4 Human papillomavirus infection (protection against cervical cancer) [H P VZFEHHE]

(1) Cause and course

The human papillomavirus (HPV) is a common virus which infects many people, of whom some
women develop cervical cancer. Out of the more than 100 types of HPV, types 16 and 18 are considered
to be causal for approximately 50 to 70% of cases of cervical cancer. Most HPV infections clear
spontaneously and the virus becomes undetectable. However, in some women, over the course of up to 20
years, precancerous lesions and then cervical cancer will develop. Every year, about 10,000 women
develop cervical cancer in Japan, and an estimated 2,700 die from the disease. In addition to vaccines to
prevent HPV infection, early detection and early treatment of precancerous lesions through cervical
cancer screening tests hold promise for decreasing incidence and mortality rates of this disease.
(2) Recombinant adsorbed bivalent human papillomavirus-like particle vaccine (Cervarix ® and
recombinant adsorbed tetravalent human papillomavirus-like particle vaccine (Gardasil®) (inactivated
vaccine)

Vaccines to prevent cervical cancer that are available in Japan are a bivalent vaccine (Cervarix
containing antigens to the HPV type 16 and 18 viruses, which are most frequently detected from
domestic and foreign patients with cervical cancer, and a tetravalent vaccine (Gardasil®) containing the
type 6 and 11 viruses which are causes of condyloma inatum and recurrent respiratory
papillomatosis. In foreign studies of persons not infected with HPV, both vaccines were shown
to be highly effective 1in preventing both infection and precancerous lesions. Therefore,

countries are recommending that the vaccination be given to young people before their first
sexual contact.

Adverse reactions described in domestic package inserts include local reactions such as pain (83-99%),
redness (32-88%) and swelling (28-79%) at the injection site; and systemic reactions including slight
fever (5-6%) and malaise; however, most of these are transient and disappear (see the following package
inserts: Cervarix® [11th ver.] revised in December 2017; Gardasil® [fourth ver.] revised in June 2013)

Vaccinated persons still need routine cervical cancer screening because the vaccine may not always
provide sufficient immunization and does not protect against all HPV types which cause cervical cancer.
a) When using the recombinant adsorbed bivalent human papillomavirus-like particle vaccine for the
prevention of human papillomavirus infection, the standard vaccination period is from the first to the
final day of the year in which the individual turns 13. The standard schedule is to give two injections
separated by an interval of one month, followed by another injection after an interval of at least 6
months after the first injection. If said schedule cannot be followed, two injections are given separated
by an interval of at least one month, followed by one injection after an interval of at least 5 months after
the first injection, and 2.5 months after the second injection.

b) When using the recombinant adsorbed tetravalent human papillomavirus-like particle vaccine for
the prevention of human papillomavirus infection, the standard vaccination period is from the first to
the final day of the year in which the individual turns 13. The standard schedule is to give two injections
separated by an interval of two months, followed by another injection after an interval of at least 6
months after the first injection. If said schedule cannot be followed, two injections are given separated
by an interval of at least one month, followed by one injection after an interval of at least 3 months after
the second injection.

c) Since there are no data about the safety, immunogenicity, and efficacy concerning
interchangeability between the recombinant adsorbed bivalent human papillomaviruslike particle
vaccine and the recombinant adsorbed tetravalent human papillomaviruslike particle vaccine, a child is
vaccinated using only one of the two vaccines.

d)  Syncope, a vasovagal reaction, sometimes occurs after vaccination against human papillomavirus
infection. Therefore, to prevent fainting due to syncope, a child who has been vaccinated should be
seated and observed, and the child should be instructed not to stand if possible, for 30 minutes after
injection.
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(3) Response concerning routine human papillomavirus vaccination (as of end of December 2017)



At the June 14, 2013 joint meeting of Working Group Meeting on Adverse Events, the Subcommittee

on Vaccination and Vaccines of the Health Science Council and the Subcommittee on Drug Safety of the
Committee on Drug Safety in the Pharmaceutical Affairs and Food Sanitation Council, it was set forth
that “due to sustained pain whose relationship with the vaccine cannot be ruled out being observed
after vaccination with the HPV vaccine, the routine vaccination should not be actively recommended
until the frequency of onset of this adverse reaction is further elucidated and appropriate information
can be provided to citizens,” and the decision was made by the Ministry of Health, Labour and Welfare
to suspend active recommendation of the vaccination.
The safety of the HPV vaccine is being deliberated in the above Council on the basis of a wide range of
study data, and the diverse symptoms regarded as having appeared after injection of the HPV vaccine
are believed to be functional somatic symptoms (not assumed to be psychogenic). Although causal links
with vaccine injection are not clear, it has become known that there have been a certain number of
people not injected with HPV vaccine who have demonstrated diverse symptoms similar to those
reported in persons who received the vaccine. The national government has designated at least one
medical institution in each of the 47 prefectures to provide diagnosis and treatment for pain, regardless
of the cause. Eligibility evaluations are also being conducted concerning health injury relief for
individual cases. As of the end of December 2017, the suspension of active recommendation still holds,
but the vaccine is still positioned as a routine vaccination and persons who wish to be inoculated may
receive the vaccine as a routine vaccination.



