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Package Insert
®
Recombinant Human Papillomavirus Bivalent (Types 16, 18) Vaccine
(Pichia pastoris)
Please read the package insert carefully and follow the physician’s
guidance to use
1 PRODUCT NAME

Generic name: Recombinant Human Papillomavirus Bivalent (Types 16, 18)
Vaccine (Pichia pastoris)

Trade name: VACETA®
2 PRODUCT DESCRIPTION

VACETA? is a non-infectious recombinant bivalent vaccine prepared from
the purified virus-like particles (VLPs) of the major capsid (L1) protein of
Human Papillomavirus (HPV) Types 16 and 18. The L1 proteins are produced
by separate fermentations using recombinant Pichia pastoris, and
self-assembled into VLPs. The purified VLPs are adsorbed on aluminum
phosphate adjuvant. VACETA® is a sterile milky white suspension, which
forms a shakable fine white precipitate after storage.

Active substances: HPV Type 16 L1 protein and HPV Type 18 L1 protein.

Adjuvant: aluminum phosphate.

Excipients: sodium chloride, histidine, polysorbate 80, and water for

injection.

VACETA?® is a preservative-free and antibiotic-free vaccine.

3 INDICATION

VACETA? is a vaccine for use in females 9 through 30 years of age for the
prevention of the following diseases caused by high-risk HPV Types 16, 18
(see Section 14 CLINICAL TRIALS for details):

« Cervical cancer;

« Cervical intraepithelial neoplasia of grade 2 or grade 3 (CIN2/3) and

cervical adenocarcinoma in situ (AIS).

VACETA® has not been demonstrated to provide protection against
disease from vaccine HPV types to which an individual has previously been
exposed. The risk of exposure to HPV increases with age, especially after
sexual debut. Therefore, it is recommended to vaccinate as early as possible.
4 NAME AND STRENGTH OF SUBSTANCES

VACETA® is presented as a single-dose of 0.5 mL in a vial or pre-filled
syringe (PFS) for intramuscular injection only.

Each dose (0.5 mL) contains:

Active ingredients:
Human Papillomavirus Type16 L1 protein 40ug
Typel8 L protein 20pg

5 DOSAGE AND ADMINISTRATION

This product is a milky white suspension, shake vigorously immediately
prior to use to obtain a homogeneous milky white suspension. This product
is for intramuscular injection only. The preferred site for injection is the
deltoid region of the upper arm. The injection volume is 0.5 mL for each
single human dose. VACETA® should be administrated as soon as possible
after being removed from the refrigeration. The need for a booster dose has
not been established.

Single-dose Vial Use: Withdraw the 0.5 mL dose of vaccine from the single-
dose vial using a sterile needle and syringe and use promptly. A separate
needle and syringe should be used for each injection.

Pre-filled Syringe Use: Administer the entire dose as per standard protocol.
The single-dose PFS should not be reused.

Vaccination schedules

VACETA® is to be administered in girls aged 9-17 years old as a 2-dose
schedule at 0 and 6 months. The interval between the Dose 1 and Dose 2
shall not be less than 5 months.

In adult women aged 18-30 years old, VACETA® is to be administered as a
3-dose schedule at 0, 2, and 6 months.

Dose 2 could be administered within 2 to 3 months after Dose 1, and
Dose 3 could be administered within 6 to 7 months after Dose 1.

6 ADVERSE REACTIONS
6.1 Clinical Trials of VACETA®

The safety of VACETA® was assessed in 4 clinical trials (phase | with study
No. 311-HPV-1001 study, phase Il with study No.311-HPV-1002 study, phase
Il with study No.311-HPV-1003 study and phase Illb with study No.
311-HPV-1004 study)* conducted in China. A total of 7,371 females 9 through
30 years of age (including 921 females 9 through 17 years of age and 6,450
females 18 through 30 years of age) received at least one dose of VACETA®.
The following events/reactions were reported: immediate adverse reactions
within 30 minutes after each dose, adverse events within 30 days after each
dose, and all serious adverse events within 48 months after the Dose 1.

