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Anticoaguiant

COUMADIN® TABLETS

{Wartarn Sodwm Tablets, USP) Crystalline

COUMADIN® FOR INJECTION

(Warfarm Sodium for tnjection, USP)

DESCRIFTION

COUMADIN (crystaltine warfann sodium} is an anticoaguiant which acts by mhibring vitamn K-gesendent coagu-
iavon 1actors, Chemicaly, 1t 1s 3-(ux- Y Zyl)-4-fty 1n and Is a racemic mixture of the R- angd S-
enannomers Crystaline wartann sodium (s an The cr ot warfann sodum
virtually eliminates race Impurties oresent In amorohous warfann fts emoincal formula is C.. H,; NaG,, and ns
structural formuila may oe represented by the following
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Crystaline warfarin sodium occurs as @ white, odorless, crystatline powder, is discolored by hight and is very soi-
uble i water; freely soluble n alcohot; very slightly soiuble in chioroform: and in ether

COUMADIN Tablets for oral use aiso coman

All strengths Lactose, starch and magnesium stearate

1mg D&C Red No. & Barum Lake

2mg FD&C Blue No. 2 Aluminum Lake and FD&C Red Na. 40 Aluminum Lake

2-1/2mg DEC Yeilow No 10 Alumimum Lake and FDRC Biug No 1 Aluminum Lake

2mg FDAC Yellow Mo § Aluminum Lake, FD&C Blue No 2 Alumuinum Lake and FO&C
Red No. 40 Alununum Lake

4 mg FD&C Blue No 1 Aluminum Lake

5mg FD&C Yeilow No. & Alumunum Lake

6 mg FD&C Yellow No. 6 Aluminum {ake and FO&C Blue No 1 Alummum Lake

7-172mg DAC Yeltow No. 10 Alumimnum Lake and FD&C Yellow No. 6 Aluminum Lake

10my Dye Free

COUMADIN for Inyection (s suppited as a stertle, lyophilized powder, which, atter reconstitition with 2.7 ml stenile

tant determinant of warfann requirement in Chinese patients with a progressivety iawer waftarin reguirement wit:
ncreasing age

Renai Dystunchior Renal clearance i5 considered ta be a minor determinant of amticoaguiant response ta war-
tann No 00sage agjustment 1S necessary tor panents witn renal falure

hepahc Dystunchbon' Hepabe dystunchon can potenbaie the response 10 wartann through iMpanes syninesis o!
clotung factors and oecreased metanolism of warrann

The aomwstration of COUMADIN {Wartanin Soamm) via the intravenous (IV) route should provide the patient with
ne same concentration of an equal orai dose, but maximum plasma concentrahon will be reached earier however,
the tull anticoaguiant eftect ot a gose ot wartann may not be achieveo until 72-96 hours after dosing, indicating
that the aamimstraton of IV COUMADIN shoutd not provide any increased biojogical eftect or eanlier onset af action

Chinical Tnais

Atnal F {AF}: In five prosp: controiled chrical tais invoiving 3711 patients with ncn-
T AF, wartann y reduced the nsk ot thr stroke (See Tabie 1)
Tne nsk reduction ranged from 60% to 86% (n ali except one trial (CAFA 45%) which stopped earty due to pu[]-
Iished positive results from two ot these tnals The mcigence of major bieedng in these tnals ranged trom 0 6 1o
2 7% (See Tabie 1), Meta-anaiysis findings of these studies revealed that the eftects of wartann in reducing throm-
beembolic events including stroke were Simiar at erther moderately high INR (2 0-4 5) or low INR (1 4-3 0) There
was a signrficant reduction in minor bieeds at the low INR. Simular gata trom chinical studies in vaivular atnial
fibriiation patents are not avasable

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

Study n Thromboemoohism % Major Bleeding

Wartann- Wartarin-

Treated Control PT % Risk Treated Controf

Patients Patients Ratie iNR Reduction p-value Patients Patients
AFASAK 338 338 15-20 28-4.2 &0 aqe? as 0.0
SPAF 210 211 1.3-18 20-45 67 0.01 19 1.9
BAATAF 212 208 12-18 15-27 86 <0.05 0.9 o5
CAFA 187 191 13-18 2.0-3.0 45 Q.25 7 0s
SPINAF 260 265 12-15 14-28 73 0.001 23 1.5

“All study results of warfann vs. control are based on intention-to-treat analysis and inciude tschemic stroke and
and attacks,

Myocardial Infarction: WARIS (The Warfarin Re-infarction Study) was a double-bitnd, randomized study of 1214
patients 2 to 4 weeks post-infarchion treated with wartann 10 a target INR of 2.8 to 4.8 [Bist note that a lower INR

Water for injection, contains was and was with INR's above 4.0; (see DOSAGE AND ADMINISTHATION)]
The primary endpamt was a combtaation of total martakty and A Y of cere-
Wariann Sodwm f 2 mg/mlL brovascuiar events was assessed. Mean follow-up of the patients was 37 months. The results for each endpomnt
Sodim F Drbasic, + 4.98 mg/mL
Sodwm F Mo 0194 mg/mi separately, including an analysis of vascular death, are provided in the foliowing tabie:
Sodwm Chionde 0.1 mg/mbL 1
Mannrtol 38.0 mg/mL ABLE2 -
Sodism Hydroxide, as needed for pH adjustment to 8.1108.3 % Risk
Event Warfann Placebo Reduction
CLINICAL PHARMACOLDGY {N=607) (N=60T) RR (95% CI) (p-vaiue)
COUMADIN and other act by the of vitamin K dependent clotting fac-
tors, which mciude Factors I, VL, IX and X, and the anticoagulant proteins C and S Half-hves of these cioting fac- Total Patient Years 2018 1944
tors are as follows: Factor i - 60 hours, VIl - 4-6 hours, IX - 24 hours, and X - 4872 hours. The half-iives of proteins of Foliow-up
C and S are approxmately 8 hours and 30 hours, respectively. The resuitant @ vive effect is a sequential depres- =0.0:
sion of Factors VII, IX, X and Ii actvities. Vitamin K 1s an essential cofactor for the post nbesomal synthes:s of the Tnvmalsl:;r:i[;tzm g; }:Zﬁ% P ;gﬁ:iggg m g;g (3'23’ ?g;n g; m:g'ogg]
vitamn K dependent ciotting factors. The vitamin the of acid - ey 4100 p) (060,1.02) 2 (p=0.
in the protens which are essential for biological activity. Warfann is thought to interfere with ciotting factor syn- Recurrent M! 82 (4.1/100 py) 124 (6.4/100 py) 0.66 (0.51, 0.85) 34 (p=0.001)
thests by inhibrion of the regeneration of vitarmn K, epoxide. The degree of deprassion is dependent upon the Cerebrovascula 20 (1.0/100 44 (2.3/100 0.46 (0 28. 0.75 54 (p=0 002
dosage administered. Therapeutic doses of wartann decrease tie totai amount ot the active torm of each vitamin eglmvas ’ ( o 2 Ll ( ' ) ® 4
K dependent ciotting factor made by the hiver by approximately 30% t0 50%.
RR= Relative nsk; Aisk {l - RR); Ci=Ci miterval, M py=patient years

An anticoagutation ettect generally accurs wrthin 24 hours after drug H , peak

effect may be delayed 72 to 96 hours. The duration of action of a singie dose of racemic warfann 1s 2 to 5 days.
The eftects of COUMADIN may become more pronounced as effects of daily mamntenance doses overap.
Anticoagulants have no direct effect on an estabhished thrombus, nor do they reverse 1schemic tissue damage.

