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Table 1
. . . . L . ) Findings of
Typical GCP issues concerning domestic investigational sites and N . . . . "

; PO i s umber of | Article | Article | Article | Article| Article 21/
those concemﬂg monitoring in FY2005 — contract, informed con- findings | 21-1 212 | 221 | 222 | Total Findings
sent, IRB, etc. %)
Article 13 Incomplete contract
Contract for clinical trial document 4 0 0 0 0 . 00

IRB member interested in
Item 1 the medical institution, etc. 4 3 0 0 0 750
Article 28 Inadequate operation of
Composition of institutional the meeting 13 3 0 1 1 231
eview board
review boar Item 2 | patyre to adequately and
accurately record board 9 1 0 3 1 111
meeting
Inadequate review of ad-
Article 31 verse drug reactions that . .
Continuing review, etc, . Ttem 2 | .re both serious and unex- 8 . 1 0 1 0 125
pected, etc. :
Article 32 Item 2 | Inadequate review process 12 1 0 1 0 83
Responsibilities of institutional s : :
review board Ttem 3 Mo writiten nofification | 10| o |1 500
Article 40 Delay of the report of ad- .
" Premature termination, etc, of | Iltem 1 | verse drugs reactions 7 0 0 1 0 0.0
clinical trial . from sponsor
Article 54 Item 1
Cases where information influ- tem 2 No revision of informed 3 3 0 0 0 1000
encing subject’s’ willingness is Ttem 3 consent, ete. - . .
obtained
Other articles 29-1, 39-2, and 43-1, etc. 4 0 0 0 0 00

* GCP indicates MHLW Ministerial Ordinance No.28 dated March 27, No.106 dated June 12, 2003, and No.72 dated March 31, 2006,
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Table 2
! Findings of
Typical GCP * issues concerning domestic investigational sites and | Number of | Article | Article } Article | Article| Article 21/
those concerning monitoring in FY2005 — medial records. etc. — findings | 21-1 21-2 22-1 222 | Total Findings
(%)
. : Missing records (medical
Artce Item 2 | records) Missing records| 19 1] 0 1| 0 53
ping (examination slips)
Dgﬁcipncies in inclusion 3 1 1 1 1
Articl§44 ) . criteria : 300
Selection of prospective subjects Deficiencies in exclusion 7 3 3 0 0 e
criteria : .
Misconduct in the use of in-
vestigational products 6 1 0 0 0
Deviation of drugs or treat- '
Article 46 ment in clinical trials 6 2 0 0 0
rticle .
Deviations from protocol Ttem 1 {1y, operation of lab. test 19 2 4 I 1 308
Deviation of the lab. test . ‘
schedule, etc. 9 3 0 0 0
Other deviations 12 4 0 0 2
Deviation of records
(drugs used in clinical tri- 15 12 0 0 0
als)
Article 47 : 1 | Deviation of records (lab. ,
Case report forms, etc. Ttem 1 test) 4 1 1 0 0 741
Deviation of records (ADR) 13 8 2 1
Other deviations 16 1 0 3 3
Article 48 : :
Reporting of adverse reac- Failure to report serious |- :
tions, etc, observed during Item 2 adverse events, etc. 7 1 0 0 1 143
clinical trials
Article 50
Explanation using written in- Incomplete informed con- |-
formation and obtaining con- Item 1 sent 4 2 0 0 0 500
sent
Article 54 .
Cases where information influ- ggﬁi No revision of informed 3 3 0 0 0 1000
encing the subjects’ willing- Item 3 consent, etc. g
ness is obtained
" QOther Articles 45-2, 47-2, and 52-1 2 0 0 0 0 00

* GCP indicates MHLW Ministerial Ordinance No.28 dated March 27, No.106 dated June 12, 2003, and No.72 dated March 31, 2006.
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In thé presence of CRC
n=1260 -

In the absence of CRC
n=325

NARVAI
58%

Fig. 2 Important role of CRC in reducing the incidence of misconduct at domestic investigational sites in

FY2005.

NALIL no acti(;n indicated; VAT voluntary action indicated; CRC: Clinical Research Coordinator.
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Abstract

In order to perform clinical trials efficiently in Japan
—important issues regarding monitoring by sponsors—

Satsuki Kaichi, Toshihiko Oda, Koji Goto and Kei Sato
Office of Conformity Audit, Pharmaceuticals and Medical Devices Agency

The guideline for Good Clinical Practice (GCP) of new drugs was enforced as Ministerial Ordinance No. 28,
dated March 27, by the Ministry of Health, Labor and Welfare. In Article 21 of the guideline, a sponsor shall pre-
pare the operating procedures of monitoring, and perform monitoring in conformity with the procedures. The
Pharmaceuticals and Medical Devices Agency (PMDA) performs the GCP review of the application of pharmaceu-
ticals and medical devices, including both the document-based conformity review and on-site GCP review, in order
to protect human subjects and ensure the integrity of data in clinical trials. The purpose of monitoring is to per-
form clinical trials ethically and scientifically. Important issues in monitoring raised by the GCP reviews by the
PMDA are summarized in this study. Our findings both directly and indirectly reflect the verification of the GCP
- guidance of investigational sites. We hope that the appropriate monitoring will encourage investigators to per-
form clinical trials effectively, resulting in clinical trials conforming to the GCP gmdehnes Our revxew will lead to
more effective and safer new drugs and medical devices applied in Japan.

“This is not an official PMDA guidance or policy statement.
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