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Oral anticoagulant
- Warfarin potassium tablets, JP -
L3
Warfarin Tablets 0.5mg
L3
Warfarin Tablets 1mg
L3
Warfarin Tablets S5mg
Prescription drug
Storage Tablets 0.5mg| Tablets Img | Tablets Smg
WARFARIN should be stored at room temperature. Approval No. 21600AMZ00224000 | 15700AMZ00805000 | 15700AMZ00806000
The bottle package of WARFARIN should be protected Date of listing in the NHI reim-
from light after opening cap. (The content of tablets may bursement pr%ce Feb 2004 Feb 1978 Feb 1978
be decreased, and the color of tablets may be changed by . .
Tight, Tn addition, & colored film is used for press-through Date of initial marketing in Japan | May 2004 May 1962 Dec 1976
packages.) Date of latest reevaluation e Aug 1980
Expiration date
WARFARIN should be used before the expiration date
indicated on the package or label.
Caution : Use only as directed by a physician.
WARNINGS 4. Patients who have had recent central nervous system

It has been reported that the effect of WARFARIN may be
enhanced to cause hemorrhage with an occasionally fatal

surgery or recent trauma.

[WARFARIN may promote hemorrhage which can be
outcome, in patients taking WARFARIN concomitantly with fatal consequences. |

capecitabine. 5. Patients with a history of hypersensitivity to WAR-
Patients taking WARFARIN concomitantly with capecit-

abine should be monitored regularly for alterations in their 6. Pregnant women or women suspected of being pregnant

FARIN or any of its ingredients.
coagulation parameters and take appropriate measures as [See “Important Precautions” and “Use during Preg-

needed.[See “Drug interactions” section.] nancy, Delivery or Lactation” section.]

7. Patients on vitamin K, (menatetrenone) preparation for

CONTRAINDICATIONS (WARFARIN is contraindi- treatment of osteoporosis.

cated in the following patients.)
1. Patients with hemorrhage (due to thrombocytopenic

[See “Drug Interactions” section]

DESCRIPTION
1. Composition
Tablets 0.5 mg:

purpura, angiopathic bleeding tendency, hemophilia/
other blood coagulation disorders, menstruation, surgery,
peptic ulcer, urinary tract hemorrhage, hemoptysis, he-

morrhage from genitals immediately after abortion,
premature birth or labor, suspected intracranial hemor-
rhage, etc.)

[WARFARIN may potentiate hemorrhage due to it's
mechanism of action, and can have fatal consequences.]

Each light yellow plain, scored tablet contains 0.5 mg of
warfarin potassium.

It also contains yellow ferric oxide, microcrystalline cel-
lulose, magnesium stearate, low substituted hydroxypro-
pylcellulose, lactose hydrate and hydroxypropylcellulose

2. Patients with hemorrhagic tendency (due to visceral tu- as inactive ingredients.
mor, gastrointestinal diverticulitis, colitis, subacute bac- Tablets 1 mg:
terial endocarditis, severe hypertension, severe diabetes Each white plain, scored tablet contains 1 mg of warfarin
mellitus, etc.) potassium.
[WARFARIN may cause injured vessels and organs to It also contains microcrystalline cellulose, magnesium
bleed in the same way as for patients with hemorrhage.] stearate, low substituted hydroxypropylcellulose, lactose
3. Patients with serious hepatic or renal function disorders hydrate and hydroxypropylcellulose as inactive ingredients.

[Since WARFARIN inhibits hepatic synthesis of vitamin
K-dependent coagulation factors, hemorrhage may oc-
cur. Delayed metabolism and excretion of WARFARIN
may also result in hemorrhage.]

Tablets S mg:

Each slightly reddish orange, plain scored tablet contains
5 mg of warfarin potassium.
It also contains FD & C Yellow No. 6 (Sunset Yellow
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FCF) aluminum lake, microcrystalline cellulose, magne-
sium stearate, low substituted hydroxypropylcellulose,
lactose hydrate and hydroxypropylcellulose.

2. Product description

Dosage
Brand form and Appearance s
. . Description
name identifica-
tion code Face Reverse | Lateral
. Light
Dlain i e |yellow,
WARFARIN ) scored
Tablets 0.5 mg Diameter Weight Thickness
€255 (mm) (mg) (mm)
7.6 144 2.8

Plain N White,
tablets @ @ E scored

WARFARIN
Tablets 1 mg Diameter Weight Thickness
€256 (mm) (mg) (mm)
8.1 190 3.1
. Slightly
g{:l‘:ts @ ) | reddish
WARFARIN orange,
Tablets 5 mg Diameter ~Weight Thickness| scored
€257 (mm) (mg) (mm)
8.6 210 3.0
INDICATIONS

Treatment and prevention of thromboembolism (venous thromb-
osis, myocardial infarction, pulmonary embolism, cerebral
embolism, slowly progressing cerebral thrombosis, etc.)

DOSAGE AND ADMINISTRATION

WARFARIN, whose dosage is selected based on blood coagu-
lation test (measurement of prothrombin time and Thrombo-
test) values, should be used with thorough hemorrhage control.
The initial dose is administered orally as a once-daily dose and
then adjusted to achieve the target therapeutic range based on
blood coagulation test values over several days and thereby
determine the maintenance dose.

There are marked individual variations in sensitivity to war-
farin and even in the same patient, varying degrees of sensitiv-
ity may be observed. Blood coagulation tests should therefore
be performed periodically, with the maintenance dose adjusted
as necessary.

In order to accelerate the anticoagulant effect, consider coad-
ministering heparin etc. with the first dose of warfarin.

