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2004 - 2013

Rekapitulasi Pencapaian
FcP FKUI RSCM

Pencapaian Pencapailan Pencapaian
e | LT | L L
Penyuluhan 80,991 56,084 137,075
Deteksi Dini 22,989 34,181 65,174
VA Positif / NIS 870 498 1,608
Krioterapi 654 275 1,146

Curiga kanker 18 63 vl 1.3/1000

Puskesmas

Dari 342
IS CHUES

Dokter umum &
dokter spesialis

Pelatihan Bidan & perawat
Kader

Tokoh masyarakat




sa\ SETIAP

Kasus baru
kanker serviks
terjadi setiap
hari’

JAM?Z

WANITAZ
MENINGGAL >

KANKER

26 \ /%1

mEﬂlﬂQQa! dengan jumlah
setiap hari kasus kanker

karena kanker serviks terbanyak
serviks di Asia Tenggara?




Stadium Ca Cervix Tahun 2015

Staging Cervix Year 2015 - 2015

400

356

—

320

240

- Advance

160 .. Stage: 82.3% |

Early Stage:
| 17. 'Z%

80

—

—
—

2015
None Stage Ial B Stage Ia2 StageIb1 [ StageIb2 |M StageIlal  |M Stage
Ila2 [ Stage IIb Stage Illa Ml Stage I11b [l Stage IVa |l Stage Ivb |l Unknown




Survival

Year 5

* 71% is given complete radiation therapy
* Histopathology findings are:
= Squamous Cell Carcinoma (78%)

= Adenocarcinoma (21%)
= Small Cell Carcinoma (1%)

R, Purwoto G. Characteristic and survival rate of patient with advanced stage cervical cancer that
angunkusumo hospital, Jakarta. Poster session presented at: the 4th Biennial meeting of
ov 12-14; South Korea.

Kusuma F, Jovian R, Pr.
given adjuvant therap
Asian society of gynec
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Cervical Cancer

Virus DNA 8
Capsid
protein
L Cervix

nfaction
by HPY
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~30% heal HPY DNA integrated

within two years into tumour cell DA
WEI'! o / 0.8% develop
replication e cancer
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TERJADINYA KANKER SERVIKS DIAWALI DENGAN
INFEKSI VIRUS HPV




1. HPV infection ———» Normal Cell
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learance : / _
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v step?

2. Overexpression \/ Bak ———%
A of E6 and E7

‘.1 inevitable

3. Mutations

|

4. Cancer

ADA DUA PROTEIN VIRUS HPV YANG BERPERAN
UTAMA MENYEBABKAN SEL SERVIKS BERUBAH




EPIDEMIOLOGI

HPV

(Human Papilloma Virus)

>100 type HPV
19 oncogenic HPV

The most common cervical cancer
Indonesia
16 (44%), 18 (39%) , 52 (14%).

Maaike C Schellekens etall. Gynecologic Oncology..2004:93(2) ; 49-53



http://www.sciencedirect.com/science/article/pii/S0090825803008904%23

HPV Genotype Distribution (Jun'11-Cct'12)

B High-Risk HPV

= Low-Risk HPV
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Cervical Cancer
HPV-type

Kalgen Lab




HPV INFECTION



Kanker yang dapat disebabkan HPV

Kanker ~100%
Serviks?
3
Kanker
| Vulva?
N B iy v
pae Ly
Kanker - A
. mulut - H V. <
12-70% tenggor Kanker 60-90%
okan3 / \ Vagina!
~100% Genital L
Warts? Kanker
e - 80+% & Both sex
Male

Percentages represent cases atrributable to HPV infection

Braaten KP et al. Rev Obstet Gynecol. 2008;1:2—10.
* Hoots BE et al. Int J Cancer. 2009;124:2375—-2383.

* |IARC. IARC monographs on the evaluation of carcinogenic risks to humans. Human papillomaviruses. /ol 90. Lyon, France: IARC, 20807.






ADAKAH OBAT HPV
HPV Protocol

. HPV-Immune Support

BELU OBAT INFEKSI HPV




How does HPV get transmlﬁed7

- Sexucl contact

Sexual intercourse

- Sexual
Genital-genital, manual-genital, oral-genital T . .
Genital HPV infection in virgins is rare, but may result from Genlta].'genltal

nonpenefrative sexual contact.

