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Abstract: Although mass screening has reduced the mortality from cervical cancer, the partici-
pation rate has not increased over this decade To find the reason for this stagnation, we
investigated how the cervical cancer mass screening at medical facilities is performed in the 90
municipalities in Fukushima Prefecture. With the exception of 10 urban areas as well as 16
towns ard villages where cervical cancer mass screening is performed only on mobile screening
buses, the 64 municipalities wére divided into 2 groups: (1) 36 where the examinges are allowed
to undergo the screening only in their own municipalities and (2) 28 where the examinees are
allowed to undergo the screening in both their own and neighboring municipalities. In the Ist
group, of 94.419 eligible women, 3,701 underwent the screening, with the participation rate 3.9%.
In the Ind. of 78,357 eligible women, 5,084 underwent the screening, with participation rate 6.5%,.
The difference was statistically significant. According to the screening period, 74 municipal-
ities were divided into 3 groups: (1) 26 where the screening period is I month, (2) 34 where it
ig 4 months and (3) 14 where it is more than 4 months  In the lst group, of the 60,626 eligible
women, 2,847 underwent the screening, with participation rate 4.7%. In the 2nd group, of the
144,548 eligible women, 11,066 underwen? the screening, with participation rate 7.7%. [n the 3rd
group, of the 262,922 eligible women, 25,908 underwent the screening, with the participation rate
9.9%. The differences were statistically significant. These findings show that the stagnation
in the rate of participation in cervical cancer mass screening at medical facilities is due to
limiting the screening to both Jocal medical facilities and short periods.  The rate will rise if the
examinees are allowed to undergo the screening in wider areas during longer periods.

Key words: mass screening for cervical cancer, participation rate, screening in wide areas,

screening during long periods
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Medical information through media may influence physicians' prescriptions of medication.
The Japan Broadcasting Corporation (NHK) aired on April and May 2005, a special
program called ‘Questioning Cancer Treatment in Japan', covering oxaliplatin. We investi-
gated potential impact of this program on prescriptions, utilizing a post-marketing clinical
trial monitoring of all patients receiving oxaliplatin, The post-marketing clinical trial reached
the target sample size of 1200 by the 4th week of May, 44 weeks sooner than anticipated.
The newly registered numbers of facilities and patients exhibited a bimodal peak in April
and June. The viewer rating of NHK special was 8.3%, whereas three national newspapers
and one weekly magazine took up the minor articles of oxaliplatin. In July 2007, 405 clini-
cians sent a written opinion to NHK, stating ‘'NHK special invites misperceptions and
confusions to public.’ NHK special might have had an impact on clinicians' prescriptions of
oxaliplatin.

Key words: oxaliplatin

television program — post-marketing clinical trial

colon cancer

INTRODUCTION

The increasing incidence of malignant tumors associated
with the aging population has become an object of public
concern in Japan (1). In 2004, deaths from malignant tumors
accounted for 31,1% of the total number of deaths, and was
the leading cause of death (2). Although the age-adjusted
mortality from malignant tumors has declined after 1996 due
to early diagnosis and the progress in treatment (2), many
patients remain uncured (2)

Oxaliplatin is a promising anticancer drug for advanced
colorectal cancer, Oxaliplatin was approved in France in

For reprints and ull correspondence: Masahio Kami, Department of
Hematology and Oncology, Graduate School of Medicine and Hospital,
University of Tokyo, 4-6-1 Shirokanedai, Minato-ku, Tokyo 108-8639,
Japan, E-mail: kami-tkylaumin.ac.jp

1996 (3) and in the United States in 2002 as a combination
therapy with 5-FU/leucovorin for colorectal cancer resistant
to irinotecan combination therapy (4). In Japan, combination
therapy (FOLFOX4 treatment) with continuous intravenous
administration of oxaliplatin and 5-FU/leucovorin for inoper-
able advanced and recurrent colorectal carcinoma was
approved in March 2005 (5), following petition to the
Minister of Health, Labor and Welfare for early approval by
cancer patient societies (6). As the experience in FOLFOX4
treatment had been little in Japan, the package leaflet
attached to Elplat (the brand name of oxaliplatin) contains a
warning stating that ‘only physicians who are sufficiently
knowledgeable and experienced can use this product,
Administer only to selected patients. Provide patients with a
thorough explanation of the risk involved with the use of
this product’. Monitoring all patients that use oxaliplatin was