However, once a has , the goal of 15 o prevent turther extension of the
tormed ciot and prevent y which may result in serious and possibly fatal
sequelae.

Pharmacokinetics: COUMADIN 1s a racemic mixture of the R- and S The § exhubrts 2-5
times mare anticoagulant actvity than the R-enantiomer in humans, but generally has a more rapid clearance

Mechanical and Bioprasthehc Heart Valves: in a open label, posity study
{Mok et at, 1985) 1n 254 patients, the thromboembalic-free mterval was found to be signrficantly greater in patients
with mechanical prosthetic heart vaives treated with warfann alene compared with dipyndamoie-aspinn {p<0.005}
and pentoxrfyline-aspinn (p<0.05) treated pabents. Rates of thromboembolic events in thesa groups were 2.2, 8.6,
and 7.9/100 patient years, respectively Major bleeding rates were 2.5, 0.0, and 0.9/100 patient years, respectively.

in a prospective, open {abel, chinical tnal (Saour et ai, 1990) companng moderate (INR 2.65) vs Mgh intensty (INR
9.0) wartann thesapies in 258 patients with mechanical prosthetic heart vaives, thromboembolism otcurred wiih
sumilar frequency in the two groups (4.0 and 3 7 events/100 patient years, respectively) Major bieeding was more
y group (2.1 events/10Q patient years) vs 0.85 events/100 patient years in the moder-

In a randomized mMmai (Turpie et al, 1988) n 210 patients companng two intensries of wartarin therapy (INR 2.0-
225 vs. INR 2.5-4.0) for a three-month peniod following tissue heart valve replacement, thromboembolism

Absorption: COUMADIN 1s atter oral with peak gen- in the tugh
erally attaned within the first 4 hours ate intensiy group.
Distribution: There are no in the app volumes of after and oral admmis-
tration of singte doses of wartarm solution Warfann mto a smail app: volume of distri-
bution of about 0 14 ter/kg. A distnibution phase lasting 6 to 12 hours 15 after rapid or

orat admnsstration of an aqueous solution. Using a one compartment mode!, and assuming complete bioavatlatil-
1y, eshmates of the volumes of dismbution of R- and S-wartann are similar to each other and 1o that of the race-
mate. Concentrations in fetal plasma approach the matemal values, but warfann has not been found 1n human miik
(see WARNINGS: Lactation). Approximately 99% of the drug 1S bound 4o plasma protems

Metabohism: The eiimmnation of warfann 1s aimost entwely by COUMADIN s ster
olized by hepatic enzymes (cy P-450) to inactive hy Y

route) and by requctases to reduced metaboirtes (warfann alcohois). The warfarin aicohois have mmlmal antico-
aguiant activity The are into the unne, and to a iesser extent into the bile, The
metabolites of warfann that have been include y tann, two alcohols, 4-, 6-,
7-, 8- and 10-hydroxywarfarn The cytochrome P-450 1sozymes involved in the metaboiism of wartann inciude
209, 2C19, 2C8, 2C18, 1A2, and 3A4 2CS 15 iikely to be the principal form of human liver P-450 which modulates
the i vivo anticoagutant activity ot warfann

y metab-

Excretion: The terminal hait-iife of wartann atter a single dose 1s approximately one week, however, the effective
halt-lte ranges trom 20 to 60 hours. with a mean of about 40 hours The cteasance of R-wartarm is generaily haf
that of S-wartfarin, thus as the volumes of distnbution are simitar, the hatf-lite of R-warfann 1s longer than that of
S-warfann The haff-ife of R-wartann ranges from 37 to 89 hours, while that ot S-wartann ranges from 21 to 43
hours Studies with r: drug have ated that up 10 92% of the oraily administered dose 1S fecov-
ered wt urine Very hittie wartann s excreted unchanged n unine Urinary excretion is 1 the farm of metabohtes

Elderly- Patents 60 vears or oider appear to exhibit greater than expected prothrombin tme (PT)/International
Normahzed Ratio (INR) response to the anticoaguiant effects of wartarin The cause of the increased sensrvity t0
the anticoaguiant effects of wartann in this age group Is This ettect from war-
fann may be due 10 a of phar antg phar y tactors. Racermic wartanin clearance
May be unchanged or reduced wrth increasing age. Limited intormation suggests there Js no difference n the clear-
nce of S-wartann (n the elderty versus yaung subjects sowever, there may be a shght decrease in the clearance
. R-wartann n the elgeny as compared te the young Therefore, as pauent age increases, a lower gose of war-
tann 1s usually required to produce a therapeutic level of anticoagulation

Asians. Asian patignic may require jower Caticn and mamienance doses of waifann Gne non-controlied study
conaucted in 151 Chinese oumatients reported 2 mean oany warfann requirement of 2.3 = 1 4 mg 10 achieve an

MR 2 25 These oa ore N
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occurred with similar frequency :n the two groups (major embotic events 2 0% vs. 1 9%, respechively and mimnor
embohic events 10.8% vs 10.2%, r y) Major bl were mare frequent with the higher
mtenstty (major hemorrhages 4 6%) vs none in the tower intensiy

INDICATIONS AND USAGE
COUMADIN 1s indicated for the prophylaxis and/or treatment of vencus thrombosis and its extension, and pul-
monary embolism

COUMADIN 1s indicated for the prophylax:s and/or treatment of the thr toi with

atrial tiruilation and/or cardiac valve reptacement.