Condom use may help reduce the risk, but not fully protective. Ma.nlla.]. genita].
- Nonsexual routes Oral genltal

e Mother to newborn (vertical transmission)
e Fomites (e.g., undergarments, surgical gloves, biopsy forceps)

°
% Hypoihesized'bufnoi welldocumenie,d;would berare , Penularan lbu-

Most infected individuals are unaware that they are ba-y-l
infected and may unknowingly spread the virus.

Skin to skin




Skin to skin contact

Condoms help,
but not completely
protective




Kanker yang dapat disebabkan HPV

Kanker ~100%

Serviks'
Kanker ’
45% penis3 Kanker ~40%
| Vulval
=3 4
N
Kanker f:&‘i y
7 mulut — H V -
12-70% tenggorok Kanker 60-90%
an3 / \ Vagina'
~ 0,
100% Genital Kanker Female
Wa3rtsl' —— 80+% & Both sex
Male

Percentages represent cases atrributable to HPV infection

Braaten KP et al. Rev Obstet Gynecol. 2008;1:2—10.
* Hoots BE et al. Int J Cancer. 2009;124:2375—-2383.
* |IARC. IARC monographs on the evaluation of carcinogenic risks to humans. Human papillomaviruses. /ol 90. Lyon, France: IARC, 20807.



CERVICAL CANCER
GENITAL CANCER




Cervical Cancer

Virus DNA 8
Capsid
protein
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TERJADINYA KANKER SERVIKS DIAWALI DENGAN
INFEKSI VIRUS HPV




J Pathol. 1998 Sep;188(1):12-8,

Human papillomavirus is a necessary cause of invasive cervical cancer worldwide.
Walboomers JM', Jacobs MV, Manos MM, Bosch FX, Kummer JA, Shah KV, Snijders PJ, Peto J, Meijer CJ, Mufioz N.

" 21 that were inadequate ( p< 0.001). Combining the data from this and the previous study and excluding inadequate specimens, the
worldwide HPV prevalence in cervical carcinomas is 99.7 per cent. The presence of HPV in virtually all cervical cancers implies the

CERVICAL CANCER - HPV

Transient infection Persistent HPV infection

Mild cytalogh
abnormalities

Frogression I &N
Normal MHPV-infected Precancerous
Corvix Cervix lesion

Larance Hegressxon

Adapted from Weght T, S man M. Adding » Test for Human Pagilioenavirus DNA 10 ¢

Cance SCGoenrg The New Englond JMurnd' of idedcime, 2001 345489 4%




PERJALANAN PENYAKIT KANK]

ER SERVIKS

SERVIK
NORMAL
PENCEGAHAN
PRIMER v
AWAL TERJADINYA
PERUBAHAN

Sthifman M, Kiase SKJ Nald Canowr Ingtf Momagr 035 (31 1499




Time from HPV infection to death
due to Cervical Cancer

Time from HEY infection to high grade
precancerous dysplasia ranges from & months

to decades- average 3 years
Frogression from CINZ/CING to invasive

cancer takes 5-20 years

In screenad population cervical cancer has
been reported before 20 vears, gradually
increasing to a plateau by early 30 & does not
decrease in later life




ANAL CANCER




Anal Cancer

« This is usually squamous cancer
(HPV infection) and is treated with
chemo-radiation.

Rectal cancer i1s adenocarcinoma
(from a polyp) and is treated with ,
surgery +/- chemoradiation ks <ol




Anal Cancer: Risk Factors

« High Risk HPV Serotypes

® - HPV-16, HPV-18 Svuré
— detected in > 80% of anal cancer specimens

— CDC: estimates 86-97% of cancers of the anus are
attributed to HPV infection

— Other Oncogenic HPV strains: 31, 33, 35, 39, 45, 51,
52, 56, 58, 59, and 66

* Immunosuppression facilitates persistence of
HPV infection
— HIV+, MSM incidence 131/ 100,000 persons
— Solid Organ Transplant
— Anti-TNF Therapy




ORAL CANCER
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Can | get cancer from oral sex?

