces.
Indwelllng eattetons.
Sevess 18 mednrats hyporisasion, A
Kaown of 528 in proteis € Heraditary of acquired deticiancies of protwin C or ity
cofactof, protsin S, have besn associated with tissus necrosis following wariarin sdmmistration. Not 2l patrats with thess conditions
devalop MRCrosrs, and tissue NBCrONS OCCUrY in paLiNnts without these dutficiancies. Inheried resistance 10 activaled protein C has been
described in many pabents with venous thrombdosmbolic disordars bul has not yat bsen qvaluated as 3 nsk facior tor lissus necrosis.
The risk d3sociated with thess condriions, both for racurrent thrombosis and tor adverse reaclions. is difficult 1o svaiuate since 1 doss
not appear to be the same for everyons. Dacisions adout testing and therapy must be Made on an ndividual basis, it has baen reported
that concurrant anticoaguiation therapy wilh hepann for 5 10 7 days during aitiation of therapy with wartarnn may minimize the inc»
dence of tissue necrasis. Wartarin therapy should be discontinued whan wartarin is suspectsd 10 be the cause of developing necrosis
and hepanin therapy may Be considered tos anticoaguiation.

v, and severe diadetes.
Minor and savers yichy ity reactions and

In patiants with acquired or inhented warfann
therapeulc responsas have Hesn reportsd in other patients.
Patignts with cangestive heart tarture may exhibil greater than expected PT/INR rasponse 1o wartann sodiem, theredy reguiring moce
trequent laboratory monitoning. and reduced doses of warfans sadium,

use of with or i is not and may be

ing thess )

L Peringie of PTANA o siher suitable toaguiation tasl is essontial.
Humarsss (acters. sloas ar (o cambinatien, (nciudiag travel, shanges in din, envirenceent, physical siat L1 oe may intiy-
once respanss of the patiunt to amticuagulants. It Is yenesally goad praciice to menitor the patient's respense with addliiensi PTANR
determisations in the pariod immedistely siisr gischarge trom the bagpitel, snd whonever other medications are ialifaind, discon-
linusd or takes irraguiarly. The follswisg factars are 1isted 1or reterunce: however. siher fastors may also stiect the unticeaguiamt
LT
mus may isteract with warfaria (bosgh

reactions have besn reported.
10 wartann have been reported. Exaggerated

(Plsase note recom-

[ tor drug
(Illllni n-wmn taduced clotting faciss {vitamis

1] L« lor dreg
. 10 is impartant o

uctien, enzyme inhibiten, lu reduced mun proteln
nels thal same drags may interact by mare thaa oas mechsaism.

The tellvwing tacters, sisae or [a combination, may b raaponsibis tar IKCAEASED PT or INR respente:

ENDOGENOUS FACTORS:
blood dyscrasias-see Contraindications

hepatic disorders:

cancer infectious hepatitis
collagen vascular dises: Jaundice
cangestive heart talure hyperthyrordism
durrha poor nutritional state
tlevated temparature steatarrhea

viamin X deticiency
EXOGENOUS FACTORS:

Patenilsl drup istoraciisns with wastarin sadi

Classes of Drugs:
S-lipoxygenase inhiditor
Adrensrgic Stimutants, Centnal

m are listed betew ¥y dreg slass und by spesitle drups.

Artarasiic/Antimicrodlals Antagenist
Antiptatetet Drygs/Ettects Monoamine Oxidase {ahibitors

g gietary Vitamin K. Gosags should be controiied by periodic deter-
Ratio (KR} or ather suitable coagulation tests. Owierminations of
- o1 control of iberapy. Heparn prolongs the one-stage PT. When
) CONVERSION FROM HEPARIN THERAPY for recommenoations.

Aicohol Abuse Reduction Preparations Anlitiyroid Orugst Narestics, profonged

Anaigesics Beta-Adremergic Blockers Nongtareidal Ant)-

Angsthetics. Inhalation Bromelains. inflammatory Agants

Antiandragen Cholelithotylic Agents Psychosiimulans

Aatarrythmicst Dlabstes Agants, Oral Pytazolones

Antitatrest Dirsticst Sabcylates

Amimoglycosides (0r3l) Fungal Medications, Systemuct Selactrvs Serotomn Resplake

Cepnatosporing, parenteral Gastrie Acdity ang Peptic Ulcer Intubitors

Matrotiges Agentst Sterexds, Adrenccorticalt

Misceiansous Gastrosntestinal. Ulcerative Sterolds. Anabste (17-Atkyl

Pemctlling, intravenaus, igh doss Colitrs Agents Testosterens Derivatives)

Quinciones (Iluorauinghones) Gout Traatment Agenis Thrambotytics

Sultonamides, iong acting Hemorrheologic Agents Thyroud Drugs

Tetracycimos Hepatoxk Drugs Tubarcukasis Aganist
Hypargtvcemic Agents Uricosutic Agents