The initial adult dosage is normally 1 to 5 mg of warfarin po-
tassium once daily.

Maintenance doses in pediatric use are shown below.

<12 months: 0.16 mg/kg/day

1 year old< <15 years old: 0.04 to 0.10 mg/kg/day

<Precautions>

1. The dose should be determined based on blood coagulation
tests (measurement of prothrombin time or Thrombotest),
and should be used with through coagulation control so that
no deviations from the therapeutic range occur.

2. INR (International normalized ratio) is used usually as a
notation of prothrombin time or thrombotest values besides
activity (%). When using INR for representation of the
results of above tests, it is recommended to refer the guide-
lines issued by medical society of Japan or other countries,

and to consider the patient’s age, disease, and concomitant
drugs for decision of the therapeutic range.

3. The adult maintenance dose is commonly about 1 to 5 mg
once daily.

PRECAUTIONS
1. Careful Administration (WARFARIN should be admin-
istered with care in the following patients.)

(1) Patients with hepatitis, diarrhea, malabsorption of fat,
chronic alcoholism, congestive heart failure, sepsis,
prolonged hypotension, and neonates with vitamin K
deficiency.

[The effect of WARFARIN may be enhanced.]

(2) Patients receiving vitamin K
[The effect of WARFARIN may be diminished.]

(3) Patients with malignant tumors
[Malignant tumors may enhance coagulation]

(4) Postpartum pueperants
[Such patients have a tendency to bleed and hemor-
rhage may be profuse.]

(5) Patients with hyperthyroidism or hypothyroidism
[These types of thyroid function disorder may be nor-
malized as a result of changes in pathology or therapy
being given. This may affect coagulation levels so that
the effect of WARFARIN may appear to be diminished
or potentiated.]

(6) Newborn neonates
[See ‘Important Precautions’ section and ‘Pediatric use’
section]

2. Important Precautions

(1) It has been reported that the effect of WARFARIN may
be enhanced to cause serious hemorrhage when coad-
ministered with drugs listed in precautions for coad-
ministration. In addition, care should be taken to ensure
that the effect of WARFARIN is not enhanced by the
dosage, by keeping it in an appropriate range for treat-
ment. Adequate care should also be taken to ensure that
the effect of WARFARIN is not diminished.

(2) Since the abrupt discontinuation of WARFARIN may
cause the formation of thrombi, the dose should be ta-
pered off gradually.

(3) When the anticoagulant effect of WARFARIN needs to
be reduced rapidly due to adverse reactions such as
hemmorrhage, it should be discontinued. In this case,
administration of a vitamin K preparation may be re-
quired. Serious hemorrhagic events such as cerebral
hemorrhage may occur. In the event of such hemor-
rhage, appropriate measures such as infusion of fresh
frozen plasma should be considered. Adequate precau-
tions should be taken against the recurrence of thrombi.

(4) WARFARIN is not effective in patients taking vitamin
K preparations. If treatment with WARFARIN is nec-
essary for these patients, they should not take vitamin
K preparations if there is no therapeutic intent for he-
mostasis.

(5) WARFARIN should not be administered to pregnant
women or women suspected of being pregnant.
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When WARFARIN is administered to women who may
be pregnant, the risks to patients of WARFARIN tera-
togenicity, bleeding tendency with fatal outcome for the
fetus and that of abnormal bleeding for the mother dur-
ing childbirth should be explained.

[See “Use during Pregnancy, Delivery or Lactation”
section.]

Pediatric use of WARFARIN should be supervised by a
doctor with a thorough knowledge of pediatric treat-
ment with anticoagulant agent.

Since the safety of WARFARIN in newborn neonates
has not been established, this product should only be
used in newborn neonates if the expected therapeutic

sible combinations of WARFARIN with other drugs. When
any drug is added or withdrawn during anticoagulant ther-
apy, the patient’s coagulation levels should be carefully
monitored. WARFARIN (S type optical isomer) is metabo-
lized mainly by CYP2C9.
(1) Contraindications for coadministration (WARFARIN
should not be coadministrered with the following drugs.)

Drugs Signs, Symp , and | Mechanism and Risk
Treatment Factors

Vitamin K, prep- Effect of WARFARIN is | Vitamin K antagonizes

aration for treat- diminished. If patients the action of biosyn-

ment of osteopo- must use WARFARIN, it | thetic inhibitory of vi-

rosis Menatetre- should prefer WAR- tamin K dependence

none (GLAKEY) | FARIN therapy and dis- | coagulation factors of
continue administration WARFARIN.

benefits outweigh the possible risks of treatment.

3. Drug Interactions
Drug interactions have not been investigated with all pos-

(2) Precautions for coadministration

of vitamin K, prepara-
tion for treatment of os-
teoporosis.

(WARFARIN should be administered with care when coadministered with the following drugs.)

