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HPV infekce

O

Infekce do 2 let od zahajeni sexualniho zivota

Riziko nakazy vysoké —az 80 %

Nejvyssi incidence na zacatku, pak pokles u zZen, stabilni u muzu

U 10 % infikovanych HPV perzistuje

O epitelidlni dypslazie u < 3 % infikovanych
O karcinom u 1 % infikovanych

Perzistence HPV stoupa s vékem

Maximalni ucinnost vakcinace
u HPV naivnich

Odlisna veékova doporuceni

Perzistence nékterého z > 40 HPV typu u Zen a 37 HPV typl u muzl
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HPV vakcinace aid,

O
DT
® 2006 — registrace prvni 4vHPV, déti 9-15 let + Zeny 16-26 let AN

® 2010 — od véku 9 let (zeny, muzi ), studie zen do 45, muzg do 26 let véku %}i&%
® Nové strategie |
O ockovani chlapcl/ muzd (CR 2018)
O ockovani dospélych Zen
® HPV vakcinace neni ucinna u jiz HPV infikovanych — co pozdni vék, co
chirurgicka lécba?
® Relaps v 5-30 % pripadu u neockovanych
® Neéktera data ukazuji signifikantni ucinek vakcinace u zen a muzu po lécbé

O redukce relapst benignich (kondylomata) i malignich (prekancerdzy) lézi u ockovanych

E.A. Joura, et al. BMJ 2012,e1401,344
K.A. Swedish et al. Clin. Infect. Dis. 2012;54 (7): 891-898

A. Deshmukh, et al. Vaccine 2017;35 (38):5102-5109



Horni vékovy limit pro HPV vakciny a uc¢innost

O

® Evropa - EMA
O pouze dolni vékovy limit 9 let
O bez horni vékové hranice pro 2vHPV, 4vHPV a 9vHPV vakcinu (od 2010)

e USA - FDA
O od 2007 do 26 let pro 2vHPV a 4vHPV
O od roku 2019 do 45 let pro 2vHPV, 4vHPV a 9vHPV vakcinu
O podobne Australie — do 45 let pro divky, pro chlapce do 26 let

e U¢&innost HPV vakcin vysoka u HPV naivnich osob
e U&innost mGze byt nizsi

O s narustajicim vékem, imunosuprimovana osoba

O dospély s vice sexualnimi partnery v minulosti & osoba s predchozi HPV infekci




Doporuceni k HPV vakcinaci u osob po zahajeni sex zivota

O

e Ceska vakcinologicka spoleénost CLS JEP
O déti a dospéeli od 9 do 26 let veku

e Ceska gynekologicko-porodnicka spoleénost CLS JEP

O vsem bez rozdilu véku

® Americky ACIP (USA) — aktualizace cerven 2019

O vsechny déti a dospéli od 9 do 26 let veku

O dospéli >26 let do 45 let véku — neni doporuceno vsem — vybrané rizikové faktory (novy
sexualni partner)

O HPV vakcinace nemusi byt nabizena vétsiné dospélym osobam > 26 let veku
O populacni benefit HPV vakcinace osob 27-45 let véku je minimalni
O mozny individualni benefit

CVS. https://www.vakcinace.eu/data/files/downloads/ockovaci_kalendar_dospsdatem.pdf .
€GPS, https://www.hpv-guide.cz/ockovani-konizovanych-zen

CDC. Morbid Mortal Wkly Rep 2019;68(32):698-702



Nové guidelines CGPS CLS JEP,
zabyvajici se problematikou konizovanych pacientek

O

Doporuceni CGPS CLS JEP k ockovéani proti HPV u Zen s ofetfenou prekancerézou délozniho
hrdla

Vakcinace byla uvedena v nasi zemi do praxe r. 2007. Zakonnym ustanovenim je tato
aplikace hrazena ze zdravotniho pojisténi pro trinactileté divky. Vakcinace je doporuCovana i

dospélym zendm i chlapcim a mladistvym muzim.

Ceska gynekologicka a porodnicka spolecnost CLS JEP proto doporucuje vakcinaci proti HPV i
Zenam s diagnostikovanou prekancerozou délozniho hrdla. Vakcinu Ize aplikovat pred

osetrenim i po ném.