Antrconvulssntst Hypariensive Emergency AQents Yacomes

Antideoressantsy Hyprolicst Vitaminsg

Antimaiarial AQuats Hypoligdomicst

Antineoplastics t Leukatrars Receptot

tear e ataca



¢ s -
! /." . - - - . . . 7>
." . " .
" . /7 . . < . . .
-~ T — e - - !
S . e ) - ] .
Specitic Drugs Reponed ADVERSE REACTIONS Potential adverse reactions o warfann may include;
acelaetinopben ciprofloxacmn Itutamets *»  Fatal or nonfatat hamorrhage from any hssws of organ. This [s a consequence of the anticoagulant stect. The sipns, Symptoms,
autodol} . omp; h and sevanty will vary sccording to the location and degras Or axtent of the blesag. Hemorrhagic complications may present as
alopunno clohbraty ghucapon mant (topecai) phexytowt suinda paratysis; paresthesia; headache. chest, abdomen, wnt muscle or OtRRr Bain: duziness: shoftaess of breath, dithcult breathing or
» Akothane metrondazole pperacstin tamoxiten sweling: or xp! shock. Theretore. the possibility of hamorrhage should be
SmIodarone MCI danarol hepactn mconazols proxcam tetracychine in the of any patent with which do not indicate an obvious diagnosss
aspin ditran ) mencizing by¢rockio-;  pregcisonst thyrod Bleeding during anticoagulant therapy does not atways correlate with PT/INR.  {Ses OVERDOSAGE-Treatment )
! ndet propatenoas hearellin + Blesding which occurs when the PT/INR 13 wittn the therapeytc rangs warrants dragnoste Investigation Since it MIy unmask a
calamandols duroioe indomeinacin nlidine acd proporyphene ticiepiding Ppreviously unsuspecied lesion, ¢.g.. tumor, uicer. etc,
cefazolin diciofenac influsnza WUS vaccies  RIproxsn propranolol trssus plas Necrosis of skin and other tigsuss, (Ses WARNINGS )
cotoperarons drcumare] itraconazols neomysin propytthiosracitt actmator (t-PA) Adverse rasctions reperted inf inctude: reactions, systemec cholesterol microameohization, purple
cototetan diftunisad ketoproten nortioxacin Quinigime tolbutamide toes syndrome. hepalitis. cholestatic hepatic tnjury, jsundics, ﬂunud ltver  gnrymes. vasculins, ma. tever, rash. dermatitis,
cetoxitin disuthram ketorolac offoxacn - quming trimethoprimisuitameth including bullows srupticns, vrticaria, sbdominal pain including cramping, ftatulence/bloating. fatig thargy, malaise, asthema,
N slssanne nanitiginet oxazol rausaa, vomiting, disrrhes, pain, headache, dizziness. LSt perversion. Prunts, alopecia, cold i ang
chenodiel y snraine orokinase fesling coid and chilts.
yme 39 oxapronin smastitn valgroxte Rare events of tracheal or trachsobronchial calcificalion have been reported 10 a350€1310 wilh ton .
g-lerm warfarin therapy. The clinical
Shioral hydratet fenoprofen fovasatin srymetholone Vuanozolot m’::ﬂ‘w significance of this svent Is unkrown,
1 panicaln G, ntra- sulfamethuzole ofidukast Prapism has been it with howsver, a Causal relationship nas not besn estabiished.
cimetdine fuonating methykdopa vanous sultamathoxazols nisvios _OVERDDSAGE
tso: i attacting biccd slements which madity hemostasis Slgas and or overt blstding (0.0.. appearance of qlood 10 stools of urine. hematuns, excessive menstrual
o :‘,:;,x:’““::‘ "9 may o . dlesding, malena, bruising or 0021ag trom Injuries) are early mamitestations of anticoagulation
oroienged hot weather beyend a safe ana satistactory levei.
unreitable PT/INR determinations wilh o7 without bieeding, may be controiled by drscontinuing warfann therapy and i Ascessary,
} and PT/INR have basn reported. by sdmenistration of orai or parenteral vitamin Ky, (P'uu see yramia Xq prior to use.)
1 nay tor FIANR Such use of vitamin K¢ reduces responss to luhunlull wartaria thenapy. Patiants may return 10 a pretreatment thrombotx: status follow-
Toa tollowiag faciurs, sloss ar ta ' ing the rapid reversal of a prolonged PTANR. of warfana reverses the sttect of vilamin K, and a therapeutic
ENDOGENOUS FACTORS: ) : PT/ANR can sgain be obtained by carstul dosage ' rapid is ndicated. Neparin may by preterable for initial
edema hyperlipemia nephrotic syndroms hetapy.
hersditary i y It minor diseding progresses to major biseding. give S to 25 mg (rerely up 10 50 mg) parenteral vilamin Ky, In emergency situations
of severs hemorThags, clotling lactors can ¢ returned to normat by admiristenng 260 to 500 mL of frash whote blood or trash lwun
EXOGENOUS FACTORS: plasma, of by givitg commercial Factor (X complex.
Potential drug Intarsstions with warlaria sodium are listed baiow by drug class and by upetilic drugs. A risk of hepatitis and other virat diseases i3 ass0ciates with the use of (hese bleod products; Factor IX compdu i$ also assocrated with
Classes of Drugs an fisk of thess shouid be ussd only tn exceptional er Ife-threataning biesding episodes
grondary to wartarin 3
Agrenal Cortical Steroxd Gastric Acidity and Peptic  Estrogen Contaming ssconcary ovardosage
Inhibitors Antideprossantst Oureticst Utcer Agentst Stercids, Adreaocorticalt Puritied Factor 1X prapasations should not be used beczuse they caneot increasa the levels of prothrombin, Factor VII and Factor X which
Antacids Antlhistamnes Enteral Nutritional Hypnoticst Tubsrcutosis Agentst are also depressad atong with the levels of Factor 1X as 3 resull of warfann trestment. Packed red blood celis may also be grves if
Antianzaty Agents Hypolipréemicst Vitaminst signiticant 6l00d lass has occurred. intemions of blood of plasma should He manitored carefully to aveid praciprtating pyimonary sdema
Fungal in otderly patients or pathents with heart disease.
Drugst Sysumict Onl Contractpives. DOSAGE AND ADMINISTRATION The dosage asd administration of warfann sodium tabists, USP must be individuahzed for sach patiest
Soecitic Drugs Reporied 2ccording 10 the particular patent's PT/INR rasponsa to the drug. Tha dosags showld ba acjusied based upon the patient's PT/INR. (See
ryvprem, prv— L y Contro) balow for tull discussion oo INR).
ehyds
tcohait rseotuivin oo Yersas y Availabig clinical evidence indicates that an (KR of 2,0-3.0 is sufficient for
1 and of vanous and lll nsk of mmnnql a3s0ciated with higher INRS. In palsents,
megrodamats henytoin sucraitate with risk factors for recurrent venous i enited vemous throm-
sutabarbral commzens pibiels ’ " \razodone boembolism, and a history of tRrombotic svents. consideration shnule u qmn to longer mm therapy (Schulman et al. 1993 and Schutman
Gutaibtal 1 1 prmigons vitamis € (bigh dose) o3l 1997).
| ‘ 1 vitamin € Atrial Fibrliiatlon: Five recont climical tnats avaiuated the effects of wartann in patients with non-valvular atrial fibrillation (AF). Weta-
chlocal hydratet sthchiorvynct niciln anlidingt wartann underdasage analysis findings of these studies revealed that the stfects of wartarin in reducing thromboembolic events Inctuding stroke wars similas
also: giet high in vitamin K at either moderatety high INR (2.0-4.5) or tow (NR (1.4-3.0). There was 2 signitican! reduction in minor biesds il the low INR. Simitas
. "m“%l. PT/INR determinations 0213 trom clinical studies in valvolar atrizl hbeitlation patients are not svaklabis. Tha trials n non-vatvuiar stnal fibnllabon support the
v . American Collsge of Chest P (ACCP) that an (KR of 2.0-3.0 be wsed for tong term wartanin therapy u appro-
t nd PT/INR resp have besn reported. priate AF patints.

