Documentl



P
6572-01/June, 2002
Rx only

Anticoagulant
COUMADIN® TABLETS
(Warfarin Sodium Yablets, USP) Crystalline
COUMADIN® FOR INJECTION
(Warfarin Sodium for Injection, USP)
DESCRIPTION
COUMADIN (crystalline warfarin sodlum) isan anhcoagulam which acts by inhibiting vitamin K-dependent coagu-
1ation factors. Chemically, it is 3 andisa ic mixture of the R- and §-

enantiomers. Crystalline warfarln sodium is an Isopropanul clathrate. The crystallization of warfarin sodium
virtually eliminates trace impurities present in amorphous warfarin. its empirical formula is Cyg Hyg NaOy, and its
structural formula may be represented by the following:
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Crystaltine warfarin sodium occurs as a white, odorless, crystafline powder, is discolored by light and is very sol-
uble in water; freely soluble in alcohol; very sfightly soluble in chloroform and in ether.

COUMADIN Tablets for oral use also contain:

Al strengths: Lactose, starch and magnesium stearate

1mg DAL Red No. 6 Barium Lake

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

2-12mg: D&CL Yellow No. 10 Aluminum Lake and FOSC Biue No. 1 Aluminum Lake

3mg: FDAC Yallow No. 6 Aluminum Lake, FO&C Biua No. 2 Aluminum Lake and FD&C
Red No. 40 Aluminum Lake

4mg: FD&C Blue No. 1 Aluminum Lake

5mg: FDAC Yeltow No. 6 Aluminum Lake

6 myg: FD&C Yellow No. 6 Aluminum Lake and FD&C Blue No. 1 Aluminum Lake

7-1/2 mg: DRC Yeliow No. 10 Aluminum Lake and FDAC Yellow No. 6 Aluminum Lake

0mg: Dye Free

COUMADIN for injection is supplied as a sterile, lyophilized powder, which, after reconstitution with 2.7 mi. sterile
Water for injection, contains:

Warfarin Sodium 2 mg/mL

Sodium Phosphate, Dibasic, Heptahy 4,98 mg/mb.

Sodium Ph ic, M y 0.194 mg/mL

Soditm Chioride 0.1 mg/mb.

Mannitot 38.0 mg/mL

Sodium Hydroxide, as needed for pH adjustment to 8.1to83
CLINICAL PHARMACOLOGY

COUMADIN and other coumarin anticoagulants act by inhibiting the synthesls of vitamin K dependent clotting fac-
tors, which include Factors If, VI, IX and X, and the anticoagufant proteins C and S. Half-lives of these clotting fac-
tors are as follows: Factor It - 60 hours, VIl - 4-6 hours, IX - 24 hours, and X - 48-72 hours. The half-lives of proteins
Cand S are approximately 8 hours and 30 hours, respectively. The resultant in vivo eifect is a sequential depres-
sion of Factors Vii, X, X and # activities. Vitamin K is an essential cofactor for the post ribosomal synthesis of the
vitamin K dependent clotting factors. The vitamin promotes the hiosynthesis of a-carboxyglutamic acid residues
in the proteins which are essential for biological activity. Warfarin is thought to interfere with clotting factor syn-
thesis by inhibition of the regeneration of vitamin K, epoxide. The degree of deprassion is dependent upon the
dosage administered. Therapeutic doses of warfarin decrease the total amount of the active form of each vitamin
K dependent clotting factor made by the liver by approximately 30% to 50%.

An anticoagulation effect generally occurs within 24 hours after drug istration. H peak
effect may be defayed 72 to 96 hours. The duration of action of a single dose of racemic waﬁarln is2te 5 days
The effects of COUMADIN may become more pronounced as effects of daily maintenance doses overlap.

Ay,

tant determinant of warfarln requice. ..ut i Chinese patients with a progressively lower warfarm requirement with
increasing age

Renal Dysfunction: Renal B i to be 2 munor determinant of anticoagulant response to war-
farin, No dosage adjustment is necessary for patients with renai failure

Hepatic Hepatic dysfunction can iate the resp
clotting factors and d d ism of warf:

The administration of COUMADIN (Warfarin Sodium) via the intravenous (iV) route should provide the patient with
the same concentration of an equal oraf dose, but maximum ptasma concentration will be reached earlier. However,
the full anticoagulant effect of a dose of warfarin may not be achieved untit 72-96 howrs after dosing, indicating
that the administration of IV COUMADIN shouid not provide any increased biological effect or earlier onset of action.

Clinical Trials

Atrial Fibriltation (AF): In five p i clinica trials mvoMng 3711 patients with non~
rheumatic AF, warfarin significantly reduced the risk of H g stroke {See Table 1)
The risk reduction ranged from 60% to 86% in all except one trial (CAFA: 45%) which stopped early due to pub-
lished positive resulfs from two of these trials. The incidence of major bleeding in these trials ranged from 0.6 to
2.7% {See Table 1). Mata-analysis findings of these studies revealed that the effects of warfarin in reducing throm-
boembolic events including stroke were simiiar at either moderately high INR (2.0-4.5) or low INR (1.4-3.0). There
was a significant reduction in minor bleeds at the fow INR. Similar data from clinical studies in valvular atrial
fibrillation patients are not available.

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

to warfarin through impaired synthesis of

Study n Thromboembolism % Major Bieeding

Warfarin- Warfarin-

Treated Control PT % Risk Treated Controt

Patients | Patlents Ratio INR Reduction | p-value Patients | Patients
AFASAK 335 336 1.5-2.0 2.8-4.2 60 0.027 06 0.0
SPAF 210 n 1.3-1.8 2.0-45 67 0.01 19 19
BAATAF 212 208 1215 15-2.7 86 <0.05 0.9 0.5
CAFA 187 19 13-1.6 20-3.0 45 0.25 27 0.5
SPINAF 260 265 1.2-15 14-2.8 79 0.00t 23 15

*All study results of wartarin vs. control are based on ion-to-treat analysis and include ischemic stroke and

Y ] ge and Ischemic attacks.