T Studies \dentifier: NCTOI548118 for 3L1-HPV-1001 study; NCTO274070 for 31L-HPV-1002 study; NCTO2733068 for
311-HPV-1003; NCTO2740777 for 311-HPV-1004 study

6.1.1 Summary

The incidence rates of adverse reactions reported in clinical trials,
according to the guidance on classifications of adverse reactions
recommended by The Council for International Organizations of Medical
Sciences (CIOMS), are classified as: very common (= 10%), common (= 1% to
<10%), uncommon (= 0.1% to < 1%), rare (= 0.01% to < 0.1%) and very rare (<
0.01%). The safety data for the VACETA® collected from all conducted clinical
trials of all subjects are summarized as follows:

Table 6-1 Adverse Reactions Reported in Clinical Trials and Classified by CIOMS

Systemic Adverse Reactions ,_!"jection Site

Adverse
:’:%n‘;‘;mm" Fever Pain
Headache Pruritus
Fatigue Swelling
Common Nausea Erythema
(2 1% to <10%) Vomiting Induration
Myalgia
Diarthea

Table 6-1 Adverse Reactions Reported in Clinical Trials and Classified by CIOMS

Systemic Adverse Reactions _mection Site
Adverse
Uncommon Allergic reaction
Menstrual disorder /

(20.1% to < 1%)

Dizziness

Vaginal haemorrhage
Abdominal pain
Abdominal pain lower
Rhinorrhoea
Nasal obstruction
Oropharyngeal pain
Oropharyngeal discomfort
Tachycardia
Chest pain
Upper respiratory tract infection
Pharyngitis
Nasopharyngitis
Herpes viral infections
Erythema
Rash
Acne
Back pain
Arthralgia
Insomnia
Fear of injection

Rare
(20.01%to<
0.1%)

These adverse reactions usually were mild or moderate in intensity.
6.2 Adverse Reactions Reported in Clinical Trials of Similar Products in
China and Abroad

In addition to the above-mentioned adverse reactions, the following
adverse reactions have been reported in clinical trials of similar products in
China and abroad.

Systemic adverse reactions: cough, dyspnea, nasal congestion, malaise,
influenza like illness, axillary pain, chills, hyperhidrosis, dermatitis allergic,
pruritus, urticaria, pityriasis rosea, vertigo, migraine, somnolence, syncope,
intermenstrual bleeding, dysmenorrhoea, gastroenteritis, dyspepsia, neck
pain, pain in extremity, lymphadenopathy, and eyelid oedema.

Injection site reactions: bruising, haemorrhage, haematoma, papule,
and injection site scar.

6.3 Post-marketing Surveillance of Similar Products

According to the post-marketing monitoring of similar products in China
and abroad, the following safety data were also reported. Since the safety
events were spontaneously reported by uncertainly sized population,
accurate estimation of the incidence rates and the causal relationship
between AEs and investigational products are difficult to confirm:

I : bronchospasm, angioedema
: acute disseminated encephalomyelitis,

Guillain-Barré syndrome, vasovagal syncope (sometimes accompanied

by tonic-clonic seizures)

i i i : cellulitis

Bloodand | hatic system di: : primary thrombocytopenic purpura

Others: severe symptoms of pain (such as myalgia, arthralgia and skin

pain) were not limited to the injection site, numbness and

powerlessness may be reported by vaccine recipients. These adverse
events may last for a long period without clear pathogenic mechanisms.

7 CONTRAINDICATIONS
1. Individuals who are hypersensitivity to any component of the product,
including active substances, excipients, etc.
2. Individuals who develop severe allergic reaction after receiving a dose
of VACETA® should not receive further dose of VACETA®.

8 PRECAUTIONS

1. Vaccination can neither replace routine cervical cancer screening, nor
replace other measures to prevent HPV infection and sexually
transmitted diseases. Therefore, it is important to routinely perform
cervical cancer screening in accordance with the recommendations
of the relevant health administrative departments.

