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507. Effect of Concomitantly Used CYP-3A4 Inhibitorsin Patients Treated with Calcium
Channel Blockers

Takeshi Mayama,* Toshiharu Fujita, Masanori Yoshida,’ Takuyuki Matsumoto®. ‘RAD-AR Council
Japan, Chuo-ku,Tokyo, Japan; 2Department of Epidemiology, National Institute of Public Health,
Wako, Saitama, Japan; 3scistat Inc. ,Nagasaki, Japan; “Daiichi Pharmaceutical Co, Ltd.,
Chuoku,Tokyo, Japan.

Background: As previously reported*, we have established large database (ca 125 000 cases) on 19
marketed antihypertensive drugs, including calcium channel blockers (CCBs).This database was
established using submitted data for Drug Use Investigations, conducted by pharmaceutical
companies, under the Japanese Drug Re-examination System. We now study using this database,
from various points of view, aiming to enhance appropriate use of drugs, especially focused on
safety information in depth.

*Fujita, et al. Pharmacoepidemiology & Drug Safety 2005; 14: 41-46.

Objectives: It is known that CCBs are mainly metabolized by CYP-3A4. We made observational
study to see using our database, whether CYP-3A4 inhibitors affect in the patients treated with
CCBs.

Methods: Out from the database, we picked out about 17,500 patients who receive CCB. Using ‘the
P450 Table of Indiana University (http://medicine.iupui.edu/flockhart/ table.htm)’, we categorized
them into 4 groups as follows: concomitantly used CYP-3A4 enzyme-inhibitor, CYP-3A4
enzyme-inducer or other concomitant agents, and no concomitant.

Results: Comparison with the frequency of adverse drug reaction (ADR), odds ratio to
no-concomitant use group gave the outcomes as: 1.21 in the group of agents without influence to
CYP-3A4; 2.14 ( p.0.079) in the group receiving CYP-3A4 inhibitors; and 2.65 ( p.0.002) in the
group receiving CYP-3A4 inducers.

Conclusions:

Our study’s outcome shows that the group of concomitantly receiving CYP-3A4 inhibitors showed
higher tendency of ADR in comparison to the groups of: no-concomitant use, and with
non-influential agent to CYP-3A4. Although, when CYP-3A4 inducers are used, it showed even
higher expression of ADR with statistical significance. At this moment, most of concomitantly used
CYP-3A4 inducers were classified as steroids and anti epileptic drugs. About this unexpected result
from our preliminary analysis, we are now under more precise investigations.
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632. The Effect of Nonsteroidal Anti-Inflammatory Drugs on the Therapy of Antihypertensive
Drugs

Chieko Ishiguro,* Toshiharu Fujita,” Takeshi Mayama,® Takashi Omori,1 Tosiya Satol.
'Biostatistics, Kyoto University School of Public Health, Kyoto, Japan; “Epidemiology, National
Institute of Public Health, Saitama, Japan; SRADAR Council, Japan, Chuo-ku, Tokyo, Japan.

Background: Antihypertensive drugs and Non-Steroidal Anti-Inflammatory Drugs (NSAIDs) are
often used together because they are treatments of the common diseases of hypertension and
arthritis. Though it is expected pharmacologically that NSAIDs interact with antihypertensive drugs
differently, it have not been clarified.

Objectives: To investigated the interaction of NSAIDs with several classes of antihypertensive
drugs in patients with essential hypertension.

Methods: We used ‘The Anti-hypertensive Drug Database’ established by the RAD-AR Council,
Japan., which is the collection of data from the Drug Use Investigation conducted by Japanese
pharmaceutical manufacturers.We identified patients with essential hypertension who had been
newly initiated the antihypertensive drug therapy. We compared compared the ‘User’ (n.301) who
were prescribed NSAIDs with the ‘Non-user’ (n.903) randomly selected as controls with frequency
matching. Low-dose aspirin users were excluded. The endpoint was ‘the change in systolic blood
pressure (SBP)’ from the baseline to the 2 month later. Simple comparisons of the change in SBP
between the User and the Non-user and multiple regression analyses to adjust several confounding
factors were conducted.

Results: Data were collected for a total 1,204 of patient, of whom 364 were prescribed _-blockers
(BBs), 60 diuretics, 628 ACE inhibitors (ACEIls), and 152 calcium channel blockers (CCBs). In
total patients, the adjusted difference of change in SBP between the User and the Non-user was
2.88mmHg (95% ClI: 0.89, 4.87), which meant that, in the Non-user, SBP was more decreased from
baseline than in the User. In the patients administrated BBs, the difference was 0.37mmHg (95%Cl:
_3.24, 3.98), diuretics 6.11mmHg (95%Cl: _3.16, 15.37), ACEIs 3.85 mmHg (95%Cl: 1.16, 6.66),
CCBs 3.50mmHg (95%Cl: _2.03, 9.02).

Conclusions: The effectiveness of antihypertensive drugs was attenuated by co-administration of
NSAIDs. But the differences of the effect of NSAIDs between different classes of antihypertensive
drugs were not clear, because the effect of NSAIDs on patients administrated BBs were varied by 4
different Drug Use Investigations, and the sample sizes of diuretics and CCBs were small.
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