Doporuceni a nabidka ockovani pro pacientky po konizaci délozniho hrdla

Zdroj: CGPS, https://www.hpv-guide.cz/ockovani-konizovanych-zen




Ucinnost HPV vakcinace u dospélych zen

® 1\/ysoka > 90% ucinnost v prevenci CaCx a CIN lézi, v ramci randomizovanych,

kontrolovanych studii

O selektovana populace mladych divek s vysokou motivaci a dodrZzovanim protokolu
O nemusi odpovidat redlnému zZivotu a bézné populaci

® ’| ancet 2014 — 2vHPV, Zeny 25+ (U&innost 81,1%); 26-35 (83,5%); 36-45 (77,2%)
e 3Kanadska studie 2014 ,,U¢innost 4v HPV vakciny proti dysplaziim délozniho
hrdla® u zen s abnormalni cytologii pred ockovanim

® “*COCHRANE analyza 2018 (26 klin studii, 74 000 Zen, 2vHPV a 4vHPV)

OZeny 18-45 let: evidence, Ze riziko CIN2+ 1ézi je podobné u o¢kovanych versus neo¢kovanych
zen, RR 0,74 vs 1,04 (absence dat pro CIN3+ a AlS)

® Prace PRO

PROTI

1Lu B. et al. BMC Infect Dis 2011;11:13;

2Mahmud SM et al. J Clin Oncol 2014,;32:438-443;

3Skinner SR et al. Lancet 2014;384:2213-27;

4Arbyn M et al. Cochrane Database of Systematic Reviews 2018, Issue 5. Art. No.: CD009069.



EXPERT REVIEW OF VACCINES Tavlor &F .
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dysplaziim délozniho hrdla

Effectiveness of the Quadrivalent Human Papillomavirus PROTI 24% redukce LSIL
Vaccine Against Cervical Dysplasia in Manitoba, Canada u 15-17letych

Salaheddin M. Mahmud, Erich V. Kliewer, Pascal Lambert, Songul Bozat-Emre, and Alain A. Demers
versus bez

. 7
Table 3 Vaccine Effectivenass Agsinst Aggregated Cenvical Dysplasia by Age Group at Enrollment and History of an Abnormal Cytology Before Enroliment prote ktlvnlho
ASCUS or Worse LSIL or Worsse 7 Ve v 7
: ucinku u starsich
Crude Adjusted™ Crude
Age Group VE {3} 95%: CI VE [%:] aB% Cl VE () 95% Cl
All parbicipants
15-17 years 30 14 to 44 168 5133 . Z3to 56
= 18 years with no abnormal cytology before enrollment —-B —31 to 11 -8 —3Z2 o 11 1 —256 to 22
= 18 years with = 1 sbnormal cytology before enrcliment 76 21044 20 — 7 to 40 13 —20 to 36
Hed = 1 Pap sme=ar sfter enrcliment
15-17 years 45 32 to &B 31 14 to 45 B4 39 to B5 38 16 1> 53
= 18 years with no abnormal cytology before enroliment 13 —5 1029 8 —1Z 125 22 0t 38 17 —T 35 0,
= 18 years with = 1 sbnormal cyiology before enrcliment 12 —17 t0 33 4 —F8 1o 78 —4 —d43 to 24 —1& —E3 16 38A) red u kce LSI L
7
Abbremviations: ASCUS, stypical sguarmous cells of undstermined significance; LSIL, low-grade squamous intraepithehal lesion; VE. weccine effectivenas¥. u 15-17|etyCh S
“Modal sdjusted for age. urbandrural residence, income quintile, history of Pap screaning in the Z-year pericd before enrocllment, and history of prewvioud
abnormal cytology. a b no rma’ I N I’
o/
- : Gosa o o Py ‘o i cytologii versus
Limitace studie Zaver: signifikantni % ockovanych zen nemusi byt T
« Krétké sledovéni (median 3,1 roki) vus bez protektivniho

+ 13 % pouze 1 dévku chranéno proti dysplaziim, jsou-li ockovany ve vyssim
* > 25 let véku pouze 11 % véku (218 let) nebo maji-li abnormaini cytologii pred

| cdeEl ]
Mahmud SM et al. J Clin Oncol 2014,32:438-443

ucinku u starsich




17 622 zen, ockované pred, < 4 partneri

— (Juadrivalent vaccine === Placebo

(B) Vulvar or vaginal diseaset

30 (A) Any HPV related disease*

With vaccine, 46% (95% Cl 22% to 63%)
reduced Incidence at end of study

With vaccine, £6% (95% Cl 4% to 71%)
reduced incidence at end of study

PRO

Efekt 4vHPV vakcinace u zen
15-26 let s onemocnénim
vulvy a hrdla délozniho*

10 Redukce 46 %

Redukce 46 %

Cumulative incidence (%)

0 6 12 18 24 30 36 u] (<] 12 18 24 30

Time since cervical surgery (months)

. (C) Any HPY related disease*
0

With vaccine, 35% (55% Cl 14% to 52%)
reduced incidence at end of study

(D) Any cervical disease?

