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Vaccin HPV da hoa tri

Khuyén c4o moi
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HPV Ia yéu to thw 2 sau thuoc |a
gay ung thw

* 5% ung thw loai nguwoi
* 10% ung thw phu ntv

* 15 % ung thw phu n&r & nhirng nwéc phat
trién
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Uée lwong ti 1€ ung thw hang nam lién quan
dén yéu td viem nhiém

zur Hausen H. - Wiley VCH. 2006

EBV 7,6%

HBV + HCV HPV 4,3% EBV 14,2%
14.6%

Helicobacter
pylori 47,1%

HPV 51,5%

Helicobacter HBV + HCV
pylori 26,3% 34,5%

Ti |é trén phu nl']’:, Ti lé trén dan ﬁngi
1 006 500 : 19,9 % tong sO ung thw 1025500 : 17,7 % tong s6 ung thw

3
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Vaccin HPV :nguyén tac

. Dwa trén VLP L1 :
\) Dac hiéu dwa trén kiéu gen
Bao vé chéo

Dwa trén L2 :

Khong dac hiéu - vaccin
vl HPV_nhwng hiéu gia
khang thé thap .

d -";
2 BKbdsDNA =
% F

SATEIl
Viral genome
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Vaccin HPV - Ngay nay
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7 dose (0.5 ml) contient:
Protéine L1 d'HPV de type 162
Protéine L1 d’HPV de type 18'2
‘avec adjuvant AS04 contenant
3-O-desacyl-4’- monophosphoryl lipide A (MPL)?
cadsorbé sur hydroxyde d’aluminium hydrate (AI{OH),) 0.5 milli
Chiorure de sodium/ Phosphate monosodique dnhydra&l Eau pour préparations injectables

Cervarix

Suspension injectable en seringue préremplie
Nacdn Papillomavirus Humain (Types 16, 18]
(Recombinant, avec adjuvant, adsorbeé)

Fmca Feollonovis Ve
s Voccise [Types 6, ) I, &
nvawh")'wfﬂfn:c; e 15,18

'?
6 16 oty

=910 pasteur Mso

1x 0.5 mL Single-Dose Syringe DIN 02437058
Sterile

GARDASIL. 9

[Human Papillomavirus 9-valent
Vaccine, Recombinant]
Suspension for injection
Each 0.5 co tains 30/40/60/40/20/20/20/20/20 mcg

Seringue a dose uhiaue

GARDAsn..9
[Human Papillomavirus
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My i T g

Thanh phan vaccin 2 hda tri.4 hoa tri va 9 hoéa tri

Cerva| Gardasil 4 Gardasil 9
rx
M OX TOIEHIEOL  TOIOIOY 18 X JOI |
nguyén
VLP L1 Protéine Protéine L1 Protéine L1
L1
San xuat Té bao NAm men NAm men
con trung
Lidu (ug) 20 20 20 40 40 20 30 40 60 40 20 20 20 20 20
Ta& dworc ASO04: AAHS
Hyd(;’cz‘(lyde Sulfate d’hydroxyphosphate d’Aluminium amorphe (225u9)
Monophos
phoryl ’
lipide A
Ton Tbn thwong tién ung thw ctia CTC, am hd, &m dao
il Ung thw CTC
s tien ung
Chidinh iy Hot com sinh duc
Ung thw

CTC
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Vaccin HPV: ngay nay
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HPV—Ol Immunogeénicité (ELISA)

Type Time Séropositivite | GMT | Ratio GMT
(%) VS VIEM
nhiém tw
nhién
PRE 0 4
HPV-16 -
Mo 7 100 5334
Viém nhiém tw nhién HPV 16 50
PRE 0 4
HPV-18
Mo 7 99,7 3365 -
Viém nhiémtw.nhién HPV 18 41

Harper et al, Lancet 2004 : 364 : 1757 - 1765
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Hiéu gia khang thé [6 11 16 18]
v4d HP\/ = vQ HPV/

HPV 6 HPV 11 HPV 16 HPV 18

V9F9-15  mV4F9-15 V9F16-206 mV4F16-26 WV H16-

001 : Joura E. :
Van Damme P. Vaccine 2016. EMA Gardasil 9
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Hiéu gia khang thé[31 33 45 52 58]