COUMADIN s indicated to reguce the nisk of death, recurrent myocardial infarchon, and thromboembohe events
such as stroke or systemic embohzation after myocardial infarction

cuummmcmuus
1S contr; n any ar general physical or ! tn which
me hazard ¢t hemormage might be greater than the potental ctincal beneftts of anticoaguiatian. such as’

Pregnancy COUMADIN 1s contrandicated in women who are or may become pregnant because the drug passes
through the placental barner and may cause tatai hemorthage to the tews i utero Furthermare, there hiave been
reports of birth malformations in chiidren borm to mamers wito have been treated with wartann dunng pregnancy

Embryopathy charactenzed by nasal hypoplasia with or without snppled p

has been reportec i pregnant wamen exposed to wartann dunng the first tnmester Central nervous system
abnormalites aiso have been reported, including dorsal midiine dysplasia charactenzed by agenesis of the corpus
callosum, Dandy-Walker malformation, and midhine cerebeliar atrophy. Yentral midine dyspiasia, charactenzed by
opuc arophy, and eye abnormaimes have been observed Mental retaroation, blindness, and other cental nervous
systern abnormalbes have been reported It associatian with second and third thmester expasure. Atthough rare,
terz reparts 4 3 11 ULerD exyx 10 wartann ;mciuae unnary Tact anomabies such as smgle kdaey,
asplenia, anencephaiy, spina bifida craniai nerve palsy, hyorocephalus, cardiac defects and congenital heart dis-
ease, polvaactyiy. aeformrbes ot toes diaphragmatc hemia comeal leukoma clett palate cleft sp schzenceohaly,
and microcephaty

Spemtanecus abornon and shlibintn are Xnown 1o otcur and a higher nsk of fetal morRity IS assooxzee Iy the
ude of waiiarii Low Dt weigil and growlll relandabon rdve s 0eer Iepored.



Women ¢t chugoeanrg potenual wnd ar2 cangiaates 1or anticoaquiant therapy snoutd be caretuhy evaiuated anc
N2 INQICAUDAS CITUCAly reviewea with the pauert 't Me patient pecomes pregnant white taking mus crug she
should oe appnsed of he patental nsks 10 Me tetus, and tie possibiiny of termination of the pregnancy snould be
aiscussed in kght of ese nsks

Hemorrhagic tendencies or blood oyscrasias

Recent or contemplated surgery of {1) central nervous system, {2) eve, (3) Taumauc surgery resufming in jarge
open sunaces

Bieeging tendencies associated with active uiceration or overt bieeding o (1) gaswointesunal, gemitourinary or
respiratory wacts, (2) cereprovascular nemarrhage, (3) aneurysms-cerebra!, dissectng aora, (4) pericargius ang
pencardial ettusions, (5} bactenai endocarditis

T avoruon, ano pri

Inadequate Jaboratory tacilites

Unsupervised patients with senility, aicoholism, or psychos:s or other lack ot patent cooperation

Pauems wrn cangestive heart fadure may exhib areater than exnected PT/INR resoonse ta COUMADIN, herety
requinna more frequent laboratory monnoring ana reduced doses of COUMADIN (Wartann Soaum)

Concomnant yse of anticoagulants with sTeptokinase or urokinase Is not recommenced and may be hazardous
{Piease note recOmmendations accompanving tese preparatons }

PRECAUTIONS
Perocic determination of PT/INR or other suitable coagulation test 1s essemtial

Numerous factors, alone or in travel, in diet, enviropment, physical state and

may of the panent (0 anticoagulants. it is generally good
practice to monrtor the patent's wrth PT/INR In the period immediatety
after discharge from the hospital, and other are inifts discon-
tinued or taken uregulariy. The toltowmng factars ase Uisted tor reference; however, other factors may also stiect
tne anticoagulant response

Orugs may interact withh COUMADIN through phar or phar P

for drug b with COUMADIN are synerg: {impaired o dlot-
ting factor synthesis), competitive antagonism {vitemun K), and aitered physiologic controi loop for vitamun X
{hereditary resistance). Pharmacokinetic i for drug with COUMADIN are

Spinat puncture and other diagnostic or therapeutic procedures wrth patential for uncontrollabie bieed:

Miscellanecus. major regional, lumbar biock anesthesia, malignant hypertension and known hypersensitivity to
warfann or to any other components of s product

WARNINGS

The most senous nsks associated wrth anticoaguiant therapy with wartann sodium are hemorrtage In any tissue or
organ and, less frequently (<0 1%), necrosis and/or gangrene of skin and ather tissues The nsk of hemorrhage 1s
retated to the level of intensity and the duration of therapy and necrosis have i some
cases been reported to result in death or permanent disabiiity. Necrosis appears to be associated with jocal throm-
bosis and usually appears within a few days of the start of anticoagulant therpy. In severe cases of necrosis, freat-
ment through debridement or amputation of the affected tissue, imb, breast or pems has been reported. Carefui
thiagnos:s IS required 1 determing whether necrosis 1S caused by an underiying disease. Wartann therapy should be
discontinued when warfanin 1s suspected to be the cause of developing necrosis and hepann therapy may be con-

swdered for anticoagulaton. Although vanous treatments have been o for has been
considered unrformiy eftective. See below for mformation on predisposing conditons These and other risks assaci~
ateg with antcoaguiant terapy must be weighed aganst the nsk ot or mn cases

mainiy enzyme induction, enzyme inhibition, and reduced plasma praten binding. it 1s impartant to nate that

some drugs may interact by mora than one mechanisni,

The toltowing factors, aione or in may be for INCREASED PT/INR response.
ENDOGENOQUS FACTORS:
biood dyscrasias ~ diarrhea hyperthyroidism
see CONTRAINDICATIONS elevated temperature poor nutrtional state
cancer hepatic disorders steatorrhea
coltagen vascular gisease wmiectious hepatbs vrtamin K deficiency
congestive heart falure Jaundice

EXOGENOUS FAGTORS:

Potential drug mteractions with COUMADIN are listed below by drug ciass and by specific drugs.