. Prior to the administration of VACETA®, medical personnel should check
whether the packaging container, label, appearance, and expiry date
meet the requirements. Discard the vaccine, if the packaging
container has cracks, the stopper is loose, the label is peeled off,
particulate matter or discoloration is visible in the vial, and the
expiration date is exceeded.
As with other vaccines for injection, appropriate medical emergency
measures and supervision should be readily available in place, to
ensure that those who have allergic reaction after vaccination can be
promptly treated.
Syncope (fainting) may occur after vaccination, leading to falls and
injuries, especially among adolescents and young adults. Therefore,
itis recommended to observe the recipients on the site for at least 30
minutes after each injection.
It has been reported that syncope associated with tonic-clonic
seizures and other epileptic seizures may occur after vaccination.
Syncope related to tonic-clonic seizures is usually transient and
typically responds to restoring cerebral perfusion by keeping a
supine or Trendelenburg position. Some individuals may experience
psychogenic reactions before or after the vaccination, and measures
should be taken to avoid the injury from the syncope.
As with other vaccines for injection, the vaccination of VACETA® should
be postponed for individuals with acute serious febrile illness. In
case of current or recent fever symptoms, whether to postpone the
vaccination depends mainly on the severity of the symptoms and
their etiology. Only low-grade fever and mild upper respiratory tract
infection are not absolute contraindications to vaccination.

VACETA® should be used with caution in individuals with

thrombocytopenia or any coagulation disorder.

. Aswith any other vaccine, vaccination with VACETA® may not resultin
protective effect for all vaccinees.

VACETA® is only used for preventive purposes, and is not indicated for
the treatment of existing HPV-related lesions or prevent the
progression of lesions.

VACETA® cannot prevent all lesions induced by high-risk HPV infections.
VACETA® has not been proved to prevent lesions and diseases caused
by infection of HPV types not included in the vaccine.

. There has been no data on the use of the vaccine in immunocompromised
individuals (such as using immunosuppressive drugs). As with other
vaccines, VACETA® may not induce an adequate immune response in
immunocompromised individuals.

11. The duration of protection of following a complete schedule of

immunization with VACETA® has not been fully established. In the

phase Il clinical trial, the protective efficacy of VACETA® against CIN2/3
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LEAFLET KEMASAN: INFORMASI UNTUK PENGGUNA

Suspensi Injeksi VACETA® dalam Pre-Filled Syringe dan Vial
Recombil Human Papi irus Bivalent [Types16, 18] Vaccine (Pichia
pastoris)

Baca semua leaflet ini dengan seksama sebelum Anda atau anak Anda
divaksinasi.

- Simpan leaflet ini. Anda mungkin perlu membacanya lagi.

- Jika Anda memiliki pertanyaan lebih lanjut, silakan tanyakan kepada
dokter atau apoteker Anda.

- Jika salah satu efek samping menjadi serius, atau jika Anda melihat efek
samping yang tidak tercantum dalam leaflet ini, tolong beritahu dokter
atau apoteker Anda. Lihat bagian 4.

Apa yang ada di leaflet ini

1. Apa itu VACETA® dan untuk apa kegunaannya

2. Apayang perlu Anda ketahui sebelum Anda menerima VACETA®
3. Bagaimana VACETA® diberikan

4. Kemungkinan efek samping

5. Cara menyimpan VACETA®

6. Komposisi Zat Aktif

1. Apa itu VACETA® dan untuk apa kegunaannya

VACETA® adalah vaksin untuk digunakan pada wanita berusia 9 hingga 30
tahun untuk pencegahan penyakit berikut yang disebabkan oleh HPV
berisiko tinggi tipe 16, 18:

« Kanker serviks (bagian bawah yang sempit dari rahim atau kandungan);
« Lesi serviks abnormal dan prakanker (perubahan sel yang berisiko
berubah menjadi kanker)

VACETA®, membantu mencegah, tetapi tidak mengobati penyakit ini. Anda
tidak bisa mendapatkan HPV atau penyakit yang tersebut di atas dari
VACETA®. VACETA® bekerja paling baik bila diberikan sebelum seseorang
terinfeksi jenis HPV tertentu, tetapi mungkin juga bermanfaat jika Anda atau
anak Anda pernah mengalami infeksi sebelumnya. Oleh karena itu, Anda
harus berkonsultasi dengan dokter atau tenaga kesehatan untuk
mengetahui apakah VACETA® tepat untuk Anda atau anak Anda.

VACETA® harus digunakan sesuai dengan pedoman resmi.

2. Apa yang perlu Anda ketahui sebelum Anda menerima VACETA®
Jangan terima VACETA® jika:

« Anda atau anak Anda alergi (hipersensitif) terhadap komponen produk
apa pun, termasuk zat aktif, eksipien, dll (tercantum pada "Komposisi
Lain"- lihat Bagian 6).