Myocardial infarction: WARIS (The Warfarin Re-Infarction Study) was a double-blind, randomized study of 1214

tiests 2 to 4 weeks post-i jon treated with warfarin to a target INR of 2.8 10 4.8. {But note that a lower INR
was hieved and § ding was 1 with INR's above 4. (Y (see DOSAGE AND ADMINISTRATION)]
The primary endpoint was a combination of total mortality and of cere-
brovascular events was assessed. Mean foltow-up of the patients was 37 months. The resuhs for each emdpoint

an analysis of vascular death, are provided in the following table:
TABLE 2
% Risk
Event Wadtarin Placebo Reduction
=607) (N=607) RR (95% CI) {p-value)
Total Patient Years 2018 1944
of Follow-up
Total Mortality 94 {4.7/100 py) 123 (6.3/100 py} 0.76 {0.60, 0.97) 24 (p=0.030)
Vascutar Death 82 (4.1/100 o 105 (5.4/100 1)) 0.78 (0.60, 1.02) 22 (p=0.068)
Recurrent MI 82 (4.1/100 py) 124 (6.4/100 py) 0.66 {0.51, 0.85) 34 (p=0.001)
Cerebrovascular 20 (1.0/100 py) 44 (2.3/100 py) 0.46 (0.28, 0.75) 54 (p=0.002)
Event

RR= Relative risk; Risk reduction=(| - RR}; Cl=Confidence intervat; Mi=Myocardial infasction; py=patient years

Mechanical and Bioprosthetic Heart Valves in a prospactlve, randomized, open lahel, positive-controlied study
{Mok et al 1985) in 254 path the th free interval was found to be signmcantly greater in patients

Anticoagutants have no direct effect on an sstablished thrombus, nor do they reverse | e tissue d with ic heart valves treated with wasfarin alone with di {p<0.005)
However, oncs a thrombus has occurred, the goal of anti Is to prevent further extension of he  3ng pentoxifylline-aspirin (p<0.05) treated patients. Ratss of thromboembolic avents In these groups Were 2.2, 85,
L‘;m z‘o‘ and prevent ¥ which may result in serious and possibly fatal  and 7.9/100 patient years, respectively. Major bleeding rates were 2.5, 0.0, and 0.9/100 patient yaars, respectively.

.. . L . In a prospective, open label, clinical trial (Saour et al, 1890) comparing moderate (INR 2.65) vs. high intensity (INR
Pharmacokinetics: COUMADIN is @ racemic mixture of the R- and $ The § exhibits 25 g g) warfarin therapies in 258 patients with mechanicat prosthetic heart valves, thromboembolism occurred with
times more anticoagutant activity than the R-enantiomer in humans, but generaily has a more rapid clearance. similar frequency in the two groups (4.0 and 3.7 evenis/100 patient years, respectivaly). Major bieeding was more
Absorption: COUMADIN is essentially completely absorbed after oral administration with peak gen- o s the high group (2.1 events/100 patient years) vs. 0.95 events/100 patient years In the moder-
erally attalned within the first 4 hours. e intensity group.

. o y " . Inarandomized rial (Turpie et al, 1988) In 210 patlents comparing two intensities of warfarin therapy (INR 2.0-
B e e s T ey sl e s . £25.. 1 -0 o rtooryfrad i T ot oo e, oot
bution of about .14 liter/kg. A distribution phase lasting & to 12 hours is disnngulshabla after rapid intravenous or o e?ents 1‘:‘) 80'/ s/ two 9"““'53 (major embolic events 2.0% vs. 1 frespenc:w?';{‘ b h"'
oral administration of an aqueous solution. Using a one compartment model, and ;g.‘ensrty malor hem id o 42% ) e e mf;ll:; wor Inonsiy were more frequent wi e higher
ity, estimates of the volumes of distribution of R- and S-warfarin are similar to each other and to that of the race- orrhag
mate. Concentrations in fetal plasma approach the maternal values, but warfarin has not been found in human milk  nCATIONS AND USAGE
(see WARNINGS: Lactation). Approximately 99% of the drug is bound to plasma proteins. COUMADIN is indicated for the p andior tr t of venous thromb and its and pul-
Metabolism: The efimination of warfarin is almost entirely by metabolism, COUMADIN is lectively metab- monary embolism.
olized by hepatic mi {cy P-450) to inactiva yAroxy metabolﬂes {pt doml COUMADIN is indicated for the o o et

o P AN prophylaxis and/or treatment of the with

route) and by reductases to reducad {warfarin have minimal antico- a1 fibriltation and/or cardiac valve replacement.
agulant activity. The metabolites are principally excreted lnto the urlneﬂ and to a tesser extent into the bile. The
metabolites of warfarin that kave been identifled include d farin, two A-, 6, COUMADIN is incicated to reduce the risk of death, yocardial i , and the bolic events
7-, 8- and 10-hydroxywarfarin. The cytoch P-450 in the bollsm of warfarin inciude stich as stroke or sy ion after myocardial infarcti
2C9, 2C19, 2C8, 2018, 142, and 3A4. 2(:9 Is likely to he the nrlncvpal form of human liver P-450 which modulates
the in vivo anticoagulant activity of warfarin, CONTRAINDICATIONS

5 5 . X - Anticoagulation is indicated in any locafized or general ph condition or personal circumstance in which
Excretion: The terminai half-life of warfarin after a single doss is app one week; , the the hazard of hemorrhage might be greater than the potential clinical benefits of anticoaguiation, such as:
half-life ranges from 20 to 60 hours, with 2 mean of about 40 hours. The of R inis y half

that of S-warfarin, thus as the volumes of distribution are similas, the half-life of R-warfarin is longer than that of
S-warfarin. The half-life of R-warfarin ranges from 37 to 89 hours, while that of S-warfarin ranges from 21 to 43

Pregnancy: COUMADIN is contraindicated in women who are or may become pregnant because the drug passes
through the placental barrier and may cause fatal hemorrhage to the fetus in stero. Furthermors, there have been

hours. Studies with radiolabeled drug havs d ] that up to 92% of the orally administered dose is recov- reports of birth matformations in chiidren born to mothers who have been freated with warfarin during pregnancy.
re i i i 3 i m ites.

ered in urine. Very little warfarin is excreted unchanged in urine. Urinary excretion is in the form of metabolite: Embryopathy by nasal with ot without stippled .

