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Summary

The pharmacokinetic parameters of 22 drugs used in the treatment of rheumatoid
arthritis in healthy adult subjects, such as the bioavailability, amount of unchanged
drug excreted into urine, volume of distribution, clearance, free fraction in plasma
(serum) and ratio of drug concentration in blood to plasma were collected via
secondary source materials and published reports in order to clarify the factors
influencing these pharmacokinetic parameters. The factors influencing the
pharmacokinetics could be successfully analyzed only for 2 drugs for which data on the
blood / plasma ratio and the pharmacokinetic parameters could be collected. Out of the
20 drugs for which the information on the blood/plasma ratio could not be collected, the
analysis could be successfully completed for 14 drugs. Among all the drugs, 11 drugs
were shown to have binding-sensitive characteristics (more than 80% bound to plasma
protein), showing that the rates of change of the plasma free drug concentrations do
not necessarily run in parallel with the observed plasma total drug concentrations in
patients with various disease states. The free fraction in plasma (serum) was
reconfirmed to be essential for clarifying the factors influencing the pharmacokinetic
parameters.
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Abstract

Background: The prevalence of lower urinary tract symptoms (LUTS) increases with
age, and LUTS negatively impact on quality of life (QOL). Many medications can cause
LUTS and affect the efficacy of pharmacological treatment of LUTS. Interventions by
the pharmacists is necessary for improving clinical management of LUTS.

Methods: An LUTS assessment tool, which evaluates core LUTS score (CLSS),
therapeutic outcomes, QOL, and adverse drug events (ADEs), was developed to
monitor medication use and ensure that LUTS are treated safely and effectively.
Patients were divided into a control group, which received standard care, and an
intervention group managed using the assessment tool. Clinical outcomes, CLSS,
QOL, and ADEs were compared between the two groups at baseline and at 12 months.
Results: Over the 12-month study period, the intervention by pharmacists using the
assessment tool improved the detection of adverse drug reactions in the intervention
group compared with that in the control group (P = 0.0345). However, the intervention
by pharmacists had little influence on any of the intermediate health outcomes related
to LUTS.

Conclusions: The intervention by pharmacists using the assessment tool for LUTS
significantly improved the detection of ADEs.
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Abstract

Purpose: The objectivity of efficacy and safety information included in the printed
material provided by pharmaceutical companies for promotion of pharmaceuticals
(hereinafter referred to as “the brochures”) was evaluated by comparison with the
contents of the Pharmaceuticals and Medical Devices Agency (PMDA)’s review reports.
Methods: We examined the brochures provided during the period from December 1,
2013, to January 30, 2014, by companies for promotional purposes to physicians
working at a hospital to which the author (N. K.) belongs to. The contents of each
brochure were evaluated by 5 pharmacists working at different hospitals for at least 5
years. Eighteen evaluation items were selected based on the items listed in the “JPMA
Promotion Code for Prescription Drugs” established by the Japan Pharmaceutical
Manufacturers Association (JPMA). The objectivity of the contents of the brochures
was evaluated through a comparison between the brochure contents and the contents
of review reports announced by the PMDA for each of the pharmaceuticals. The
evaluation score for each item was defined as the percentage (mean standard
deviation) of brochures judged to include the evaluation items by the evaluator.
Results and Discussion: The brochure contents were scored low in many items. This
finding reflected the difficulty in identifying an objective overview of each
pharmaceutical drug only by brochure information. Thus, brochure information failed
to meet the requirements for proper and effective use of pharmaceuticals in treatment.
The present evaluation revealed that it would be important to recognize these
inadequacies of information through brochures and to disseminate the PMDA’s review
results, one of the objective information, in clinical settings.
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Summary

This report is a fatal case of suspected unintentional theophylline intoxication in a 83
-year-old female patient with chronic obstructive pulmonary disease, asthma,
hypertension and chronic kidney disease, who was brought to the Musashino Japanese
Red cross hospital. She had been complaining fatigue, nausea, diarrhea and abdominal
pain for a week, diagnosed with gastroenteritis 3 days before.

She was found being having seizures on her bed by her acquaintance in the morning.
On the arrival at ER, her physical findings were normal. She had a high fever,
elevated blood pressure, sinus tachycardia and polypnea. Her seizures were repeated
and refractory. As she had been polymedicated with theophylline extended-release
tablet 200mg bid and her symptoms, theophylline intoxication was suspected and later
confirmed with a level of 55.02ng/ml. A 4-hour-haemodialysis(HD) was effective to
remove the excessive theophylline and her theophylline level fell t010.31pg/ml 2hrs
after the HD (43.42pg/ml 3hrs before the HD-11.5hrs after the first measurement). No
seizure occurred along with her falling theophylline levels. Her body temperature and
heart rate fell, which resulted in improved consciousness. Despite of that, her
consciousness became impaired again after a while as blood pressure dropped with
bradycardia. She died 21hours after the HD. She was elderly with complications and
polymedicated with verapamil, which elevated theophylline level. Her theophylline
level is suspected to be always above the current recommended therapeutic range.
Sever theophylline intoxication is fatal especially for elderly patients. Regular
theophylline therapeutic drug monitoring might contribute to the prevention of
theophylline intoxication by knowing the patient’s compliance. Loss of appetite,
nausea, headache and insomnia are among typical symptoms of theophylline
intoxication. For patients with those symptoms should be advised properly.
Prescriptions especially for elderly patients should be checked carefully due to their
poor compliance tendency and drug-drug interactions caused by polymedications and
altered clearance.
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