@ EMEO—TY9A LR

(1) mKDEH

ERNREA—TDAILRAHPV)IE, EMMZEDTHFREDAILATIEHL, ZLOEMBREL, ZLTEDO—EHNFE
SEMNAEERELET, 100 EELULEDEGEFENHLHPY DF T, FEEANADFI50~70%I(%. HPV16, 18 B
ENERESNTOVET HPV [TRERELTH, ZLDGFEVMIILRIEBRICRESINGLGBYET L, — I RE~1
BERMMN T THNAREDREEZBRETCFEENATRIELET . FEBENAIZERNTIIERK 10,000 ADFRIEL.
FRH 2,700 AT T HEHESNTOET  (HEIITBEEARILINARR L 2—DATKIFEREZ 21—
IHNATERT—EXDTIFUTHPV BEZHCLLELIZ, FEEILARZICEI THINAREZRHERLEHIC
BETHILET. FEENADRECTECDFHOINRFTEET,

(2) #AiRZ KRR 2 BEM SEO—I DA IIWABRF I IF o (H—\)yHIR®), 1% kR 4 ek SE0—=<r9 1)L R #%
BFIOF A= VNUBYFEILDIHFY)

HEEANTEECTESZFEENAFHIIF UK. ERN TFEENAVEEIORLEREINS HPVI6 B K
P18 BT BHMRZEEATNS 2 l7I7FU(H—N\YyH AR R EO O O0—T OEH SRS FLEREDR
RHetiad 6 B 11 BHEMAONF 4 HITIFUH-EF VIR HYET,

ERORMXEICREINTWSRIREELTIE, SFHELLOEFEB3~99%), FEFR(32~88%) Kk N EIR(?28~
719%)EEDRFARGE. BEDREG~6%), BERLGENDEERENIHYETHMN., TOEIE—1BHETREZELT
WET, (F— )y R®:2017 &£ 12 AWETE 11 M), H—F 2 IL®:2013 &£ 6 AHRETGE 4 BN XESHE )

DOFIEIEEZ TG ETH. RENF TR THIEE L. TIVFUICTEENTVDRLUNDBRIZLEFEEDL
ADTEERIEHYFESID T, EHMICFEENARZEZTHIENKRYITT,

OEMSER—T AL AREIED FRHEREIC, B ZEE 2MEM \EO—I DA RKRRFIIFUEERT 58
[ZIX. 13 BMELDBNDEITIEEDYWEANSLZEENDRBFTTOMEAZEMNTIEBHRMEL ., BEMNTEER X
ELT. 1 ADORIRZES T 2 [E1To1=%. 1 BIEDE5HMS 6 BDORERESLT 1 BITLVET, =1L, “ZHEE
LBRTENTELRWMGESIE 1 BULDRIRES VT 2 B To=%. 1 BEDFHMS5 AL D 2 BB DFH
M52 AL EOBRESLT I BITVET,

QEMEO—T AL RABRLEIED T IHEFREIC. MR ZEE 4MEr/ SEO—I DAL ABKF I IOFUEERT 558
[ZIX. 13 RELZBDEIZIEEDWANLLEZEENDRKBAETOMEIZEMNTIZEHMEL., BENTEER X
ELT. 2 ADRIREH T 2 [E1To1=%. 1 BIEDE5HMS 6 ADREIRESLT 1 BITLVET, =1L, “ZHEE
LBRTENTELRWMESIE 1 AULDORRES VT 2 B Toz%&. 2 BIEDF5HM5 3 AU LOMEREESNT 1 [E
TWWET,

QAL 2 ERNEQ— DA IILARRKF I IF MR Z L 4 [lEMEQ—IDAMILABRRFIIF D E
IR AR e, RERM. AT EIT—2EFENIENL. R—DEFIAICIE. R—DIIF % E
BLZEY,

@EREO—T VAV AREEDFHIERZICOEREMHERFELTERHBLHOONEIENHDID T, LMK
DEREIEEFHILT 5= EHEOBBOEICE. REFXIEBEREZEILBWEF OHELTHERILIICL, &
1814 30 NIEE . KEZFEITONB LGSR CELEDHRE LI LT, BERGIE EMNSHNKSICHEEL., HiEE
BEORBEHEIIDELHYET,

(B)EMER—T VA ILRIIFL DERAEIEIC DL T (FER 29 £ 12 A RBRAE)

TRk 25 F 6 A 14 BICHAESIN-EAHMERZZXIFHER - VI/FUNRRRBIRIGRESTE. XS -BRELEES
SEELERENEFRAES (SR ICBVWT. [VIF EORRBREEE TELWFRNTEREM, HPVD
IFoDERERICEONICENL, CORIRIGDFEEFEZENLYEALHLAY, BRICEVGHERIRENTESE
TOM. EHIEREERBIBNICER T RETIEBL LS, BEFTBEICKY. BEUTEESRO—BELEINR
ESNFELIZc HPVIOFU DR EMICOVWTIILELAERREZLLILTLEBZESTERIDITHOATEY . HPV
DOFUERERICECTZESN I ZHIERICTOVTIL, #EEEFREREEZONET  (DEMEELNSIBDTIEHY
FRA) VIFUERLEREORRBRIEBASNTIEHYEREAMN. HPVIIFUEZITTLVEWATE HPVT Y
FUOERBRICRESNTODEREFAZD ZHRGERERETEIAN—ERGFELZIENHALMNILE>TETLET,
F-. TOREZRH T HBAHICET IZHABRETOBNEREMEANSHEMFRIZ 1 LEBEINTLET F=.
BL2OBORBREHEERFCETIBEZEELTONTNET, TR 29F 12 BIRE. BEMNTEEHROELIEZL
MELTOWETH., EHERBLLTOMED FTEEHL->THELT . EHEREELLTIIFUIEREZITAIENTRET