Eldesly: Patients 60 years or older appear to exhibit greater than p time (P’T)/ has been reported in pregnant women exposed to warfarin during the first tnmes\‘.er Central nervous system

Normalized Ratio (INR) resp to the g effects of in. The cause of the i y to lities also have been reported, including dorsal midline ized by is of the corpus

the anticoagulant effects ut warfarin in this age group Is This H d anti eﬂect from war- caliosum, Dandy-Walker matformation, and midline cerebellar atrophy. Ventral midline dysplasia, characterized by

farin may be dueto a tion of phar and ph iy factors. R i optic atrophy, and eye abnormaiities have been observed. Mental retardation, blindness, and other central nervous

may be unchanged or reduced with increasing age. Limited information suggests there is no difference In the clear-

system abnormalmes have been reported in assoclation with second and third trimester exposure. Although rare,
fol) to warfarin include urinary tract anomalies such as single kidney,

ance of S-warfarin in the elderly versus young subjects. However, there may be a stight decrease in the cl
of R-warfarin in the elderly as compared to the young. Therefore, as patient age increases, a lower dose of war-
farin is usuaily required to produce a ic level of anti k

Asians: Asian patients may require lower initiation and maintenance doses of warfarin. One non-controlied study
conducted in 151 Chinese outpatients reported 2 mean daily warfarin requirement of 3.3 + 1.4 mg 1o achieve an
INR of 2 to 2.5. These patients were ized on for various indications. Patlent age was the most impor-

reports ing i utero
asplenia, anencephaly, spina bifida, crantal nerve paisy, hydrocephalus, cardiac defects and congenital heart dis-
ease, polydactyly, deformities of toes, diaphragmatic hernia, corneal leukoma, cleft paiate, cleft lip, schizencephaly,
and microcephaly,

Spontaneous abortion and stillbirth are known to eccur and a higher nsk of fetal mortality is assceiated with the
use of warfarin. Low birth weight and growth retardation have also been teported,



e %
Women of (L ia) who are for antic - therapy should be carefully evaluated and
the indications critically reviewed with the patient. If the patient vecomes pregnant while taking this drug, she
should be apprised of the polentiat risks to the fetus, and the possibility of termination of the pregnancy should be
discussed in light of those risks.

or hlood d

Recent or contemplated surgery of: (1) central nervous system; (2} eye; {3) traumatic surgery resuiting in large
open surfaces.

Patients with congestive heart fa:. a2y | exhlbxt greater than expected PT/INR response to COUMADIN, thereby

quiring more freq

Concomitant use of anticoagulants with

. doses of COUMADIN (Warfarin Sodium).

(Please note recommendations accompanying these preparatwns )

PRECAUTIONS

is not

and may be

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

Numernushcms aloneorinmbinaﬂon 3

g traved, ch

in diet,
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Bleeding U fated with aclwa | or overt bleeding of: (1} gastrointestinal, i Y or fcal
ts; (2) (3} aneurysms- bral, dissecting aorta; (4) pericarditis and pracﬁoe to monttor the paﬁents response with add‘rtional Pmna detstminaﬁons in the period immediately

park:ardlal eﬁusnons (5) bacteriaf endocarditis, atter di from the and other

N ) . tinued ot taken iregutarly. The following factors are listed for reference; however, other factors may also affect
T , and p the anticoaguiant response.
Inadequate laboratory facilities. Drugs may interact with COUMADIN th or ph

N for drug i s with COUMADIN are i ¢l

Unsupervised patients with senility, alcoholism, or psychosis or ofher fack of patient cooperation. ting factur ymiests). competive antagonism (itamin ), and atred physmlugic control oo for vitamin K
Spinat p and ather diagnostic or tharapeutic with potential for hle bleedi for dru

Miscellaneous: major regional, lumbar block anesthesia, mafignant hypertension and known hypersensitivity to
warfarin or to any other components of this product.

g i
mainly enzyme induction, enzyme lanIﬂon and reduced plasma protein binding. it is important to note that
some drugs may interact by more than one mechanlsm