Drug
classifi- Drugs Signs, Symptoms, and Treatment Mechanism and Risk factors
cation
Barbiturates and Thiobarbiturates The effects of WARFARIN may be diminished. These drugs induce hepatic enzymes which metabolize
Phenobarbital When these drugs are used with WARFARIN, ad- WARFARIN.
§ ministration should be carried out with careful
g monitoring for variation in blood coagulation abil-
E ity.
'f;—)- Chloral hydrate The effects of WARFARIN may be enhanced. The release of WARFARIN from plasma proteins is
é Triclofos sodium ‘When these drugs are used with WARFARIN, ad- | promoted by the active metabolite of these drugs.
T ministration should be carried out with careful
monitoring for variation in blood coagulation abil-
ity.
Carbamazepine The effects of WARFARIN may be diminished. These drugs induce hepatic enzymes which metabolize
When these drugs are used with WARFARIN, ad- ‘WARFARIN.
Primidone ministration should be carried out with careful
monitoring for variation in blood coagulation abil-
ity.
Phenytoin The effects of WARFARIN may be diminished or Since this drug induces hepatic drug-metabolizing en-
enhanced. zymes, the effect of WARFARIN is diminished.
Additionally, WARFARIN may enhance the effects | The effects of WARFARIN are enhanced by this drug
of Phenytoin. which promotes the release of WARFARIN from plasma
‘When Phenytoin is used with WARFARIN, admini- | proteins.
stration should be carried out with careful monitor- | WARFARIN enhances the effects of this drug through
2 ing for variation in blood coagulation ability, poi- inhibition of hepatic drug-metabolizing enzymes.
Z, soning symptoms due to Phenytoin, or increase in
TE:_ blood concentration of Phenytoin.
E Ethotoin The effects of WARFARIN may be enhanced. The release of WARFARIN from plasma proteins is
< Additionally, WARFARIN may enhance the effects | promoted by this drug.
of Ethotoin. WARFARIN inhibits the hepatic metabolization of this
When Ethotoin is used with WARFARIN, admini- | drug.
stration should be carried out with careful monitor-
ing for variation in blood coagulation ability, poi-
soning symptoms due to Ethotoin, or increase in
blood concentration of Ethotoin.
Sodium valproate The effects of WARFARIN may be enhanced. Hepatic biosynthesis of blood coagulation factors is at-
When this drug is used with WARFARIN, admini- | tenuated by this drug.
stration should be carried out with careful monitor- | This drug functions as a platelet aggregation inhibitor.
ing for variation in blood coagulation ability. The release of WARFARIN from plasma proteins is
promoted by this drug.
2, 2z Acetaminophen The effects of WARFARIN may be enhanced. When | The mechanism is not known.
é%g %ﬂ Celecoxib these drugs are use.d with WARFARIN’ adn'nm'stra— CYP2C9 (a hepatic enzyme which metabolizes WAR-
2 §.E 5 thI? sl.loul.d be carried out wth ca‘réful monitoring for | p ARIN) is inhibited by this drug.
< % ‘;; ‘g variation in blood coagulation ability. WARFARIN promotes gastric hemorrhage, which is an

adverse effect of this drug.
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Drug
classifi-
cation

Drugs

Signs, Symptoms, and Treatment

Mechanism and Risk factors

Antipyretic-analgesic anti-inflammatory agents

Tramadol hydrochloride

Bucolome

Meloxicam
Lornoxicam

Aspirin

Ibuprofen
Indometacin
Indometacin farnesil
Etodolac
Ketoprofen
Salicylates
Diclofenac sodium
Sulindac

Tenoxicam
Nabumetone
Naproxen
Piroxicam
Flurbiprofen
Mefenamic acid
Mofezolac
Loxoprofen sodium hydrate, etc.

The effects of WARFARIN may be enhanced. When
these drugs are used with WARFARIN, administra-
tion should be carried out with careful monitoring for
variation in blood coagulation ability.

The mechanism is not known.

CYP2C9 (a hepatic enzyme which metabolizes WAR-
FARIN) is inhibited by this drug.

CYP2C9 (a hepatic enzyme which metabolizes WAR-
FARIN) is inhibited by these drugs.

These drugs function as platelet aggregation inhibitors.
WARFARIN promotes gastric hemorrhage, which is an
adverse effect of these drugs.

The release of WARFARIN from plasma proteins is pro-
moted by these drugs.

These drugs function as platelet aggregation inhibitors.
‘WARFARIN promotes gastric hemorrhage, which is an
adverse effect of these drugs.

The release of WARFARIN from plasma proteins is pro-
moted by this drug.

Psychoneurologic agents

Trazodone hydrochloride

The effects of WARFARIN may be diminished.
When this drug is used with WARFARIN, admini-
stration should be carried out with careful monitor-
ing for variation in blood coagulation ability.

Methylphenidate hydrochloride

Tricyclic antidepressants

Anmitriptyline hydrochloride, etc.

Paroxetine hydrochloride hydrate

Fluvoxamine maleate

Monoamine oxidase inhibitor

The effects of WARFARIN may be enhanced.
When these drugs are used with WARFARIN, ad-
ministration should be carried out with careful
monitoring for variation in blood coagulation abil-
1ty.

The mechanism is not known.

These drugs inhibit hepatic enzymes which metabolize
WARFARIN.

The mechanism is not known.

This drug inhibits hepatic enzymes which metabolize
WARFARIN.

The mechanism is not known.

Amiodarone hydrochloride

The effects of WARFARIN may be enhanced.