Classes of Drugs

it cannot be emphasized toa Strongly that treatment of each patient 15 a highly individualized matter COUMADIN
{Warfann Sodwm), 3 nanow therapeutic range (ndex) drug, May be affected by factors such as other drigs and 5-lipoxygenase Intubrtar Antiparastic/Antavcrobials HMG-Coh Reductase
dietary Vitamin K. Dasage should be controlled by periodic determnations of PT/INR or other surtabie gic St Central Antupiateiet Drugs/Eftects Inhibrtars
tests, Determinations of whole blood cloting and bleeding imes are not ettective measures for control of therapy Alcohot Abuse Reduction Antithyroid Drugs L P!
Heparin prolongs the one-stage PT. When hepann and COUMADIN are administered concomitantly, refer betow 1o A::;::ct;uns g:t;;ﬁ;r:ﬁ?:gl::gkm x:ganrgn: r?)’l‘:r‘t:i% {nhibitors
CONVERSION FROM HEPARIN THERAPY for recommendations Anesthetics, Inhalation Diabetes Agents, Qral Nonsteraidal Ant-inflammatory
Caution should be observed when COUMADIN Is n any ot n the of any predis- Antandrogen Duretres’ Agents
posing condibion where added nsk of hemorthage, necrosis, and/or gangrane 1s present. Antiarrhythacs! Fungal ! F
Antibiotics® Systemic' Pyrazoiones
Anticoagutation therapy with COUMAmN may enhance the release ot atheromatous piague embol, thereby increas- Aminoglycosides {oraly Gastne Acidity and Peptic Salicylates
ing the risk of the “purpie toes ¥ Uicer Agents’ Seiective Serotonin
Discontinuation of CDUMADIN mempy Is recommended when such phenomena are observed. Macrolides Gastrointestinal Reuptake Inhibitors
Misceilaneous Prokinetic Agemts Stereids, Adrenacortical®
and can present with a vanety ot signs and symp P Ulcerative Colits Agents Steronds, Anapolic (17-Alkyl
puple toes syndrome, fivedo reticutans, rash, gargrene, abrupt and intense pain 1n the ieg, foot, or toes, foot uicers, Tugh dose Gout Treatment Agents Testosterone Denvatives)
myaigia, peniie gangrene, abdommai pain, flank or back pam, hematuna, renal insufficiency, hypertension, cerebra! n H Agents Thrombolyhes
spmal cord polyarterthis, ot any gther sequeiae af vascuiar long acting Hepatotoxic Drugs Thyrod Drugs
compromise due to embolic The most visceral organs are the kidneys by Tetracyciines Hyperglycemic Agents Tuberculosis Agents'
the pancreas, spieen, and hver Some cases have mmsseﬂ 10 necrosis or death. Anticoagulants Hypertensive Emergency Agents Uricosunc Agents
Purple toes sa of orat by a dark, purphsh or mottied coior Anticonvuisants® Hypnotics! Vaccines
of the toes, usually occummng between 3-10 weeks, or later, after the inthaton of therapy with wartann or refateq | Antidepressants’ Hypaiipidemics . Vitaming!
compounds. Major teatures of tis syndrome include purple color of plantar Surtaces and sides of the toes that Antimalanal Ags.nts Bile Azid-Binding Resms'
bianches on moderate pressure and fades with elevation of the legs; pain and tendemess of the toes; waxing and Antineaplastics Fibric Acid Denvatives
waning of the color over time. While the purpie toes syndrome is reported to be r some cases
to gangrene or necrosis which may require debridement of the affected area, or may lead to Specific Drugs Reported
Heparin-nduced thrombocytonenia: COUMADIN should be used with caution i patients with hepan-induced ! fluconazole pemicithin G. intravenous
thrombocytopenia and deep venous thrombosis. Cases of venous limb 1schemia, necrosts, and gangrene have aigoho fiuorouracii pentoxriyline
OECuMTed in patients with hepann-mduced thrombocytopenia and deep venous trombosis when hepann Teatment | 2uournal fluoxetime phenylbutazone
was disconbaued and warfann therapy was started or continued In some patients sequelae have ncluded ampu- amnosalicylic acid ftamide Phenytom’
tation ot the involved area and/or death (Warkentin et al, 1997) amiodarone HCl flyvastatin Piperacithn
aspinn fluvoxamine prroxicam
A severe {>50 n parhal time (aPTT) with 3 PT/INR n the desired range atorvastatin® gemtibron} pravastatm'
has been as an of nisk of g azthromycin glucagon predusone’
capeciabme halothane propafenane
The decision to n the must be based upon ciinical judgment cefamandale hepann propoxyphene
which the risks of therapy are against the benefrts. cefazolin ibuprafen propranolo!
r
Lactation, Based on very limited pubitshed data, warfarin has nat been detected in the breast mik of mothers treat- E:}::::‘;mne f:.m:'gzcm :‘rﬁ;);tlﬂr;\;ouraml
ed with warfann. The same imited published data reparts that some breast-fed mfants, whose mothers were {reat- cetoxrin \nfiuenza virus vaceme quinine
ed with warfarn, had p times, not as as those of the mothers. The decision ceftnaxone ftraconazole rantidine’
to breast-feed should be undenaken only atter careful consideration of the avaiabie akematives Women who are ceiecoxib ketoprafen rofecoxib
breast-feeding and anticoagulated with warfann shouid be very y so0 that PT/ANR cenvastatm Ketorotat sertratine
values are not exceeded. It 1s prudent 1o perform tasts and to evaiuate vitamin K status i infants at nsk chenodiol levarmsole simvastatin
Lor Dleedl‘ng te;ldent:les before adwising women takmng wartarn to breast-feed Eftects in premature mtants have not chioramphenicol Jevotioxacin stanozolot
een evaluaie chioral hydratdE‘ levothyroxine stregtokinase
chiompropamide liothyrontne suifamethizole
Severe 1o moderate hepatic or renal msufficiency. crolestyrammne lovastatn sultamethoxazole
or di of flora: sprue, therapy cimetidine mefenamic acid suffinpyrazone
ciprotioxacn Tethimazote! sutfisoxazole
Trauma which may resutt i internal bieeting, cisapnag methyldopa sulindac
clarthromycin methyiphenidate tamoxifen
Surgery or trauma resufting in large exposed raw surfaces clofibrate methylsalicylate omtment tetracycime
COUMADIN overnase (topical) thyroid
Inawelling catheters cyclophasphamtde’ metronidazole tcareihin
Severe to moderate hypertension danazof miconazote ticlopidine
aextran (intravaginal, systemic) hssue piasminogen
Known or in protein C Heredrtary or acquired yroxing moncizing hydrochionde’ activator (t-PA)
of protein C or s cotactor, proten S, have been with nssue g warfanin ztion 0l1azoxide naliixic acid tolbutamide
Not all patients with these condrtions develop necros:s, and bissue Necrosis oceurs I patients without these defi- diciofenac naproxen tramadol
ciencies inhertted resistance 1o actvated protein C has been described in many patients wrth venous thromboem- dicumarol neomycin mmemounm/sulfameﬁuxam!e
Donc disoraers but has not yet been evaiuated as a nsk tactar tor ussue necrests The nisk associated with these arfiurisat nortioxacn urokimase °
condrtions, both tor recurrent thrombosis and for adverse reactions. 1s drificult 1 evatuate since 1t does not appear drsutfiram ofioxacin valproate
13 be the same for everyone Decisions apout testing and therapy must be made on an individual basts it has been doxycveing oisaiazine vitamin £
reported that concommant amticoaguiauon therapy wrth hepann for 5 to 7 aayS auring infiation of therapy with ervthromycn ameprazote zafirlukast
COUMADIN may mimimize tne incidence ot issue necrosis warfarin therapy shouid be giscontinued when wartann emacrynic acid DX3prozin zieudton
1S suspected 0 be the cause of oeveloping necrosis and hepann erapy may be conSidered for anticoagutation fenofibrate axymetholone
fenoproten paroxeting
Miscelianeous: potycythemia vera, vasculitis ana severe glabetes