« Anda atau anak Anda mengalami reaksi alergi yang parah setelah
menerima dosis VACETA®,

Peringatan dan tindakan pencegahan

Meskipun vaksinasi dapat melindungi Anda terhadap kanker serviks, ini
bukan pengganti skrining serviks rutin. Anda harus terus mengikuti saran
dokter Anda pada pemeriksaan serviks/pap smear (tes untuk menskrining
perubahan sel-sel serviks yang disebabkan oleh infeksi HPV) serta
langkah-langkah pencegahan dan perlindungan.

Pingsan, yang dapat menyebabkan jatuh dan cedera, telah diketahui terjadi
(terutama pada remaja dan dewasa muda) setelah mendapatkan vaksinasi.
Sebagai tindakan pencegahan, disarankan untuk tetap berada di lokasi
vaksinasi selama minimal 30 menit setelah setiap injeksi.

Konsultasikan dengan dokter, apoteker, atau perawat Anda sebelum

vaksinasi jika Anda atau anak Anda:

«  Memiliki gangguan perdarahan (penyakit yang membuat Anda
mengalami pendarahan lebih dari biasanya), misalnya hemofilia;

«  Memiliki sistem kekebalan tubuh yang lemah, misalnya karena defek
genetik, infeksi HIV atau obat-obatan yang mempengaruhi sistem
kekebalan tubuh;

«  Menderita penyakit dengan demam tinggi. Namun, demam ringan atau
infeksi saluran pernapasan atas (misalnya pilek) itu sendiri bukan alasan
untuk menunda vaksinasi.

Seperti halnya vaksin jenis apa pun, VACETA® mungkin tidak sepenuhnya
melindungi 100% dari mereka yang mendapatkan vaksin.

VACETA® hanya digunakan untuk tujuan pencegahan, dan tidak
diindikasikan untuk pengobatan lesi terkait HPV yang sudah ada atau
pencegahan perkembangan lesi.

VACETA® tidak dapat mencegah semua lesi yang disebabkan oleh infeksi HPV
berisiko tinggi. VACETA® tidak akan melindungi terhadap semua jenis
Human Papillomavirus, oleh karena itu, tindakan pencegahan yang tepat
terhadap paparan HPV dan penyakit menular seksual harus terus
digunakan.

VACETA® mungkin tidak menginduksi respon imun yang memadai pada
individu immunocompromised.

Informasi penting apa lagi yang harus Anda atau anak Anda ketahui tentang
VACETA®

Durasi perlindungan setelah vaksinasi saat ini tidak diketahui. Dalam uji
klinis, perlindungan berkelanjutan telah diamati pada wanita berusia 18
hingga 30 tahun selama jangka waktu 4 tahun setelah dosis pertama.
Kebutuhan dosis booster belum ditetapkan.

Obat atau vaksin lain dan VACETA®
VACETA® tidak direkomendasikan jika diberikan secara bersamaan dengan
vaksin lain.

VACETA® mungkin tidak memiliki efek optimal jika digunakan dengan
obat-obatan yang menekan sistem kekebalan tubuh.

Harap beritahu dokter atau apoteker Anda jika Anda atau anak Anda sedang
minum atau baru-baru ini mengonsumsi obat-obatan lain, termasuk
obat-obatan yang diperoleh tanpa resep dokter.

yusui dan
Jika Anda sedang hamil, berpikir bahwa Anda mungkin hamil atau
berencana untuk memiliki bayi, tanyakan dokter atau apoteker untuk saran
sebelum Anda menerima VACETA®.

Mintalah saran dokter Anda tentang menyusui sebelum menerima VACETA®.

Mengemudi dan menggunakan mesin
Tidak ada informasi tentang efek VACETA® pada kemampuan Anda untuk
mengemudi atau menggunakan mesin.

Overdosis dan pengobatan
Overdosis hampir tidak mungkin karena produk dikemas dalam satu vial
single-dose / pre-filled syringe.

3. Bagaimana VACETA® diberikan

VACETA® diberikan sebagai injeksi oleh dokter Anda. VACETA® ditujukan
untuk remaja wanita dan orang dewasa dari usia 9 hingga 30 tahun.