Bscauss a patien! may be exposed to 2 combination of the above factors, the net effect of warfarin sodiwm tabists, USP on PT/INR
responss may be unpredictable, More trequent PT/INR moaitorirg is theretore advisable. of unknawn i with
are best regarded with caution, When ihess medicanons are started or stopped, more frequent PT/INA monrtonny is advisadle.

11 has deen reparted that concomitant agministration of warfann and may be with hapatites,
Eftect on Other Drugs: Warfarin may aiso aftect the action of olher drugs. agents {chiar and told } and
and may tn the bady as a resull of nteclerence with sither their or

Post: 1a post patients, warfasin sodiom tabists, USP theragy should be imitated sarly (2-4
waeks post-intarction) and dossge should bs adiusted 10 mutan an INR of 2.5-3.5 lang-tesm. Thy recommandation 13 bassd an the
tesulls of The WARIS study in which trestment was initiated 2 to 4 wegks after {he intarction. in patients thought to be at an mcreased
tish of dleading complications or on aspiin therapy, maiatenance of warfana sodium tablets, USP therapy at the lower end of this INR
range 13 racommended.

(11} Haart Votvas: s patients with mechanica) heart vatva(s), ieng tarm praphylams with wartarin 10 an INR

excration,
Spesial Risk Potlants: Warlann is a narrow therapeutic range (index) drug, and caution should be cbserved when warfann sodwum is
admimistered to certan patMnts such as the elderly or dedilitated or when administered in any situation or physical condition whers
added risk of hemorrhage s present.

(LM.) of should be contined 1o Lhe upper extramiies which permits easy zccess for
manual compression, nspections tor blesding and use of prassure bandages.
Cautlon should be observed when wartanin 15 wilth ti: y drugs (NSAIDS), including

aspinn, to be certain that no change in anticoaguiation dosage i3 uuuum In additton to specific drug interachions that might affect
PT/ANR, NSAIDs. including aspinin, can inhibit platelel aggregation, and can causs Qastrointesting) bleading, peptic ul¢eration andfor
perforation.

Acquired or inheriied wartann resistance shouid be suspecied if large daily dosss of warfarin are requirgd to maintan a patient’s PT/ANR
wilhin a norma) therapautic rangs.

of 2.5-3.5is In patieats with heart vaive{s). based on limited data. the Amanican College of Chest Physicians
recommends warlarin therapy to an INR of 2.0-3.0 for 12 wasks after vaive insertion. (n patiants with additional risk factors such as
atria) or prior should be given for longer term therapy.

Recarrest Systemis Embsiism: in cases whare the risk of thrombosmbolism is great, such 3¢ in patients with recurrent system:c embelism,

a highar INR may be regquired.

ars to srevide mo sdditiens) tharapsutis dansfll in mest patisats aod is s330

4 with 3 sigher rizh

lalttal Deange: The dosing of crystaltine wartann sodium must be i
by the PT/INR. Usa of 3 large loading dosa may (acreass the of and other does not offer
more rapid protection against thrombl and is aot Low imtiation doses are recommenden tor stderly and/or
debiltsted patients and patients with potential to exhidit greater than expected PT/INR responss 10 wartann sodwm tableis, USP (see
PRECAUTIONS). It 13 recommended that warfarin sadsum tabiets, USP 1herapy be initiated with a dose o1 2 to 5 Mg par day with dosage
sdjustments based on the results of PT/INR determmations.

0 to patient's 10 the drug as indi-

tatormatiam tor Patlsnta: The objective of anticoaguiami therapy is to decrease the clotting ability of the blood so that Ix
whila avoiding blesging. Effective therapeutic {evets with minymal are in pan

€0operative and well-instructed pallents who with thair Patisnts should be advised: Stric mmnu
to prescribed dosage schedule 13 nunury Do not take or any other ncluding (#.0.. aspinw and
topical ics) and other over-th axcept on advice of the Avoid alcohol ion. Do

not take wartanin during pragnancy and do not becoma pregnant while taking il (see Contraindicstions). Avold any activity or sport that
may rasull 10 traumatic njury.  Prothrombdin ime tests and regular visits to physician or ctinic are nesded to monitor therapy, Carry
(denniticatian stating that warfann s Being taken, If the prescribed dose of wartarin is torgatten. notify the physician immediately, Take
the dose 23 s00n as possible on he same day but do not take 2 doubls doss of warfann the next day to make up 1or missed doses. The
amount of vilamin K 1 tocd may attact therapy with warfarin. Eat 3 normal, batanced diet maintainieg a consistent amount of vitamin
K. Avord drastic changss in distary habits, such as eating large amounts of grean laty vegeiabies. Contact physician to repart any
iliness, such as diarrhea, infection or fever. Nolify physician immeduately W any unusual hleeding or symptoms occur. Signs amd symp-
toms of blesding inciude: pan. sweiking or disconiert, proloaged biesding from cuts, increased menstruat flow or vaginal dlesding. noss-
bleeds, biseding of gums {rom brushing, unusual biseding or bruising, red or dark brows urine, red of far black stoois. headachs. dizn-
ness, of weakness. |t IRerapy with wartana is discontinued. pabients shouid be caulioned that the anticoaguiant etacts of wartario may
persist for about 2 to 5 days. Paileats shesld be infermed that all warlarin predusts represesi the same medication, 504 sheuid ast
e taken concomitanily, a3 sverdesage may resvil,

