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The ICH published the Individual Case Safety Report (ICSR) Implementation Guide based on the
new ISO/HL7 ICSR Standard. In April 2016, PMDA initiated acceptance of Electronic Safety Report
based on the new ICSR specification. In our Study, we investigate the international trends
surrounding the new ICSR, and examine the issues on the smooth implementation of the International
Standard "Individual Case Safety Report” in Japan.

(1) Monitoring of ICSR Standard and related technical components in SDOs

We followed up the current state of the ISO/HL7 ICSR. Both HL7 and ISO have its procedure that
reviews its standards every five years. It has been five years since the publication of ISO/HL7 ICSR,
and a review ballot took place in HL7 and ISO respectively in 2016. As a result, the ICSR Standard
was approved in both HL7 and ISO without any revisions. In HL7, ICSR message was developed
using HL.7 V3. Currently, the message development method called FHIR and applications using FHIR
are developed rapidly. There are activities in HLL7 focusing on harmonizing the existing standards
and FHIR. At this moment, no direct impacts on ICSR are observed. We continually follow up the
related activities in SDOs. In October 2016, electronic submission of original data using CDISC for
new drug application started. In the use of CDISC standards, it was decided to adopt WHO-DD as a
drug dictionary. There is a guideline in CDISC corresponding to the old ICSR, but there is no plan for
the development of guideline for the new ICSR.

(2) Implementation status of ICSR in the United States and EU

We followed up the current implementation status of ICSR in the United States and EU. In FDA
CBER, new ICSR was introduced for Vaccination in June 2015, and there are already 3,500 reports
in the form of new ICSR. In FDA CDER, they started planning of new ICSR implementation. In EU,
the testing of the information system adapted to new ICSR is currently carried out, and the recited of
the new ICSR is planned to start in November 2017. In Japan, PMDA started to receive safety repots
in new ICSR format in April 2016. It is optional currently, but it will become mandatory from April
2019. Regarding dosage form and route of administration, terminology of EDQM (European
Directorate for the Quality of Medicines) is adopted, and for units of measurements, UCUM codes
was adopted. The change request process for externally maintained vocabularies is being developed
in ICH M2 EWG.

(3) Issues on drug dictionaries or drug codes

ICH E2B (R3) will adopt ISO IDMP in its limited scope. We investigated ten drug codes systems that
are in use domestically, including the use, responsible organization, maintenance organization,
characteristics of code structure, practical use, and so on. In healthcare, JAN/GS1 for distribution
(JAN/GS1). the dedicated drug codes for medical fee claims transactions, so called YJ code or localized
code for EMR/EHR are used, and HOT code is adopted as MHLW standard. In regulatory affairs,
WHO-DDs for clinical trial data, “Re-review Codes” and “Codes issued by Economic Affairs Division”
of MHLW for ICSR, and so on. As stated in ICH GCP renovation paper, use of real world data is
expected in addition to traditional data. Approach to extracting clinical trial data from EHRs, ues of
hospital clinical information for post-marketing surveillance of PMDA. Many drug codes systems are
in use that hinders the use of data for clinical studies and drug safety. To improve interoperability of

pharmaceutical information, a unified approach to the identification of pharmaceuticals is a must.
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