With vaccine, 46% (95% C| 22% o 64%)
reduced incidence at end of study

Redukce 35 %

Redukce 46 %

Cumulative incidence (9%)
=
]

18 24 30

0 ¥ 13 18 24 30 i6 1] 6 12

Time since diagnosisof vulvar or vaginal disease (months)

*Cervical intraspithelial grade | or worse, genital warts, vulvar intraspithelial neoplasia grades | or worse, or vaginal intraepithelial neoplasia grade | or worse
Taenital warts, vulvarintraepith elial neoplasia grade | or warse, orvaginal intraepithelial neoplasia grade | or worse
tCervical intraepithelial grade | erwerse

Time since cervical surgery (months)

Time since diagnosisof vulvar or vaginal disease (months)

*Studie nebyla nastavena pro tuto analyzu

46% pokles incidence jakychkoli
HPV onemocnéni u Zzen po
konizaci; 65% CIN2+

46% pokles incidence
vulvovaginalnich onemocnéni u
zen po konizaci

35% pokles incidence jakychkoli
HPV onemocnéni u Zen po
vulvovaginalnim onemocnéni

46% pokles incidence jakychkoli
onemocnéni hrdla u zen po
vulvovaginalnim onemocnéni

Joura EA et al. BMJ 2012;344:e1401



Table 3. Vaccine efficacy against subsequent histopathologically confirmed disease and cytological abnormalities in women who undemwent
surgical treatment for a first lesion during the study
L'Lt:gf:g; ?;':cﬁist 18 644 Zen (15-25 let), 87 % sex zkuSenost
Endpoint  lesion HPV type in lesion ~ Group N Cases  Rate (95% CI)* Efficacy (95% )
‘ CIN2+ I =60 days Irrespective of Vaccine 190 1 0.24 (0.01-1.32) 88.2% (§4.8 t0 99.7)
HPV DNA
Control 264 9 2.01 (0.92-3.81)
HPV-16/18 Vaccine 190 0 0.00 (0.00-0.87) 100% (463.1to 100)
Control 265 4 0.87 (0.24-2.24) mmmmm—
CIN1+ >60 days Irrespective of Vaccine 190 12 2.91 (1.50-5.08) 42.6% (-21.1t0 74.1)
HPV DNA
Control 264 22 5.07 (3.18-7.68)
HPV-16/18 Vaccine 190 0 0.00 (0.00-0.87) 100% (26.1 to 100)
Control 265 7 1.55 (0.62-3.19)
=60 days Irrespective of Vaccine 101 27 13.40 (8.83-19.50) | -30.5% §142.7 to 29.0)
HPV DNA
Control 110 21 10.27 (6.36-15.70)
HPV-16/18 Vaccine 160 1 0.29 (0.01-1.61) 89.5% (2].6 to 99.8)
Control 163 8 275 (L19-5.40)
HSIL =60 days Irrespective of Vaccine 159 0 0.00 (0.00-1.04) 100% (=59.4 to 100)
HPV DNA
Control 215 4 1.07 (0.29-2.74)
HPV-16/18 Vaccine 174 0 0.00 (0.00-0.95) 100% (-3950.4 to 100)
Control 34 1 0.25 (0.01-1.38)

G2 uicc

Prior human papillomavirus-16/18 AS0O4-adjuvanted vaccination
prevents recurrent high grade cervical intraepithelial neoplasia
after definitive surgical therapy: Post-hoc analysis from a
randomized controlled trial

Suzanne M. Garland!, Jorma Paavonen?, Unnop Jaisamrarn?, Paulo Naud®, Jorge Salmerén®, Song-Nan Chow®, Dan Apter’,
Xavier Castellsaguém, Jilio C. Teixeira®, S. Rachel Skinner'®' James Hedrick'?, Genara Limson'?, Tino F. Schwarz'*,
Willy A.). Poppe'®, F. Xavier Bosch®, Newton S. de Carvalho'®, Maria Julieta V. Germar'’, Klaus Peters'®,