VACETA® dapat diberikan sesuai dengan jadwal 2 dosis:

- Injeksi pertama: pada tanggal yang dipilih

- Injeksi kedua: 6 bulan setelah injeksi pertama

Interval antara dosis pertama dan dosis kedua tidak boleh kurang dari 5
bulan

VACETA® harus diberikan sesuai dengan jadwal 3 dosis:

- Injeksi pertama: pada tanggal yang dipilih

- Injeksi kedua: 2 bulan setelah injeksi pertama

- Injeksi ketiga: 6 bulan setelah injeksi pertama

Dosis kedua harus diberikan dalam waktu 2 hingga 3 bulan setelah dosis
pertama dan dosis ketiga harus diberikan dalam waktu 6 bulan hingga 7
bulan setelah dosis pertama. Silakan konsultasi ke dokter Anda untuk
informasi lebih lanjut.

VACETA® akan diberikan sebagai injeksi melalui kulit ke dalam otot (lebih
dipilih pada area deltoid lengan atas).

4. Kemungkinan efek samping

Seperti halnya semua vaksin, vaksin ini dapat menyebabkan efek samping,
meskipun tidak semua orang mendapatkannya. Efek samping berikut dapat
dilihat setelah penggunaan VACETA®:

Sangat umum (dapat terjadi pada lebih dari 1 dari 10 pasien), efek samping
yang ditemukan di tempat injeksi termasuk: rasa sakit. Demam juga dapat
terjadi.

Umum (dapat terjadi pada lebih dari 1 dari 100 pasien), efek samping yang
ditemukan di tempat injeksi termasuk: pruritus, pembengkakan, dan
eritema. Nyeri kepala, kelelahan, mual, muntah, mialgia, dan diare juga
telah dilaporkan.

Tidak umum (dapat terjadi pada kurang dari 1 dari 1.000 pasien): reaksi
alergi, gangguan menstruasi, dan pusing.

Jarang (dapat terjadi pada kurang dari 1 dari 10.000 pasien): parestesia,
hipoesthesia, perdarahan vagina, sakit perut, sakit perut lebih rendah,

420 mm
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rhinorrhea, obstruksi hidung, nyeri orofaringeal, ketidaknyamanan
orofaringeal, takikardia, nyeri dada, infeksi saluran pernapasan atas,
eritema, ruam, jerawat, sakit punggung, arthralgia, insomnia, fear of
injection, dan asthenopia telah dilaporkan.

Pelaporan efek samping

Jika Anda mendapatkan efek samping, beritahu kepada dokter, apoteker,
atau perawat Anda. Ini termasuk kemungkinan efek samping yang tidak
tercantum dalam leaflet ini. Dengan melaporkan efek samping, Anda dapat
membantu memberikan informasi lebih lanjut tentang keamanan obat ini.

5. Bagaimana cara menyimpan VACETA®?

Jauhkan vaksin ini dari pandangan dan jangkauan anak-anak.

Jangan gunakan vaksin ini setelah tanggal kedaluwarsa yang tertera pada
label atau kemasan (setelah EXP).

Simpan di lemari es (2°C - 8°C).

Jangan dibekukan.

Lindungi produk dari cahaya.

Buang jika vaksin telah dibekukan.

Jangan membuang obat-obatan melalui air limbah atau limbah rumah
tangga. Tanyakan apoteker Anda bagaimana cara membuang obat-obatan
yang sudah tidak Anda gunakan. Langkah-langkah ini akan membantu
melindungi lingkungan.

6. Komposisi Zat Aktif

Apa yang terkandung dalam VACETA®
Zat aktifnya adalah: protein HPV Tipe 16 L1 dan protein HPV Tipe 18 L1.

1 dosis (0,5 ml) mengandung sekitar:
Human Papillomavirus Tipe 16 L1 protein
Human Papillomavirus Tipe 18 L1 protein

40ug
20ug

Aluminium fosfat (sebagai aluminium) termasuk dalam vaksin ini sebagai
bahan adjuvan. Adjuvan adalah zat yang termasuk dalam vaksin tertentu
untuk mempercepat, meningkatkan, dan/atau memperpanjang efek
perlindungan vaksin.

Komposisi lain dalam suspensi vaksin adalah:
Natrium klorida, histidin, polisorbat 80, dan air untuk injeksi.

Seperti apa VACETA® dan isi kemasannya
1 dosis suspensi injeksi VACETA® mengandung 0,5 mL.

