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INR(E INR{E
Day 2 2.77 Day 12 3.45 ( 24K(575)
Day 3 4.48 ( Z3K(5E25) Day 13 4.33
Day 4 5.55 Day 15 3.79
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Table SRange of Expected Therapeutic Warfarin Doses Based on CYP2C9 and VKORCA1

Genotypest
VKORC1 CYP2CY
"/ /%2 /%3 2172 213 *3*3
GG oto 7 mg ato 7 mg Jto4 mg Jto4mg Jto 4 mg 05t02mg
AG o2to 7 mg Jto 4 mg Jto4 mg Jto4mg 0.51t0 2 mg 05t02mg
AA Jto4mg Jto 4 mg 0.5t02 mg 0.5t02 mg 0.51t02 mg 0.5t02mg

TRanges are derived from multiple published clinical studies. Other clinical factors (e.g., age, race, body weight, sex,
concomitant medications, and comorbidities) are generally accounted for along with genotype in the ranges expressed in
the Table. VKORC1 -1639 GAA (rs9923231) variant is used in this table. Other co-inherited VKORC1 variants may also be
important determinants of Warfarin dose. Patients with CYP2C9 *1/*3, *2/*2, *2/*3 and *3/*3 may require more prolonged
time (>2 to 4 weeks) to achieve maximum INR effect for a given dosage regimen.
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B FEREERAGYIERBFILSS ( The International Warfarin
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Warfarin pharmacogenetic dosing algorithm

5.6044

- 0.2614 x Agﬂ 1 decades

+ 0.0087 x Hf:ight m cm

+ 0.0128 x Weight 1 kE

- 08677 x | FKORCI A/G

- 1.6974 x | FKORCI A/A

- 04834 x | FKORCI genotype
unknown

- 0.5211 x | CYP2CO *1/*2

- 0.9357 x | CYP2CO *1/*3

- 1.0616 x | CYP2CO *2/*2

- 19206 x | CYP2CO *2/*3

- 23312 x | CYP2CO *3/%3

- 02188 x | CYP2CO genotype
unknown

- 0.1092 x | Asian race

- 0.2760 x | Black or African
American

- 01032 x | Missing or Mixed
race

+ 1.1816 x | Enzvme inducer
sfats

- 0.5503 x | Amiodarone status

Square root of weekly warfarin dose™=

(o
Jfweeklydose =5 6014 — ) 2614(age in decades)+0.0087(Height in cm)-+ 0.0128
(Weight in kg)— 0.8677(VK-CT)— 1.6974(VK-TT)— 0.9357(CYP2C9-AC)— 23312

(CYP2C9-CC)— 0.1092 (Asian)

Legend for use of algorithms:

* Age in decades = 1 for 10-19, 2 for 20-29, etc...

* VKORC1 G/A =1 if heterozygous for rs9923231, otherwise zero

* VKORC1 A/A =1 if homozygous for A at rs9923231, otherwise zero

* VKORC1 genotype unknown = 1 if rs9923231 genotype missing or
unknown, otherwise zero

* CYP2C9 *1/*2 =1 if CYP2C9 genotype is *1/*2, otherwise zero
* CYP2C9 *1/*3 =1 if CYP2C9 genotype is *1/*3, otherwise zero
* CYP2C9 *2/*2 = 1 if homozygous for CYP2C9 *2 allele, otherwise zero
* CYP2C9 *2/*3 =1 if CYP2C9 genotype is *2/*3, otherwise zero
* CYP2C9 *3/*3 = 1 if homozygous for CYP2C9 *3 allele, otherwise zero

* CYP2C9 genotype unknown = 1 if CYP2C9 genotype unknown,
otherwise zero

* Asian Race = 1 if self-reported race is Asian, otherwise zero

* Black/African American = 1 if self-reported race is Black or African
American, otherwise zero

* Missing or Mixed race = 1 if self-reported race is unspecified or
mixed, otherwise zero

* Enzyme inducer status = 1 if patient taking carbamazepine,
phenytoin, rifampin, or

rifampicin, otherwise zero

* Amiodarone status = 1 if patient taking amiodarone, otherwise zero

**The output of this algorithm must be squared to compute weekly dose in mg.
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Patient:
Wersion 17 .4

FE R

Required Patient Information
Age: | |
Race: | -Select- bt |

Weight: I:Ilbs or I:Ik:gs
Height: t| |feet ar‘n::l| |inchES‘J orfl L:rns‘l

Sex: |—Select— *-*|

Ethnicity: | -Select- ~ |

www. WarfarinDosing.org

Smokes: |[-Select- ¥ | Liver Disease: |[-Select- v |

Indication: |-Select- ~ |
Baseline INR.: | | Target INR: | | [ 1randomize & Blind

Amicdarone /Cordarone® Dose: | |rr1n;|,.-"n::|a':.-r

Statin/HMG CofA Reductase Inhibitor: | -Select-

Any azole (eqg. Fluconazole): | -Select- v|
Sulfamethoxazole/Septra/Bactrim/Cotrim/Sulfatrim: | Select- |+ |

Genetic Information

VEKORC1-1629/3672: | Not available/pending v
CYPAF2 V433M: | Mot available/pending v |
GECX rs11676382: | Mot available/pending v|
CYP2C9*2: | Not available/pending |
CYP2C9*32: | Not available/pending ~|
CYP2C9*5: | Not available/pending v