(" The Authors (2008). Published by Oxford University Press. All nghts reserved.
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mandated as part of a post-marketing clinical trial once oxa-
liplatin went on the market in Japan on 6 April 2005 (7).
Registered patients were followed for a minimum of 3
months, and the decision whether to continue monitoring
after the 3 month of administration was left to each medical
facility. The distributor (Yakult Pharmaceutical Inc. Co. Lid,
Tokyo, Japan) estimated the number of patients eligible to
administration of oxaliplatin to be 1400 people for a year.
The target sample size of the post-marketing clinical trial
was 1200 patients (8).

In 20035, the Japan Broadcasting Corporation (NHK)
began a ‘Cancer Support Campaign’ (9). As a part of this,
NHK aired on April 30 and May 1, 2005 a three-part,
audience-participation program called *Questioning Cancer
Treatment in Japan'. Viewer ratings were estimated to be
8.3%, 6.3% and 8.4% (10), comprising a total of approxi-
mately three million people. The first program of the series
dealt with oxaliplatin. After introducing patients who had
privately imported oxaliplatin for personal use, the in-studio
audience then debated the issue. Approximately 24 min
were spent on introducing and debating oxaliplatin. After
the program was aired, clinicians issued to NHK a letter
claiming that some parts of the story were medically
inappropriate (11).

The possibility has been suggested that providing medical
information to the public through advertisements and media
may influence physicians’ prescriptions of medication (12),
although it is unclear. Meanwhile, physicians involved in
cancer treatment may not easily be influenced as they have a
high level of specialty. A detailed analysis of the NHK
special and changes in the number of prescriptions of oxali-
platin may provide information on the media impact on
cancer specialists’ prescriptions.

MATERIALS AND METHODS

We investigated the weekly numbers of contracted facilities,
registered facilities, registered patients and collected ques-
tionnaires which were listed on Yakult Honsha's homepage
(monitoring all patients using Elplat) (13). We also collected
data on fatal patients from ‘the Line List of adverse effects
and fatal patients from monitoring of all patients using
Elplat’ (14) on the same homepage. We followed the judg-
ments of attending physicians listed on the homepage with
regard to the causal relationship between deaths and
oxaliplatin.

To investigate the potential impact of mass media on oxa-
liplatin prescriptions, we reviewed media reports on oxalipla-
tin between April and June 2005 among four newspapers
(Asahi Shimbun, Yomiuri Shimbun, Mainichi Shimbun and
Nikkei Shimbun), seven magazines (Weekly Shincho,
Weekly Bunshun, Weekly Post, Weekly Gendai, Weekly
Mainichi, Weekly Asahi and Weekly Yomiuri), and five
nationally broadcasted television programs (NHK, Asahi
Television, Fuji Television, Tokyo Broadcasting System and
Nippon Television).

Jpn J Clin Oncol 2008:38(1) 79

To investigate reactions of medical practitioners and
patients to the NHK special, we reviewed media reports
and commentaries on the NHK special between July 2005
and February 2006 among four forementioned newspapers,
seven forementioned and some more magazines, and blogs.

We used an internet database (15—19) to search newspa-
pers and blogs and the Oya Soichi Library to search maga-
zines (20)). We contacted television stations for broadcasts
pertaining to television programs on oxaliplatin,

RESULTS
Cranaes v THE NuMmpir of ConNTRACTED FACILITIES

Figure 1 shows changes in the number of newly contracted
facilities per day during the post-marketing clinical trial.
The graph exhibited a bimodal peak on April 619 and June
1-7.

NuMBER OF PATIENTS USING OXALIPLATIN

Figure | shows changes in the number of patients registered
in the oxaliplatin post-marketing clinical trial. The target
sample size of 1200 patients was reached in the 4th week of
May. This was 44 weeks sooner than anticipated by the
pharmaceutical distribution company.

As of 7 February 2006, reports on 4019 patients had been
submitted. Of these, 381 patients (9.5%) had died. Within 30
days of administration, 138 patients (3.4%) died. Deaths
related 1o adverse events of oxaliplatin were diagnosed in 22
patients (0.5%).

