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Fig. 1. Changes in the development of antimicrobial agents (phase I study~).
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. . Phasell . : . i
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Fig. 2. Comparison of the development period for antimicrobial agents.



VOL.48 NO.5

FGCPHEDOIMEEMEOBIR & M 321

Open study

Early phase I

Late phase I

Year Month

Dose finding study

Year Month
95 . 8 — Start meeting
— 9 — Start meeting 9 — Trial :
—10— Trial notice rial notice
[—11— Entry of the first patient 11— Entry of the first patient
1994 1 19951
— 5 — Final entry
I~ 7 — Final completion of recruitment
— 8 — Start meeting
= 9 —{Trial notice — 9 — Final entry for the urinary
_101 Entry of the first patient system
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'— 3 — Comprehensive report on
the respiratory system
10— Final entry
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'— 3 = Comprehensive
report

Fig. 3. Current status of the development of antimicrobial agent B (1).
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—)) New GCP on the medical institution side, by medical institutions

Enforcement of
the new GCP

Investigation and support of the state of
adjustment, Continuous supplement
of institutions with a trial notice
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— 8 —| Entry of the first patient
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74 patients (target: 260 patients), ‘

Fig. 4. Current status of the development of antimicrobial agent B(2).
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Current status of the development of antimicrobial agents
after enforcement of the new GCP

Atsushi Saito
The Jikei University School of Medicine, 3-25-8 Nishi-shinbashi, Minato—ku, Tokyo 105-8461, Japan

Clinical trials are conducted to finally demonstrate the efficacy and safety of new agents in humans. The
results of these trials a extremely important for evaluating new agents. Therefore, clinical trials. should be
conducted based on an ethical consideration, and the results must be scientific and reliable. In October
1989, the Good Clinical Practice (GCP) was published as the standard for conducting clinical trials. GCP
has been completely enforced since October 1990 (previous GCP). However, according to some investiga-
tors, the level of clinical trials in Japan has not yet reached that in the United States and Europe. To
further improve the quality of clinical trials in Japan, the human rights of subjects should be protected, and
safety and data reliability should be ensured. In May 1996, the final agreement among Japan, the United
States, and Europe (ICH-GCP) was obtained at the International Conference on Harmonization (ICH).
Enforcement of GCP in Japan at the international level was required. In March 1997, the new GCP was
established. In April 1998, it was completely enforced. The new GCP was prepared to establish compliance
matters with respect to planning, monitoring conducting surveillance, maintaining records, analyzing, and
reporting clinical trials, which are conducted to collect materials for new drug application for
manufacturing, and to ensure the scientific quality of clinical trials and data reliability, while protecting
the human rights of subjects, safety and welfare. Concerning the influence of the new GCP on the
development of antimicrobial agents, the interval after complete enforcement is still short, and future
tendencies must be carefully examined. However, pharmaceutical companies and medical institutions are
trying to make internal changes to meet the new GCP, and are developing an efficient operating method. In
Japan, clinical trials of new drugs may be delayed in the near future. Furthermore, even if clinical trials
are started, a prolonged period may be required for development compared to that previously needed. Such
a delay in clinical trials will influence not only the development of new drugs but also promotion of clinical
research on antimicrobial agents, thus preventing improvement in the national welfare. In the future,
clinical trials at medical institutions should be adequately and smoothly conducted according to the new
GCP, while resolving issues such as (1) internal changes for clinical trials, (2) increased responsibility and
work for attending physicians, (3) difficult acquisition of informed consent (4) understanding and
cooperation regarding inspection of materials, (5) education and utilization of clinical research
coordinators, (6)importance of team medical practice, (7)enlightenment regarding enrollment in clinical
trials, and (8) supply of advantages for subjects. In Japan, the environment surrounding clinical trials is
extremely poor. Even antimicrobial agents are not exceptional. To resolve the current situation earlier, a
motivation toward the development of antimicrobial agents should be improved in the Japan Society of
Chemotherapy, and further efforts for the environmental arrangement should be made. In addition, we
emphasize that all members of this society must aggressively promote a clinical research of antimicrobial
agents according to the new GCP.