III “l “I III III L. . IL. “-
\V HPV 16 HPV 18

HPV6  HPV 11 HPV31  HPV33  HPV45  HPV52  HPV58

mF9-15 mG9-15 mMF16-26

002 : Van Damme P. Pediatri )15. : ellsague X. Vaccin
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Vaccin 9 hoa tri

Ty 1& gay mién dich : 99,8 -100%
Gay mién dich bdi 6,11,16,18 : v4=v9

Gay mién dich v&i 31,33,45,52,58: v9 manh
hon nhiéu

Hiéu gia khang thé huy déng :
Con gai =con tral
Cang tré cang gay mién dich manh

TOn trong lich tiém chung cung vé&i 1au ho.ga
udn van
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VO tiem 2 lieu
So sanh hiéu gia khang thé
2 liéu (6-12 thang) trai + gai 9-14 tudi
3 liéu (0-2-6_thang) trai + gai 9-14 tudi va phu
N 16-26 tuoi
Két qua :
Ty 1& gay mién dich 99,7-100%
P[éu gia khang thé :cang cao & nhirng ngudi
ré

Tubi 9-14 : hiéu gia khang thé 18 31 45 52
kém hon néu 2 liéu
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Chunga chd doi sw bao vé nao?
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Sw phan bd clia cac nhom HPV trong cac nhom Phuni > 15: 2,013,133,000
ung thw CTC trén thé gioi Sé CAS > 15: 469,723
1 53.5 53.5% 251,199
98 17.2 70.7% 80,859
45 6.7 77.4% 31,549
31 2. 80.3% 13,678
33 926 82.9% 12,134
52 2.3 85.2% 10,929
58 22 87.4% 10,242
35 1.4 88.8% 6,570
59 1.3 6,137
56 1.2 5,769
51 1.0 4,641
39 0.7 3,211
68 0.6 2,714
73 | 0.5 2,339
82 0.3 1,350
Other 1.2 5,632
X 4.4 20,769

Adaptée de Mlunoz 20 40 60 80 100
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Phan bd cac nhém HPV trong HSIL

HPV 16[

+HPV 3f

7

+HPV 38

+HPV 18

+HPV 58

+HPV 5P

52.1%

+HPV 35

+HPV 56

[T

7

+HPV 51

+HPV 4

h (D

+HPV 66

+HPV 59

+HPV 39

+HPV 68

0

D apres Clifford GM,et al

20

40

60

i
3
7
T
|]

80 100

45%
53,8%

61%
68,1%

75%
80,2%
84,6%
87,6%
90,5%
92,8%
94,9%
96,4%
97,5%
98,5%

16
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Phan bd cac nhém HPV trong LSIL

HPV 16

+HPV 31 35-43.3%
+HPV 51

+HPV 53
+HPV 56
+HPV 52
+HPV 18
+HPV 58
+HPV 66
+HPV 6
+HPV 39
+HPV 33
+HPV 59
+HPV 35

Clifford GM et al Ref 21
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Chung Y ta chd doi sw bao vé nao ?

Types HPV __

11
16
18
31
33
45
52
58
Vaccin 2 hoa tri
Vaccin 4 hoa tri
Vaccin 9 hoa tri

53,5%
17,2%
2,9%
2,6%
6.7%
2,3%
2,2%
70,7%
70,7%
87,4%

45%
7%
8.8%
4.4%
2.3%
5.2%
6.9%
52,1%
52,1%
79,6%

8,1%

26,6%
8,6%
11,7%
7,6%
4,9%
7,9%
8.5%
35%
43,1%
83,9%
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o Nghlén clru cua nwoce Phép (Prétet et al. Int J Cancer 2008)

mADC ®mSCC

HPV16 + 18 = 86%

0% 10% 20% 30% 40% 30% 602
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A
ity tom ¥

Risk Prediction of Cervical Cancer and Precancers by
Type-specific Human Papillomavirus: Evidence from a
Population-based Cohort Study in China

Li Dong Cancer Prevention Research Published OnlineFirst September 15, 2017

APV 16: 47,5%
APV 31: 46,3%
APV 58: 34%
HPV 39

APV 33

1PV 18
APV*52:.12%
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Tinh toan thuc té

Va trong doi thuwec ?