Yer ond ha Ui = ey 0 \,vup areose o tha rumlier

~ e ' 30 i
ol cases of arold and oot Concor Grmang men, caovied bry

MY odechom controcted dunng orol sex.

hap

- e

Risk: HPV now 0 more-common

I::s?:imtooi ond oral concers than tobocco

Can | get cancer from oral sex?

Yes, and the U.S. is seeing a sharp increase in the number of cases
of oral and throat cancer especially among young men, caused by
HPV infections contracted during oral sex.

20, 201

september 2
Tuesday, 5¢ |)(: m

ee—

-

2T p }“"“v‘rl‘ - -(ommon
scina Risk: HPV now a more

I‘c:ss':l:;i throat and oral cancers than tpbucco

D2 e

Both are HPV



Oropharyngeal

oy cancer
HPV 16,7 .~

HPV transmission \\HPV 16, ?

N\
N\
N\

'y

O

HPV 16 and 18; J‘I—
HPV 31, 33, 35, 39, 45, 51,
52, 56, 58,59, 68, 73, 82 Sexual Contact

CCR Translations A



FACTS ABOUT ORAL CANCER

of oral cancers
are squamous cell

carcmomas
higher risk of developmg a second

cancer, after surviving a first.

Oral cancers have
increased over a 6 year

ONE AMERICAN period, while other
dies every hour cancers have decreased.

from oral cancer.

0/ of oral cancer 20 years ago
' is related t
5 o i felsstryels cehoié)es. Two decades ago 20% of oral cancers were HPV-

related. Today, that number has grown to 50%.

Oral Cancer is spreading. \What was once considered an old man's disease is now
crossing over into younger and younger generations. HPV related cancers are 6-7 times more
common in men than women and is responsible for a 15x increase in oral cancer diagnosis.

5021 Washington Rd. Kenosha, W1 53144 ¢ Phone: 262-654-6770 ® www.santarelliofs.com

Source: www.meadowbrookdentalcare.com
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INFECTED NORMAL

Virus introduced into the skin
| through foreign body or microabrasio

PV Virion _FT’) = —APC
’ _ Mature

L1 and L2 % SQUOmOUS
Suprobcsol layer

cell P - =
( @9 : Squamous
Viral e ! layer

Para-basal
(non-dividing)
keratinocytes

Expanded transit

Amplifying layer
Transmit \¢
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£6 and E7 " Stem cells
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0O ©
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PENILE CANCER
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HPV From
Infection to Cancer

“High-risk” human papillomavirus (HPV) types
have the potential to lead to cancer over a
decade or longer. When the virus infects cells, it
gradually causes increasingly severe damage.

Squamous cells

i Cancerous

Basement : Abnormal

membrane | cells  cell

In mild . In moderate | Abnormal cells
abnormality, i abnormality, : progress to
only a few : affected cells | malignancy
cells are : are found i after the virus
changed; this  throughout slips two key
sometimes much of the cancer-causing
goes away on  surface lining  genes into the
its own of the cervix DNA of the host

MCT Source: Dr. Richard M. Haupt, Merck & Co.



LEUCOPLAKIA

» Present as solitary or
multiple whitish plagues
that often involves the
meatus

» Surgical excision and
radiation are the treatment

o tamonr on T la® side of the gans bavolvirg the corore gedis =anopetoiogiond Lo
h s the corsus socneioam withoos wetteal Invcivamant (T24

Signs of Penile Cancer You circumcised your son to

For Information,

Visit: www.epainassist.com | prevent penile Cancer?

FIrUst you had your chidren's breast tssue removed 1o
prevent breast cancer as well...

1in 8 woman 40,000

1in 1,000 men | 430

Penile Cancer—‘-'—j w :" anihe 0 <1'in 100,000 men 3—20
: Avetiie Cwant badnty RErER L B LY AN Ay
ePainAssist.com - Delomma ceg rtacHealt.on SavinSone.0n.
Medical Professionals for Genital Aulanony




VAKSIN HPV
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HPV L1 VLP vaccine

VAKSIN BERISI BAGIAN KULIT VIRUS YG DIBUAT
ATAU SINTESISNYA




Komponen Antigen Vaksin : L1 VLP vs HPV

“ Sistem imun akan mengenali L1 VLP seperti mengenali HPV
L1 VLP tidak mengandung material (DNA)
L1 VLP tidak infeksius dan tidak onkogenik

S —

[Human Papillomayirus) (VirUs-like particle)




