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We created a new database (CYP database) to predict drug-drug interactions based Cytochrome P-450-related metabolic
information and then evaluated the clinical effect of the concurrent administration of drugs that are not noted as contraindi-
cated or requiring caution when co-administered with atorvastatin in package inserts, but are listed as requiring caution in
concomitant administration in the CYP database, based on the dosage and adverse events of atorvastatin. We collected in-
formation on mean dosage and adverse events for 142 patients taking atorvastatin out of the 10,018 patients targeted. The
mean administered dosage of atorvastatin for the group receiving combinations requiring caution according to the database
was 8.3 mg, less than the 9.2 mg mean dosage for the group not taking combinations requiring caution. The occurrence of
adverse events for the groups taking atorvastatin with other drugs requiring caution as listed in the package insert, and the
CYP database were 8.3 and 8.5%, respectively, (relative risks 3.07 and 3.15, respectively) much higher than the 2.7% ad-
verse event rate for the group not taking drugs requiring caution together with atorvastatin. The rate for adverse events in
the case of the group taking combinations listed as requiring caution in both the package insert and CYP database was 22.2
%, and the relative risk was 8.22, both high rates. On the basis of these results, information on combinations requiring cau-
tion from the CYP database is clinically as useful as that from the package insert.
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EH G OMBICEETACYP S HEIZ1IA2, 2C9, 2
Cl9, 2D6B L U3A4THY, BHGRIZFNEFRH
10.3, 24.1, 17.2, 20.78 & 179.3% T, CYP3 A4 IZ

F 1. CYP 77— ¥ "= X THIl S NP REESREAM L RE R

K CYPHEHEER CYPOFRIEE SRS (k%)  &MARE (N CYPOEHEE (M) CYPHFRIZR (%)
alprazolam 3A4 15 17 3 17.6
atorvastatin 3A4 16 142 56 394
brotizolam 3A4 14 63 24 38.1
carbamazepine 3A4 10 19 1 5.3
carvedilol 3A4 13 56 31 55.4
cilnidipine 2C19, 3A4 15 29 16 55.2
cilostazol 2C19, 2D6, 3A4 24 44 27 61.4
cimetidine 1A2,2C9, 2D6, 3A4 3 14 1 7.1
clarithromycin 3A4 10 656 34 52
dextromethorphan 2D6 4 1106 16 14
disopyramide 3A4 14 10 5 50.0
donepezil 2D6, 3A4 20 9 5 55.6
ethyl loflazepate 3A4 7 12 4 333
etizolam 2C9, 3A4 14 164 48 29.3
loratadine 2D6, 3A4 21 46 16 34.8
lornoxicam 2C9 3 227 11 4.8
meloxicam 2C9 2 249 16 6.4
nateglinide 2C9 4 11 2 18.2
nifedipine 3A4 11 82 29 354
omeprazole 2C19, 3A4 18 18 8 44.4
pranlukast 3A4 16 67 11 16.4
propiverine 3A4 16 42 17 40.5
propranolol 1A2, 2C19, 2D6 7 18 16 88.9
rabeprazole 2C19,3A4 20 80 35 43.8
simvastatin 3A4 16 17 5 29.4
triazolam 3A4 13 27 6 222
verapamil 3A4 10 26 12 46.2
warfarin 2C9 1 35 . 4 11.4
zolpidem 1A2,2C9, 3A4 18 138 75 54.3
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2.5mg (A) 1 1 2
5mg (A) 17 4 16
10mg (A) 53 16 38
20mg (\) 3 0 0
BFEEROD 74 2u” 56
B Aotk 34:40 7:14 31:25
S + S B.(year) 62.7+£1.31 63.8+2.25 66.7+1.28
e 5B+ S E.(mg) 9.240.37 8.7+0.54 8.3%+0.34
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BIER®H Y 9 6.3 66.1£2.10 8.9+0.73
AL 4
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T OB R 12 1 8.3 3.07
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#5, T IUNRZAYFVEMERRERE) XA 7 2B AN CEHBESEESB L CYP

B EESE O B
B Y
HY Bl &t A X v Xt
Ui CYPHHHEEX HV 6 50 56 0.120 3.33
2L 3 83 86 0.036
WA BrH&H D CYPHEHIEER b 7 9 0.286 3.14
idaiRAN =3 2L 1 11 12 0.091
PEHZZL CYPBHHIEEEK »VY 4 43 47 0.093 332
2L 2 72 74 0.028
2R WICEMA HY 3 18 21 0.167 3.21
EEIE AL 6 115 121 0.052
CYPHHA PtR®H L WA XEIR HY 2 7 9 0.286 3.08
HEK HEEE AL 4 47 51 0.093
BEAZRL WASCESA BV 1 11 12 0.091 3.25
HEE 2L 72 74 0.028
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ERICBWTHRGERAOMHPBENELZ T 52 &id—
BICIEHEEEZ 0T, HENICHEREICI AT PR Y
FOMPEE R AT L hEL LT, 4R|IT MY
WAL F VRABEDORGEEZRA L. T,
DAL OMEMEHICE D7 MUVNA S F O M iEE
WERT AL, Hb#EF—y ORERELRET AT, H
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NOERFEFEA — I =12k > THMERBRI L, FET
HITRBIRAICEPOMHEERE LTERENS
ENEING.
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VISR F ViR B O E w64, 358 & 11, 85
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A E OMETTI, 7 MVNAYF 0L BEIVESE
FIZxH L, CYP 7 — 7 N— 242 & ) #ER X 5 BEfE
FIIR B POHEE L FAEOM ) A7 2R LT
BH(EEL), SHICCYPF—FRN—=A L AHHEE
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