-
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Gidm ti I& viém nhiém HPV |a hiéu qua dau tién co
thé thay dwoc bdi vaccin Gardasil ®

Tudi trung Binh; 15 Tubi trung binh: 20- | Tudi trung binh : 35-40 Tudi trung binh : 51
< ane HPV 16/18 : 70-80%

HPV 6/ 1%800%m HPV 6/16/18 50%
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Anh hwo’ng cla vaccin trén ty &
nhiém HPV/loai vaccin

. Ty [& phu nd Uc tlr 18-24 tudi bi nhiém
HPV giam tr 23%-1% tr nam 2005-2015
nho chlen dich tiém vaccin cho tré gai 12-
13 tudi tlr 2007 va tiém vaccin cho tré trai
tr 2013.

* Voi 80% con gal Uc va 75 % con trai Uc
tam 15 tudi da duwoc tiém phong tat ca
nguy co lay nhlem HPV va nguy cesK co
tr'cung.da gan nhw bién mats
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Ty l1& phu nir d0 diéu kién tham gia chwong trinh tiém ching vaccin 4 hoéa tri dwoc
chan doan véi sy xuat hién cta hét com & bd phan sinh duc tuy theo tinh trang cw tri

18

16

14 p-trend=0.96

12

i \/\/\
\Andzo.M /\ \ p-trend=0.06
8

Ne——

Pre-vaccine period Vaccirw
4 \

TS G s S I I I S S S R S R S
B @ G TG P F P

Donovan B et al. The Laneget, Published online November 9, 2010:DOI:10.1016/S1473-3099(10)70225-5
Donovan B Eurogin 2011
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Hiéu qua gian tiép trén dan éng
Ti 1é dan 6ng di kham vi hét com sinh duc, 2004-2010

p-trend<0.001

B\w}\ \; p-trend=0.19
\“\g/“-“\ A

7

e-vaccine period Vaccine period

Tve sex with men
o
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Cancer Causes Control (2015) 26:953-954

T
2
g
:
8
5
§
3
S
§
£
g
g
-8

0 2000 | 2001 | 2002 | 2003 | 2004 | 2005 | 2006 2008 | 2009 | 2010 | 2011 | 2012 | 2013
—<20yrs | 10.6 9.9 118 | 128 | 122 9.8 10.9 . 11.8 8.0 6.8 5.1 6.1 5.0
~20-24yrs| 150 | 134 | 186 | 203 | 189 | 167 | 161 ] 211 | 187 | 179 | 158 | 153 | 135
—25-29yrs | 133 | 132 | 160 | 17.7 | 155 | 151 | 158 . 184 | 189 | 181 | 188 | 188 | 177
—30+yrs 38 3.8 4.4 49 4.1 4.1 4.0 . 47 4.6 45 4.9 5.2 5.2

Fig. 1 Trends in high-grade cervical abnormalities (histologically confirmed) by age group, 2000-2013, Victorian Cervical Cytology Registry
(Data as held on 20 May 2014. The National HPV Vaccination Program commenced in April 2007)

Human papillomavirus vaccination is changing the epidemiology of.-high-grade
cervicallesions in Australia

Julia M. L. Brothertoni.».A. Marion Saville1 « Cathweyn'L. May7 « Genevieve
Chappell1 « Dorota M. Gertigl
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Hiéu qua cua vaccin V9
Nghién ctu 1 : mu ddi co doi chirng
14204 phu nir ttr 16 dén 26 tudi
Theo d&i 67 thang sau liéu 3
So sanh ngau nhién V4(7105) va V9(7099)
Két qua :
HPV am tinh t J1 t&i M7
Phac d6 M0-M2-M6
Két thac nghién clru 96,5% vaa 96,4%
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Hiéu qua tuy theo phac doé

Nhiém HPV [31 33 45 52 58] v9 HPV v4 HPV Ti lé giam nguy co
n= 7,099 n=7,105 % [95% IC :]

Nhiém HPV tbn tai >= 12 thang 21 544 96,3 [94,4 — 97,7]
CTC Am dao Am hé
Mrc do thap 2 82 97,6 [91,7 — 99,6]
Mtrc d6 cao 1* 30 96,7 [80,9 — 99,8]
CTC
Mrc do thap 1 69 98,6 [92,4 — 99,9]
Mtrc d6 cao 1* 27 96,3 [79,5 — 99,8]
Am hdé Am dao
Sui mao ga 0 3 100 [- 71,6 - 100]
Mtrc d6 thap 1 12 91,7 [51,3 — 99,6]
Mtrc d6 cao 0 3 100 [- 71,5 - 100]

