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‘October 14, 2009

- Ministry of Health, Labour, and Welfare
_Pharmaceutical and Food Safety Bureau

Dear Safety Division Director:

Pfesident Mark Timney A/\OL»AQ— K l \J\«'\\/’D ’

Request regarding Partial Revision of Package Insert for 23-Valent Pneumococcal
Vaccine (Pneumovax® NP)

The 23-valent pneumococcal capsular polysaccharide vaccine (23-valent
pneumococcal vaccine) sold by Banyu Pharmaceutical Co. was approved under the
marketing name Prneumovax® on March 29, 1988. After approval was received, as a
response to eliminate, to the extent possible, any influence from the issue
surrounding BSE, improvement to the manufacturing method was reviewed and an
application for import approval under the marketing name Pneumovax® NP was
resubmitted on February 28, 2005, On October 20, 2006, Banyu received approval
and continues to sell the product currently.

At this time, due to the circumstances detailed below, in the 38 countries where this
vaccine has been approved and is sold, only in Japan are revaccination and booster
shots contralndlcated

~In initial research based on observation that a strong local reaction (Arthus
reaction) would occur at the injection site more frequently in adults revaccinated
with 14-valent pneumococcal vaccine within two years of initial vaccination
compared to initial vaccination, previously the U.S. had also prohibited
revaccination, Thus when the 23-valent pneumococcal vaccine Pneumovax® was
approved in Japan in 1988, due to concerns that a strong local reaction would
accompany revaccination, in the description of persons not suited for vaccination in
the product’s package insert, it stated revaccination and immunization boosters
were not permitted, similar to the situation‘in the U.S. Subsequently in the U.S,,
based on new findings, revaccination was permitted conditionally in 1997.
Currently in all 37 foreign countries where this vaccine is approved and sold,
revaccination is permitted except for in Japan. In addition, in countries such as the
U.K, France, and Germany, revaccination twice or more is permitted during a
prescribed period of time. Thus revaccination is already common knowledge in
other countries. ‘



However in Japan, although Banyu has received many requests from clinical doctors
~for.revaccination, becau'se information on revaccination had not been collected at
. the time of the drug’s approval in 2006, there has been no change regarding

- revaccination and booster shots to the present day. We regret as a company that we
have not yet been able to answer the wishes of the healthcare providers.

Given these circumstances, in 2006 the four chairmen of the Japanese Society for
Infectious Diseases, Japanese Society of Chemotherapy, Japanese Respiratory _

‘Society, and Japanese Society of Environmental Infections jointly submitted a
request letter regarding revaccination. Furthermore, in September of this year, the
four chairmen also jointly submitted to the Minister of Health, Labour, and Welfare
both a letter requesting partial revision of the package insert documentation for
pneumococcal vaccine, as well as of the “Guidelines on Pneumococcal Vaccine
Revaccination” by the Japanese Society for Infectious Diseases’ Committee for
discussing Pneumococcal Vaccine Revaccination.

During the spread of the H1N1 influenza that occurred this spring, based on your
view of the importance of pneumococcal vaccine vaccination as a preventive
measure against bacterial pneumonia, you pointed out the need for simultaneous
vaccination with influenza vaccine as well as for revaccination in response to the
emergency recommendation by the Japanese Society for Infectious Diseas€s in May
on “Response to HIN1 Influenza in Ordinary Healthcare Facilities”.

Furthermore, as part of the efforts supported by Ministry of Health, Labour, and
Welfare's science research aid {Pharmaceutical and Medical Devices Regulatory
Science Research Center, Kamiya Group), Dr. Kazunori Oishi of Osaka University's
Microbial Research Center and Dr. Hideaki Nagai of the National Hospital _
Organization Tokyo Hospital are conducting joint research on the need for approval
of 23-valent pneumococcal vaccine revaccination. Dr. Oishi’s research topic of
“Survey on the State of Pneumococcal Vaccine Revaccination and the Need for its
Approval” has already been submitted for publication at the end of 2008, This paper
concludes, “In chronic pulmonary condition patients who have had five years or-
longer since initial vaccination, from a seroimmunological perspective, there is a

need for revaccmatwn with Pneumovax® NP, and revaccination with Pneumovax® =~

NP is found to be generally safe. As part of our efforts in Japan to prevent infectious
disease among the elderly, it is urgent that revaccination with Pneumovax® NP be
approved.”

In light of the above circumstances, we at Banyu feel even more strongly that
permitting prieumococcal vaccine revaccination as well as concurrent vaccmatmn
-with the mf{uenza vaccine 1s a pressing issue. -

In addition, thereé is the matter of the section describing persans not suited for

vaccination with pneumococcal vaccine who “are receiving radiation therapy or -

immunosuppressive therapy, or those who will receive this type of therapy shortly _
“after vaccination”, In its recommendation on pneumococcal vaccine, the U.S.



Advisory Committee on Immunization Practices (ACIP) has indicated the following
view: “Pneumococcal vaccine does not demonstrate an equivalent effect ori people
with lower immune function compared to those with normal immune function,
however in consideration of the fact that it is possible to derive benefit and that itis
safe, it is legitimate to use this vaccine on this population.” Furthermore, in the
'ACIP’s general advisory on preventive vaccine, because of the possibility that
vaccinating patients receiving this type of therapy with an inactivated vaccine such
~as pneumococcal vaccine may not result in achieving ideal antibody levels, it is
recommended to avoid vaccination if possible, however it clearly states that it is not
contraindicated. In addition, in Japan, the only vaccination of inactivated vaccine
contraindicated for “people receiving radiation therapy or immunosuppressive
therapy, or those who will receive this type of therapy shortly after vaccination” is
pneumococcal vaccine. As such, we believe it is desirable for vaccination with
preumococcal vaccine on this papulation, in accordance to package insert, to be
permitted in Japan as it is in Europe and the U.S. '

As such, along with submitting the previously mentioned documents, we request
partial revision of sections (1) and (3) of the description of “Persons not Suited for
Vaccination” in the package insert for Pneumovax® NP, as well as of the cautionary
notes-on vaccination. : )

We greatly appreciate your consideration on this revisal proposal.