The following factors, alone or in i may be ible for INCREASED PT/INR response:
WARNINGS ,
The most seious isks assoclated with anticoaguiant therapy with wartain sodum aro hamorrhage n any tissue or  ENCOCENOUS FACTORS:
organ and, less frequently (<0.1%), and/or gangrene of skin and other tissues. The risk of hemorthage Is biood dyscrasias - diarrhea hyperthyroidism
rolated to the level of intensity and the duration of anti therapy. Hemorrhage and necrosis have In some see CONTRAINDICATIONS elovated tomperature poor nutritional state
cases been reported to result in death or permanent disability. Necrosis appears to be associated with local throm- cancer hepatic disorders steatorthea
bosls and usuaily appears within a few days of the Start of anticoagulant therapy. in severe cases of necrosls, treat- collagen vascular disease infectious hepatitis vitamin K deficiency
ment mrough debridement or amputation of the affected tissue, limb, breast or penls has been rep Careful ive heart fal jaundice
is required to whether fs Is caused by an undertying disease. Warfarin therapy should be
W when waar;am is m&sﬂg 1o be the cause of developing necrosis and heparin therapy may be con- EXOGENOUS FACTORS:
red for anticoaguiation. Afthou ous freatments have heen attempted no treatment for necrosis has been
iered uniformly effactive, See balow for ’ '~ 0 itlons. Thess and offier risks assoch- Potential drug interactions with COUMADIN are listed below by drug class and by specific drugs.
ated with anticoagulant therapy must be weighed against me  risk of or tion in £ases. Classes of Drugs
1t cannot be emphasized too strongly that treatment of each patient is a highly individuatized matter. COUMADIN N ) N
(Warfarin Sodium),  narrow therapeutic range (index) drug, may be affected by factors such as other drugs and 5-fipoxygenass Inhibitor Antiparasitic/Amtimicroblals HMG-CoA Reductase
dietary Vitamin K. Dosage should be controlled by periodic determinations of PY/INR or other sultable coagulation | Adrenargic Stimulants, Central Antiplatelet Drugs/Effects inhibitorst
tests. Determinations of whale biood clotting and bleeding times are not effective measures for controf of therapy. | Alcohol Abuse Raduction Antithyroid Drugs* L e
Heparin prolongs the one-stage PT. When heparin and COUMADIN are administered concomitantly, refer below to Preparations Beta-Adrenergic Blockers Monoamine Oxidase inhibitors
CONVERSION FROM HEPARIN THERAPY for recommendations. Analgesics Cholelitholytic Agents Narcotics, prolonged
Angsthetics, inhalation Diabetes Agents, Oral Nonsteroidal Anti-inflammatory
Caution should be observed when COUMADIN Is administered in any stiuation or In the presence of any predis- Antiandrogen Diuretics* Agents
posing condition whers added risk of hemorrhage, necrosls, and/or gangrens Is present. Antiarrhythmics' Fungal Medications, intravaginal, Psychostimutants
| } Antibiotics® Systemic' Pyrazolones
Anticoagulation therapy with COUMADIN may enhance the release of atheromatous plague emboli, thereby increas- Aminoglycosidas (orai) Gastric Acidity and Peptic Salicylates
ing the risk of complications from systemlc cholestero! microembolization, including the “purple toes syndrome.” Caphalosporins, parenteral Ulcer Agents' Selective Serotonin
Discontimuation of COUMADIN therapy is recommended when such phenomena are observed. Macrolides Gastrointestinal Reuplake Inhibitors
" . " Miscellaneous Prokinetic Agents Steroids, Adrenocortical®
fi and i can present with a varlety of signs and symptoms including peniclifins, Intravenous, Ulcarative Colitis Agents Sterolds, Anabolic (17-Alkyl
purpla toes sy tivedo rash, gangrene, abrupt and intense pain In the leg, foot, or toes, foot ulcers, iah dose Gout Treatment Agents Testosterone Derivatives)
myalgia, penﬂeuangrem, abdominal pain, ﬂank or back pain, hematuria, renal insufficiency, hypertension, cersbral Gulnolones (Auoroguinolones) Hemortheologic Agents Thrombolytics
Ischemia, spinal cord Infarction, pancreatitis, symptoms simulating polyarteritis, or any other sequelae of vascular Suffonamides, fong acting Hepatotoxic Drugs Thyroid D
Y et ) rigs
compromise due to embolic The most visceral organs are the kidneys d by Hyperglycemic Agents Tubercufosis Agents’
the pancreas, spleen, and liver. Some cases have progressed 1o necrosis or death. Antf‘coaéulants Hypertensive Emergency Agents Uricosuric Agents
Purple toes syndrome Is a complication of oral anticoagulation characterized by a dark, purplish or mottisd color Anticonvulsants® Hypnotics' Vaccines
of the toes, uswally occurring between 3-10 waeks, or later, after the inftiation of therapy with warfarin or related | Antidepressants® Hypolipidemles' Vitamins!
compounds. Major features of this syndrome Inciude purple color of plantar surfaces and sides of the toes that Antimalarial Ag:ants Bila Acld-Binding Resins
btanches on moderate pressure and fades with elevation of the fegs; pain and tenderness of the toes; waxing and Antineoplastics' Fibric Acid Derivatives
waning of the color over time. White the purple toss syndrome Is reported to ba reversible, some cases prog|
to gangrene or necrosis which may require debridement of the affected area, or may lead to amputation. Specific Drugs Reported
Heparin-induced thrombocytopenia: COUMADIN shiould be used with caution in patients with heparin-induced acetaminophen fluconazole penicillin G, intravenous
thrombacylopenia and deep venous thrombosis. Cases of venous imb Isch s, and have alcohol' fluorouracil pentoxifylline
occurred i patients with heparin-induced thrombocytopenia and deep venous thrombosis when heparin treatment alfopurinol fluoxetine phenylbutazone
was discontinued and wartarin therapy was started or continued. In some patients sequelae have included ampu- aminosalicylic acid flutamide phenyioln’
tation of the involved area and/or death (Warkentin et al, 1997). amiodarong HCI fluvastatin plperaciliin
aspirin fluvoxamine piroxicam
A severs jon (>50 in partial thr in ime (aPTT) with 2 PT/INR in the desired range atorvastatin' gemfibrozil pravastatin'
has been identified as an indication of I d risk of perati ag| azithromycin glucagon prednisone’
capecitabine halothane propatenone
The decision to administer anticoagulants in the following conditions  must be based upon clinical judgment in cefamandole heparin propoxyphene
which the risks therapy are against the b cefazolin {buprofen propranolol
Lactation: Based on very imited publshed data, warlarin has ot been detected i the breast mik of mothers treat- | concbepe " e o propyifhiouracit
ed with warfarin. The same limited published data reports that soms breast-fed infants, whose mothers were traat- cefoxitin Infivenza virus vaccing guinlne
ed with warfarin, had prolonged prothrombin times, atthough not as prolonged as those of the mothers. The declsion caftriaxone tiraconazole ranitidine
1o breast-feed should be undertaken only after careful consideration of the available alternatives. Women who are celecoxib Ketoprofen rofecoxit
breast-feeding and anticoagulated with warfarin should be very carefully so that PTANR cerivastati Ketorolac sertraline
values are not exceeded, it Is prudent to perform coagulation tests and to evaluate vitamin K status in infants at risk chenediot levamisole simvastatin
or i fes before advising women taking warfarin to breast-feed. Effects in premature infants have not chioramphenicol levofloxacin stanozoiol
been ovaluated. , i
ghb:oral hydrqt: tavothyroxine streptokinase
: orpropamide liothyronine sutfamethizole
Severe to moderate hepatic or renal Insufficiency. cholestyramine! fovastatin sultamethoxazole
ious di or disturb of i flora: sprue, antibiotic therapy. cimetidine mefenamic acid sulfinpyrazone
ciprofloxacin methimazote! sulfisoxazole
Trauma which may result in internal bieeding. cisapride methyldopa sulindac
clarithromycin methylphenidate tamoxifen
Surgery or trauma resulting in large exposed raw surfaces. gg,sa%i" " methylsalicylate ointment tetracyciing
overdose (topicat) thyroid
Indwelling catheters. ayclobusphamide metronidazole ticarciliin
Severe to moderate h nsion. anaz miconazole ticlopidine
yperts dextran (Intravaginal, systemic) tissue plasminogen
Known or d defici in protein G ted anti , y of acq ired deficiench mericizine hydrochloride! activatos (-PA)
of protein C or its cofactor, protein $, have been associated with tissue is followh i Ini i nalldixic acid tolbutamide
Not al| patients with these conditions devetop necrosis, and tissue necrosis occws in patlems without these defi- diciofenac naproxen tramadol
i {o activated protein C has been described in many patients with venous thrombosm- dicumarol neomycin trimethoprim/sutfamethoxazole
botic disorders but has not yet been evaiuated as a risk factor for tissue necrosis. The risk associated with these diflunisal narfloxacin urckinase
conditions, both for recurrent thrombosis and for adverse reactions, is difficult fo evaluate since it does not appear disulﬁrax.n offoxacin vaiproate
1o be the same for Bveryone. Decisions about 1esting and therapy must be made on an individual basls. ft has been doxycychine pisalazine vitamin E
that therapy with heparln for 5 to 7 days during Initiation of therapy with erythromyein omeprazole zafirlukast
COUMADIN may minimize the incid of tissue is. Warfarin therapy should be discontinued when warfarin ethacrynic acid oxaprozin zileuton
is suspected to be the cause of developing necrosis and heparln therapy may be t for anti 1 oxymetholone
Miscel: 1 i liti o diabet e = paroretine
aneous: polycythemia vera, vasculitis, and severe diabetes. D —— Tiood o which may modity hem -
Minor and severe allerglc/hyp i ions and ki ions have been reported. dietary deficiencies
. prolonged hot weather
In patients with ired or i d warfari i d d th to COUMADIN have iable PT/INR
been reported. Exaggerated therap have been rep In other patients. ‘e d and 4 PY/INR have been reported