* 1 1 CIN2 trén mot bénh nhan cung nhiém BL par HPV 56.
« NB : doi voi HPV [6 11 16 18] : Ti I&é viém nhiém ton tai va ton thwong c6 thé so sanh dwoc

O
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Hiéu qua: Két qua v&i mITT*

Nhiém HPV [31 33 45 v9 HPV v4 HPV Ti lé giam bénh
52 58] n=7,099 n=7,105 % [95% IC ]

CTC Am hdé Am dao

murc dé cao

Tatca 340 344 0,7 [-15,7 — 14,8]
HPV am tinh BL 26 46 42,5 [7,9 — 65,9]

HPV dwong tinh BL 314 298 - 4,8 [-23,3 — 10,8]
Giam ti 1 tén thwong mirc do cao gitra HPV am tinh BL va HPV 19,0 [-1,6 — 35,3]

dwong tinh BL
CTC murc dé cao

Tat ca 325 326 -0,3[-17,3 — 14,3]
HPV am tinh BL 26 44 39,7 [1,8 — 64,3]
HPV dwong tinh BL 299 282 -5,3[-24,1 - 10,8]
Giam ti 1& tén thwong mirc do cao gitra HPV am tinh BL va HPV 17,1 [-4,2 — 34,0]

dwong tinh BL
*mITT : Ptes ayant recu au moins 1 dose — et analysées sur au moins 1 parametre
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Hleu qua tuy theo phac doé

262

Hiéu qu = 95,9% = v4 HPV
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VO Hleu qua va phan rng phu

 Bao vé chong HPV 16,18,6,11
» Bao vé chong 31,33,45,52,58
» Khoéng con phan ng tai cho
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Ly
b A

i ¥

Tolerance J1- J15 post vaccin: v9 HPV = v4 HPV

v9 HPV v4 HPV
n = 7,071 (%) n = 7,078 (%)
o (fs”elﬁtz el 6,640 (93,9) 6,419 (90,7)
gfn?ggﬁgna“ site 6,414 (90,7) 6,012(84,9) S
= systemique fie au 2,086 (29.5) 1,929 (27,3)
Céphalées 1,031 (14,6) 969 (13,7)
Fievre 357 (5,0) 301 (4,3)
Nausées 311 (4,4) 261 (3,7)
Vertiges 211 (3,0) 197 (2,8)
Fatigue 166 (2,3) 150 (2,1)
Déces liés au vaccin 0 (0.0) 0 (0,0)

*Considéré par I'investigateur comme lié au vaccin
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v9 HPV: woc tinh tac dong
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Cancers HPV-induits : SEER 2008-12

11,7 / 100,000 Sujets / an de K associes :
— FEMMES = 13,5 > Hommes = 9,7
— 70% dus a HPV 16 & 18

74 ?,6

u Femme
H Homme
038
04 03 0,2 '
o cu D
Col Vulve Anus ORL Vagin Rectum Penis
~ Pas de Préevention—= =

Viens LI VlglIR 2016

|iaire
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Penile cancer’ 11,000 [ Male g Female

mwlvar & vaginal cancer?
Oropharyngeal cancerd4 b4 [ " LA Oropharyngeal cancer?

Anal cancer? £ Fi 1] 13,000 Anal cancer?

530,000 Cervical cancer’

i i jab.c*
9,000,000 High-grade cervical dysplasia

= x 60 fold
Low-grade cervical

21,900,000 chyantuiatnt

Genital wartsd.e# 17,300,000 14,700,000 Genital wartsde?

*Estimated 90% of high-grade cervical lesions are HPV related®; 'Estimated 73% of low-grade cervical lesions are

HPV related®; ‘Estimated gender ratio of genital warts: 54% males; 46% females'

a. Forman D, et al. Vaccine. 2012;30:F12-F23/%; b. World Health Organization®®; c. Guan P, et al. Int J Cancer. Medscape
2012;131:2349-2359;11 d. World Health Organization,l e. Greer CE, et al. J Clin Microbiol. 1995;33:2058-2063;! EDUCATION

f. Public Health England.”

artwig S. IPV 2017,
Res 2016
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D

R11-12 R 12-13 R 9-13 R 9-12 12-17 12 11-26 R :id girls
ans CU14-15 CU...26 CU 13-15 =12
CU 13-21
2011 2013 2013 2014 2013 2014
6 9 régions
provinces
R: Routine