CYP2C9 (a hepatic enzyme which metabolizes WAR-

8 When this drug is used with WARFARIN, admini- | FARIN) is inhibited by these drugs.
g stration should be carried out with careful monitor- | Hyperthyroidism, occurring as an adverse effect of this
E» ing for variation in blood coagulation ability. drug, enhances the effects of WRAFARIN.
g Propafenone hydrochloride This drug inhibits hepatic enzymes which metabolize
& WARFARIN.
Quinidine sulfate The mechanism is not known.
Cholestyramine The effects of WARFARIN may be diminished. Gastrointestinal absorption of WARFARIN is inhibited
When this drug is used with WARFARIN, admini- | by binding with this drug in the intestine.
stration should be carried out with careful monitor- | Enterohepatic circulation of WARFARIN is inhibited by
ing for variation in blood coagulation ability. this drug.
Simvastatin The effects of WARFARIN may be enhanced. The mechanism is not known.
4 Fluvastatin sodium When these drugs are used with WARFARIN, ad-
g Rosuvastatin calcium ministration should be carried out with careful
g o o . .
b= Bezafibrate momtormg for variation in blood coagulation abil- This drug enhances affinity for the site of action of
g 2 ity. WARFARIN.
:.E Clinofibrate The mechanism is not known.
= | Clofibrate
Fenofibrate, etc.
Dextran Sulfate Sodium This drug possesses an anti-coagulation (anti-thrombin)
function.
é Omeprazole The effects of WARFARIN may be enhanced. This drug inhibits hepatic enzymes which metabolize
2. When these drugs are used with WARFARIN, ad- ‘WARFARIN.
= O P . . .
& % Cimetidine mmlAstraAtlon shoul(?l b? cgrrled out with carAeful . CYP1A2, CYP2C9, and CYP3A (hepatic enzymes
% fnonltormg for variation in blood coagulation abil- which metabolize WARFARIN) are inhibited by this
E ity. drug.
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Drug
classifi- Drugs Signs, Symptoms, and Treatment Mechanism and Risk factors
cation
-8 Aprepitant The effects of WARFARIN may be diminished. CYP2C9 (hepatic enzymes which metabolizes WAR-
g When this drug is used with WARFARIN, admini- | FARIN) is induced by this drug.
% stration should be carried out with careful monitor-
< ing for variation in blood coagulation ability.
Adrenocortical steroids The effects of WARFARIN may be diminished or | This kind of drug diminishes the effects of WARFARIN
Prednisolone, etc. enhanced. When these drugs are used with WAR- by enhancing the blood coagulation function.
FARIN, administration should be carried out with WARFARIN promotes gastric hemorrhage, which is an
careful monitoring for variation in blood coagula- | adverse effect of these drugs.
tion ability.
Thyroid preparations Since this kind of drug relieves the thyroid function | This kind of drug promotes the catabolism of vitamin
Levothyroxine sodium hydrate, etc. disorders due to hypothyroidism, a decrease of blood | K-dependent blood coagulation factors.
coagulation ability may occur in patients as if the
effects of WARFARIN had been enhanced.
When this kind of drug is used with WARFARIN,
administration should be carried out with careful
monitoring for variation in blood coagulation ability.
Antithyroid preparations The effects of WARFARIN may be enhanced. Hypoprothrombinemia, a side effect of this kind of drug,
Thiamazole, etc. promotes bleeding tendency.
Since this kind of drugs relieves thyroid function Hypersynthesis and hypermetabolism of blood coagula-
- disorders due to hyperthyroidism of blood coagula- | tion factors due to promotion of thyroid function may
% tion ability may be enhanced in patients as if the enhance the effects of WARFARIN. When thyroid func-
g effects of WARFARIN had been diminished. tion is recoverd by this kind of drugs, the effects of
§ When this kind of drug is used with WARFARIN, | WARFARIN, which were previously enhanced, are di-
administration should be carried out with careful minished.
monitoring for variation in blood coagulation abil-
ity depending on the pathological condition.
Glucagon The effects of WARFARIN may be enhanced. The mechanism is not known.
Protein anabolic steroids When these drugs are used with WARFARIN, ad-
Nandrolone Decanoate, etc. ministration should be carried out with careful
monitoring for variation in blood coagulation abil-
Danazol ity. This drug enhances affinity for the site of action of
WARFARIN.
This drug promotes the catabolism of vitamin
K-dependent blood coagulation factors.
It has been reported that this drug enhances blood co-
agulation ability.
Androgen Either the inhibition of the synthesis of vitamin
Methyltestosterone, etc. K-dependent blood coagulation factors or the degrada-
tion of these factors is promoted by this kind of drugs.
= Tribenoside The effects of WARFARIN may be enhanced. The mechanism is not known.
D '@ » | Tribenoside/Lidocaine When these drugs are used with WARFARIN, ad-
£ES ministration should be carried out with careful
<ge
E, © monitoring for variation in blood coagulation abil-
ity.
Vitamin K and | Phytonadione The effects of WARFARIN are diminished. When | Vitamin K antagonizes the effects of WARFARIN which
% vitamin K (Vitamin K) these drugs are used with WARFARIN, administra- | inhibits the synthesis of vitamin K-dependent coagula-
§ preparations Menatetrenone tion should be carried out with careful monitoring | tion factors.
% (Vitamin K) for variation in blood coagulation ability.
-
; Enteral nutrients
g Multivitamin preparations
= for intravenous

Antithorombotic Agents

Heparin sodium
Heparin calcium

These drugs and WARFARIN enhance the an-
ti-coagulation effect and bleeding tendency inter-

Low-molecular-weight heparin
Dalteparin sodium, etc.
Heparinoid
Danaparoid sodium

dependently. When these drugs are used with
WARFARIN, administration should be carried out
with careful monitoring and adjustment of the doses
of these drugs.

Factor Xa inhibiter
Fandaparinux sodium
Edoxaban tosilate hydrate

Anticoagulants

Anti thrombin agents
Argatropan hydrate
Dabigatran etexilate methanesulfonate

This drug inhibits the action of blood coagulation fac-
tors.

This drug inhibits the action of a blood coagulation fac-
tor (factor Xa).

This drug inhibits the action of a blood coagulation fac-
tor (factor Xa).

This drug inhibits the action of a blood coagulation fac-
tor (thrombin).