t, state and
of the patient to amicuagulams Itis generally good

are initiated, discon-

with COUMADIN are
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The foliowing factors, alone of in combination, may be respons. + DECREASED PY/INR response:
ENDOGENOUS FACTORS:
edema hypothyroidism
hereditary phrotic sy
hyperlipemia
EXOGENOUS FACTORS:
Potential drug interactions with COUMADIN (Warfarin Sodium) are fisted below by drug class and by specific
drugs.
Classes of Drugs
Adrenal Cortical Steroid Inhibitors Antithyroid Drugst HMG-CoA Reductase Inhibitors!
Antacids Barbiturates Immunosuppressives
Antianxisty Agents Diuretics' Oral Contraceptives,
Antiarrhythmics' Enteral Nutritional Supplements Estrogan Containing
Antibiotics' Fungal Medications, Systemic* Selactive Estrogen Receptor
Anticonvuisants? Gastric Acidity and Modulators
Antidepressantst Peptic ticer Agents* Steroids, Adrenocortical’
Antihistamines Hypnotics* Tuberculosis Agents®
Antineoplastics' Hypolipidemics® ~} Vitamins'
Antipsychotic Medications Bite Acid-Binding Resins®
Specific Drugs Reported
aleohol® COUMADIN phenytoin'
aminogiutethimide cyclophosphamide* pravastatin®
amobarbital dicioxacittin predaisong’
atorvastatin sthehlorvynol primidone
azathloprine glutethimide propylthiouracil®
butabarbital grisaofulvin raloxifene
butalbital haloperidot ranitidine!
carbamazepine megobamate rifampin
chioral hydrate 6-mercaptopurine secobarbital
chiordlazapoxide methimazolet spironolacions
chiorthatidone icizine hyd ! I
cholestyramine® nafciliin trazodone
clozapine paraldehyde vitamin C (high dose)
corticotropin pentobarbita vitamin K
cortisone - phenobarbital

also:  diet high in vitamin K

d and di

unveliable PT/INR determinations
) PT/INR

have been reportad.

is

Medications of unknown

Because a patlent may be exposed to 2 combination of lhe almve factors, the net effect of COUMADIN on PT/INR
More fraquent PT/INR bl

P .

i Mﬂl ara best

frequent PT/INR monitoring is advisabla
1t has besn reported that concomitant administration of

tic hepatitis.

Botanical (Herbal) Medicines: Caution should be
comitantly with mUMADIM Few adequate, weil-controiled studies exist

with caution. When these medications are started or stopped, more

P

g

Botanticals with fibrinolytic properves:

Bromelains Gailic® Inositol Nicottnate

Capsicum? Ginseng {Panax® Omion®

Toals i aropert

Agrimony* Mistietoe Yarrow

Goldenseat
! Contains coumarins and salicylate.
* Contains coumarins and has fibrinolytic properties.

* Contains coumarins and has amlplatelet properties.
* Contains sallcylate and has
*Has amlplatelet and fibrinotytic propemes.
Effect on Other Drugs: Coumarins may also affect the action of other drugs. H ic agents ich
and tolbutamide) and and ital) may in the body as a result of

interference with either thelr metabolism or excretion.

Special Risk Patients: COUMADIN (Warfarin Sodium) is a narrow therapettic range (index) drug, and caution should
be observed when warfarin sodium is administered to certain patients such 2s the elderly or deblitated or when
administered in any situation or physical condition where added risk of hemorrhage is present.

(.M.} injections of ications should ba confined to the upper extremities which per-
mits easy access for manual ion, | ions for bieeding and use of p
Caution should be observed when COUMADIN (or warfarin) Is i i with anti-

Y

Inflammatory drugs {NSAIDS), inchrding aspirin, to be certain that no change in dosage is
In addition to spectfic drug lmracﬂons 1I|at migm affect PT/INR, NSAIDs, including aspirin, can inhibit platelet
aggregation, and can cause g peptic and/or

should be
malntaln a pammt’s PT/INR w}thln a normal therapeutic rang;

Information for Patients: The objective of anticoagulant therapy Is to decrease the clotiing ability of the blood so
that thrombosis is prevented, while avoiding spontaneous blesdlng Elfactlve merapeutlc Ievels with mlnimal
compiications are in part dependent upon ive and patients who

ly with their physician. Patients should be advised: Strict adh ribed dosage sch is

Do not take or dlswmlnue any other msdlcaﬂon including sallcylates (e g., aspirin and topical anaigesics), other
over-the-counter med and (herbal) e.g., Q,,, danshen, dong
qual, gariic, Ginkgo biloba, ginseng, and St. John's wort) except on advice of the physlcian Avold alcohol con-
sumption. Do not take COUMADIN during pregnancy and do not become pregnant while taking it (see CON-
TRAINDICATIONS). Avoid any activity or sport that may resulf in traumatic injury. Prothrombin time tests and
regular visits to physician or clinic are needed to monitor therapy. Carry identification stating that COUMADIN is
being taken. if the prescribed dose of COUMADIN is fosgatten, notify the physician immediately. Take the dese as
s00n as possible 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 K in food may affect therapy with COUMADIN. Eat a normal, balanced diet main-
taining a consistent amotnt of vitamin K. Avold drastic changes in distary habits, such as eating large amounis
of green leafy vegetabies, Contact physician to report any lilness, such as diarrhea, infection or fever. Notity physi-
clan immediately if any unusuat bleeding or symptoms occur. Signs and symptoms of bleeding include: pain,
swelllng or discomfort, prolonged bieeding from cuts, increased menstrual flow or vaginal bleeding, nosebieeds,

ﬁ large daily doses of COUMADIN are required te

and/or p

and may be with ding of gums from brushing, unusual bieeding or bruising, red or dark brown urine, red or tar black stools,
h or weak i therapy with COUMADIN is discontinued, patients should be cautioned that
ised wh . . 1ok the anticoagulant effects of COUMADIN may persist for about 2 to 5 days. Patients should be informed that all
en b i “":r en oot \uartarin sodium, USF, n the same medi and should not be taken concomitantly, as
icals and COUMADIN, Due to a lack of manufacturing stand ge may restit,
2ation wi‘lh botanical medicinal preparations, the amount of active ingredients may vary. This could further con- Carcinogenesis, Muta rtagenicity studies have not been

found the abiiity to assess potential interactions and effects on anticoagulation. it is good practice to monitor the
patient's response with additional PT/INR determinations when Initiating or discontinuing botanicals.