G of Fertllity: C. and
The raproductive sttects of wartarin have not been evaluated.

studies have not deen performed with wartarin,

Use in Pregrancy: Pregnancy Category X - Ses CONTRAINDICATIONS.
Pagistric Ure: Satety and eftectiveness in pediatnc patants below the age of 18 have not desn n
chaical tnals. However, the use of warfana In pediatric patients s wel tof the and

of
ents, Difficuity 9 and PT/INR ranges in the pediatric patignt has beso reported. More fraquest PT/INR
dsterminations are recommended because of possible changing wartann reguirements.

Most patients are satisfactorily maintained at a dose of 2 to 10 mg daily. Flexibility of dosage 13 provided by breaking
scored Labints 1n hall. The ndividuai dose ard interval should be gasged by the patient's prothrombin rexpon:

Ouratinn of thesapy: Tha duration of therapy in each patent should de i In general.
usd untit 1he danger of thrombosis and emboksm has passed.

Mizsad Ooss: The snticoagutant stiect of warfarin sodium tablets, USP persists beyond 24 hours. It the patient forgets to fake the
prescribed dose of warfann sadium fabists. USP at the schedulsd time, the doss should be taken 23 s06n a3 possible on the same day.
The patient should not take the missed dose by doubling the daily dose to make up for missed dosss, but should refer back to his or
her ghysicuan.

Rowte of Warfarn sodium for inject:on provides an anesnative administration route for patisnts who cannot
fecerve ofal drugs. The [V cosage would be the samu as those INat would be used orally if 1he patient could take the drug by the oral fouls.

Laboratery Costrol: The PT reftects the dapression of vitamia X capendent Factors VII, X and Il There are sevaral modifications of the
one-stage PT snd the physician should become famitiar with the specitic meihod used in Bil laboratory. YM degres of anticcagulation
ingicated by any rangs of PTs may be aiterad by the typa of uted; the range must be bassed on the
xperience ot e3ch laboratory. The PT should be determuned daily after the administraon of the intial dose until PT/AINR results siabs
Iize In the therapautic range. Intervals betwesn subsequent PTANA determinations should be based upon the physician's judgmeni of the
patient’s rellability and responsa to wartarin sodium tablets, USP in order to maintass the i writin the nrge.

intervals for PTAINR determinations are normaity within the cange of one to four weeks after a stable dosaga has been datermined. To
snsure 30equate CORtrol, it 1g recommended that additional PT tests are done when othar wartarin products are interchanged with wartasin
sodum nwu USP. a3 wal) 24 whenever other are inktisted, or taken {sae PRECAUTIONS).

therapy showtd be contin-

Ditterant anmbnnlnnn reagents vary substantiaily in their sensitivity to sodum wartarin-induced eftects on PT. To defing the zppro-
olull mmwm: regimen 1t i3 tmpartant 1o be famitiar with the sensitivity of the thrombdoplasiin reagent used in the laboratory and its
to the P (IRP), 3 sensiive 1hromboplashn reagent prepared from human bran,
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MTageencs of v Anticoaguiant stiect. The tigns. tymptomy,
' of the bigsding. HemOrrhagic comphcations may reseat ag
sther pafm; dizriness: shortneas of breath, ditficuit beeathing or
sined shock. Tharetors, the potsidility of remorrhage should de
§ with complsings wiich do pot mdicate 4n abvious dizgnass.
yPINKR,  (Ses OVERDOSAGE-Treatment,)

t. ange waraants diagnoaiic 1nvesHOIton ince it may unmask 3

#79it reactions, systemic cholestarol micToambohzaton, purple

.00 hvar ¥naymes, vasculitis, sdema, fever rash, sarmatilis,

amping, Hatulencaloioating, fatigus, fathargy, maiaise, asthenta.

.+, pruritis, 3opecna, cold (rtolerance, and paresthesig incivding
- .
= 11ag in association with lang-tarm warfarin 1hetagy. The clinica)

o, ¥ cavnal has ROI AN

, FANCY 0f 2iood wr 3100ls of urine. hamaturiy, axcassive menstrual
@ supsrhtial imuries) are sarly it

A system of standardinng tha PT in oral anhicosgulant contrel was ntrodeced by the Warkd
Hearth Grgenization wm 1983, 1t is baned upen the ofan
Ratia (INA} which provides & comman baus 107 COMMUAiCATion ot PT resuits and imterprata-
tisns of therapautic ranges. The INR system of (sporting 15 Based on 8 Iogermthmic seistion-
i DEtwssn (he-#T ratios of the test 200 reterencs prapsration. The (N 13 the PT ratio that
would ba sbtxinec the international Aefersnce Preparation {IRP). wineh has an i5§ of 1.0,
wers ussd 1o perform the tesd. Early climcal studies of oral anticoaguiania, which formed the
Daws 107 THCOMMENSsd Iheraphutic Tanges of 1.5 to 2.5 times conirol mear normat PY, used
3enaitive human Drain ihromboptastin. When uINg 1ne HIB BeATiTIvE rabdit brain thrombe-
piasting commonly empioyes in PT assays to0ay, adiusiments mual be made 10 the targeted
PY ranga thai refiact it decraase in senptivity.
The 1HR can be caiculaied as: INR » (obssrved PT matio)
where thy IS] {Intarnational Sensitivity indax) is the correction factor i tha sguahon Ihat
reiates the PT ralio of the focat reagant 10 tha referance preparation and is a mlmm of i
ol a given of vitamm K. facions;

L] 3
* tha lower the 151, the mwt “sansitive” the 1eagent and ibe cioaer the derrved INR it be to

ihe pbssrved PT rauo.!