Munor ang severe aliergic/hypersensrivity reactions and anaphylactic reactions have been reported

In pavents with acguirgd or inhented wartann resistance necreased therspeytic responses 0 COUMADIN have
Deen reporteg Exaggeratec therapeutic responses have been reportec .n Other patients

also  omer medications attecnng bload elements wiich may modry hemostasis

Gietary ceficiencies
proionged hot weather

wirghable PT/INR determuinations

increasec and PT/INR

have




The following factors. alone or In cambinauan. may De resgonsibie tor BECREASED PT/INR response
ENDOGENQUS FACTORS

! edema

fieregitary coumann resistance
| hypernoemia
LA

nypothyroigism
nEshmUC synaroms

EXOGENOUS FACTORS
Potental arug interacbons with COUMADIN (Warfann Sodwm) are ksted below by drug class and by specific
arugs

Ciasses of Drugs

Aarenal Corucal Steroid tnhibitors Antithyroid Drugs® HMG-CoA Reductase Inhibrtors’
Antacids Bartiturates Immuncsuppressives
Antianxiety Agents Diureties® Orat Contraceptives,
Antiarthytimics’ Entera gen C g
Antibiotics’ Fungal Sel

Anticopvuisants’ Gastric Acidity and Modulators
Antideprassants’ Peguc Ulcer Agents' Sterowds, Adrenocortical’
Antthistamines Hypnotics' Tuberculosis Agents’
Antineoplastics' Hypolipidemics' Vitamins'
Anupsychotic Medications Btie Acid-Binding Resins'

Specific Drugs Reported

aicohol’ COUMADIN phenyto
aminagiutethumide cyclophosphamide® pravastatin’
amobarbitat dicloxacilin predmsone’
atorvastatin' ethchiorvynol pnrmidone
azathiopnne alutethimide progvithiourac®
butabarbrtal gnseatutvin raloxifene

butalbial halopendol rantidine!
carbamazepine meprebamate ritampin

chioral hydrate' G-mercaptopurme secobarbrtal
chiordiazepoxide methimazole’ spironolactone
chiorthahdone

cholestyranine! nafciln trazodone

clozapine paraidehyde vitamin C (hugh dose}
corticotropin pentobarbral vtamin K

cortisone phenobartital

alsa:  diet high in vitamin K
PTANR

'increased and decreased PT/INR responses have been reported.

Because a patient may be exposed to a combination of the above factors, the net effect of COUMADIN on PT/INR
p may be unp: More PT/INR g is therefore of

with are best with caution. When these medications are started or stopped, more
frequent PT/INR monitonng is advisable.

it has been reported that concomrtant adninistration of wartann and t dine may be wrth
tic hepatitts
Botamical (Herhal) Medicines: Caution should be when ) are taken con-

comitantly with COUMADIN. Few adequate, weli-conirolied studies exist the for

and/or and COUMADIN. Due to a tack of manufactunng standard)-
zation with the amount of active ingredients may vasy This could further con-
found the abiiity to assess potential interactions and etects on anticoaguiation. it (s good practice to monrtor the
patient's response with additional PT/INR deter when ni! or

Specific botanicals reported to affect COUMADIN therapy inciude the following:

. ganshen, gong quai {Ang partic, Gimkgo bilaba, and ginseng are associated most often
with an INCREASE n the effects of COUMADIN,

» Goenzyme Q.4 (ubidecarenone) and St Johe's wort are associated mast often with a DECREASE n the effects of
COUMADIN

Some botanicais may cause bleeding events when taken alone (e g., gariic and Ginkgo biaba) and may have ant-
coaguiant, antiplatelet, and/or fibnnolytic properties. These effects wouid be expected 1o be additive to the antico-
aguiant effects of COUMADIN. G y, other may have properties when taken alone or
may decrease the effects of COUMADIN

Some botanicals that may atfect coagulatron are iisted below for reference; howeveyr, tis (ist should not be can-
sidered alf-inciusive. Many botanicals have several common names and scientrfic names. The most widely recog-
nized commen botanical names are listed.

Botanucals with fibnnotyic properties

rGam”'

} Ginseng (Panax

———
—
Bromeian:
Capsicur

inosnol Nicotinate
Onior

Bolanucals wrth coaguiant properties

Agnmonv Mistietoe Yarrow

Goldensea’

' Contams coumanns and sailcylate

* Contasns coumarins and has hbrinolytic properties
? Cortans coumanns apg hes antiplateltet properties
* Contains salicylate and has coagulant properies

* Has antipiatelet and fibnnolytic properties

Etfect on Other Drugs: Coumartns may aiso atfect the action of other drugs Hypogly
ang and (phenyton and )} may
interterence with either their metabohism or excretion

agents (chiorpr
in the boay as a resutt of

Special Risk Patients. COUMADIN (Wartann Sadwm) 1s a narmow therapeutic range {ingex) @rug, and caution Should
be observed when warfarin sedium 1s administered to certain patients such as the elderly ar dedilitated or when

mn any or physicat where added nsk of hemarrhage Is present.

(LM } iy ot should be 10 the upper extremties which per-
mits easy access lor manual e on, tor and use of pressure bandages
Caution should be observed when COUMADIN {or wartann) 1s ed with ant-

y
inflammatory drugs {NSAIDs), inciuding aspinn, to be certain that no change in anticoagulation dosage 1s required.
In addrhion to specriic drug interactions that might atfect PT/INR, NSAIDS, ncluding asmon, can bt platelet
aggregation, and can ranse gastramtestinal bleerting, pentic iiceration and/or perforation

Acguired or inhented wartarin resistance should be suspected f large daity doses of COUMADIN are required to
maintan a patient’s FT/iNR within a normal therapeutic range

Intormation for Patients: The objective of anticoagulant therapy Is to decrease the ctotting ability of the biood so
that thr IS pri whtle g Etfective levets with minymal
complications are in part dependent upon cooperative and well-instructed patients who communicate effective-
ly with their physician. Patients should be advised: Strict adherence to prescnbed dosage scheduie is necessary
Do not take or any other g {e.g., aspinn and topicai anaigesics), other
over-the-counter and by (herbai) p {e.g. Q0. dong
qua, garlic, Ginkgo biloba, gmseng, and St John's wort) except on agvice of the physicran Avoid aicohol con-
sumption Do not take COUMADIN during pregnancy and do not became pregnant while taking 1t (see CON-
TRAINDICATIONS). Avoxd any actvdy or sport that may resuit n traumatic njury. Protirombin time tests and
reguiar visits to physician or cinic are needed to monrtor therapy, Carry identificabon stahng that COUMADIN is
being taken. It the prescribed dose of COUMADIN 1s notify the Take the dase as
soon as possibie on the same day but do not take a double dose of COUMADIN the next day to make up for missed
doses. The amount of vitamin X in food may atfect therapy wrth COUMADIN. Eat a normal, batanced diet mam-
1aming a consistent amount of vitamin K, Avoid drashic thanges in dietary habrts, such as eating large amounts
of green leafy vegetables Contact physician to report any iliness, such as diarrhea, infection or tever. Notify physi-
cian immediately If any unusuat bleeding or symptams eccuc Signs and symptoms af bleeding nciude paw,
i g g from cuts, fiow or vaginal bieeding, nosebleeds,
ing, unusual or bl g, fed or dark brown unine, red or tar black stools,

r if therapy witt COUMADIN 1s discontinued, patients should be cautioned that
the anticoaguiant etfects of COUMADIN may persist for about 2 to & days. Patients shouid be infarmed that all
warfann sodwim, USP, products represent the same medication, and should not be taken concomitantly, as
overdosage may resuit.