VACETA® adalah suspensi putih seperti susu dalam jarum suntik kaca atau
vial, yang membentuk endapan putih halus yang bisa dikocok setelah
penyimpanan.

VACETA® tersedia dalam kemasan 1x0,5 mL pre-filled syringe single human
dose, dan 1x0,5 mL vial single human dose.

Dus, 1 Vial @ 0,5 mL, No. Reg. XXXXXXXXXXXXXXX
Dus, 1 Pre-filled Syringe @ 0,5 mL, No. Reg. XXXXXXXXXXXXXXX

Bagaimana cara penggunaan PFS VACETA yang benar?

Present: FS VACETA terdiri atas 5 bagian:

Sdikit partikel yang tidak farut
dalam abung.
i

ang ditinghatkan
‘mengurangi kemunghinan pecah kaca

1
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and AIS was followed-up to 48 months after the first dose (median: 48.3
months); in the phase Il clinical trial, the immune persistence study in
subjects 9 through 17 years of age was followed up to 48 months after the
first dose (median: 48.0 months) (see CLINICAL TRIALS for details).

. VACETA® should under no circumstances be administered intravascularly
orintradermally. No data are available on subcutaneous ini i

-
)

14 CLINICAL TRIALS
A summary of four clinical trials of VACETA conducted in China is shown in
Table 14-1.
Table 14-1 Summary of Clinical Trials in China

Table 14-3 y icity in Females Aged 9-17 Years and Females Aged
18-30 Years (PP!
Group N onf s"":’g:/:':f)n"e GMT (95% CI)
Anti-HPV 16

StudyNo.  Phase Study Design StudyPopulation N n

Femalesaged 9-17years 553 552 99.82(99.00,100.00) 7373.58 (6763.35,8038.86)
Femalesaged 18-30years 827 826 99.88(99.33,100.00) 3843.98 (3581.81,4125.34)

of VACETA®

9 PREGNANCY AND LACTATION
9.1 Pregnancy

Vaccination of VACETA® should be avoided during pregnancy. Individuals
who are trying to be or are pregnant shall be instructed to defer vaccination
until the end of their pregnancy.

Animal

Animal experiments have shown no direct or indirect adverse effects on
reproduction, pregnancy, embryo/fetal development, delivery or postnatal
development due to VACETA®.

Human

At present, no specific studies in pregnant women have been conducted
to systematically evaluate the safety and immunogenicity of VACETA®. In
clinical trials, a total of 212 unexpected pregnancy events were collected
after VACETA® vaccination. Although no adverse effects of VACETA® on
pregnancy outcomes and neonatal health status were observed in these
clinical trials, the available data are insufficient to inform vaccine-associated
risks in pregnancy.
9.2 Lactation

Vaccination of VACETA® should be avoided during lactation. Whether this
product is excreted into human milk remains unknown.
10 INTERACTION WITH OTHER MEDICAMENTS
10.1C i Vaccine ini i

No concomitant immunization data of VACETA® are available. VACETA® is
not recommended to be concomitantly administrated with other vaccines.
10.2 Immunoglobulin or Other Blood Products

The use of immunoglobulin or other blood products should be avoided
within 3 months prior to the administration of VACETA®.
10.3 Immunosuppressive Therapies

Immunosuppressive therapies, including irradiation, antimetabolites,
alkylating agents, cytotoxic drugs, and corticosteroids (used in greater than
physiologic doses), may reduce the immune responses to VACETA®.
10.4 Hormonal Contraceptives

No clinical evidence is available to present the impact of hormonal
contraceptives on the efficacy of VACETA®.
10.5 Prior Vaccination with Other HPV vaccines

No data are available to support the interchangeable use between
VACETA® and other HPV vaccines.
11 DRIVING AND USING MACHINES

There is no information on the effect of VACETA® on your ability to drive
or use machinery.
12 OVERDOSE AND TREATMENT

Overdose with VACETA? is unlikely due to its presentation as a single-dose
vial/pre-filled syringe. No overdose data are available for the product in recipients.
13 PHARMACODYNAMIC/PHARMACOKINETICS
Not applicable.