The procesdings and recommendations of the 1982 Nationat Contersace on Antithrombotic
Therapy? ¢ review ant evatuaio issuss relatad 10 ofal anticoapuiam) therapy and e sansilinty
of thromboplastin 7eagents and provide tor defining the approps ther
aphunc regimen.

1 cmmolm by discortinump vnmrln therapy and it recessary.
vism| prior (o wse.)

. Patients may rsrurn 102 vmnwmm hrombotic statas toitow-

smmisiTation raverses the stiect &f vitamn X, ano a

The of 1the 1NR to PT ratios for the -intanae (INR 2.0-3.0) and mors inlense
mm 2.5-.8) therapauhic ranpe mommmw by 1he ACCP 107 thrombopiasting over 3 raage
of IS} vaives 15 shown 1n Tabie 3.5

TABLE 3

Relationsiup Between INA and PT Ratios
For Thromboplashing With Ditferent IS Valwes (Sensitivites)

atcoagulation is indicated, DEDATID My bw preterabie for inital

-y up to 50 mg} ) vitamin K¢, In
- mimstering 200 to 500 ML of irean whoie mw or 'mh frozen

these dlood products; Factor IX compiex is siso associated with
¢ ussd only in exceptiond or Nis-threatening diesding episodes

ncreass ihe Jevels of prothrombin, Factar Vi and Factor X which
arfann trestment.  Packed red blood cally may also be given if
d be monitored caratuily to avoid precipitating pulmonary edsma

arin sodium taiiets, USP must be individusiized tor each patient
10sge should be 2djsted Based upon the patient’s PT/INR. (See

+ clinical svidsnce indicatas that an INR of 2.0-3.0 I sulticient for
ml sk of hemorrhage associated with Aigher INRs. In patents,
inherited venoud throm-

qmn to fonger term therapy (Scnulmn ot al, 1995 and Schuiman

rtarin i gatlents with non-vatvular atrial fibnitation (AF). Meta-
n reducing thromboembdoikc svents including siroke were gimiar
s & siguhcant reduction in mmar hieeds af the tow INR, Similac
wvalabie  The trials in non-valvalar stela! borilltion suppart the
INR of 2.0-2.0 be used (ar long term warfarin theeagy in appcg-

{aria sodiune tablets. USP therapy should de (Ritlated sarty (2-4
LINR of 2.5-3.5 long-term. The recommandatian 11 based gn the
k8 aftes the rofarction. (o patients thaught to be 4t 40 wcressed
drtann sodium tabiets, USP theragy at the lawer end of this INR

4l heart valve(s). [0ng term prophylaxis with wartsrin ta an INR
). based on (united data, the Americen College of Chest Payticlans
vatve insertion. (n gatients with sdditional rigk factars such a3
ven for langer term therepy.

ism is great, such a8 1o patients with recurrent systemic ambolism,
s venatil ln mevt putionts aad (s sseaciuted wilk o higher tisk

fividualized according to pathent’s sensitivity o the drug as indi-
dence of Qic ana othar does not oifer
nded. Low ioitation dotes are cecommanded for aiderty saa/or
axpected PT/INR raspanse (o wartarin sodwm tabiets, USP (see

:,theragy ba inttiated with a dose of 2 to § mg par day with dosage

£21t0 10 mq dally, Flaxblity of dosage is grovided By bresking
jed hy the patant’s prothrombin regpenss.

ta generat, erapy shoald be Coati-

3P parsists beyond 24 hours, (f the patient (orgets to take the
. the dote shoutd Be taken as 1000 23 possibie aa the same day,
10 (o make up for Mussed dotes, but shauld reter Back to Ris of

Ivides gr giternative tambnstration cauts for patiants who caarot
4 be used orally it the patient could take the drug by the oral rocts.

«dent Factoes VIL, X and L. Thera are sewaral modifications of the
fic method usad in Nis labaratory. The degree of aticoaguiation
shia used; the apprapriate therapevtic range must be based on the
¢ the adeministratian of the indisl dose until PTANR cenulte ctabi-
traunations should be based upon the physiclan’s judgmeat of the
* 10 maintain the i L within the nange.

A to four wasks afier 3 stadie dosage has besn cetermiced. To
dons whan other wirfann producis are interchangad with warfarin
'd. discantinued, of takan wregutarty (ses PRECAUTIONS).

to sadtum warfarin-induced eftects on PT. To define the appro-
iiwity ot the thromBapiattin reagent used o (he abosatory and is
¥a thrombagiastin reagent prapared fram human dreia.

PI RATIQS
. ] [ w Itl
z 1.8 1.4 1.8 13 1.8
153 10-30 1821 1.5-1.8 [EBK) 1318
18 » 2.5-3.% 2535 1L$2.4 1.7:20 1517 1408

TREATMENT DURING DENTISTRY ARD SURGERY The mansgemsnt of patisnts wito undergo
dental and surgical procedurds requires Cloe [isoe detwer Stiending pRYRICURS, SUrgeoRT
aad dentints. PT/INR datermination (s recommended {ust prior to 4y destal or Surgical peoce-
duce. In patiaats undergaing meuniceal (fvasive who sust be prior
to, dyring, of tollowing thesa adjustieg the dosage of wartana sodium
tablets, USP to maintain the PT/INR at the tow end of the therapeuti canige may salety stiow
tar continued anticoaguistion. The aperative wite shoutd be sufficeently limited and accesti-
bit to permit {he stiective use of local procadures 107 haraostasis. Under ihese conditions,
oanfal ang minor surgical procedures may b pmmnod without undue risk of hamoenhags.