g or Lp
bieeding of gums from

c is, M i

i of Fertility: Car and studies have not been
performed with COUMADIN. The reproductive effects of COUMADIN bave not been evaluated,

Use in Pregnancy: Pregnancy Category X - See CONTRAINDICATIONS

Pediatnic Use: Safety and effectiveness :n pediatric patients betow the age of 18 have not been established, in ran-

clinical mais. the use of COUMADIN in pediatric patients 15 well-docurentad for the
p and of events. Difficuity achi g and PT/INR
ranges In the pediatnc patient has been reported. More PT/INR deter arer because
of 1b wartarin

Genatnic Use: Patients 60 years or otder appear to extubrt greater than expected PT/INR response to the anticoag-
ulant effects of wartarin (see CLINICAL PHARMACOLOGY) COUMADIN 1s contraindicated 1n any unsupervised
patient with senilty Caution should be observed with administration of wartana sedwirm to elderty patients in any
srtuation or physical condihion where added risk of hemorrhage 1s present. Lower inibiation and maimtenance doses
of COUMADIN are recommended for elderly patients (see DOSAGE AND ADMINISTRATION)

ADVERSE REACTIONS
i " Potential adverse reactons to COUMADIN may mclude
Butaaticals that contawn with stiects” = Fatal or nopfatal hemorrhage from any tissue or organ This 1s a of the eftect. The
signs, symptoms, and severty wilt vary according to the location and degree or extent of the bieeding
Affafta Celery Parstey Hemorrhagic comphications may present as paralysis; par chest, Joint, muscle or
Angeiica {Dong Quai) Chamomiie Passton Flower other pain, dizziness, shortness of treath, drfficuit g or g
Auseed (German and Roman) Prckly Ash {Northern) hypatension, or unexplained shock. Theretore, the possibilty of hemorthage should be considered in evajuating
Arpica Dandehon® Quassia the candrtion of any anticoaguiated patient with complaints wiich do not :ndicate an gbvious diagnosis Bleeding
Asa Foetida Fenugreek Red Ciover duning anticaaguiant therapy does not atways corvelate with FT/AINR {See OVERDOSAGE. Treatment.)
Bogbean' Horse Chestnut Sweet Claver » Bleeding which occurs when the PT/INR 15 within the therapeutic range warrants diagnastic Investigation since
goldo Horseradish Sweet Woodrutf 1t may unmask a previcusly unsuspected lesion, e.q , tuar, uicer, etc
Buchy Liconce? Tonka Beans * Necrosis of skin and other tissues (See WARNINGS )
Capsicum’ Meadowsweet! Wild Carrot = Adverse r reported infr nciude by y/aliergic r Y
Cassia® Nettle Virld Lettuce micr purpie toes X hepatic nury, jaundice, elevated hver enzymes,
. edema, fever, rash, dermatitrs, g bulious urticana, pam cramp-
A with properties: g, flatuience/bloating, fatigue, lethargy, mataise, asthenia, nausea, vomming, diarrnea, pan, heagache thizz-
ness, taste perversion, pruritus, alopecia, cotd intolerance, and paresthesia including feeing cold and chills
Bladder Wrack (Fucus) Pau d'arco Rare events of tracheal or tracheobronchial calcification have been reported In association wrth jong-term wartann
tnerapy The cimicas signimicance of this event is unknown - i
Pnapism has peen with antic a , a causal r > has not been
Botanicals that contain saficylate and/or have properhies’ ]
Agnmony* Dandelion’ Meadowsweet' OVERDOSAGE
Aloe Gel Feverfew Oniont* Signs and Symptoms- Suspected or overt abnormal bleeding (e g , appearance of biood 11 Stgols or unne hema-
Aspen Garhc Policosanot wind. excessive menstrual bieedng, melena, petecniae exCessive bruising or persistemt oozing from superficiat
Biack Conosh German Sarsapanlia Poplar injuries) are early 1 ot antic beyond a sate and satistactory level
Black Haw Ginger Senega Treatent Excessive anticoaguiaton with ar wiihout bleeding mav be controlied by aiscontnuing COUMADIN
| Bogbean Ginkgo Biloba Tamannd therapy anc f necessary, by admnistration of oral or parenteral vitamin n. (Please see recommenadations accom-
Cassia- Ginseng {ranax® Wiilow panying vitamn K. prepasrauons prer to use.)
Ciove Liconce” Wintergreen
L




Sucn use or viiamin a. reauces response 1o sunsequent COUMADIN therapy Patients may refurn 13 a pretreatmen®
Tromoatic status fohowing e rapa reversal ot a protonged PT/INR Resumobon of COUMADIN (wartann Soaium:
0MmInIsT3tion reverses e effect of vitamun &, and a therapeunc PTANA can again be obtamned by careful aosage
agjustment. it rapid anucoaguiation 5 ingicated, hepann may be preferabie tor netial herapy

t MUNOr bieeding proaresses 1o mawe Meeding, 9ive 510 25 mg trarely uo to 50 mg) parenteral viaamin k. in emer-
gency Smuations of severe hemorhage clating factors can de returned to normal by asnmsienng 200 to 500 mL
of resh wnole blood or fresh frozen plasma, or by giving commerc:al Factor IX complex

A fisx of hepatrus and other viral ciseases 15 associated with the use of these blood proaucts: Factor IX complex
is also associated with an increased nsk of thrombosis Therefore, these preparations snoutd be used ony in
[ of ine-mr bleeding y to COUMADIN (Wartann Sedium) overdosage

Purthed Factor IX preparations shouid nat be used because they cannot increase the leveis of prothrombin, Factor
Vi and Fattor X which are aiso depreéssed along wrth the levets of Factor X as a resuft of COUMADIN geatment.
Packed red biood cells may aiso be gwen it significant biooa loss has occurred [nfusions of biood or ptasma should
be momitored carefully to avoid preciprtating puimonary adema w eideriy patients or pahients with heart disease

DOSAGE AND ADMINISTRATION

The gosage ang admunistration of COUMADIN must be individuaiized tor sach patient according to the particutar
patient's PT/INR response to the drug The dosage shouid be adjusted based upon the patient's PT/INR. {(See LAB-
ORATORY COMTROL betow for ful discussion on INR }

Venous Th i 1 Y | clyucal that an INR ot
20-301s tor y and 1r of venous and the nsk of hemar-
rhage assoclated with hlgher INRs. in patients with risk tactors tor recurrent venous thrombaembalism including
venous inherited thr venous ana a hstory of thrombotic
events, consigeration should be given to longer term therapy (Schuiman et al, 1995 and Schulman et a!, 1897).