Randomized, double-blind, ~ Females 9 through

BLLHPEIO0L  Phasel . ebo-controlledstudy  4Syearsofage 160 »

NLHPCl0G  phasen  Rendomized,doublebling,  Femalesthrough 0 g
placebo-controlled study 45 years of age
Randomized, double-blind,  Females 18

311-HPV-1003  Phaselll  placebo-controlled, multi-  through30yearsof 12,000 12,000
center study age

L1008 phaseqy Rendomized,controlled  FemalesSthrough g
immunobridgingstudy 26 years of age )

* The total number of subjects included in each clinical trial
#The number of subjects 9 through 30 years of age

a Subjects aged 9-17 years were not included

b Subjects aged 15-17 years or 27-30 years were not included

14.1 Vaccine Efficacy Against HPV Types 16 and 18

Vaccine efficacy of VACETA® was assessed in Study 311-HPV-1003. A total
of 12,000 healthy females 18 through 30 years of age were enrolled and
received 3 doses of VACETA® or placebo. Final analysis was performed at 48
months after Dose 1 (median 48.3 months). The efficacy against histopatho-
logically confirmed CIN2* lesions (CIN 2/3, AlS or cervical cancer) associated
with HPV-16 and / or HPV-18 infection in per-protocol set 1 (PPS-1) is shown
in Table 14-2.

Table 14-2 Efficacy of VACETA® in Prevention of HPV-16 and for HPV-18-related
CIN2" Lesions in Females 18 through 30 Years of Age (PPS-1)

%Efficacy
) . VACETA®  Placebo
Disease Endpoint (95% CI)
N n N o
CIN2/3, AlS and cervical cancer 7859
associated to PV 16andjorHpvig 190 3 S16T 180500 06 06)
Note:

(1) The PPS-1 consisted of individuals who received 3 doses of investigational product
according to the study protocol, and were with normal cytology or low-grade lesions,
aswellas naive (PCR negative and seronegative) to the relevant HPV type(s) at Month
0and Month 6.

(2) Efficacy was measured starting after completion of 3 dose vaccinations.

* The total number of subjects included in each group

# The number of subjects who were diagnosed as CIN2/3, AIS or cervical cancer

associated to HPV 16 and/or HPV 18

14.2 Immunogenicity
(1) Immune response in females aged 9-30 years following 3-dose
regimen of VACETA®

A summary analysis of three clinical studies (311-HPV-1002,
311-HPV-1003, and 311-HPV-1004) showed that above 99.77% of subjects
who received VACETA® became seropositive for antibodies against HPV-16
and HPV-18 by Month 7 (one month post Dose 3) across all groups. Higher
GMTs were noted in females aged 9-17 years as compared to those in females
aged 18-30 years. Please refer to Table 14-3 for details.

Anti- HPV 18
Females aged 9-17years 553 552 99.82(99.00,100.00) 6628.38 (6006.61,7314.53)
Femalesaged 18-30years 854 852 99.77(99.16,99.97) 250557 (2397.78,2809.68)

Note:

(1) PPS consisted of individuals who received 3-dose series of investigational product and were
seronegative to the relative HPV type(s) prior to Dose 1.

(2) Neutralizing antibody against HPV as measured by pseudovirus neutralization assay

(3) The positive cut-off of neutralizing antibodies against HPV 16 and HPV 18 was 1:40

* The total number of subjects included in the analysis

* The number of subjects who itive in antib

inst ing HPV types

(2) Immune response in females aged 9-14 years of age following 2-dose
regimen of VACETA®

In theimmunobridging study (311-HPV-1004), the GMTs and seropositive
rates of neutralizing antibody in females aged 9-14 years who have received
a2-dose regimen of VACETA® were non-inferior to those observed in females
aged 18-26 years who have received a 3-dose regimen of VACETA® in terms of
both HPV-16 and HPV-18 antigens. Non-inferiority was determined based on
the lower limit of 95% CI for GMT ratio above 0.67, and the lower limit of 95%
Cl for seropositive rates above -5%, please refer to Table 14-4 for details.