" Some dental or surgical may piion of warfarin tharapy. Whan

distontinuing wariarin even for a shor pariod of Iimc mn banetits and riaks shoutd ba sirongly
considersd.

CONVERSION FROM HEPARIN THERAPY Sinco tha snticoaguiam sffect of wartarin sodiom
1ablets, USP 13 delaysd, hapanin iy praterred wmiiaily tor raput anlicoagulahon. Conversion 1o
warlarin 50dium tablety, USP may begin concomitantly with haparin iherapy or may be delayed
3108 days. To ensure itls 10 contings full Sose hapann
therapy ang that wartssin sodium tablets, USP therapy De overlappsd with Meparin for 4 10 8
days. untH warfann sotium tablis. USP has produced ihe desired therapeutic fesponss ss
determingd by PT/ANR. Whan wararin sodium tablets, USP has producet the desired PT/ANR
ot prothrombin activily, hepann may be discontinued.

Wartann sodiom lablsty, USP may mncraxse ihe aPTT test, even in 1k abaancs of heparin,
During initiat iherapy with wartann sodivm tablets. USP. the interferencs with haparia antico-
aguiation iy of mimmat ctinicat signiticance.

As heparin may attect the PY/INR, patiems racelving both hepasin and wartarin sodivm tdiets,
USP shoutd have blood tor PT/INR determination drawn at least:

< 5 hours atter tha last iV bolws dose of heparin, or

+ 4 hours aher cassanion of a conlinuows IV intusion of beparin, or

24 hours after the 1ast subCuLAReOus heparin injection,

HOW SUPPLIED

Wattann Sodm Tabiais, USP: For orai use, sinpie Bcorad, 1mprinied pumancaily and pack-
aged in dothas with potencies, colors and sngravings as totiows:

Srimr Exgraving Sattien & 108 Satibes ot
nk i MDC 51872-40273 MDL 51872-4027-3

1 my

2mg Lavander ™ HDC §1872-40201 ADE 51672-4029-)
2.5mp Gresn m NDC §1872-4029-1 WDC 51072009
Img Tan 138 NOC 51872-4030-1 NOC 51872-4000-3
4my Bive ™ NDC 51872-8031-1 NDC 3187240013
g Peach 5 WOC 51872-4032-1 NDC 51672-4002-3
6my Greemisn-Yeiow 739 NDC 51872-40031 NOT 31872-4033-3
15mp Yelow 138 NDT 31872-4030-1

10 mg While et NOC 51872-4035-1

Warfanin Sedium Tablets, USP are avaitsole n 1, 2. 2.5, 3. 4, 5. 8, 7.5 and 10 mg of wartarin
sodium, USP. They are flat bevelad capsule shaoed tablets, 5cored on ons §ide and engraved,
21 geacrived in (he 200ve table, an the ather side.

Protect from fight. Store at controlied room temparature 15°-30°C (59°-88°F). Dispenss in 2
Ught, light-tesistant container 3s detinad 10 the USP.
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_ on Antithrombotic Thecapy. Ohest, Yol. 102{suppl), pp. 2056-3118, 1992,

. High, L. Qaten, J., Deyhia, 0., Potier. L. Qral Anticoaguiants Machsitm of Actien. Climcal

and Qptiemal ic Range. Chest, ACCP Comsentus Contsrence on

Antithrombatic Theragy. Vot.102(swppl). pp. 312s-328s, 1992,

. Hirsh, 3. M.0, £.C.C.P: Hamifton Civic Hospials Asseareh Camar. Hamifton, Ontario, Persanal
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warnings

Crystalline
Rx only

PROTECT FROM LIGHT.
1000 TABLETS

Warfarin Sodium Tablets, USP

HIGHLY POTENT ANTICOAGULANT

WARNMG: Serious blseding results from overdosage.
Do not use or dispense befors reading directions and
in accompanying product

information.

NDC 51672-4033-3

USUAL ADULT DOSAGE:
Read accompanying
roduct information.
tore at controlled room
temperature 15°-30°C,
(59°-86°F).

Dispense in a tight, light-
resistant container as
defined in the USP.
RESEAL CAP TIGHTLY.

Mid by:

Taro Pharmacsutical
Industries Ltd.

Haifa Bay, Israel 26110
Dist. by:

Taro Pharmaceuticals
U.S.A., Inc.
Hawthorne, NY 10532




”m\ C""U“)

m NDC 51672-4032-3 D)\
gsudu ADULT nl;‘oms: s
H H ead accompanying Ly
Wal’fal'ln Sodlllm Tablets, USP roduct information. = .
; tore at controlied room |- ;
Crystalline temperaturs 15°-30°C, - .
(59°-86°F). ~.
Rx only Dispensa in a tight, light-
resistant container as
HIGHLY POTENT ANTICOAGULANT defined in the USP. .
RESEAL CAP TIGHTLY. .

WARNMNG: Serious bleeding results from overdosags. Mid by:
Do not use or dispense befors reading directions and Taro Pharmacautical

) . : ; i Industries Ltd.
warnings in accompanying product information. Ef"‘m Jsrael 26110
st. by:

PROTECT FROM LIGHT. LarSoAP larmar.euticals
S.A, Inc.
1000 TABLETS Hawthorne, NY 10532




QL

m NDC 51672-4031-3 )
gs%lu. ADULT DOSAGE: )a)
: H ead accompanying a
Warfarin Sodium Tablets, USP it &)
. tore at controlled room .
Crystalline temperature 15°-30°C, 0
{59°-86°F). ~ F
Rx only Dispense in a tight, fight- |,
resistant container as
HIGHLY POTENT ANTICOAGULANT defined in the USP.
RESEAL CAP TIGHTLY.

