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Abstract

I roper Usage (GPU) to med1ca1 oncologjs s, in order to promote the proper use of an’ approved drug.
Aim: The aim of the study was to examine the content of and current trends in the efficacy and safety data
provided in GPU documents, in order to understand what  pharmaceutical companies regard as important
mform' tion. for an oncolog15t to ensure proper usage of oncology dmgs n J apan Furthermore this study

mahgnancy (haematologxcal or solid mahgnancy)‘and the period of GPU P licanon (before and after April
2004) on the content of the GPU document.
Materlals and Methods: F or the 103 oncology drugs approved for use, in J apan, 59 GPU documents covering

consecutlve tnne‘penods from October 1994 to March 2004 and Apnl 2004 to December 2010. For each
document, we determined the total number of pages and the proportion of pages that provided drug and
toxmty mformatmn and the results of reg15trat10n trials, including postmarketmg surveﬂlanoe

for mdmatxons aod usaée dosage and admlmstranon) and the resulté of reglstranon tnals were 30%, 26%
and 11%, respectlvely After Apnl 2004 the pubhcatzon of GPU documents doubled, and the proportlon of

proportion of pages discussing drug information was significantly lower (p=0.001).

Conclusion: The number and length of GPU publications distributed by pharmaceutical companies in Japan
has increased since 2004. Significant changes in content have included a reduction in the amount of in-
formation about drug administration and an increase in information on the results of pharmaceutical
company-sponsored registrational trials. A further study is warranted to evaluate how often oncologists
actually access GPU documents and what type of information could be most useful in medical practice
in Japan.

Infroduction maceuticals and vaccines. A constant stream of new products

regularly enters the oncology field. As treatments have become

Oncology is the field of medicine that diagnoses and treats  increasingly complicated, information on the correct adminis-

cancer — one of the major causes of death in developed coun-  tration, patient monitoring and supportive care required, and

tries. Pharmaceutical products used in oncology include cytotoxic  interactions with other treatments, has become complex and
drugs, hormonal drugs, molecular-targeted drugs, radiophar-  copious.
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There are various sources of new drug information available
to physicians. These include package inserts, emergency safety
alerts with revision of information in the package insert
(e.g. ‘Dear Doctor’ letters), drug review reports from regulatory
agencies, drug safety reports, original articles, systematic reviews,
treatment guidelines and advertisements in medical journals,
textbooks, electronic clinical resource tools for physicians, se-
nior medical staff, scientific conferences and pharmaceutical
sales representatives.[!! Most sources of standard information
are associated with regulatory agencies and pharmaceutical
companies. Package inserts and emergency safety alerts are
generally authorized regulatory fequirements', e.g., as required
by the Pharmaceutical Affairs Law (PAL) in Japan, but they
provide summarized supplementary information that might be
insufficient to properly guide actual medical practice. Because

pharmaceutical companies have enormous. responmblhtles as -

both manufacturers and distributors, they provide supple-
mentary drug information for medical physicians, as well as
pharmacists. The Japanese Society of Hospital Pharmacists
developed a universal format for an ‘interview form’ and since
1988, have officially requested pharmaceutlcal companies to
provide information to pharmacists in this format. Alter-
natively, some pharmaceutical companies voluntarily provide
physicians with Guidance for Proper Usage (GPU) documents.

The Pharmaceuticals and Medical Devices Agency (PMDA)
is the Japanese regulatory agency, working in conjunction with
the Ministry of Health, Labour and Welfare (MHLW).I! The
PMDA was established in April '2004\,:and its major fuhctibns
include conducting drug and medical device reviews, evaluating
postmarketing safety and providing public compensation for
death or severe adverse events caused by appropriately
scribed and used drugs. The PMDA co
of marketing authorization appli
and medical devices, as well as consultations on clinical trials.
On the basis of these reviews, the MHLW approves new drug
applications (NDAs) and supplemental NDAs (sNDAs) in
Japan.

The GPU is a promotional document unique to Japan, and
no previous study has investigated its characteristics in detail.
In this study, we examine the content of and current trends in
the efficacy and safety data provided in GPU documents, in
order to understand what pharmaceutical companies regard as
important information for an oncologist to ensure proper usage
of oncology drugs in Japan. Furthermore, this study analysed
the influence of route of administration (oral or injection), drug
class (cytotoxic or other), type of malignancy (haematological
or solid malignancy) and the period of GPU publication (before
and after April 2004) on the content of the GPU document.

Adis © 2012 Springer International Publishing AG. All rights reserved.

Materials and Methods

In this study, all GPU documents for oncology drugs that
were distributed by pharmaceutical companies up until De-
cember 2010 were collected. Two time periods of publication
were compared, from October 1994 to March 2004 and from
April 2004 to December 2010; these time frames were selected
to reflect the date of publication of the first GPU in 1994 and
the establishment of the PMDA in 2004. One of the documents
was assessed using the pharmaceutical company’s website. An
example of a GPU document (in Japanese) can be viewed on-
line.! For each GPU, the following information was collected:
drug name, number of pages, drug indication, first approval
date of the drug in Japan, approval date for the indication
targeted by the GPU, mechanism of action (cytotoxic drug,
small molecular-targeted drug, molecular-targeted antibody,
hormonal drug, other) and route of administration (oral or
intravenous). In addition, the presence/absence of the following
items were noted: a flow diagram of the treatment course, dose,
schedule, warnings and contraindications, adverse event data
(frequency, timing, management strategy, supportive care, case
reports), criteria for patient selection, monitoring the schedule
during treatment, criteria for dose and schedule modification,
cautions about drug 1nteract10ns results of registration trials or
postmarketing studies, tools for patient education, references,
drug pharmacokinetics, an appendix, medical expertise of the edi-
torial supervisor and a summary of the package insert.

The charactenstlcs of drugs with or without a GPU were
analysed. A multivariate regression analysis was performed to
evaluate the influence of the route of administration, mecha-

103 approved oncology drugs with or without a
ycument

Variables Publication of GPU

No Yes p-Value®
Administration route
Oral 22 (62.9) 13 (37.1) 0.097
Injection 31 (30.1) 37 (35.9)
Drug type
Hormone, molecular-targeted, 20 (52.6) 18 (47.4) 0.855
and others
Cytotoxic 33(50.8) 32 (49.2)
Fiscal year
Before 2004 48 (64.9) 26 (35.1) <0.001
After 2004 5(17.2) 24 (82.8)

a Chi-square test.

GPU = Guidance for Proper Usage.
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