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>3.5 0.0,25 b4 o . .
| A% A%E, D R § ¢ Av
2.0-3.0 25,0.25 . . -
=2 L 2% Fsise [oz2so %CCAaE ©°ooaBawypye |A°
>4.0 0,0,25

) °bi




doys INR Start 10 Starts ]
F— o ——— o my s ™y
/‘/- 7 5810 mg s oy
Flexible Initiation - :
Dosing Protocol o 2eams e
for Warfarin 20 osem osame
Dosing, Including  « == = == S
10- and 5-mg SOl ===
Starting Dose =¥ R
Options e B o
Wéwz OGwu%t Uy %ES$ OGwu%t 6E6vyv %Y %iv) A
CaC WE, YL wz , LYWz AV hP ERNRWA Y Y5 J4ah + Vel s,
) ¢ £ACY ¢ °z O WRCWE w BwAg CEW YL |AL
¢ AC ¢ yBm éOW° 3] (Kigeway evickedap Gv %z (Gwih ¢ %9 é
i Al AzINRLGW@E LARABEEAT ¢ ¢ bv U Eguidelind B2t C A {|A o
R YR AE L (@ EWER #AE CpbPéE |t AdfableC v A
1%i U0é v¥% Uc¥%w a OGvAE IOR ACHV v ! %A%E Ca
)T AE E&éw~ °¢&wz “BwWlOmI Yuay .
FACtOrSHhat- e asesen S I ENATEES™
al Warsrin Ai 1%vt 1 A«y Ceapo
® Age olderthan 75 years ® Malignancy u)éovp a I[Eé HIZQ %ﬁi@%@ﬁ W
® Clinical congestive heart ® Malnutrition
failure 5 5 i ; A 3 ~
@ Clinical hyperthyroidism : Postoperatr\estat'us CheSt gL“deIIB AW A v /az y 0
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* INR monitoring be started after the initial two or three . , e . s m
doses of oral anticoagulation therapy (Grade2C). PT dn [Ey vwC yA zUeviA

* For patients who are receiving a stable dose of oral ) ¢ /CEC y
anticoagulants, we suggest monitoring at an interval of
no longer than every 4 weeks (Grade2C). _

+ ISI = International sensitivity index of thromboplastin gﬁldellne (’ v C £ E U «
Y%l  BLwliCz ¥%Av. WEREV WUy ME O8I @RCY wi| °
Yowz /i &3 Atabfe&%wli Cz ¢ v R y)vi ABv zi0 Ay v ¢y %
E3%0cr %CCAE %a wit 0&e « &wwivGz i WR 0iyj¥EC
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Yopi voeC~ Advaiwa %t gweOE Y wWEATLAWEY Sz Al
Patient Characteristic Duration of Therapy
Firstepisode ofvenous thromboembalism (VTE)secondaryto atransient reversible)risk  Atleastamonths
factor
Firstepisode of VTE andcancer & maonths (indefinite therapy or until cancer
is resolved should be considered)
Firstepisode ofidiopathic VTE with orwithout a documented hypercoagulable abnormality  Atleastf-12 months (ndefinite therapy
may be considered)
Firstepisode of VTE with documented antiphosphalipid antibodies ortwo ormore 12 months to indefinite
thrombophilic abnormalities
Firstepisode ofVTE with documented deficiency of antithrombin, protein C, protein 3, factor -~ 6-12 months; indefinite foridiopathic
V Leiden or prothrombin 20210 gene mutation, homocystinemia, elevated factor Vil thrombosis
Second episode o recurrentVTE Indefinite
yv C¢v¥%z C¢¥%Aoiwad 1 EE% ®Ca y AdvEVE %O
vyt EGWWZECZwEaAcEGgWEC2BwWU 1 EA~ Ai| C
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® The most common and best documented alleles, LA« y | LAl Yol Al (
designated 2C9*2 or 2C9™*3 are associated withan oA N ;o
impaired ability to metabolize S-warfarin, resulting in ¢Av ul uu | 2w Cz :
afl u;cr'eased S:warfarm elimination half-life (reduced : © 5 ) ° Ewz 0 (| i é
warfarin requirements )

* Mutations on VKORC1 with different frequencies in R4 wu Vv ¢ay¥w EC|~
various ethnic populationsare likely to cause ~ . . _
hereditary warfarin resistance in some individuals ¢l v A y ¥a Az A « AIE
and difference in warfarin doses required to maintain _ . . . . .
atherapeutic INR. i 2A AbPOowOu u ) 1 v

® Anotherrare mutation that affects the < P . S < ..
pharmacodynamics of warfarin is in the factor [X Al °cEecd K %o w AU u
propeptide. Probably increase the risk of bleeding . ¢ Aguléellne Az Ly 1y EA:
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Devil’s claw is a plant native to southern Africa found growingin the u J u
Kalahari Desert, Namibia, the island of Madagascar and few other

locations.

Devil’s claw has been used as a tonic to relieve arthritis, rheumatism,
reduce fever, ease sore muscles, and to reduce cholesterol. Asan
ointment used for sores, boils and ulcers.




Foods/herbs decreasing the effects of warfarin i v¥%8v Eawi Az 3|
Ginseng (procoagulant effects) b s S 50 )'/CA‘JE Uy Lwa ¥
St. John’s Wort (enzyme inducer) b J°- ul::v?l‘:
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Warfarin interferes with the hepatic synthesis of vitamin
K-dependent clotting factors 50¢ Yw é o\

N (| Inactive proteinis
Vitamin K = REOLS:

( el as Factors II, VI, IX, X . A . ) |
s %< ) Proteins C,S,and Z 1/2WA U e ¢ ?/m 22 Vg /E(fy%w\‘
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I Vitamin K
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Vitamin K
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Foods with medium amount of vitamin K

Asparagus
Avocado
Broccoli
Cabbage

Canola oil
Celery
Coriander
Cucumber peels
Escarole

Green Tea (Chinese tea): large quantities

Lettuce
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Nuts and Vit. K

* Nuts have a low to medium amount of vitamin K.