WARNIRG: Serious bleeding results from overdosage. mfd by:
Do not use or dispense before reading directions and Taro Pharmaceutical
warnings in accompanying product information, (Ndustries Ltd.

Isla;fa Bay, Israel 26110

tby:

PROTECT FROM LIGHT. Taro Pharmaceuticals
1000 TABLETS

US.A., Inc.
Hawthorne, NY 10532




Wartarin Sodium Tablets, USP

Crystalline
Rx only

HIGHLY POTENT ANTICOAGULANT

WARMING: Serious blesding results from overdosage.
Do not use or dispense before reading directions and

warnings

in accompanying product

PROTECT FROM LIGHT.
1000 TABLETS

information.

NODC §1672-4030-3

USUAL ADULT DOSAGE:
Read accompanying
roduct information.
tore at controlled room
temperature 15°-30°C,
(59°-86°F).

Dis&ense in a tight, fight-
resistant container as
defined in the USP.
RESEAL CAP TIGHTLY,

Mfd %y:

Taro Pharmaceutical

Industries Ltd.

Haifa Bay, israel 26110

Dist. by:

Taro Pharmaceuticals
I

US.A, Inc.
Hawthorne, NY 10532

g



NDC 51672-4029-3
in Sodi e o o
Warfarin Sodium Tablets, USP Grucuciioroimion.

tore at controlled room

Crystalline temperaturs 15°-30°C,
C (59°-86°F).
Rx only Dispensa in a tight, light-
rasistant container as
HIGHLY POTENT ANTICOAGULANT defined in the USP.
RESEAL CAP TIGHTLY.

WARNING: Serious bleeding results from overdosage. Mid by:
Do not use or dispense before reading directions and Taro Pharmacsutical
warnings in accompanying product information, Industries Ltd. -

ggitffa Bay, Israel 26110
ist by:
PROTECT FROM LIGHY. - Taro g{,armaceuticals
A, Inc.
1000 TABLETS Hawthorne, NY 10532

USA
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(@]

m NDC51672-4028-3 1| ] elese)

USUAL ADULT DOSAGE:

Warfarin Sodium Tablets, USP iiioneamine

Store at contralled room

Crystalline femperature 15°-30°C, E
[ {59°-86°F). X A
Rx only Dispense in a tight, light- | - * - .
resistant container as e,
b HIGHLY POTENT ANTICOAGULANT defined in the USP, e
RESEAL CAPTIGHTLY. | =
] | WARNIRG: Serious bleeding results from overdosage. M{d['):y;
Do not use or dispense before reading directions and Taro Pharmacautical -1

i warnings in accompanying product information, [ndustries Ltd, e e
| Haifa Bay, Israel 26110 *|
PROTECT FROM LIGHT. Oist. b -

: Taro Pharmaceuticals ™ =
| | US.A, Inc. :
1000 TABLETS Hawthorne, NY 10532




)

| .9375" — g

1875" g

5.3125"

3.500"

|g—.1875"

- 500 4pm)

/_——'—\
m NOC 51672-4027-3 1: 1’
l . . gs%u ADULT r;cimatz )
ead accompanying
| Warfarin Sodium Tablets, USP  pi.ornaien
B ore at controlled room - |
Crystalline tamparature 15°-30°C, ;
| (59°-86°F).
Rx only Dispensa in a tight, light-
resistant container as
l HIGHLY POTENT ANTICOAGULANT defined in the USP.
RESEAL CAP TIGHTLY.
| WARNING: Serious bleeding results from overdosags. Mfd by:
Do not use or dispense bafore reading directions and ITaao Pt?;m;_atgeun?cal
i i i i i ndustries Ltd.
I warnings in accompanylng product information. Haifa Bay, Israe 26110
PROTECT FROM LIGHT, Dist. by: :
‘ 1 Tars(fA P! Iarmaceuticals
DA, InC.
\_ l 1000 TABLETS Hawthorne, NY 10532

Mo



NDC 51672-4035-1
. gSUAL ADULT DOSAGE:
Warfarin Sodium Tablets, USP si.zioimaiar

tora at controlled room

Crystalline temperatura 15°-30°C,
(59°-86°F).
Rx OIIlv Dispensa in a tight, light-
resistant container as
HIGHLY POTENT ANTICOAGULANT defined in the USP.
RESEAL CAP TIGHTLY.

WARNING: Serious bleeding results from overdosage. Mtd by:
Do not use or dispense before reading directions and Taro Pharmaceutical

i i i i i {ndustries Ltd.
warnings in accompanying product information. Haifa Bay, Israe) 26110

Dist. by:

PROTECT FROM LIGHT. lTJa's° :D{meutm
DA, InC.

100 TABLETS Hawthorne, NY 10532

,\
e
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Moyt

B NOC 51672-4034-1 i
" m gSUAL ADULT DOSAGE:
Warfarin Sodium Tablets, USP ;. wormason

Store at contralled room

Crystalline temperature 15°-30°C,
(59°-86°F). "
Rx only Dispense in a tight, light- | 05
resistant container as £
HIGHLY POTENT ANTICOAGULANT defined in the USP. =
- RESEAL CAP TIGHTLY, IS
WARNING: Serious bleeding results from overdosage. Mfd by: g

Do not use or dispense before reading directions and Taro harmaceutical

. . - : ; Industries Ltd.
warnings in  accompanying product information. glai{aBay.lsraeIZGHO A
st. by. B

PROTECT FROM LIGHT. Ot B maceuticals
US.A, Inc.
100 TABLETS Hawthorne, NY 10532




Warfarin Sodium Tablets, USP

WARNING: Serious blesding results from overdosage.
Do not use or dispense before reading directions and
in accompanying product

warnings

Crystalline
Rx only

PROTECT FROM LIGHT.
100 TABLETS

HIGHLY POTENT ANTICOAGULANT

information,

NDC 51672-4033-1

USUAL ADULT DOSAGE:
Read accompanying
product information.
Store at controlled room
temperature 15°-30°C,
{59°-86°F).