Specific botanicals reported to affect COUMADIN therapy Include the following:
* Brometains, danshan, dong quat (4ngelica sinensis), garlic, Ginkgo biioba, and ginseng are associated most often

with an INCREASE In the effects of

COUMADIN.

« Coenzyme Q,, {ubidecarsnone) and St. John's 'wort are associated most often with a DECREASE in the effects of

COUMADIN.

Some botanicals may cause bleeding evenis when taken alone (e.g., garlic and Ginkgo biloba) and may have anti-
coagulant, antipfatelet, and/or fibrinolytic properties. These effects would be expected to be additive to the antico-
aguiant effects of COUMADIN. Conversaly, other botanicals may have coagulant properties when taken alons or
may decrease the effects of COUMADIN.

Some botanicals that may affect coagulation are listed below for reference; however, this list should not be con-
sidered all-inclusive. Many botanicals have several common names and scientific names. The most widely recog-

genesis, i of Fertllity: and
performed with COUMADIN. The reproducﬁve effects of GOUMAD!N have not been evaluated.,
Use in Pregnancy: Pregnancy Category X - See CONTRAINDICATIONS.

Pedlah'k: Use: Safety and effectiveness in pedialric patients balow the age of 18 have not been established, in ran-
clinlcat trials, , the use of COUMAD patients is well-d for the
and treatment of svents. Difﬂculty i and PT/INR
ranges in the pediatric patient has been reported. More frequent PT/INR determinations are recommended because
of possible changing warfarin requiroments.

PT/INR to the

Geriatric Use: Patients 60 years or older appear to exhibit greater than exp
ulant effects of warfarin {see CLINICAL PHARMAGOLOGY). COUMADIN is contraindicated in any unsupervised
patient with senility. Caution should be observed with administration of warfarin sodium to eiderly patients In any
situation or physical condition where added risk of hemorrhage is present. Lower initiation and maintenance doses
of COUMADIN are recommended for eiderly patients (see DOSAGE AND ADMINISTRATION).

nized common botanical names are listed. ADVERSE REACTIONS
" N Potential adverse reachions to COUMADIN may include:
Botanticals that contain coumarins with potential anticoagulant effects: « Fatal o nonfatal hemorrhage from any Yssue or organ, This is 2 of the eftect, The
signs, symptoms, and severity will vary according to me Iocatuon and degree or extent of the bleeding.
Alfaita Celery Parsley Hemorrhagic compiications may presant as dache, chest, 2 Jomt muscle or
Angelica (Dong Quai) Chamomile Passion Flower other paln; dirziness; shortness of breath, difficutt b sathing or %
Aniseed (German and Roman) Prickly Ash (Northern) or d shock. Tl , the possibility of b 5 should be consi
Arnica Dandelion® {Quassia the condition of any anticoagulated patient with complaints which do not indicate an obvious dlagnos;s Bieeding
Asa Foetida Fenugreek Red Clover during anticoaguiant therapy does not always corvelate with PT/INR. (See OVERDOSAGE: Treatment.)
Bogbean® Horse Chestnut Sweet Clover » Bleeding which occurs when the PT/iNR Is within the Xy range i investigation since
Boido Horseradish Sweet Woodruff it may unmask a previously unsuspected lesion, e.g., fumor, uicer, etc.
Buchu Licorice® Tonka Beans « Necrosis of skin and other tissues. (See WARNINGS.}
Capslcum? Meadowsweet' Wiid Carrot * Adversa include: hyp itivity gi i i
Cassia’ Nettle Wild Lettuce 1 um!e toes sy , hepatitis, tic hepatic injury, j liver enzymes,
vasculitis, edema, fever, rash, dermatitis, including butious eruptions, urticari dominat pain i ing cramp-
" " " Ing, flatulence/bloating, fatigue, lemargy. malalse, asthenia, nausea, vomltmg. diarrhea, pain, headache, dizzi-
Miscellaneous hotanticals with anticoagulant properties: ness, taste perversion, pruritus, ab and p teeling cold and chills.
Bladder Wrack (Fucus) Pau d'asco Rare events of tracheal of trachaobronchiat calcification have been reported in with long-term warfarin
therapy. The clinical s:gnﬂlcance of this evem is unknown
Priapism has been with , a causal ip has not been
Botanicals that contain saticylate and/or have antiplatelet properties:
Agrimony* Darxielion® Meadowsweet’ DVERDOSAGE R
Aloe Gei Feverfew Onion® Signs and p or overt ab bleeding (e.g., app of blood in stools or urine, hema-
Garlic* Policosanol 1uria, 0 trial blseding, melena, p i ive bruising or p oozing from superficial
Aspen . ies) are early i of antf beyond a safe and satis’actory level
Black Cohosh German Sarsaparilla Paplar njur eyo
Black Haw Ginger Senega Excessive anti lon, with or without bieeding, may be by di COUMADIN
Boghean’ Binkgo Biloba Tamatind therapy and if necessary, by administration of oral or parenteral vitamin K, . (Please see recommendations accom-
Cassia® Ginseng {Panaxy Witiow panying vitamin K, preparations prier 1o use)
Clove Licorice’ Wintergreen




FM
Such use of vitamin K, reduces response fo subsequent COUMAD. J7apy. Patients may return to a pretreatment
thrombetic status following the rapid reversal of a prolonged PT/INR. Resumption of GOUMADIN (Warfarin Sodium)
admmisrrabon reverses the effect of vﬂamm K, and a therapeutic PT/INR can again be obtained by careful dosage
1f rapid ion is b d, heparin may be preferable for initial therapy.

if minor ing prog: g, give 5 10 25 mg (rarely up to 50 mg} parenteral vitamin K,. in emer-
gency ions of severe ckmmg factors can be returned to normal by administering 200 to 500 mL
of frash whele blood or fresh frozen plasma, or by giving commercial Factor IX complex.

to major

A risk of ltepanﬁs and other viral dlseases is associated with the use of these biood products; Factor [X complex
is also i d risk of g, thes ions should be used only 1n
exceptional or Iife—mreatenlng bieeding episodes secondary fo COUMAD!N (Wanarin Sodium) overdosage.

Purified Factor IX preparations shouid not be used because they cannot increase the levels of prothrombin, Factor
Vil and Factor X which are also depressed along with the leveis of Factor IX as a result of COUMADIN treatment.
Packed red blood celfs may also be given if significant blood loss has occurred. infusions of biood or plasma should
be monitored carefully to avoid precipitating pulmonary edema in elderly patients or patients with heart disease.