Atrial Fibrilation: Five recent chinucal tnals evaiuated the effects of wartann in patients with non-vaivuiar atnal fibni-
lation (AF}. Meta-analyss findings of these studies revealed that the effects ot wartann 1 reducing thromboembohc
events ncluding stroke were similar at erther moderately high INR (2,0-4.5) or low INR {1.4-3.0). There was a signif-
icant reduction m munor bleeds at the jow INR. Similar data from cinical studies in vaivuiar atnal fibrillation patents
are not The niais m Ivular atnat ibrillaton support the Amencan Coliege of Chest Physicians’ (ACCP)
recommendation that an INR of 2.0-3.0 be used for long term warfann therapy i appropnate AF pateats.

Post-Myocardial In post patients, COUMADIN therapy should be inrhated early (2-
4 weeks post-infarchon) and dosage should be adjusted to mawrtain an INR of 2.5-3.5 long-term The recommen-
dation 15 based on the results of the WARIS study in which treatmemt was initiated 2 to 4 weeks after the infarction.

The INA can be calculated as- INR = (observed PT rape!® wnere the IS] (Imemagonal Senstivity ingex) 15 the cot-
rection tactor in the equauen that relates tme P rato of the local reagent to the reference preparation and s a meas-
ure of the y of a given thit 1D of vitamun K. factors; the lower
the IS1, the more “senstive” the reagent and the closer the denved INR will be ta the observed PT raug '

Th ol ano of the 1992 National Corrference an Antrthrombotc Therapy ™ review and
evaluale issues related 10 0ral anbcoagulant therapy and the sensitivity of thromboplastin reagents and rovide
addrhianal quidetines tor getining the appropniate herapeutic regimer.

The conversion of the INR to PT ratios tor the less-intense (INR 2.0-3 0) and more ntense (INR 2 5-3 5) therapeu-
uc range recommended by me ACCP for thrombopiashns over a range of ISi vaiwes (s shown in Table 3 *

TABLE 3
Aelatonship Between INR and PT Ratios
For Thrombaptasting With Ditferent IS} Values {Sensitivities)

PT RATICS
ist ist ist ist ISt
10 1.4 18 2.3 2.8
INR=2.0-3.0 20-30 1.6-2.2 1.5-1.8 14-16 1315
INR=2.5-3.5 25-35 19-24 17-20 1517 1416

TREATMENT DURING DENTISTRY AND SURGERY The management of patients who undergo dentai and surgical pro-
cedures requires close liaison and denntsts, PTANR determination 15 rec-
ommended just prior t¢ any dentat or surgical pmcedure In patients undergoing minimal invasive procedures who
must be anticoagulated prior to, dunng, or these the dosage of
COUMADIN (Warvann Sodium) to mantan the PTANR at the low end of the therapeutic range may sately ailow for

The op! sfte should be y imted and to permut the effective use
af local procedures for hemostasis. Under these condrions, nemal and minor surgical procedures may be performed
without undue nsk of hemorhage. Same dental oF surgical pi may the of
COUMADIN therapy. When discontinuing COUMADIN even for a shost period of ime, the benefits and nsks should be
suongly considered.

CONVERSION FROM HEPARIN THERAPY Since the anticoagulant eftect of COUMADIN 15 deiayed, hepann is preferred
wuially tor rapid anticoagulat:on, Conversion to COUMADIN may begin concomrtantly wrth hepann therapy of may
be delayed 3 to € days. To ensure s ad to fuli dose heparm therapy
and that COUMADIN therapy be overiapped with hepann for 4 to 5 days, unti COUMADIN has produced the desired
response as determmed by FT/INR. When COUMADIN has produced the destred PT/INR of prothrombm

in patrents thought ta be at an nsk of or on aspinn therapy, of
COUMADIN therapy at the lower end of this INR range 1s recummmdeu

Mechancal and Bioprosthetic Heart Valves: In patignts with mechanical heart valve(s), long term prophylaxis with
warfann to an INR of 2.5-3.5:5 d. in p with heart vaive(s), based on hmited data,
the Amerncan Coilege of Chest Physicians recommenns warfarmn therapy to an INR af 2.0-3.0 for 12 weeks after
valve msertion. in patients with additional nsk factors such as atnai f or prior consid-
eration shouid be given for langer term therapy.

Recurrent Systenuc Embolism: In cases where the nisk of thromboemboiism 1s great, such as in patients with
recurrent systemic embaolism, a higher INR may be required.

An INR of greater than 4.0 appears to provide no addibonal therapeutic benefit in most patients and is associ-
ated wrth a higher nisk of bleeding.

il Dosage: The dosing of COUMADIN must be g to patent's to the drug as
adicated by the PT/INR Use of a large loadng dose may increase the incidence of hemorrhagic and other com-

lications, does not offer more rapid protection aganst thrembi formation, and is not recommended. Lower mitia-
tion and doses are for eiderly and/or debiltated patents and patients with potential
to exhibrt greater than expected PT/INR rasponse to COUMADIN (see PRECAUTIONS) Based on fimrted data, Astan
patients may also requure lowers wutvation and mamntenance doses of COUMADIN (see GLINICAL PHARMACOLOGY),
It 15 recommended that COUMADIN therapy be nitiated with a dese of 2 to 5 mg per day with dosage adjustments
based on the results of PT/INR determinations.

Maintenance: Most patients are satisfactonly mamtawed at a dose of 2 to 10 mg daily. Flexibility of dosage !s pro-
vided by breaking scored tablets in haif The individual dose and interval shouid be gauged by the patient's pro-
thrompin response

Duration of Therapy: The duration of therapy in each patient shouid be indmidualized. in general, anticoaguiant
therapy should be continued until the danger of thrombosis and embalism has passed.