CU: Catch Up
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Phong nwa ung thw gay ra boi HPV

Titre du graphique

Anus Vulve Vagin Pénis Pharynx

M Nonavalent M Quadrivalent




Government Funded HPV Immunization Programs: 83 (does not include GAVI Demos)

North America
Canada**
Mexico

USA**

Dominican Republic
Honduras (GAVI grad)
Panama**

Puerto Rico**
Trinidad & Tdbago

St Martin (COM - part of EU)

12

South America Paraguay
Argentina** (2017) Peru

Brazil** (2017) Surinam
Bolivia (GAVI grad)  Uruguay
Chile

Colombia

Ecuador

French Guiana
Guyana (GAVI grad)

y program: 68 Countries; Gender-neutral: 15 countries

"South Africa
UAE

Uganda (GAVI)
Uzbekistan (GAVI)

FUNDING: 4v/9vHPV Only 2vHPV Only Both vaccines
C Confidential *Male Recommendation **Male Reco & Funding Asub-national (<50%)

detailed on next slide 2Q | Europe
Austria**
GAVI Demo Projects- Belgium
Global ‘30}_ Bulgaria
w- Armenia, Bangladesh, ;| Croatia**
Benin, Burkina Faso, b Cyprus
Burundi, Cambodia “Zﬂ, Czech Republic
Cameroon, Cote d’lvoire, A Denmark
Ethiopia, Gambia, Georgia, ﬂ”i\\\% Faland
. Ghana,Indonesia, Kenya, A trances
"Laos, Liberia, Madagascar, Germany
Malawi, Mali, Moldova, Greece
tMozambique, Nepal, Niger, Hungary
" Sao Tome, Senegal, Sierra Iceland
: Leone, Solomon Islands, Ireland*
7| Tanzania, Tg imbabwe Italy (61% G9)**..
; \g/\\‘w Latvia
—~ Ligehtenstein**
Lithuania
%Luxemburg
Macedonia
Netherlands
Norway
Portugal*
Romania
1 “Slovenia
‘ Spain
~ | Asia Pacific Sweden
Australia** Switzerland™**
Brunei UnitéedhKingdom
Hong Kong* '
Punjab, India”? Philippines },
Indonesia® South Korea
Japan Sri Lanka (GAVI) /
Macau Taiwan?
Malaysia Thailand
New Zealand* Last update| Aug 29, 2017




Government Funded Gardasil 9 Immunization Programs: 12
Gender-neutral: 8 countries; Female only program: 4 Countries

G9 Furided for Female?

& Male Cohort(s

Australia (Jan ‘18)

Austria

Canada (7 of 10 provinces)
Czech Republic (Jan '18)
. Croatia
Italy (12 of 20 Regions, 61%)
New Zealand

US G9 Funded for Female Cohort(s
A Germany, Macau, Portugal, Slovenia

C Confidential Last update: Aug 29, 2017

/
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Tam soat sau tiém chuing

* Thus, there are no data at this time that support
changes in the age when screening IS to be
Initiated or in the screening Interval for US
women who have been vaccinated. The same
recommendation applies to the individual
woman who reports having been vaccinated.

American Cancer Society, American Society for Colposcopy and Cervical Pathology, and American Society for Clinical
Pathology screening guidelines for the prevention and early detection of cervical cancer.

CA Cancer J Clin. 2012 May-Jun;62(3):147-72. doi: 10.3322/caac.21139. Epub 2012 Mar 14.
Saslow D and al.

« Current US gquidelines for screening were
Inefficient in HPV-vaccinated women.
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Tam soat sau tiém ching

Tudi bat dau | Khoang cach
gilra cac lan
tiém
Hai hodc bdn hoa tri 25 ou 30 5 ans Pap hoac HPV
Chin hoa tri 25 ou 30 10 ans HPV

Optimal Cervical Cancer Screening in Women Vaccinated Against Human Papillomavirus.
atl Cancer Inst. 2016 Oct 18;109(2) Kim JJ and al.
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Két luan
Vaccin chong K lién quan dén HPV bat
dau tw 2007
11 nam da troi qua tie khi bat dau
Chac chan trong 10 nam nira moi chuyén
sé con nhiéu thay doi
Van dé xda bdé HPV la c6 thé lam duoc
Nhwng quan trong la phai tiém vaccin