DOSAGE AND ADMINISTRATION

The dosage and administration of COUMADIN must be individualized for each patient according to the particular
patient’s PI/INR response 1o the drug. The dosage shoutd be adjusted based wpon the patient's PT/NR. (See LAB-
ORATORY CONTROL below for full discussion on INR.}

Venous Tiwomboembolism (includi ) clinical ind} that an INR of
2.0-3.0 is sufficient for prophylaxls and tmatmem of venous mromboembollsrn and mlnlmlzes the risk of hamor-
rhage assoclated with hlgher |Nﬂs. In patlents wllh nsk factors ior it venous

venous insafficiency, venous thromboembolism, and 2 history of thromhotic
events, consideration should be given to longer torm therapy {Schulman et al, 1995 and Schuiman et al, 1997).

Atrial Fibrifation: Five recent clinical trials evaluated the effects of warfarin in patients with non-vatvular atrial fibeii-
fation (AF}. Meta-analysis findings of these studies revealed that the effects of warfarin in reducing thromboembelic
events inciuding stroke were similar at efther moderately high INR (2.0-4.5) or low INR {1.4-3.0). There was a signif-
icant reduction in minor bleeds at the low INR. Similar data from clinica) studies in valvular atriaf fibritlation patients
are not available. The trials in non-valvudar atrial fibriliation support the American College of Chest Physicians’ {ACCP)
recommendation that an INR of 2.0-3.0 be used for long ferm warfarin therapy in appropriate AF patients.

Post-Myocardial ion patients, COUMADIN therapy should be initiated early (2-
4 weeks post-infarction) and dnsaga should ba ad]usted to maintain an INR of 2.5-3.5 fong-term. The recommen-
dation is based on the results of the WARIS study In which treatment was initiated 2 to 4 weeks after the infarction.
In patients thought fo be at an increased risk of bleeding complications or on aspirin therapy, maintenance of
COUMADIN therapy at the tower end of this INR range Is recommended.

Mechanical and Bioprosthetic Heart Valves: In patients with mechanicat heart valve(s), long term prophylaxis with
warfarin to an INR of 25-3.5 is recommended. in paﬂents with bioprosthetic heart vaive(s), based on limited data,
the American College of Chest Physi merapytoanlNRofzo-3otor12weeksaftaf
valve insertion. in patlents with additional risk factors such as atrial fibritation or prior thromboambolism, consid-
eration shouid be given for longer term therapy.

Recumrent Systemic Embolism: in cases where the risk of thromboembolisim is great, such as in patients with
recurrent systemic embelism, a higher INR may be required.

An INR of greater than 4.0 appears to provide no additional therapeutic benefit in most patients and Is associ-
ated with a higher risk of bleeding.

Initial : The dosing of COUMADIN must be individualized accordlng fo patiem’s sensitivity to the drug as
indicated by the PT/INR. Use of a farge loading dose may i the | rrhagic and other com-
piications, does not offer more rapid protection against thrombi formation, and is nu! racommended. Lower inftia-
tion and doses are for slderly and/or debilitated patients and patients with potential
to exhibit greater than expected PT/INR responsa to COUMADIN (see PRECAUTIONS). Based on limited data, Asian
patients may alse require lower initiation and maintenance dosss of COUMADIN {see CLINICAL PHARMACOLOGY).
it is recommenided that COUMADIN therapy be initiated with a dose of 2 to 5 mg per day with dosage adjustments
based on the resutts of PT/INR determinations.

Maintenance: Most patients are satisfactorily maintained at a dose of 2 to 16 mg daily. Flexibility of dosage |s pro-
vided by breaking scored tablets in half. The individual dese and interval should be gauged by the patient's pro-
thrombin response.

ion of therapy In aach patient should be i
therapy should be oomlnued until the danger of thrombosis and embolism has passed.

in general,

Missed Dose: The anticoagulant effect of COUMADIN persists beyond 24 hours. H the patient forgets to take the
prescribed dose of COUMADIN at the schedufed time, the dose shouid be taken as soon as possitile on the same
day. The patient should not take the missed dose by doubling the daily dose to make up for missed doses, but
shoutd refer back to his or her physiclan.

Intravenous Route of Administration: COUMADIN for Injection provides an altemate administration route for
patients who cannot receive oral drugs. The IV dosages would be the same as those that would be usad orally if
the patient could take the drug by the oral route. COUMADIN for Injection should be i as a slow bolus
injection over 1 to 2 minutes into a peripheral vein. It is not ded for intra administration. The
viat should be reconstituted with 2.7 mL of sterila Water for Injection and inspected for particulate matter and dis-
coloration immediately prior to use. Do not use if either particulate matter and/or discoloration is noted. After
reconstitution, COUMADIN for Injection is ch lly and stable for 4 hours at room It does

o

The INR ¢an be calculated as: INR = | _erved PT ratio) s where the IS! (Intemational Sensitivity Index) is the cor-
rection factor In the equation that refates the PT ratio of the local reagent to the reference prepafatmn and is a meas-

ure of the sensitivity of a given th to ion of vitamin K-d {actors; the lower
the IS], the more “sensitive” the reagent and the cioser the derived INR will be to the observed PT ratio.’
The proceedings and recommendations of the 1992 National ¢ on Antith ic Therapy** review and

evaluate issues related to oral anticoagulant therapy and the sensitivity of thromboplastin reagents and provide
additional guidefines for defining the appropriate therapeutic regimen.

The conversion of the INR to PT ratios for the less-intense (INR 2.0-3 Q) and more intense (INR 2 5-3.5) therapeu-
tic range recommanded by the ACCP for thromboplastins over a range of IS] values is shown in Table 3.5

TABLE 3
Refationship Between INR and PT Ratios
For Thromboplastins With Different IS1 Values (Sensitivities)

PT RATIOS

TREATMENT DURING DENTISTRY AND SURGERY The management of paﬂems who undergo dental and surgical pro-

cedures requires close Halson t and dentists. PT/INR determination is rec-
ommended just prior to any dental or surgical pmcedwe. n patients untiergoing minimal invaslve procedures who
must be anticoaguiated prior o, during, or these ing the dosage of

COUMADIN (Warfarin Sodium) to maintain me PT/NR at the low end of the merapeubc range may safely allow for
continued anticoagufation. The operative site should be sufficiently limited and accessible to permit the effective use
of local procedures for hemostasis. Under these conditions, dental and minor surgical pfocedures may be performed
waoutmdueﬂskofhemﬂMgeSomdentalorsulcal ditres may the | ion of
COUMADIN therapy. When discontinuing COUMADIN even for a short period of time, the benefits and risks should be
strongly considered.