Antithorom-
botic Agents

Aspirin

Antiplatelet ag-
gregation agents

The effects of WARFARIN may be enhanced.
When this drug is used with WARFARIN, admini-
stration should be carried out with careful monitor-
ing for variation in blood coagulation ability.

This drug inhibits platelet coagulation.

WARFARIN promotes gastric hemorrhage, which is an
adverse effect of this drug.

The release of WARFARIN from plasma proteins is

promoted by this drug.




6 Eisai Co., Ltd.
Drug
classifi- Drugs Signs, Symptoms, and Treatment Mechanism and Risk factors
cation

Antithorombotic Agents

Ethyl icosapentate

Ozagrel sodium
Clopidogrel sulfate
Sarpogrelate Hydrochloride
Cilostazol

Ticlopidine hydrochloride
Beraprost sodium
Limaprost alfadex, etc.

Antiplatelet aggrega-
tion agents

Urokinase
Alteplase
Monteplase, etc.

Thrombolytic
agents

Dried concentrated human active protein C

Thrombomodilin alfa

These drugs and WARFARIN enhance bleeding
tendency interdependently. When these drugs are
used with WARFARIN, administration should be
carried out with careful monitoring and adjustment
of the doses of these drugs.

These drugs inhibit the platelet coagulation reaction.

These drugs dissolve fibrin.

This drug inhibits the action of a blood coagulation fac-
tor (thrombin).

This drug inhibits thrombin synthesis via promotion of
protein C activity.

Batroxobin This drug dissolves a blood coagulation factor (fibrinogen).
" Allopurinol The effects of WARFARIN may be enhanced. When | This drug inhibits hepatic enzymes which metabolize
% these drugs are used with WARFARIN, administra- WARFARIN.
& . . . .
g Probenecid m“? sl.loulAd be carried out meh Ca.r?ﬁll monitoring for Since this drug inhibits renal tubule secretion, urinary
g2 variation in blood coagulation ability. excretion of WARFARIN is decreased.
E Benzbromarone CYP2C9 (hepatic enzymes which metabolize WAR-
FARIN) is inhibited by this drug.
2 Pronase The effects of WARFARIN may be enhanced. When | These drugs dissolve fibrin.
i Bromelain these drugs are used with WARFARIN, administra-
B tion should be carried out with careful monitoring for
= variation in blood coagulation ability.
] Sulfonylurea antidiabetic agents The effects of WARFARIN may be enhanced. Since these drugs inhibit hepatic drug-metabolizing en-
§u Glibenclamide WARFARIN enhances the hypoglycemic effects of zyme, the effect of WARFARIN is enhanced.
; Glimepiride these drugs, and it may cause hypoglycemic symptoms. | WARFARIN inhibits hepatic metabolism of these drugs
‘_ag Chlorpropamide When these drugs are used with WARFARIN, ad- and enhance the effects of them.
»,g Tolbutamide, etc. ministration should be carried out with careful
= monitoring for excessive effects due to these drugs
< and variation in blood coagulation ability.
” Auranofin It has been reported that WARFARIN enhanced the | The mechanism is not known.
E acute toxicity of this drug in an animal study.
& Therefore, the coadministration of Auranofin and
‘% WARFARIN should be carried out with caution.
% Leflunomide The effects of WARFARIN may be enhanced. CYP2C9 (hepatic enzymes which metabolize WAR-
= When this drug is used with WARFARIN, admini- | FARIN) is inhibited by an active metabolite of this drug.
é stration should be carried out with careful monitor-
ing for variation in blood coagulation ability.
Azathioprine The effects of WARFARIN may be diminished. These drugs induce hepatic enzymes which metabolize
Aercaptopurine When these drugs are used with WARFARIN, ad- | WARFARIN.
ministration should be carried out with careful
monitoring for variation in blood coagulation abil- | Mechanism for enhancement of WARFARIN’s effects is
ity. In addition, it has also been reported that these | not known.
£ drugs enhance the effects of WARFARIN.
Q
%ﬂ Tamoxifen citrate The effects of WARFARIN may be enhanced. When | These drugs inhibit hepatic enzymes which metabolize
g Toremifene citrate these drugs are used with WARFARIN, administra- WARFARIN.
g Gefitinib tior? sl}ou{d be carried out v'vith cgre'zful monitoring for The mechanism is not known.
j: variation in blood coagulation ability.
Erlotinib hydrochloride Increase in INR and gastrointestinal hemorrhage
have been reported when this drug is used with
WARFARIN. Administration should be carried
out with careful monitoring for variation in blood
coagulation ability.
Flutamide The effects of WARFARIN may be enhanced. When | The mechanism is not known.
‘a":) Fluorouracils and Capecitabine these drugs are use‘d with WARF ARIN, admlnlétra' CYP2C9 (hepatic enzymes which metabolize WAR-
2 | their combinations “0‘? Shoum be carried out meh Ca.r‘?ﬁ]l monitoring for FARIN) is inhibited by this drug.
5 variation in blood coagulation ability.
g Fluorouracil The mechanism is not known.
g Tegafur, etc.
i
< Imatinib mesilate