M. Rowena Del Rosario-Raymundo’?, Grégory Catteau?®, Dominique Descamps?®, Frank Struyf?®, Matti Lehtinen??,
Gary Dubin”? for the HPV PATRICIA Study Group

and

Benefit z 2v HPVvakcinace pretrvava i po chirurgické
lécbé HPV léze (oCkované pred lécbou)

Uéinnost proti nasledné CIN2+
bez ohledu na typ HPV, ale i HPV
16/18 lézi

PRO

Neucinnost proti nasledné LSIL
|éze bez ohledu na typ HPV, ale
ucinnost proti nasledné LSIL
HPV 16/18 |ézi

Garland SM et al. International Journal of Cancer 2016;139:2812-2826




Gynecologic Oncology 151 (2018) 229-234

Contents lists available at ScienceDirect

PRO

Gynecologic Oncology

journal homepage: www .elsevier.com/locate/ygyno

SPERANZA project: HPV vaccination after treatment for CIN2+

Alessandro Ghelardi ®*, Fabio Parazzini ®, Francesca Martella €, Annalisa Pieralli ¢, Paola Bay 9,

* Redukce rizika relapsu u Zzen ockovanych 4vHPV
po chir.lécbé CIN2+ vs nevakcinovana kontrola

* 536 Zen (18-45 let), konizace

* 3D schéma: 1. davka 4vHPC 30 dn( po konizaci

* 4|eté sledovani

Kumulativni incidence relapsu vyssi u
neockovanych kontrol

1,2 % pripadl relapsu (Hpv 33, 82) u
oCkovanych versus 6,4 % relapsU (hl. HPV 16)
u neockovanych v prubéhu 4 let po
konizaci

Ockovani vedlo k signifikantni redukci
rizika relapsu HPV CIN2+ 0 81,2 %

Arianna Tonetti ?, Alessandro Svelato 9, Gloria Bertacca €, Stefania Lombardi €, Elmar A. Joura f
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0 12 24 36 48
Time (months)
CDR irrespective of causal HPV type (CIN2+
V-group NV-group | uction in rate with vaccine
No. of evaluable women 172 172 |
No. of women with CDR 2 11 II 81,2%
recurrence rate (%) 1.2 6.4 || [95% CI: 34,3-95,7]
Legend: CDR: clinical disease relapse; V-group: vaccinated patients; NV-group: unvaccinated patients. Impact
of quadrivalent HPV vaccine on incidence of subsequent disease relapse among women who had undergone
cervical conization; 95% CI: confidence interval of the estimates.

Ghelardi A, et al. Gynecologic Oncology 2018;151:229-234




Diskuse

infekci je stale nejasny

odpovédi/protekce pri HPV infekci

O

® Protektivni ucinek HPV vakcin u zen s jiz probihajici

e \/ysvétleni redukce relapsu u ockovanych v dospélosti

O Primarni prevence - proti nové, postvakcinacni HPV infekci
O Prevence reaktivace/reinfekce — posileni nedostatec¢né imunitni

® Hypotéza: HPV vakcinace po chirurgickeé lécbé indukuje vysoké koncentrace

lokalnich protilatek v bazalni membrané
O zabranuji vstupu viru — prevence autoinfekce zdravych bunék pfi regeneraci tkdné po vykonu

e Casovy faktor vakcinace (1-4 tydny po vykonu)

Ghelardi A, et al. Gynecologic Oncology 2018;151:229-234
Scott ME, et al. Int. J. Cancer 2013;133 (5):1187-1196
Kang WD et al. Gynecologic Oncology 2013;130:264-268



A\ 4

Zaver

HPV vakciny indukuji vybornou protekci proti perzistujici HPV 16/18 infekci a
lézim u HPV naivnich mladych divek do 25 let véku

Uéinnost o¢kovani je niz&i u Zen s HPV infekci - U¢innost o¢kovani klesa s
vekem a vakcina nema terapeuticky efekt

Nékteré studie ukazuji na neucinnost v prevenci CIN2+/AIS lézi u starsSich zen
(>24 let) bez ohledu na HPV DNA stav pfri ockovani

80% klinicka ucinnost v prevenci relapsu u konizovanych zen — doplnék
chirurgickeé |écby

Nutnost casoveé delSiho sledovani a vyhodnocovani dostupnych vysledku

Arbyn M et al. Expert Review of Vaccines 2018;17:1085-1091
Ghelardi A, et al. Gynecologic Oncology 2018;151:229-234
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