Number of contracted facilities

Number of registered patients

1 45
1 40
1 35
30
25
20
15
10

Figure 1. Changes in the number of contracted facilities and the number of
patients registered in the post-marketing clinical trial for 3 months after oxa-
liplatin release. The bars show the average number of newly contracted
facilities per day during the post-marketing clinical trial; the line indicates
the average number of newly registered patients per day,
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Mepia ReporTs o8 OXALIPLATIN

Table 1 shows media reports on oxaliplatin from April to
June 2005 and Table 2 shows media reports on the NHK
special from April 2005 to February 2006.

DISCUSSION

As the government mandates monitoring all patients for a
minimum of 3 months when hospitals first introduced oxali-
platin, the number of patients registered in the post-
marketing clinical trial from April to June 2005 accurately
reflects the number of patients who received oxaliplatin. The
present study demonstrates the possibility that physicians’
prescriptions may have been influenced by media. The
number of patients registered in the post-marketing clinical
trial increased sharply after mid-May, peaking in June 1-7.
The number of contracted facilities in the post-marketing
chinical trial also peaked during the same period (Fig. 1)
The increase in the number of patients who received oxali-
platin resulted from an increase in the number of facilities
that introduced oxaliplatin, not because patients were con-
centrated at any particular facility.

Interestingly, the increase in the number of contracted
facilities exhibited a bimodal peak during the shon period of
2 months. There are four possible explanations. First, the
change in the number of contracted facilities may exhibit an
intrinsic bimodal peak since there are two groups of facili-
ties; some sign the contract before the drug was released and
initiate prescribing at the time of drug release. whereas
others begin contractual procedures after the drug release. To
further investigate this possibility, it would be useful to
compare drugs for which post-marketing clinical trials were
carried out during the same period. We found the status of a
post-marketing clinical trial for Arava (Sanofi-Aventis K.K,
Tokyo, Japan) (21). The status of Arava contrasts with that
of oxaliplatin. The number of monitoring facilities peaked in

Table 1. Media reports on oxaliplatin from Apnil to June 2005

the second year after the drug release and fell off flatly after
the peak. Therefore, this hypothesis alone would be difficult
to explain the change in the number of contracted facilities
for oxaliplatin.

Second, the number of patients treated in the first month
of approval was relatively small compared with that of con-
tracted hospitals at the first peak, because the physicians
selected patients and used oxaliplatin carefully for the safety
at the beginning of inexperienced treatment. The second
peak of the contracted hospitals coincided with the increase
of patients as the physicians got used to the treatments. This
scenario seems also reasonable and understandable, whereas
it was not the case with Arava.

Third, some information released after oxaliplatin went on
the market may have influenced prescriptions. In addition to
the NHK special, three national newspapers and one weekly
magazine covered the topic of oxaliplatin between April 6
and July 6 (Table 1). Although Yomiuri Shimbun, Asahi
Shimbun and Weekly Gendai published minor articles or a
column on cancer treatment, they did not emphasized oxali-
platin. These media reports probably had little influence on
oxaliplatin prescriptions. Meanwhile, the NHK special and
Nikkei Shimbun mentioned oxaliplatin as the main topic of
the program or an article. Yet, Nikkei Shimbun mentioned
oxaliplatin in a minor article similarly to Yomiuri Shimbun
and Asahi Shimbun, which had less impact than did the
NHK program with special emphasis on oxaliplatin. On the
basis of these search results, there is little possibility that
media reports on oxaliplatin between April and July 2005
other than the NHK special had an impact on oxaliplatin
prescriptions.