CYP2C9 (hepatic enzymes which metabolize WAR-
FARIN) is inhibited by this drug.
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Drug
classifi- Drugs Signs, Symptoms, and Treatment Mechanism and Risk factors
cation
Zafirlukast The effects of WARFARIN may be enhanced. When | CYP2C9 (hepatic enzymes which metabolize WAR-
g these drugs are used with WARFARIN, administra- FARIN) is inhibited by this drug.
5] . . . .
50 Tranilast tion should be carried out with careful monitoring for The mechanism is not known.
Q2 variation in blood coagulation ability.
on
E Ozagrel hydrochloride hydrate This drug and WARFARIN enhance bleeding ten- | This drug inhibits platelet coagulation.
‘E dency interdependently. When this drug is used
< with WARFARIN, administration should be carried
out with careful monitoring.
Aminoglycosides The effects of WARFARIN may be enhanced. Vitamin K production is suppressed by bactericidal ef-
Chloramphenicols When these drugs are used with WARFARIN, ad- fects of these drugs on enterobacteria.
ministration should be carried out with careful
Cephems monitoring for variation in blood coagulation abil-
8 Tetracyclines ity.
2 | Penicillins
& ., | Erythromycin These drugs inhibit hepatic enzymes which metabolize
< | Clarithromycin WARFARIN.
S | Roxithromycin
Q
§ Azithromycin The mechanism is not known.
Telithromycin, etc.

Antituberculosis agents

Rifampicin The effects of WARFARIN may be diminished. This drug induces hepatic enzymes which metabolize
When this drug is used with WARFARIN, admini- | WARFARIN.
stration should be carried out with careful monitor-
ing for variation in blood coagulation ability.

Aminosalicylic Acids The effects of WARFARIN may be enhanced. When | The mechanism is not known.

Calcium paraaminosalicylate hydrate, etc.

these drugs are used with WARFARIN, administra-
tion should be carried out with careful monitoring for

Ritonavir
Lopinavir/ Ritonavir

The effects of WARFARIN may be modified. When
these drugs are used with WARFARIN, administra-
tion should be carried out with careful monitoring
for variation in blood coagulation ability.

Isoniazid o " o This drug inhibits hepatic enzymes which metabolize
variation in blood coagulation ability. WARFARIN.
£ | Nalidixic acid The effects of WARFARIN may be enhanced. The release of WARFARIN from plasma proteins is
" 2 Ef) When these drugs are used with WARFARIN, ad- promoted by this drug.
] = S . .
= _g E | ofloxacin m1n1'stra't10n shoulﬁi b'e caﬁled out with car'eful ' The mechanism is not known.
§_ g § Ciprofloxacine momtormg for variation in blood coagulation abil-
;_:5 O-g Norfloxacin 1y
g 5 | Levofloxacin hydrate, etc.
é Sulfa drugs and their combinations These drugs inhibit hepatic enzymes which metabolize
Sulfamethoxazole/Trimethoprim WARFARIN.
Salazosulfapyridine, etc.
Griseofulvin The effects of WARFARIN may be diminished. This drug induces hepatic enzymes which metabolize
When this drug is used with WARFARIN, admini- | WARFARIN.
£ stration should be carried out with careful monitor-
%ﬂ ing for variation in blood coagulation ability.
gn Tgﬂ Itraconazole The effects of WARFARIN may be enhanced. When | These drugs inhibit hepatic enzymes which metabolize
= E @ Fluconazole these drugs are used with WARFARIN, administra- WARFARIN.
E "c% ?o Voriconazole tion should be carried out with careful monitoring for
© = | Miconazole, etc. variation in blood coagulation ability.
Q
<
Nevirapine The effects of WARFARIN may be modified. When | CYP3A (hepatic enzymes which metabolize WAR-
this drug is used with WARFARIN, administration | FARIN) is affected by this drug.
should be carried out with careful monitoring for
variation in blood coagulation ability.
) Saquinavir The effects of WARFARIN may be enhanced. These drugs inhibit hepatic enzymes which metabolize
S Saquinavir mesilate When these drugs are used with WARFARIN, ad- WARFARIN.
Z Delavirdine Mesilate ministration should be carried out with careful
i Fosamprenavir calcium hydrate monitoring for variation in blood coagulation abil-
=) .
< Atazanavir sulfate 1y The mechanism is not known.

Antiprotozoal
agents

Quinine Hydrochloride hydrate

Metronidazole

The effects of WARFARIN may be enhanced. When
these drugs are used with WARFARIN, administra-
tion should be carried out with careful monitoring for
variation in blood coagulation ability.

This drug inhibits hepatic synthesis of blood coagulation
factors.

This drug inhibits hepatic enzymes which metabolize
WARFARIN.
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Drug
classifi- Drugs Signs, Symptoms, and Treatment Mechanism and Risk factors
cation

Bosentan hydrate

NATTO-KIN (Bacillus subtilis natto)-con-

The effects of WARFARIN may be diminished.
When this drug is used with WARFARIN, admini-
stration should be carried out with careful monitor-

CYP2C9, CYP3A4 (hepatic enzymes which metabolize
WARFARIN) are induced by this drug.

It has been reported that NATTO diminishes the antico-

Chlorella
AOJIRU (Green juice: a
kind of vegetable drink)

vitamin K

ished by these foods, should be told that they must
not take them.

Other foods containing
vitamin K

Since the effects of WARFARIN may be diminished
if patients eat large amounts of such foods rapidly,
patients should be thoroughly in formed of this risk.