HPV L1 VLP Vaccine Synthesis

SUNTIKAN
VAKSIN YANG
MENGANDUNG
VLP-HPV

TERHADA



PROSES NETRALISASI INFEKSI HPV

Cervical canal

Cervical
epithelium

Blood vessel

Epithelial tear

1. Stanley M. Vaccine 2006; 24:516-S22;

2. Giannini S, et al. Vaccine 2006; 24:5937-5949;

3. Nardelli-Haefliger D, et al. J Natl Cancer Inst 2003; 95:1128-1137,
4. Poncelet S, et al. IPC 2007(poster).




DUA VAKSIN HPV DI INDONESIA

Bivalent™

» A

_ AS04 adjuvant o

s

Antigens

Aluminium MPL

salt +

(AI(OH)5)

Immunostimulant
_

{ Aso4 ini !

\ -containing vaccine

Antigens

P R
XA

Adjuvant
A
Aluminium salt
(amorphous aluminium
hydroxyphosphate
sulphate [AAHS)])

—
AAHS-containing vaccine

HPV 16 VLPs  HPV 18 VLPs HPV 6 VLPs HPV 11 VLPs



JADWAL VAKSINASI

USIA DOSIS JADWAL
9-14TH 0-6/12
14 -44TH 0-2-6/12




Immunogenicity of 2 doses of quadrivalent HPV vaccine in younger
adolescents vs 3 doses in young women: A randomized independent study

8, 24, and 36 Anti-Human Pap

Girls, 9-13 y

2 Doses 3 Doses

GMT (95% CI).
mMU/mL

No. of
Pationts®

No. of
Patients®

GMT (95% ClI),

Antibodies mMU/mL

1008

us Competitive Immu 1ssay Geometric

Women, 1

3 Dos GMT Ratio (95

L]

No. of
Patients®

Month 7

GMT (95% ClI),
mMU/mL

(2-D

Month 18

Month 24

Mean Titers

n the

Cl), mMU/mL

Month 36

T

The GMT ratios for girls (2 doses) to women (3 doses) remained noninferior for all genotypes to 36
months. Antibody responses in girls were noninferior after 2 doses vs 3 doses for all 4 vaccine genotypes at

month 7, but not for HPV-18 by month 24 or HPV-6 by month 36.

Dobson et al. JAMA 2013

ANTI-BODI
9-14 TH
2 DOSIS = 3 DOSIS



Effectiveness terhadap HPV 16/18-terkait CIN 2

atau lebih buruk
Per Protocol Efficacy Population (N=1984)
Longest follow up: 10 years

100

80

Vaccine Effectiveness™ (VE)
Percentage

;
Tidak ada kasus

PRA-KANKER
terkait HPV 16/18
10 tahun sesudah
vaksinasi

Zero number

4 OT cases .
. f Vaksin qHPV tetap aman dan
ditoleransi dengan baik~10 tahun
20 setelah vaksinasi.
(0)

0 -
N=1,984) Vaccine
Effectiveness HPV 16/18-Related
CIN 2 or Worse
Lo Il ™ IN THE NORDIC COUNTRIES. Kjaer et al. Poster presented at EUROGIN 2015.

ness measures the relative re

Confidential o :
from the incidence rate in a

ne recipients compared to the baseline incidence rate of 0.0287 per 100 person



Effectiveness berdasarkan Tipe Lesi

Efektifitas Population (N=1984)
Pengamatan selama : 10 years

Zero number

Q
o0
(1]
i)
c
Q
(8
L
Q
o

Zero number

of cases of cases

—
Ll
>
—
*
(7))
(70}
()
[
()
2
=
(S )
o
(v
[NN]
()
=
Q
@
>

4

100
80
60
Zero number Zero number Zero humber

40 of cases of cases of cases

20
0
0
worse

(N=1,984) (N=1,984) (N=1,984)
LONG-TERM EFFECTIVENESS OF GARDASIL™ IN THE NORDIC COUNTRIES. Kjaer et al. Poster presented at EUROG
ness measures the relative reduction of the disease incidence in vaccine recipients compared to the baseline incidence rate of 0.0287 per 100 person

VE:100 % VE:100 % VE:100 % VE:100 % VE:100 %
CIN 2 CIN 3 or CIN3
from the incidence rate in an unvaccinated cohort and under the assumption vaccine efficacy is 90%.




