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Lo scopo della vaccinazione profilattica e quello
di ridurre I'incidenza di tutta la patologia genitale
HPV-correlata, compresi | cancri e le lesioni
precancerose di cervice, pene, vulva, vagina e

ano.

Inoltre ci si attende una riduzione dell'incidenza
dei condilomi genitali, oltre ad una riduzione dell
papillomatosi laringea nella loro prole.




Produzione di anticorpi e tardiva
e comungue scarsa (no viremia!)

HPV evade Il sistema immunitario

Infezioni pregresse non sempre inducono
Immunita verso infezioni successive
(possibili reinfezioni e nuove infezioni)




Picco di risposta anticorpale
100-200 volte piu alto

del titolo anticorpalendotto
dallAafezione naturale




Cervarix : 16/18 2006/2007

Gardasil4: 6/11/16/18

Gardasil9: 6/11/16/1881/33/45/52/58
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Prophylactic vaccination against human papillomawviruses to
prevent cervical cancer and its precursors [Review)

- 26 Trials (73.428 donne 15 — 26 anni, 3 trials fino a 45 anni)
- Follow-up : 7 - 8 anni

-Studi randomizzati : vaccino bivalente o quadrivalente vs placel
(vaccino adiuvante o vaccino controllo)

- Efficacia vaccino : CIN2+, CIN3+, AIS (HPV 16/18 e altri) in
donne HPV negative, HPV 16/18 negative, indipendentemente d
HPV

- Sicurezza vaccino




- Il vaccino HPV riduce il rischio di lesioni precancerose nelle
donne trai 15 e 1 26 anrelevato livello di evidenza.

- L'effetto e maggiore per le lesioni HPV 16/18 correlate e nelle
donne HPV 16/18 negative all’arruolamento.

- Nelle donne di eta > 26 anni la riduzione del rischio e inferiore.

- Non evidenza di aumentato rischio di SAE.

- Non aumentato rischio di aborto. Non dati sufficienti riguardo
malformazioni o natimortalita.




> 80 milioni di donne vaccinate nel mondo
con | 3 vaccini

Nessuna evidenza supporta nesso causale t
vaccino e CRPS (complex regional pain

syndrome) o POTS (postural orthostatic
tachycardia syndrome)

| benefici superano i rischi potenziali del
vaccino




Objectives

Strategic
objective

Population

References

Moninferior immunogenicity against HPV types 6, | 1. 16,
and 18 and efficacy against HPW types 31, 33, 45_52, and
58 of 9vHPV compared to gHPY in women |6 through
26 years of age

Immunogenicity of 9vHPY in girls and boys 2 through

I5 years of age and women |6 through 26 years of age

Immunogenicity of 9¥HPY in men |6 through 26 years of
age and women |& through 26 years of age

Administration of 2¥vHPY to girls and women |2 through
26 years of age previously vaccinated with gHPY vaccine

Concomitant administration of 9vHPY with vaccines
recommended routinely in giris and boys |1 through
|5 years of age

Immunogenicity of SvHPY in giris 9@ through
|5 years of age

Immunogenicity of two doses of 9vHPY in girls and boys
@ through 14 years of age and three doses of 9vHPY in
giris 9 through 14 years of age and women |& through
26 years of age

Evaluated immunogenicity of 9vHPY in men |6 through
26 years of age

Steps | and 2

Step 3

Step 3

SvHPY
revaccination
after qHPW
avHPY
coadministration

Step |

Twao doses
schedule
evaluation

Step |

M= 14204 7.099 receiving
SvHPY and 7,105 receiving
qHPV vaccine

MN=3.066: 1.932 girls; 666
boys: and 468 women
receiving SvHPY

N=2.5F5: 1. 103 HM: 313
MSM; and 1,099 women
receiving SvHPY

MN=92I:- 615 receiving FviHPY
and 306 receiving placebo

N=2.295: 1. 147 boys and girls
in the concomitant group and
1.148 in the nonconcomitant
group

MN=600: 300 receiving SvHPY
and 300 receiving gHPY
waccine

MN=1.518: 753 girls: 451 boys:
and 3 14 women

MN=500- 249 receiving 9viHPY
and 251 receiving gHPY
vaccing

Joura et al'™

Van Damme et al’®

Castellsagué et al'®

Garland et ai™®

Schilling et al;®
Kosalaraksa et al=

vesikari et al's

European
Medicines Agency'”

van Damme et al'®

Immunogenicita, efficacia e sicurezza ampiamente dimostrate
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Impatto potenziale del vaccino 9vHPV.
protezione del 90% del cancri cervicali nel mondo
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+ 5.623

+191

+ 223

+ 108

Nine-valent vaccine: + 6.145 cases/year



+ 98.385-187.904

+1.472-2.925

+ 329-610

+ 90

Nine-valent vaccine: + 100.276-191.52%ses/year



+ 65

+ 63

GENITAL WARTS in women and men in EU = 678.248-841.786ases HPV 6/11



+ 6.210cases/year/EU
(relative increase £9%)

+ 100.339-191.592ases/year/EU
(relative increase #5%)

678.248-841.78Bases






Stima costi/anno

4vHPV 116 milioni di Euro
OvHPV 150 milioni di Euro



54 %

53 %

Lancet Public Health 2016






Should human papillomavirus vaccination target women owe 26,
heterosexual men and men who have sex with men? A targeeddie review of
cost-effectiveness. Soe NN et al. Hum Vaccin Immunothis. 2ad 19



dal 9 al 26 anni

O —-14 anni

EMA - FDA






GARDASIL 4

FEMMINE 859

MASCHI 9
GARDASIL 9

FEMMINE 190

MASCHI 4



Frazer IH.The Journal of Immunolog®?014;192:4007-4011.