Food Serving m Vit K (in mcg)

Almonds (a%)
Cashews (g alak)
Hazelnuts (3£)
Peanuts (=] alik)
Pecans (2 592 £)
Pistachios (4}

Walnuts (s25)

1cup
1cup
1cup
1cup
1 cup
1cup
1cup

Less than 1
45

16

Less than 1
3

17
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Grain Products/Legumes and Vit. K Cot Eu MwuAuY AQy
* Bread and grain products such as oatmeal, rice, and legumes, like AN N A0 A AN
beans and lentils, are low in vitamin K. j/Kl u C uwagac y %C 1 we
EEErES T IO | 1 e v Yo Gy 0 G
Bagel (plain) 1 each 1
Beans [black) 1 cup 3 ) ¢ A vV é. (o] Y y \I é 1/21
Beans (white) 1 cup 6
Bread (assorted) 1 slice Lessthan 1
Flour (white) 1 cup Lessthan 1
Flour (whole wheat) 1 cup 2
Lentils (cooked) 1 cup 3
Oatmeal 1 cup 1
Pasta 1 cup Lessthan 1
Rice (brown) 1 cup 1
Rice (white) 1 cup Lessthan 1
Rice (wild) 1cup Lessthan 1
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Alcohol Inhibits CytP450 metabolism of warfarin , _ , " R
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+ Small amounts(1-2 standard drinks)of alcohol is ; _ R N 3 ,
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Table 2—Drug, Food, and Dietary Supplement Interactions With Warfarin by Level of Supporting Evidence and Direction of Interaction (Section 1.1.2)*
Analgesics,
Level of Antttnflammatortes,
Causation Antitnfecttves Cardtovascular and Immumologics CNS Drugs CI Drugs and Food  Herbal Supplements Other Drugs
Potenttation
Highly Ctprofloxacin Amtodarone Phenylbutazono Aleohol (tf concomttant - Ctmettdine Boldo-funugreck Anaboltc steroids
probable  Cotrimoxazole Clofibrate Plrodcam liver disease) Fish ol Quilinggao Ztleuton
Erythromyctn Diltazem Cttaloprum Mango
Fluconazole Fenofibrate Entacapone Omeprazole
Tsontazd Propafenone Sertraline
Metromdazole Proprunolol
Miconazole Oral Gel Sultinpyrazone
Miconazole Vag Supp (biphastc with later
Vortconazole nhibition)
Probable Amoxetlin/clavulanate Aspirin Acetaminophen Disulfiram Crapefrutt Danshen Fluorouractl
Azthromyctn Fluvastattn Aspirin Chioral hydrate Don quat Cemcttabine
Clartthromyctn Quinidine Celecodb Fluvoxamine Lyctum Barbarum | Levamtsole/fluorouract]
Itraconazole Ropintrole Dextropropoxphene  Phenytotn {btphasic PC-SPES Pacltaxel
Levolloxactn Strnvastatin Interferon with luter nhthttion) Tamodfen
Rtonavir Tramadol Tolterodie
Tetracyclne
Possihle Amoxctliin Amfodarone-induced  Celecab Felbamate Oritstat Danshen/methyl Acarbose
Amodetliin/traneramic toxeosts Indomethactn salfcylates Cyclophosphamtde/
rinse Disopyramide Lefunomtde methotrexate/
Chloramphenteol Gemithrozl Pr(?)oxplwno fluorouract]
Cattfloxactn Metolazone Rofecodb Curbtetn Danazol
Miconazole Sultndac tfosphamitde
Topical Cel Tolmettn Trastuzumab
Naltdtdc Actd Toptcal salicylates
Norfloxactn Ofloxactn
Saquinavir
Terbmafine
Highly Cefamandol Bezafibrate Levamtsole Fluoretie/dazepam Etopostde/earboplatin
mmprobable  Cefazoltn Heparin Methylpredntsolone  Quettaptne Levonorgestrel
Sulftsorazole Nabumetone
Inhtbition
Highly Criseofulvin Chlestyramtne Mesalamtne Barbtturates High vitamén k content Mercaplopurtne
probable  Nafctlltn Ribavirin Carbamazeptne foods/enteral foeds
Rifampin Avocado (large
amouns)
Probable Dicloxactlltn Bosentan Azathtoprine Chloradtazeposide Soy milk Cinseng Chelatton therapy
Rtonavir Sucralfate Influenza vacetne
Mublttvitamin supplement
Raloxtfene HCL
Posstble Terhtnafino Telmisartan Sulfasalazine Susht contatning Cyclosportne
seawped Etretinate
Ubtdicaremone
Highly Cloxactlim Furosemide Propofol Green tea
tmprobable  Natctit/dicloxactlitn
Tetcoplantn
*Data from Holbrook et af* with permsson,
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Factors contributing to the interindividual variation

in warfarin maintenance dose requirements

B Drug rtoactions (5-10%)
Other @ctors (00-40%)

B CYPZCO (up 1o 15%)
VKORCT (up 10 25%)

8 Ape, heght, waight (10-20%)
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Differencesin the genes encoding the cytochrome p450 2C9 (CYP2C9)
and vitamin K epoxide reductase (VKOR) enzymesaccount for 15%
and 25% ofthe vanationin warfarn dose requirements, respectively.

Age_ height and weight account for 10-20%. drug interactions account
for 5-10%, and other factors(generally un]-:nov,'ng account forup to
40%.(Trends Phammacol Sci 2009, 30(7):375-86
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