PROGRAM VAKSINASI
NASIONAL DI DUNIA



PENELITIAN HASIL PROGRAM VAKSINASI
NASIONAL DI NEGARAZ DUNIA®

Genital Warts _I__ E A _ 2. T
— x . * .
Baandrup Al Wilson Smith
S . Sex Transm Dis®3 | BMC Infect Dis'® Sex Transm JInfect Dis**
* Infect?®
iz . N P £
Read +_ +\_71l§ e o] S |
Sex Transm i L * . =
Infect® J Infect *Blomberg Ali Chow *Drolete
iz Nz Dislt Clin Infect BMJY BMJt Lancet Infect
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. * s Nl
Fairley Donovan i %—= —71:3 . -
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Bauer INCE Am J Public PLoS One*? Vaccine?®
v AmJ Health®
S~ Public Sﬂé .,
Health'? | — * . &
Elémai?t Mikolajczyk | Nsouli-Maktabi Liu *Dominiak-Felden
Sex Transm MSMR® Sex Transm PLoS One®
Dis'® Infect?
Nl
| =< 2
—-— =
>Z.. | rBaldur-Felskov *Crowe *Smith
Sz . i * . Cancer Causes BM3L Pediatrics3?
ol =] *Gertig Control*°
Brotherton *powell BMC Med?® —I—_— +
Lancet? Vaccine?® = o - 7
*Baldur-Felskov | *Mahmud Hariri Herweijer
INCI4 J Clin OncolP? Vaccine®* IntJ
Cancer®
- | e — e S—
HPV Prevalence N = | = L=
. e * . — —_— —
*Tabrizi Markowitz *Tabrizi Deleré *Dunne *Markowitz
J Infect 1 Infect Dis’ Lancet BMIC Infect / Ip{sct Pediatrics*
Dis3® Infect Dis38 Dis3d Dis
‘ [ J o o [ J @ o
2006 2007 2008 2009 2011 2012 2013 2014 2015 2016

*Study links effectiveness data to vaccination
2016 the childhood vaccination program incl
Canada, and (€]
Please see corresponding slide note for refer

aIncludes reports published in the peer-reviewed scientific literature, and does not encompass reports at scientific conferences. PBeginning on February 1,
cine.*? ‘Meta-analysis of data from 20 studies in 9 countries (United States, Australia, England, Scotland, New Zealand, Sweden, Denmark,
ing both AvHPV vaccine and 2vHPV vaccine.®
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Australia: Cervical Abnormalities reduction

B #1 Dose ™2 Doses #3Doses
Low-grade | CIN2ICIN3/AIS | High-grade  100% Low-grade CIN2+/AIS

| cervical cervical Other cases
abnormalities abnormalities 80% P I N
6 %

7% o 5 i

/ 0 ‘4 /
t : 0% : ‘
i) 0% 10k i 2l 24 2 °

AUSTRALIA

3 ) 0% o b b b o el ol o8 ol o S a3 Y
g0 R PP e R e R P L i
o A o P N

Age-Eligible for Vaccination Program (Age in 2007) Age-Eligible for Vaccination Program (Age in 2007)

TERJADI PENURUNAN ANGKA PENDERITA
PRA-KANKER SERVIKS (17 - 48%)

Australia: Population-based analysis of % reduction in cervical Australia: Population-based analysis of percentage reduction in
abnormalities among vaccinated (at least 1 dose) vs contemporaneous cervical abnormalities among vaccinated vs contemporaneous
unvaccinated screened females in Victori unvaccinated screened females in Queensland

Garland et al; Impagt and Effectivenes
Real-world Experience: CID, 2016

drivalent Human Papillomavirus Vaccine: A Systematic Review of 10 Years of



Canada & Denmark: Cervical Abnormalities
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n = number of women with lesion in each age group, vaccinated and unvaccinated included.