Table 14-4.C i GMT d Females

Aged 18-26 Years (PPS)

Rate

Group. N o % Difference GMT  GMTRatio®
(Dosing Regimen) 5% ooy (95%C (5% cn)
Anti-HPV 16
10000 851138
Femalesaged 9-14years (0,6) 288 288 (9873, 000 758578,
1000 T 954993 162
10000 L4y 512861 (14L19)
Females aged 18-26 years (0.2.6) 267 267 (9863, (a671.35,
100.0) 5754.40)
Anti-HPV 18
10000 7079.46
Femalesaged 9-14years (0,6) 288 288 (9873, 000 (630957,
000 G susay 269
100.00 L) 2609153 (219,324)
Females aged 18-26 years (0.2.6) 274 274 (9866, (234423,
100.0) 3090.30)
Note:
(1) PPS included received compl product

to the relative HPV type(s) prior to Dose 1.
(2) Neutralizing antibody against HPV 16 and HPV 18 as measured by pseudovirus neutralization assay
(3) The positive cutoff of neutralizing antibodies against HPV 16 and HPV 18 was 1:40
* The total number of subjects included in the analysis
* The number in antibod
© “0%” refers to the seropositive rate
* GMT ration=GMT of females aged 9-14 years/ GT of females aged 18-26 years

t ling HPV types

(3) Immune persistence in females aged 9-17 years following 3-dose
regimen of VACETA®

Table 14-5 The d GMT of izi ibody among 17
Years for Immune Persistence
Time Points N ' (s5% 1) GMT (95% C1)
Anti-HPV 16
Month 7 265 264 99,62 (97.92,99.99) 857145 (7437.30, 9878.50)
Month 12 265 265 100,00 (98.62, 100.00) 1577.93 (1408.00, 1768.40)
Month 24 w2 24 100,00 (98.49, 100.00) 1916.92 (1668.50, 2202.40)
Month 36 235 235 100,00 (98.44, 100.00) 1161.28 (1007.80, 1338.10)
Month 48 206 203 98.54(95.80,99.70) 762.37 (65037, 893.66)
Anti-HPV 18
Month 7 263 262 99,62 (97.90,99.99) 5825.80 (5087.20, 6671.70)
Month 12 63 262 9962 (97.90,99.99) 311120 (2687.00, 3602.60)
Month 24 w2 241 99.59(97.72,99.99) 1371.08 (1168.70, 1608.50)
Month 36 235 235 100,00 (98.44, 100.00) 1069.23 (903,80, 1264.90)
Month 48 26 201 97.57(94.43,99.21) 742.13 (625.20, 880.91)
Note:
e product

relative HPV typels) prior to Dose 1.
2 tralizati

(3) The positive cutoffof neutraizing antibodies against HPY 16 and HPY 18 was 1:40
The total number of subjectsincluded in the analysis
The number of subjects P
“06"refers tothe seropositive rate
15 NON-CLINICAL SAFETY DATA
Single-dose and repeated-dose toxicity and local tolerance studies
revealed no special hazards to humans. HPV-2 induced antibody responses
against HPV 16 and 18 in pregnant SD rats as well as their fetuses, following
four intramuscular injections. No treatment-related effects were observed
on parental fertility, reproductive parameters, embryo-fetal development,
and development of the offspring
16 STORAGE CONDITION
Transport and store refrigerated between 2°C to 8°C. Protect from light.
DO NOT FREEZE. Discard if the vaccine has been frozen. Keep the product in
places out of children’s reach.
17 DOSAGE FORMS AND PACKAGING AVAILABLE
Vial, 1x0.5 mL single human dose
Pre-filled syringe, 1x0.5 mL single human dose.
18 PRE-FILLED SYRINGE USAGE
Refer to PIL
19 INCOMPATIBILITIES
In the absence of compatibility studies, this medicinal product must not
be mixed with other medicinal products.
20 USE-BY DATE AFTER OPENING
Please use it immediately after opening.
21 SHELF LIFE
The shelf life of the vaccine is 24 months. Please use before the
expiration date printed on the label or packaging.
22 PACKAGING AND REGISTRATION NUMBER
Box, 1 Vial @ 0.5 mL, Reg. No. XXXXXXXXXXXXXXX
Box, 1 Pre-filled Syringe @ 0.5 mL, Reg. No. XXXXXXXXXXXXXXX
Manufactured by :
Yuxi Zerun Biotechnology Co., Ltd.
Yuxi - China

In the 311-HPV-1002 study, the immune ps e was in
females aged 9-17 years following 3-dose series of VACETA®, please refer to
the Table 14-5 for details.
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