é taining formulation ing for variation in blood coagulation ability. agulant effect of WARFARIN.
S} Interferon The effects of WARFARIN may be enhanced. When | These drugs inhibit hepatic metabolism of WARFARIN.
Disulfiram these drugs are used with WARFARIN, administra-
- tion should be carried out with careful monitoring for —
Ipriflavone variation in blood coagulation ability. The mechanism is not known.
Alcohol Special care is needed when drinking alcohol and Induction of WARFARIN drug-metabolizing enzymes
taking WARFARIN because the effects of WAR- due to regular alcohol-consumption diminishes the effect
FARIN may be diminished or enhanced. of this product.
Hepatic hypoactivity attributed to alcohol-consumption
enhances the effects of WARFARIN.
" Foods containing Hypericum perforatum The effects of WARFARIN may be diminished. When | CYP2C9, CYP3A (hepatic enzymes which metabolize
8 (St. John’s Wort) this kind of foods is taken with WARFARIN, admini- | WARFARIN) are induced by this kind of foods.
_Dc stration should be carried out with careful monitoring
g for variation in blood coagulation ability.
=
é Foods containing | NATTO (Fermented soybeans) | Since the effects of WARFARIN may be dimin- Vitamin K in these foods antagonizes WARFARIN’s vi-

tamin K dependent inhibitory action on the synthesis of
blood coagulation factors.

4. Adverse Reactions (incidence unknown)

Note) In the event of such symptoms, treatment should

(1) Clinically significant adverse reactions

1) Hemorrhage
Hemorrhage from internal organs (cerebral hemor-
rhage, etc.), mucosal or subcutaneous hemorrhage,
etc. may occur. In the event of such hemorrhage, ap-
propriate measures such as reduction in dosage, tem-
porary discontinuation of the medication, administra-
tion of vitamin K preparations or infusion of fresh
frozen plasma, should be taken. It is advisable to
perform blood coagulation tests (Thrombotest, etc.)
at the same time.

2) Skin Necrosis
Transient hypercoagulability may occur due to a rap-
id decrease in protein C activity at first stage of ad-
ministration. This may give rise to microthrombi,
which may lead to skin necrosis. It is advisable to
determine protein C activity prior to the administra-
tion of WARFARIN.

3) Hepatic function disorders and jaundice
Hepatic function disorders or jaundice with elevation
of AST(GOT), ALT(GPT) AI-P or other symptoms
may occur. Patients should be carefully monitored,
and if such abnormalities are observed, appropriate
measures, such as decreasing the dose or temporary
discontinuation of the medication, should be taken.

(2) Other adverse reactions

Incidence unknown

note)

Hypersensitivity Rash, pruritus, erythema, urticaria, derma-

titis and fever
Elevation of AST (GOT) and ALT (GPT)

Nausea/vomiting, and diarrhea

Hepatic

Gastrointestinal

Dermatologic
Other

Alopecia
Antithyroid effect

5.

be discontinued.

Use in the Elderly

Since WARFARIN has a high binding rate to plasma albu-
min (see “Pharmacokinetics” section.), the plasma concen-
tration of free drug may become elevated in the elderly
who often have low levels of plasma albumin. WARFARIN
should be administered with care regarding the dosage used
in the elderly.

Use during Pregnancy, Delivery or Lactation

(1) WARFARIN should not be administered to pregnant
women or women suspected of being pregnant.
[WARFARIN is known to cross the placenta and it has
been reported that puncrate and other types of achon-
droplasia nervous system abnormalities and bleeding
tendency with fatal outcome for fetuses and abnormal
bleeding for the mother at childbirth may occur.]

(2) Nursing mothers should discontinue breast feeding
during treatment.
[Since WARFARIN is excreted in breast milk, inadver-
tent hemorrhage may occur in neonates.]

Pediatric Use
The safety in newborn neonates has not been established
(insufficient clinical experience).

Overdosage

Intravenous vitamin K preparations are effective for hem-
orrhage due to an overdosage of WARFARIN. Such hem-
orrhage generally abates within several hours of adminis-
tering a vitamin K preparation. b
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9. Precautions concerning Use

Caution in handing over drug

For drugs that are dispensed in a press-through package
(PTP), instruct the patient to remove the drug from the
package prior to use. [It has been reported that, if the PTP
sheet is swallowed, the sharp corners of the sheet may
puncture the esophageal mucosa, causing perforation and
resulting in serious complications such as mediastinitis. |

Precautions for patients
1.

Advice to patients

If necessary, patients should be given the following advice

in addition to the precautions given in this package insert.

(1) To always take WARFARIN as directed. (Include di-
rections on what to do in the event of missed dosing.)

(2) To consult a doctor regularly and have blood coagula-
tion tests (Thrombotest etc.) without fail.

(3) To always consult a doctor prior to surgery or tooth extraction.

(4) To refrain from activities that may cause injury.

(5) It is advisable to refrain from eating natto (fermented
soybeans), chlorella food products and AOJIRU (green
juice), as they diminish the anticoagulant effect of
WARFARIN. 294

When undergoing procedures at other hospitals or depart-

ments, the patient should inform the doctor, dentist or

pharmacist that they are under treatment with WARFARIN.

Patient medication information and anticoagulant therapy

booklets have been prepared for WARFARIN. Patients may

obtain this material free of charge.

PHARMACOKINETICS
1.

Plasma warfarin potassium concentration

Blood concentration
When WARFARIN was administrated orally to healthy
adult male volunteers (no indicate CYP2C9*1/*3 and
CYP2C9*3/*3 genotype) at a single doses of 0.5mg, 1mg
and 5mg, the peak plasma concentrations (C,y) were
reached 0.5 hr after administration, and the elimination
half-life was 55 to 133 hr.
(ng/mL)

800 - A 0.5mg (n=24)
—o— ! Img (n=22)
-8 0 5mg (n=24)

600

400 |- f@

Plasma warfarin potassium concentration

200
ke I e 3
0 24 48 72 0 e i
Time -
(Mean+S.D.)