Birth Cohort

reduction

PIN HPV

DENMARK
CANADA

TERJADI PENURUNAN ANGKA PENDERITA
PRA-KANKER SERVIKS (12 - 80%)

Canada: % reduction in cervical

abnormalities in

Denmark:

%reduction

in cervical abnormalities in females

vaccinated/vaccine era vs gontemporaneous unvaccinated/ vaccinated with 4vHPV vaccine (21 dose) vs unvaccinated

prevaccine era in 3 provinces

Garland et al; Impagt and Effectiv
Real-world Experience: CID, 2016

women by birth cohort

Quadrivalent Human Papillomavirus Vaccine: A Systematic Review of 10 Years of



Sweden & USA: Cervical Abnormalities
reduction
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n = number of vaccinated women with lesion in each age aroup. n = number of vaccinated women with lesion in each time category.

TERJADI PENURUNAN ANGKA PENDERITA
PRA-KANKER SERVIKS (9 - 84%)

vaccinated with 4vHPV vaccine/(3 doses) vs unvaccinated abnormalities among females vaccinated with 4vHPV vaccine (at

Ipartially vaccinated females, by age t dose least 1 dose) vs contemporaneous unvaccinated females

Garland et al; Impagt and Effecti

Quadrivalent Human Papillomavirus Vaccine: A Systematic Review of 10 Years of
Real-world Experience: CID, 2016 '
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The second question is how to reach the population. Although the vaccine is
approved for women up to the age of 26, it is generally considered to be best
administered at the age of nine to 13 years, before girls become sexually active and
potentially exposed to HPV.

% The American College of

= T '

7 Obstetricians and Gynecologists
" WOMEN'S HEALTH CARE PHYSICIAMS

e
A
gy BT

# The target age for vaccination is 11-12 years for girls and boys.

American Cancer Society recommendations

To work best, the HPV vaccine should be given before the young person has had any type of sexual contact with
another person.

« Routine HPV vaccination is recommended for girls 11 to 12 years old.



Approval for the new indication is based on a single randomized, controlled trial of
4,065 patients, including 602 men who have sex with men. Among the MSM
population, the point estimate of efficacy for Gardasil was 78% (95% CI, 40-93) for
the primary composite endpoint of prevention of any grade anal intraepithelial
neoplasia and anal cancer. Efficacy was 75% (95% CI, 9-93) for grade 2 or higher
anal intraepithelial neoplasia.

FDA approves HPV vaccine for anal cancer

HemOCnc Today, January 25, 2011

Efficacy was 75%<%0or grade 2 or
Higher anal intraepithelial*neoplasia
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Burden of HPV Infections

Preventing a Viral Infection to Prevent Cancer
Mencegah Infeksi HPV berart/ Mencegah Kanker




INJECTION SCHEDULE

Periods at risk (each up to 180 days)

qHPV vaccine doses

Quadrivalent, 0-2-6 g 13 years old : TWO DOSES
Bivalent, Suntikan : 0-6/12




Vaksinasi HPV

i DOSIS
" Usia 9-13 Th : 2 dosis

10 years old
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Y Relevant Trends in Indonesia :
Early Age at First Marriage

Age at first marriage! Pre-marital sex and aged of sexual

activity?
4.9
336
1.3
44 51
1.8
1 | AN

“Survey taken from 63.428 respondent aged
10-24 years. 86.7% of them haven’t been
married?

“Among those who haven’t been married, 3%
man and 1.1% women said they already
sexually active?

Umur Laki laki Perempuan
9 1.0
10 05 1.3
11 0.2 0.9 Proportion of
| 12 0.3 : respondent aged
13 15 : 10-24 years who
1014 15419  20-24 2529  30-34 35+  Tdk 14 22 , L
menjub :: fg based on first age
Umur Perkawinan Pertama (Tahun) 7 1:0':6 sexually active 2
18 15.9
Percentage of women aged 10-59 years ' %
based on age at first marriage? o1 )
22 6.3
23 42
. ._ 24 1.2
Riskesdas 2010. Badan Penelitian dan Pengembangan Kesehatan, Tidak tahu 40

Kemenkes RI

Tdk menjawab
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Pencanangan imunisasi HPV
dalam Bulan Imunisasi Anak Sekolah
vyakar 4 ttobar 2016

Pencanangan imunisasi HPV
dalam Bulan ll?\unisasi Anak Sekolah
i Jakarta, 4 Oktober 2016
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HPV

IS THE

PREVENTION ,,\,

f;'kf*,'?\uu ARE THE KEY TO
Sl CANCER PREVENTION







