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Changing trends in HPV vaccination in Japan
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ABSTRACT

After the Japanese Ministry of Health, Labor and Welfare (MHLW) suspended its recommendation for the
human papillomavirus (HPV) vaccine in June 2013, the rate of members of the new target population
receiving of at least one of three doses of HPV vaccine declined, reaching 0.3% in 2016. Recently, however,
the monthly number of vaccines delivered to healthcare facilities has significantly increased, from 878
doses over December 2016—-April 2017 to 35,396 doses over January—March 2021. This may be due to
governmental efforts to convey information about the HPV vaccination to the eligible population and
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their caregivers, as well as local educational programs, despite ongoing suspension of the recommenda-
tion. The incidence of reported adverse events per vaccine dose has not increased since 2016. While
governmental recommendation of the HPV vaccination remains essential for optimal vaccine coverage,
the recent increase in the number of doses delivered to healthcare facilities is promising.

Letter

Government funding for human papillomavirus (HPV) vac-
cination in Japan began in 2010 for girls aged 12-16 years.
While the vaccine has been included in the Japanese
national immunization program since April 2013, concerns
about vaccine-related adverse events (AEs) were widely
reported in the Japanese mass media.' In June 2013, the
Japanese Ministry of Health, Labor and Welfare (MHLW)
suspended its proactive recommendation of the HPV vac-
cine pending clarification of the actual frequency of AEs in
order to provide accurate information to the public.
Specifically, the government decided to maintain the HPV
vaccine program for those eligible for it but suspended
sending notifications and vaccination coupons to encourage
vaccination. As a consequence, the rate of new target popu-
lation receiving at least one of three doses of HPV vaccine
in Japan declined from a reported > 70% to 0.3% in 2016.>
This has raised concerns about a future increase in the
number of patients with HPV-related diseases.”*

However, the situation concerning HPV vaccine admin-
istration has recently been changing. Figure 1 shows the
number of HPV vaccine doses delivered to Japanese health-
care facilities using data available from 2016 onward.” The
monthly number of HPV vaccine doses delivered, including
bivalent, quadrivalent, and nine-valent HPV vaccines, sig-
nificantly increased, from 878 doses in December 2016-
April 2017 to 35,396 doses during January-March 2021.*
Using the Cochran-Armitage trend test, we found that this
increase in demand was significant (p value < .001).

The number of AEs reported by physicians in Japan is pre-
sented in Figure 2. Of note, under the Immunization Law, physi-
cians are required to report all designated adverse events or
adverse events of concern to the MHLW; in addition, vaccinated
persons themselves can report directly if they so desire. The
Advisory Committee of Health Science Council on Vaccine
Safety is convened to announce and evaluate the number of
reports on a regular basis, but because the interval between meet-
ings is irregular, data for two to five months are compiled and
reported. Furthermore, reports of AEs are recorded at the time
they are reported, and do not take into account the time between
the vaccination and the AE, which introduces reporting bias. For
this reason, the number of reports of relatively new AEs due to
vaccination during the period covered by the report (2-5 months)
is published separately. This made it appear that there was a very
high number of AE reports from 2016 to 2018; however, the AEs
were not actually reported as a result of vaccination during that
time period, but rather as a result of females vaccinated in the past
with HPV who suspected HPV vaccine AEs.

Figure 2 demonstrates the differences associated with the
two types of reporting. ‘AE1’ includes all AE reports by both
physicians and laypersons. ‘AE2' refers to AEs reported by the
national council for those vaccinated over the preceding 2-
5 months period. It should also be noted that almost all AEs
(except 4 cases) reported during March 2016-August 2018
were from vaccinations administered before the period when
AEs were reported (i.e., likely more than 2-5 months pre-
viously). The monthly number of AEs per million vaccine
doses significantly decreased over the entire period of this
report (p value < .001). On the other hand, the AEs reported
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Figure 1. The monthly number of HPV vaccine doses delivered to healthcare facilities. Abbreviation: HPV, human papillomavirus.
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Figure 2. The number of adverse events reported by physicians or patients per million vaccine doses vs. those reported by the national council within 2-5 months of
vaccination. ‘AE1" includes all AE reports. 'AE2' refers to AEs reported by the national council for those who had the vaccination and reported AEs over a 2-5 months

period. Abbreviation: AE, adverse event.

in those who received the HPV vaccination in the 2-5 months
investigation period (AE2) per million vaccine doses did not
change during the period of this report (p value = .074).

The significant increase in the demand for HPV vaccines in
Japan beginning in 2018-2019 is likely ascribable to multiple
factors. First, the MHLW made efforts to convey correct infor-
mation on the HPV vaccine; for example, by creating and
releasing a leaflet about the HPV vaccine for those eligible for
vaccination, their caregivers, and medical personnel in
January 2018.° In August 2019, in response to findings that
the leaflet was not being used effectively, the National
Immunization Council initiated a discussion on how to
improve the provision of this information to eligible persons.

In July 2020, the contents of the leaflet were revised to include
information about cervical cancer and the actual use of the
HPV vaccine in Japan and abroad. In October 2020, the
MHLW requested that local governments send individual noti-
fication letters with the revised leaflet so that female students
eligible for the national HPV immunization program could
decide whether or not to receive the vaccination free of charge.
In July 2020, the 9-valent HPV vaccine (Sylgard, Merck Sharp
& Dohme Corp., Rahway NJ, USA) was approved for females,
and its availability in the national vaccination program is being
considered.” In December 2020, the MHLW approved an addi-
tional regulatory indication for the quadrivalent HPV vaccine
(Gardasil, Merck Sharp & Dohme) for men. In addition,



multiple local education programs about the HPV vaccination
have been conducted for the past several years.””” In response
to these efforts, the attitudes and understanding of people who
are eligible for vaccination are also gradually changing.'’

The majority of AEs reported between 2016 and 2018 were
linked to HPV immunizations administered before the period
when the AEs were reported. This suggests that many AEs
reported up to 2018 may have occurred more than 2-5 months
postvaccine. This may be because of reporting bias in the early
period, given that negative information about the HPV vaccine
was predominant in Japan until a few years after the govern-
mental withdrawal of the recommendation for the HPV
vaccine." The number of AEs following HPV immunizations
administered in the investigated period per vaccine dose has
not increased. This leveling off of reports may encourage the
government to resume its proactive recommendation of rou-
tine HPV vaccination. In the US, the reported rate of AEs from
the quadrivalent HPV vaccine was 327/million doses between
2009 and 2015."" While the reporting systems of Japan and the
US differ, the reported rate of AEs in recent Japanese data
(273.1/million doses in January-March 2021) is not high com-
pared with the US data.

Of note, the data presented in this letter do not describe actual
vaccinations administered but the number of vaccine doses
delivered to healthcare facilities. However, given that annual
national vaccination rates in Japan are reported after a delay of
several years, we believe that the increase in the number of
vaccine doses delivered to healthcare facilities is an important
sign of an increase in the Japanese HPV vaccination rate.
Another limitation is the varying duration of investigation per-
iods, which range from 2 to 5 months. This may lead to differ-
ences in sensitivity in the capture of acute AEs. Resumption of
the government’s recommendation is essential to further stimu-
lating the behavioral changes needed to reduce future cancer
cases. An increase in the number of vaccinees will increase the
amount of national information available to confirm the vac-
cine’s safety and provide a basis for making such decisions.
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