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requesting high sensitivity. In fact, the ICH-E2EThe Authors’ Reply guideline describes that the important identified
risks of a drug, important potential risks and impor-
tant missing information should be summarized inWe would like to thank Dr Karim and his col-
the safety specification, and a pharmacovigilanceleagues for their valuable comments on our article.[1]

plan should be based on this safety specification.[4]In principle, we accept their assertion that the con-
From this viewpoint, we consider a strategy to deter-trol of the sensitivity (Type II error) for the interest-
mine different signalling thresholds for differented adverse event (AE)/drug combinations was more
AE/drug combinations to improve our methodolo-important than that of the specificity (Type I error).
gy. We hope our future efforts will actualize the

In our article, we divided the AEs into two clas- assertion of Dr Karim and his colleagues.
ses: regular events and rare events. Given an as- Yasuyuki Matsushita,1,2 Yasufumi Kuroda,2 Shinpei
sumed spontaneous reporting model and the pro- Niwa,2 Satoshi Sonehara,2 Chikuma Hamada1 and

Isao Yoshimura1posed criteria for the Bayesian Confidence Propaga-
1 Faculty of Engineering, Tokyo University oftion Neural Network method, the sensitivity was

Science, Tokyo, Japan76% for regular events and 39% for rare events. In
2 Daiichi Sankyo Co. Ltd., Tokyo, Japanour study, regular events were almost equivalent to

AEs in the context of the simple example demon-
strated by Dr Karim and his colleagues. However, if

Acknowledgementswe wish to rule out an expected proportional report-
ing ratio (PRR) >2 for rare events, the background

Drs Chikuma Hamada and Isao Yoshimura have no con-reporting rate of which is 0.4 per 1000, with at least
flicts of interest directly relevant to the content of this letter.80% certainty (power), then the signalling threshold
Yasuyuki Matsushita, Yasufumi Kuroda, Shinpei Niwa and

would be 1 out of 2000. Irrespective of whether we Satoshi Sonehara are all employees of Daiichi Sankyo Co.
accept Dr Karim’s assertion, we could not propose Ltd.
to control the sensitivity as 80%, because this propo-
sal generated too many false-positive signals for us
to review. References
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specific characteristics of the database. 3. Ståhl M, Lindquist M, Edwards IR, et al. Introducing triage
logic as a new strategy for the detection of signals in the WHO

Regarding rare events, specific AEs such as the Drug Monitoring Database. Pharmacoipidemiol Drug Saf
2004; 13: 355–63Stevens-Johnson syndrome, toxic epidermal necrol-

4. ICH-E2E-Expert Working Group. Pharmacovigilance planningysis, agranulocytosis and rhabdomyolysis pointed [online]. Available from URL: http://www.ich.org/LOB/med-
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