Time course of mean plasma concentration after
single oral administration of warfarin potassium

Pharmacokinetic parameters after single oral
administration of warfarin potassium

Dose Crnax max AUC.144 tip
Cases
(mg) (ng/mL) (hr) (ng-hr/mL) | (hr)
0.50
0.5 24 69+17 (0.252.00) 17344321 | 133442
0.50
1 22 135432 (0.25-1.00) 34424570 | 95+27
5 24 | 685+173 0.50 2166943851 | 55+12
(0.25-4.00)

MeantS.D., tmax : median value (minimum value — maximal value)

2. Absorption, distribution, metabolism and excretion
(Data from outside Japan)
Warfarin is well absorbed from the upper gastrointestinal
tract in humans after oral administration and 97% of the
drug in blood is bound to plasma protein (albumin). ©
The urinary excretion of unchanged drug accounts for very
little of the administered dose, and the main metabolites are
warfarin alcohol produced through acetonyl group reduc-
tion and 6- or 7-hydroxy warfarin. "%
The main subfamily of hepatic drug metabolizing enzymes
involved in the metabolism of warfarin is CYP2C9 (S type
optical isomer). And it has been reported that CYP1A2 and
CYP3A4 (R type optical isomer) are also involved.

CLINICAL STUDIES

Clinical efficacy

(1) Venous thrombosis
WARFARIN was effective in improving vision in patients
with retinal venous thrombosis. '*
(Data from outside Japan)
It was also effective in relieving the symptoms of throm-
bophlebitis, myocardial infarction, coronary failure and
pulmonary infarction. '"

(2) Coronary occlusion in myocardial infarction
(Data from outside Japan)
A clinical trial was conducted on 92 inpatients with acute
myocardial infarction to evaluate the prophylactic effect of
warfarin on post-myocardial infarcted thrombosis of the
fibular vein. In the treated group, in which the Thrombotest
value was maintained at 5-15%, venous thrombosis was
detected in 3 patients (6.5%) while in the untreated group,
10 patients (22%) were found to have venous thrombosis.
The antithrombotic efficacy rate of treated group was sig-
nificantly higher than in the untreated group (p<0.05). '»
Also, the following recent randomized clinical trial on
long-term anticoagulant therapy has been reported.
In 1,214 patients with myocardial infarction, in the war-
farin group total mortality rate decreased by 24% (p=
0.027), the recurrent rate decreasing by 34% (p= 0.0007)
and the incidence rate of cerebrovascular disorders by 55%
(p=0.0015) when compared with the placebo group. '*

(3) Prophylaxis of systemic embolism, including cerebral em-
bolism etc., in non-valvular atrial fibrillation
(Data from outside Japan)
In five large scale randomized clinical trials, the annual in-
cidence rates of embolism in the placebo group were 3.0 -
7.4%, while they were 0.4 - 2.5% for the warfarin group
and decreased by 42 - 86% when compared with the pla-
cebo group. ¥
The annual incidence rates of cerebral infarction and sys-
temic embolism were compared for a low dose warfarin
plus antiplatelet drug combination dose group and a war-
farin ordinary dose group. The annual incidence rates were
7.9% for the combination dose group and 1.9% for the
warfarin ordinary dose group. '

(4) Anticoagulant therapy for post-valve replacement throm-
boembolism
It has been reported that the annual incidence rate of post-
valve replacement thromboembolism in a clinical trial over
1,000 subjects receiving warfarin therapy was 1.4%. 2*
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PHARMACOLOGY

1. Anticoagulant action
The prothrombin time was prolonged by 6 to 18 hrs when
warfarin potassium was administered orally to rabbits at a
dose of 2 mg/kg. 2V

2. Antithrombotic action
The carotid arteries of rabbits were ligated to induce the
formation of thrombi. Warfarin was administered to these
rabbits at doses of 13 to 20 mg/kg/week for 14 to 30 days
to evaluate its antithrombotic effect. The weight of thrombi
was reduced significantly in the rabbits in which prothrom-
bin activity was depressed to below 15%. 2

3. Mechanism of action
Warfarin exhibits anticoagulant and antithrombotic effects
by antagonizing the action of vitamin K and inhibiting the
biosynthesis of vitamin K-dependent coagulation factors
(prothrombin, VII, IX and X) in the liver.
PIVKA (Protein induced by Vitamin K absence or antago-
nist: prothrombin precursor) released into blood after the
administration of warfarin exhibits anticoagulant and anti-
thrombotic effects. >

PHYSICOCHEMISTRY
Nonproprietary name: Warfarin Potassium (JAN)
Warfarin (INN)

Chemical name:
Monopotassium (/RS)-2-0x0-3-(3-oxo-1-phenylbutyl)
chromen-4-olate

Molecular formula: C;oH;sKO,

Molecular weight: 346.42

Structural formula:

And enantiomer

Description:
Warfarin potassium occurs as a white, crystalline powder.
It is very soluble in water and freely soluble in ethanol
(95). It dissolves in sodium hydroxide. The pH of an
aqueous solution (1 in 100) is 7.2 to 8.3. It is turned light
yellow by light. An aqueous solution (1 in 10) shows no
optical rotation.

PRECAUTIONS FOR HANDLING
A bister or tango splotch may appear on WARFARIN tablets
0.5 mg and 5 mg tablets due to the dye contained in them.

PACKAGING
Warfarin Potassium Tablets, JP
WARFARIN Tablets 0.5mg:
Boxes of 100 and 1,000 in press-through packages, and
bottles of 100 and 500

WARFARIN Tablets 1 mg:
Boxes of 100 and 1,000 in press-through packages, and
bottles of 100 and 500

WARFARIN Tablets 5 mg:
Bottles of 100
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