Dispensa in a tight, light-
resistant container as
defined in the USP.
RESEAL CAP TIGHTLY.

Mtd by:

Taro Pharmaceutical
Industries Ltd.

Haifa Bay, israel 26110
Dist. by:

Taro Pharmaceuticals
US.A, Inc.
Hawthome, NY 10532

BN

(_’_)é}



i- . NDC 51672-4032-1
USUAL ADULT DOSAGE:

Warfarin Sodium Tablets, USP s womasos

tore at controlled room

Crystalline temperature 15°-30°C,
(59°-86°F).
Rx only Dispensa in a tight, light- h)
. resistant container as .
HIGHLY POTENT ANTICOAGULANY defined in the USP.
RESEAL CAP TIGHTLY.

| WARNINB: Serious blesding results from overdosage. Mfg by:
Do not use or dispense befors reading directions and Taro Pharmaceutical

i i i i i Industrigs Ltd.
wamings in accompanying product, information. Haita Bay, Istasl 26110 =

TECT Dist. by:

PRO FROM LIGHT. Taro Pharmacsuticals
U.S.A,, inc.

100 TABLETS Hawthorne, NY 10532




WARNME: Serious bleeding results from overdosage.
Do not use or dispense before reading directions and
in accompanying product information.

warnings

Warfarin Sodium Tablets, USP

Crystailine
Rx only

HIGHLY POTENT ANTICOAGULANT

PROTECT FROM LIGHT.
100 TABLETS

NOC 51672-4031-1

USUAL ADULT DOSAGE:
Read accompanying
product information.
Store at controlled room
temperature 15°-30°C,
(59°-86°F).

Dispense in a tight, light-
resistant container as
defined in the USP.
RESEAL CAP TIGHTLY.

Mfd by:

Taro Pharmaceutical
Industries Ltd.

g‘ai:a Bay, Israel 26110
s, by:

Taro Pharmaceuticals
U.S.A., Inc.
Hawthorne, NY 10532

My



ey

m NDC 51672-4030-1 M

gSI.:‘AL ADULT D?SAGE:
H H ead accompanying
Warfarin Sodium Tablets, USP ru.csrrovammo.
R Store at controlled room >
Crystaliine temperature 15°-30°C, ool
(59°-86°F). : 1
Rx only Dispanse in a tight, light- | (33" [
resistant container as =
HIGHLY POTENT ANTICOAGULANT defined in the USP. , M
RESEAL CAP TIGHTLY. O [
WARNING: Serious bleeding results from overdosage. Mfd by: hand

Do not use or dispense before reading dirsctions and I1':{10 "_arrrggeutical , -
i i i i i ustries Ltd. IST AN
wamings in accompanying product information. Haita Bay, 1srael 26110 R =

Dist. by:
, PROTECT FROM LIGHT. Taro Pharmaceuticals
l ! U.S.A., Inc.
Y | 100 TABLETS Hawthone, NY 10532




Warfarin Sodium Tablets, USP

Crystalline
Rx only

KIGHLY POTENT ANTICOABULANT

WARNING: Serious blesding results from overdosage.
Do not use or dispense before reading directions and
warnings in accompanying product information.

PROTECT FROM LIGHT.
100 TABLETS

NDC 51672-4029-1 ,, |
!

USUAL ADULT DOSXLJ.-
Read accompanying

roduct information.

tore at controlled room
temperature 15°-30°C,
(59°-86°F).

Dlsrense in a tight, fight-
resistant container as
defined in the USP.
RESEAL CAP TIGHTLY.

Mtd by:

Taro Pharmaceutical
Industries Ltd.

Haifa Bay, Israel 26110
Dist. by:

Taro Pharmacauticals
U.S.A, Inc.
Hawthorne, NY 10532




leg—— .9375" ——p»

1875 g

warnings

Crystalline
Rx only

PROTECT FROM LIGNT.
100 TABLETS

Warfarin Sodium Tablets, USP

HIGHLY POTENT ANTICOAGULANT

WARNING: Serious blesding resufts from overdasage.
Do not use or dispenss before reading directions and
in accompanying product

information.

product information.
Store at controlled room
tamperature 15°-30°C,
(59°-86°F).

Dispensa in a tight, fight-
rasistant container as
defined in the USP.
RESEAL CAP TIGHTLY.

Mtd by:

Taro Pharmaceutical
Industries Ltd.

Haifa Bay, Israel 26110
Dist. b{.

Taro Pharmaceuticals
US.A, Inc.
Hawthorne, NY 10532

5.3125"
- 3.500" 1= 500 i
|le— . 1875" .
: N
m NDC 51672-4028-1
: USUAL ADULT DOSAGE:
Read accompanying
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TN
)



|a— .9375" g,

1875

IZ

warnings in accompanying product information.

PROTECT FROM LIGHT.

Haifa Bay, israel 26110
Dist. b{.

Taro Pharmaceuticals
US.A, Inc.

5.3125" -
- 3.500" o< 500
lg— . 1875"
. d
1 mg Nocsiergider-t | 5§ |G
gSILAL ADULT DOSAGE: i
» . ead accompanying —
Warfarin Sodium Tablets, USP it | .~
Crystalline temperature 15°-30°C, :
(59°-86°F). i
Rx only Dispense in a tight, light- ;
resistant container as !
HIGHLY POTENT ANTICOAGULANT defined in the USP. 1 1.9375"
RESEAL CAP TIGHTLY. :
WARNINS: Serious bleeding results from overdosage. Mfd by: '
Do not use or dispense bsfore reading directions and Taro Pharmaceutical {
Industries Ltd |
!
1l
[}
|

100 TABLETS

Hawthorne, NY 10532