Fourth, information provided to physicians from the aca-
demic community or pharmaceutical companies may have
influenced oxaliplatin prescriptions; however, no major
meetings pertaining to clinical oncology (Japanese Cancer
Association, Japanese Society of Medical Oncology, Japan
Society of Clinical Oncology) were held in Japan between

Media type Media agency Coverage/release date Title

Homepage

Television NHK 30 April 2006

NHK supesharu ‘nihon no gan iryvou we tow” (NHK

hutp:iwww.nhk or jp/special/

Special: *Questioning Cancer Treatment in Japan®)

Newspapers Nikket Shimbun 6 Apnl 2006 Yakuruto, duichougan chirvouvaku, kokurai de hanbai
Kkaishi (Yakult to Begin Selling Drug Treatment for
Colon Cancer in Japan)
Yoimiuri Shimbun 11 April 2006 Timavaku ha "k “to “sajikagen’ (Medication hitp: fwww yomiun. co.p/
‘Combinitions” and *Prescriptions™) iryouw'medi/gantotomoni/
2005041 Isq01 him
Asahi Shimbun 20 May 2006 Kurashi to kenkow coramu; kokunai mishounin htrp:fwww.asahi com/health/
kouganzai go ‘iwayurn kongou shinrou' to how ni jheol /OSOS20/
{Health and Lifestyle Column: Unapproved Anticancer
Drugs in Japan Target *So-called Mixed Treatment’
Magarines Weckly Gendai 30 April 2006 Kougunzai ‘okisaripurachin® (The Anticancer Drug

*Onaliplatin®)

NHK, Nihon Hoso Kyokai (Jupan Broadeasting Corporation),
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April and July 2005, The meeting of the American Society
of Clinical Oncology was held on 14-17 May 2005, without
any presentation on the results of large-scale clinical trials of
oxaliplatin for advanced cancer. Although the distributor
Yakult held a symposium commemorating the release of
oxaliplatin on 1 July 2005 (22), it does not explain the
increase in the number of oxaliplatin prescriptions in the first
| week of June. The above circumstances suggest that media
[ or other information sources other than the NHK special
| [ could have hardly influenced oxaliplatin prescriptions.
In contrast, the NHK special was aired on April 30 and
[ | May 1, which preceded the second increase on June 1-7 in
| the numbers of contracted facilities and patients registered in
[ the post-marketing clinical trial. Medical practitioners’ reac-
tions after the broadcast of the NHK special suggest that the
NHK program significantly influenced prescriptions by phy-
sicians. The media reports and commentaries on the NHK
special from April 2005 to February 2006 are listed in
Table 2. Notably, 405 clinicians involved in cancer treatment
| sent a written opinion to NHK on 8 July 2005, stating that
the NHK special invited misperceptions among its viewers
as if life-prolonging anticancer drugs such as oxaliplatin
were “curing’ drugs and caused confusions in patients (11),
whereas changes in the degree of patient expectation on the
efficacy of oxaliplatin were not directly surveyed. Major
newspapers such as the Asahi Shimbun (23), Yomiuri
Shimbun (24) and Mainichi Shimbun (25), a general-interest
magazine (26,27) and numerous blogs mentioned this issue.
They indicated that many clinicians felt the NHK special
exerted an inappropriate impact on physicians’ prescriptions
of anticancer drugs. The above circumstances support the
association between the NHK special and the increase in the
number of oxaliplatin prescriptions,

The present study demonstrated the chronological associ-
ation between the NHK special and the increase in the
number of oxaliplatin prescriptions, suggesting the potential
impact of television programs on prescriptions by medical
specialists and provided valuable information for consider-
ation on the relationship between media and cancer treat-
ment, although our study left some issues to be mentioned.
First, the exact causal association between the NHK special
and the increase in the number of oxaliplatin prescriptions
was not proven in our study. Second, we cannot ascertain
whether the increase in oxaliplatin prescriptions after the
NHK special was the result of its direct influence on phys-
icians' judgment or its indirect influence on physicians’ pre-
scriptions to meet patients’ expectations. Further studies
need to focus on the reasons why physicians prescribed
oxaliplatin.