CYP2C9*6: | Not available/pending ~ |
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e MES RAF=ER ., CYP2C0 FE-RMHFRERE . M VKORC] FEsRitaFRER. FEtEm b, 555
taEHFeT . 1F8E. 5. HAR0EEEE . BiddEEss: «
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2B6 2C8
amiodarone clopidogrel
M cimetidine thiotepa
efavirenz ticlopidinez

fluoroquinolonesvoriconazole
fluvoxamine:
ticlopidine

ARCE

5 HINIF,

2C9

W gemfibrozil m amiodarone
montelukast: efavirenz

M fluconazolez
isoniazid
metronidazole
paroxetine
sulfamethoxazole
voriconazole
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2C19
cimetidine
esomeprazole
felbamate
fluoxetine
fluvoxamine
isoniazid
ketoconazole
lansoprazole
omeprazole
oral
contraceptives
pantoprazole
ticlopidinez

voriconazole

2D6

B bupropion
M fluoxetine
M paroxetine
M quinidinel

B duloxetine

B amiodarone
B cimetidine

aripiprazole
diphenhydramine
chlorpheniramine
clomipramine
doxepin
haloperidol
methadone

ritonavir

terbinafine




EEMRSMEMERAGHEEE

hEAEME 13E5FE 28 2016 £2 3 February,2016,Vol.13,No.2

hE 5326 S : R969.2 NHIFFIRIL A MNEHS : 1672-8629(2016)02-0111-04

M 2 i B 20X e A MBS E M 22 I AY IR PR 53 #r A BE ¢
108 I 08 ) QY 4 1 I/ 7 N v R e | ) VY S i e v/ 197 N e R N I R e s E e L e S EE P R
grpiin AR By s Ao L 65T 100730 )

022 - HAY WEIE I AR WA IS0 1 24 R AV ARBL BB G 1 52 Wi AR A3 A DR AR £ () S ol AU Al A2
IR T 73 L H D) RGN AH 2010 4 1T 1 ~2015 4 11T 1 H Bl FH AR MORTms
ST 2 EBE A SRCEEIRIRTEORE . R LA 27 il T 21 @I S aende | 6 e IR 3 e |
22 11| ( 81.48% ) He#% INR {1t it 20% . 1 oA DERORH H L 6 S R me AR 7 BRI INR AP0 -2 e 2.18
fif (P<0.000 1) F12.59 5 (£=0.006 9) . THFEAEDAMEEUESE K CINR/ SRR H R E  WSE) DIk D 7L A455) 7]
RO INR LAY S0 g P AR IR WSTAFAH EL | W56 HT SO RO 37 B INR R 23 50 T 2.07 4% (P<0.000 1)

3284 (£=0.009 6 ) . WH 2 JCRIO] 0 INR AP 52 A IDCHT 1 IS AH B A DS SIWE(. Z818 WRHHMA ST T
1 24 ] S B s AR TRV 2 A5 A R 1 T P 2% D AR 1 INR AL, Dl o i i SR 2

KRR AU ORI R Y - 25 B R




F 1 BRI RAIEREF R

WA I ZY B R 7 B
S5 B2 /n 21 6
BE: &t /m:n 11:10 1:5
SRR ly 83 (58~89) 77 (67~85)
A HTILE 25 ) ik /mg - d7' 200 ( 50~400 ) 400
A /mg - d”!

A 225(0.75~45) 2.1 (1.1~4.5)

X P AT ST 2y 2.25(0.75~4.5) 1.5 (0.75~3)
{ AR ARA A /n

G bk 4 4 6

7. 10 0

fiti#e: 9 4 0

A THLHOR PR ARG 2 0
W AT P 2508 A /n

TR S 21 0

il A P S g 0 6

ki)

10+
n
8-
6-
o I:l
£ T L
n
2] _Seesee .II=.
L4 n
0 T T
EERECE SP TN I ), A
(C) * %
10+
8- [
6 |
2 an
4- ~
° n
29 —Se 7
S A bk I FE AR 7




INR (% of warfarin alone)
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PAFNIR S R AT BE S 542 CYP2C9 K iBI 254 & £ 18
HE{EA . ERIFDAYZEREEIAAZCYP2CIEHNH
7, fRIZERMEACYP2CIRYFFHNHIF,

Lin




“zm%ﬁ:ﬁ%mﬁwm#w"

N
EARMEANNRHRG S, BRMEAIRM SR

PREX R, —AREE A LB BT SEs A R Ak K4 E R 25 RV AH
BEfERAZIEE. EEEAERMMNEEFHL3 FEE
IR EEAE4 RETMZEINR &, mibhf—L 2
ZHINR EE#81I3.

A m R EBA AL E MMM R IT EE BN R RiB
T BEMINR ESRIFER LM GATIE, NMERE
ZEZAYHEEER T BRI & X .




(o3 gy ki)

I .




ﬁﬁ%%

BEEZWBITAF &IF

T

1. ZBENESFHEEER

R, HIER

2.%&.%LEEWEE%WWE¢.,

BIEHEHAAE, %

24 E A

WEhRFR, FFEEEERREFE.

MEH
Hbefa

Z Sl
3. JAsRE

gl

M

174, [EKEEL

L1
L]

HuBETT, fatREE

RRTiEsEte
M.

IHRE.