Missed Dose: The anticoaguiant effect of COUMADIN persists beyond 24 hours. If the patient torgets to take the
prescribed uose of COUMADIN at the scheduled trme, the dose shouid be taken as soon as possible on the same
day. The patient should not take the missed dose by doubling the daily dose to make up for missed coses, but
shouid refer back to his or her physician,

Aoute of A : COUMADIN for | an route for
patients who cannot receive aral deugs The 1V dosages would be me same as those that would be used oratly If

the patient couid take the drug by the orai route. COUMADIN for shoutd be ed 3s a Slow bolus
wmyechon over 1 to 2 minutes into a penpheral vein. it s not for The
vial shoutd be reconstrtuted with 2.7 mi of stenie Water for iny and tor p. matter and dis-

coloration immedsately prior 1o use Do not use o ewther particuiate matter and/er discoloration 1s noted. After
reconstitution, COUMADIN for is and stable for 4 hours at roam ft ooes

aciwity, heparm may be discontinued

COUMADIN may Increase the aPTT test, even in the absence of hepar. Duning initial therapy with COUMADIN, the
terterence with hepann anticoagulation 1s of mimmail chmcal signeficance

As heparn may affect the PT/INR, patients recenving bath hepann and COUMADIN should have biood for
PT/INR determmation drawn at laast:

* 5 hours after the last IV boius dose of hepann, or

= 4 hours after cessation of a continuous {V wfusion of hepann, or

= 24 hours after the last subcutaneous hepann injection

HOW SUPPLIED

Tabiets: For oral use, single scored with one face impninted numerically with 1, 2, 2-1/2, 3, 4, 5, 6, 7-1/2 or 10
supenimposed and inscribed wrth "COUMADIN and with the opposite face plam. COUMADIN is avauahle it botties
and Hospreal Unit-Dose Bitster Packages with potencies and colors as foliows:

Hospital Unit-Dose

100's 1000's Blister Package of 100
1 mg pink NOC 0056-0169-70 NOG 0056-0163-80 NOC 0056~0169-75
2 mg lavender NOC 0056-0170-70 NDC 0056-0170-30 NOC 0056-0170-75
2-1/2 mg graen NOG 0056~0176-70 NOG 0056-0176-30 , NOC 0D56-0176-75
3mg tan NOC 0056-0188-70 NOC 0056-0188-30 * NOC 0056-0188-75
4 mg biue NDC 0056-0168-70 NOC 0056-0168-30 NDC 0056-0168-75
5 mg peach NDC 0056-0172-70 NOC 0056-0172-3%0 NDC 0056~0172-75
6mg teal NDC 0056-0188-70 NDC 0056-0189-90 NDC 0056-0189-75
7-1/2 mg yellow NDC 0055-0173-70 NOG 0056-0173-75
10 mg winte NOC 0056-0174-70 NDC 0056-0174-75
(Dye Free)
Protect from hght. Store at controlled room temperature (59°-86°F, 15°-30°C). Dispense m a tight, light-resistant
contamer as defined in the USP
Hosprtai Unni-Dose Blister Packages are 1o be stored in carton until contents have been used

for use onty. Not for
2.7 mL of stenie Water for injection to yield 2 mg/mL. Net 5.4mgly

5 mg vial {box of 6) NDC 0590-0324-35
Protect fram hight. Keep viahin box until used Store at controlied room temperature (53°-86°F, 15°-30°C).
{59°-86°F, 15°-30°C) and use wittin 4 hours Do not

with
yield 2.5 mL

powder,

ARer store at led room
refngerate Discard any uoused solution

REFERENCES: 1. Poller, L' Laboratory Control of Therapy n Thy and
Vol. 12, No 1, pp. 13-19, 1986 2. ¥ursh, J is the Dose of Wartann Prescnibed by Amencan Physicians Un-

not contain any antimicrobial preservative and, thus, care must be taken to assure the stenirty of the prepared solu-
ton The vial 1s not recommended tor muitipte use and unused solution should be discarded

LABORATORY CONTROL The PT refiects the depression of vitamin K dependent Factors Vil, X and Il There are sev-
eral modrfications of the one-stage PT and the physician should become familiar with the specific method used tn
his laboratory The degres of anticoaguiation indicated by any range of PTs may be altered by the type of throm-
bopiastin used, the appropnate therapeutic range must be based on the expenience of each laboratory The PT
shauld be determined darly atter the aommistration of the mutial dose untif PT/INR resuits stabilize in the thera-
peutic range intervais PT/INR deter shouid be based upon the physician's judgment
of the patient's reiability and response to COUMADIN 1 order to mamtawn the individual within the therapeubic
range Acceptable intervals for PT/INR determinatrons are normaily within the range of one to four weeks after a
stable dosage has been detecmined To ensufe adequate conwol, 1t is recommended that additionat PT tests are
done when other warfanin products are mterchanged with wactarn sadum tablets, USP, as weti as whenever other
meticatons are mitiated, discontmued, or taken iTegquianly (see PRECAUTIONS)

Difterent thromboplastin reagents vary substantially in therr sensttivity to sodium wartann-induced eftects on PT
Ta define the appropnate therapesuc regimen it (s important to be familiar with the sensitivity of the thrompo-
plasbn reagent used i the laboratory and s relationstup to the intemational Reference Preparation (IRP), a sen-
snive thromboplastin reagent prepared from human brain

A system of standardizing the PT in oral anticoaguiant control was mtraduced by the World heaith Organization in
1983 1115 based upon the determinauon af an International Normaized Ratio (iINR) which proviges a comman basts

r communicataon af PT results and interpretations of therapeutic ranges The INR system of reporting 1s based on

aganthimic relatonship between the FT ratios of the test ang reference preparaton The INA is the PT ratio that
+0ul0 be obtamed 1t the imernatonal Reterence Preparation {IRP), which has an IS] of 1 C. was used to perform

2 1251 Early chrecal stuthes of oral anbroagulants, which formed the hass for recommended therapeutic ranges
of 1 5 ta 2.5 trmes control mean narmal T, usea sensdive human bran thrombopiastn When using the iess sen-
srive bt brain thrompaplasting cammonty empicyed n PT assays today, adjustments must be made to he @i-
geted PT range that refiect this gecrease in sensrtivity

y High? Archi int Med, Vol 147, pp 769-771, 1987. 3. Coek, D, Guyatt, H.G., Laupacis, A , Sackett, D.L.:
Rules of and Clinical R on the Use of Antithrombotic Agents. Ghest ACCP Consensus
Conterence on Antithrombotic Thesapy. Chest, Vo!. 102(Suppi), pp. 3055-3118, 1992, 4 Hirsh, J., Dalen, J., Deyion,
0, Potier, L. Oral Anticoagulants Mechanism of Action, Chinical Eff and Qptimal Range. Chest
ACCP Consensus Conterence on Antithrombotic Therapy Chest, Voi 102(Suppl), pp. 3125-326S, 1992, 5. Hirsh, J.,
M.D., FC C.P. Hamifton Civic Hospaitals Research Center, Hamitton, Ontano, Personal Communication
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