In conclusion, we should recognize the possibility that
media can be powerful tools for improving the national level
of medical treatment, considering the impact of media on
cancer treatment as demonstrated in the present study.
Although 1t is essential to provide viewers with accurate
information appropriately and to establish amicable relations
between medical practitioners and media, few

-
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Kow wo agers oy kto (s aboul raising our voices)
NHK futaya renzokn no tokveshuu bangimi {Night two of the

NHK Special)

Tshi no kaku bunshou (The physicians” report)
Rinshoui netto (Net of climeians)
NHK gun supexharn ‘gokar manekn” o shirg ikensho

Thensho (Wrilten opinion)

Title

Coverge/release date

14 July 2005

12 Januury 2006

14 January 2006

9 July 2005

11 July 2008

14 Junuary 2006
I} July 2005

Mayvurin Kimama nikki

(Mayurin's Self-Indulgent

Journal )
Cancer wt Your Own Pace)

Yururito haigan ki (Lung
Takeshi no honne fo-ku
(Takeshi's Truth Talk)

Media agency

Table 2. Continuid

Media type
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interdisciplinary studies/projects integrating media and
medical practitioners have been conducted in Japan.
Groundbreaking studies such as Media Doctor (28) in
Australia, and Hollywood, Health and Society (29) could
serve as useful references in Japan, Further interdisciplinary
studies/projects integrating media and medical practitioners
are awaited in Japan.
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Trends in Cancer Coverage in
Japanese Newspapers

Tothe Epiror: Cancer has been the leading cause of death since
1981 in Japan,' and the public is secking information on cancer.
Cancer information can be divided into two categonies: general cancer
information regarding therapies and specialized hospitals, and specific
information regarding patients’ conditions. The mass media deliver
the former, general information, which has a considerable influence
on citizens. The estimated audience for a television program with an
audience rating of 8.3% is approximately 3 million (NHK Broadcast-
ing Culture Research Institute),” whereas the circulation of each major
newspaper is between 2.2 and 10 million. Newspapers may be effective
for providing correct and easy-to-understand information on cancer
to the public. Because no one has investigated the influence of cancer
articles in newspapers thus far, we investigated cancer-related articles
in newspapers to reveal trends in public interest in health care.

In this study, we investigated the number of cancer-related arti-
cles published from 1992 to 2007 using Nikkei Telecom 21, the largest
newspaper database in Japan. Of the registered newspapers, five
major newspapers—Asahi, Mamichi, Yomun, Sankei, and Nikon
Keizai (Nikkei)—were chosen, which account for 27 million official
subscribers. In those newspapers, the number of cancer-related arti-
cles was counted. We used “cancer,” “malignant tumor,” and “malig-
nant neoplasm” as keywords to search for cancer-related articles. We
included three types of Japanese characters to express cancer, or gan
(luiragana, karakana, and Chinese characters). Next, the annual
change in the number of cancer-related articles in the newspapers was
recorded and analyzed. This was compared with the number of times

that the cancer-related keywords occurred in the newspapers in 2007.
In addition, each word that was seen in more than 100 articles was
traced 1o identify the trend from 1992 to 2007,

The total number of articles in the five major newspapers targeted
is shown in Figure |A. The annual number of articles registered in the
database started to increase in the early 1990s, but it remained almost
constant after 2000, After 2000, the annual numbers of articles regs-
tered from Asahi, Yomiuri, and Maimichi were approximately three
times the numbers of those from Nilon Keizai and Sankei. The num-
ber of cancer-related articles in the five major newspapers targeted is
shown in Figure 1B. The annual number of cancer-related articles
registered in the database started to increase in the early 1990s, but it
remained almost constant after 2000. After 2000, the numbers of such
articles registered from Asali, Yormiun, and Mainichi and those from
Sankei were respectively about three times and two times the number
of those from Nihon Ketzar. The ratio of cancer-related articles to total
articles remained stable during the study period (Fig 2). The ratio in
Asahi and Yomiuri newspapers tended to decrease, whereas in Nihon
Keizai and Sankei newspapers, it tended to increase. The ratio re-
mained almost constant in Mainichs.

The number of cancer articles classified by cancer lesion in 2007 is
shown in Figure 3. Cancer was reported by type in the following order:
lung (n = 1,720), breast (n = 1,355), stomach (n = 1,246), hemato-
logic malignancies (n = 1,129), colon and rectal (n = 865), and liver
(n= 731). The number of newspaper articles per 1,000 cancer patients
was larger in the following order: brain and CNS (n = 58}, hemato-
logic malignancies (n = 43), breast (n = 33), lung (n = 24), and
esophageal (n = 22),

The numbers of articles for each keyword in 2007 are shown in
Figure 4. The numbers of articles for cach keyword were reported in
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