CONVERSION FROM HEPARIN THERAPY Since the anticoagulant etfect of COUMADIN is defayed, heparin is preferred
Initially for rapld anticoagulation. Conversion to COUMADIN may begin concomitantly with heparin therapy or may
be delayed 3 to 6 days. To ensure continuous anticoaguiation, it is advisable to continue full dose heparin therapy
and that COUMADIN therapy be overlapped with heparin for 4 to 5 days, untih COUMADIN has produced the desired
therapeutic response as determined by PT/ANR. When COUMADIN has produced the desired PT/INR or prothrombin
activily, heparin may be discontinued.

COUMADIN may increase the aPTT test, even in the absence of heparin. During initial therapy with COUMADIN, the
interference with heparin anticoagufation is of minimal clinical significance.

As heparin may atfect the PT/INR, patients recelving both heparin and COUMADIN should have blood for
PT/INR determination drawn at least:

5 hours after the last IV bolus dose of heparin, or

» 4 hours after cessation of a continuous IV infusion of heparin, or

* 24 hours after the last subcutaneous heparin injection.

HOW SUPPLIED

Tablets: For oral use, single scored with one face imprinted numericatly with 1, 2, 2-1/2, 3,4, 5,6, 7-1/2 or 10
superimposed and inscribed with "COUMADIN" and with the opposite face plain, COUMADIN |s available in botties
and Hospltal Unit-Dose Blister Packages with potencies and colors as follows:

Hospital Unit-Dose

100's 1000's Blister Package of 100
1 mg pink NDC 0056-0169-70 NDC 0055-0169-90 NDC 0056-0169-75
2 mg lavender NDC 0056-0170-70 NDC 0056-0170-90 NDC 0056-0170-75
2-1/2 mg green NOC 0056-0176-70 NDC 0056-0176-90 NDC 0056-0176-75
Jmgtan NDC 0056-0188-70 NDC 0056-0188-90 NDC 0056-0188-75
4 mg blue NBC 0056-0168-70 NDC 0056-0168-90 NDC 0056-0168-75
5mg peach NBC 0056-0172-70 NOC 0056-0172-90 NDC 0056-0172-75
6mg teal NDC 0056-0189-70 NOC 0056-0189-90 NDC 0056-0189-75
7-1/2 mq yellow NDC 0056-0173-70 NDC 0056-0173-75
10 mg white NOC 0056-0174-70 NDC 0056-0174-75
{Dye Free)

Protect from light. Store at controlied room temperature (58°-86°F, 15°-30°C). Dispense in a tight, light-resistant
container as defined in the USP.

Hospital Unit-Dose Blister Packages are to be stored in carton until contents have been used.
for use only. Not recommended for intramuscular administration. Reconstitute with
2.7 mL of sterile Water for Injection to yield 2 mg/mL. Net contents 5.4 mg tyophilized powder. Maximum yield 2.5 mL.
5 mg vial {box of 6} NDC 0590-0324-35
Protect from light. Keep vial in box until used. Store at controlted room temperature (58°-86°F, 15°-30°C).
After reconstitution, store at controlted room temperature (58°-86°F, 15°-30°C) and use within 4 hours. Do not
refrigerate. Discardl any unused solution.

REFERENCES: 1. Polier, L: Laboratory Control of Anti Therapy. Seminars in T is and i
Vol. 12, No. 1, pp. 1319, 1886, 2. Hirsh, J.: is the Dose of Warfarin P ibed by American F Un-
High” Arch int Med, Vol.147, pp. 769-771, 1987. 3. Gook, D.J,, Guyatt, H.G., Laupacis, A., Sackett, D.L.:

not contain any antimicrobial preservative and, ums care must be taken 1o assure the sterility of the prepared solu-
tion. The vial is not recommended for muitiple use and unused solution should be discarded.

LABORATORY CONTROL The PT reflects the depression of vitamin K dependent Factors Vi, X and If. There are sev-
eral modifications of the one-stage PT and the physician should become familiar with the specific method used in
his lahoratory. The degree of anticoagulation indicated by any range of PTs may be altered by the type of throm-
boplastin used; the appropriate therapeutic range must be based on the experience of each laboratory. The PT
should be determined daily after the administration of the initlat dose until PT/INR results stabllize in the thera-
peurtic range. ntervals between subsequent PT/INR determinations should be basad upon the physician’s judgment
of the patient's reliability and response 1o COUMADIN in order to maintain the individual within the therapeutic
range. Acceptable intervais for PT/INR determinations ars normally within the range of ong to four weeks after a
stable dosage has been determined. To ensure adequate control, it is recommended that additional PT tests are
done when other warfasin umdncts are mtercl\a.nged with wartarin sodium tahiets, USP, as well as whenever other
arg inftiat inued, or taken irregularly (see PRECAUTIONS).

Different vary in their sensitivity to sodium warfarin-induced effects on PT.
To define the appmpﬂate therapeuuc regimen it is important to be 1amlllar wlth the sensitivity of the thrombo-
plastin reagent used in the i tory and its ionship to the | f on (IRP), a sen-
sitive thromboplastin reagent prepared from human braln.

A system of standandizing the PT in oral control was introduced by the World Health Organization in
1983. Itis based upon the deter ofan ional Ratio {INB)} which provides a common hasis
for communication of PT results and interpretations of therapeutic ranges. The INR system of reporting is based on
a fogarithmic refationship between the PT ratios of the test and reference preparation. The INR is the PT ratio that
would be ined If the paration (IRP), which has an ISt of 1.0, was used to perform
the test. Early clinical studies of oral amk:oagulants which formed the basis for recommended therapeutic ranges
of 1.5 to 2.5 times control mean normal PT, used sensitive human brain thromboptastin. When using the less sen-
sitive rabbit brain thromhoplastins commonly employed in PT assays today, adjustments must be made to the tar-
geted PT range that reflect this decrease m sensitivity.

Rules of Evidence and Chinical Recommendations on the Use of Anﬁﬂtrombotic Agems Chest ACGP Consensus
Conference en Antithrombotic Therapy. Chest, Vol. 102(Suppl), pp. 3055-3118, 1992. 4. Hirsh J., Dalen, J., Deykin,
D., Polier, L.; Oral Anticoagulams Mechanism of Action, Clinical Eff , and Optimal Rang e. Chest
ACCP ( Antith Th . Chest, Vol 102(Suppl), pp. 3125 -3268, 1992 5. Hirsh, J.,
M.D., £.C.C P: Hamilton Civie Hospitals Research CBnter, Hamilton, Ontario, Personal Communication.
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