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Vyhlasenie o potencialnom kontlikte zaujmowv

4 N )
Novartis ¢ Abbvie ¢ Takeda * Merck Sharp & Dohme ¢ Chiesi ¢ Pfizer ¢ ALK ¢ Stallergen
Greer ¢ Kalvista ¢ SOBI * Moderna ¢ AstraZeneca

Clen Advisory board
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Medicinsky Novartis ¢ Abbvie ¢ Takeda ¢ Merck Sharp & Dohme ¢ CSL Behring ¢ SOBI ¢ ALK ¢
konzultant Imunoglukan ¢ AstraZeneca

\ J\ y

r N\ ( )

Spolupraca na

vyskumnych alohach
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Novartis ¢ Abbvie ¢ Takeda ¢ Pharming ¢ BioCryst ¢ Imunoglukan ¢ Octapharma

-
i | ; Novartis ¢ BerlinChemie Menarini ¢ Abbvie ¢ Takeda ¢ MerckSharp & Dohme ¢ ALK ¢
Ina spolupraca Stallergenes Greer ¢ Imunoglukan ¢ CSL Behring ¢ Moderna ¢ Pfizer ¢ Chiesi ¢ Worwag

L(prednaska, AL, L Schwabe ¢ IBSA Slovakia ¢ Angelini ¢ Glenkmark ¢ Zentiva ¢ Sanofi )

Prijem penlazného alebo nepenazného plnenia v prislusSnom kalendarnom roku

Tato prednaska bola podporena spolo¢nost'ou Merck Sharp & Dohme, s.r.o.

Ucelom prednasky nie je reklama liekov.
Jej ucelom je vylucne zdielanie vysledkov klinickych studdii, vymena skudsenosti z klinickej praxe a podpora odbornej medicinskej diskusie.
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Pneumokokové ochorenia

prehlfad hiavnych kiinickych forienm
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Pneumokokové
ochorenia
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Invazivne Neinvazivne
(IPO) (mukdzne)
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Jesenidk M., Urbancikova I. a kol. Ockovanie v Specialnych situaciach. 2. vydanie. Praha: Mlada Fronta, 2019.




Pneumokokova pneumonia
O
~50 %

umrti na IDDC

napriec vsetkych vekovymi skupinami

016 LRI Collaborators. Lancet Infect Dis. 2018




Limitovany pocet
serotypov pneumokokov
vyvolava

70 - 80 7%
vsetkych IPO




Pm@uﬂm@k@ké @E@mn@
it r@me aspelk \

Pneumokokové ochorenia - Sezonalita vyjadrena u respiracnych foriem
Celoroc‘fny’ V)”Skyt (najmd pneumonie < OMA, sinusitida celoro¢ne)

—
ZvysSena zavaznost’ ochoreni?
* Spojena so sérotypmi®: 3, 9N, 11A, 22F, 33F

T | S AN L .. $ZlZ AR I

. . . . ZvySena miera meningitidy alebo bakterémie®
ROZdIEly medzi SerOtypml e ~+ Spojena so sérotypmi®3: 8, 9N, 10A, 12F, 15B, 20, 22F

klinickym prejavom a jeho e m— -

zavaznostou % . Vysoka alebo zvysujuca sa prevalencia u dospelych
» Spojenaso sérotypmi4=®: 8, 9N, 11A, 12F, 17F, 22F, 33F

-~ Antibioticka rezistencia“
~ « Spojena so sérotypmi ©-8: 3, 6C, 9N, 11A, 12F, 14, 15A, 15B, 19A, 22F, 23A, 33F

- %
" Janser al-Clin Infect Dis. 2009;49;e23-€29. 2. Sjostrom K et al. Clin Infect Dis. 200

Report for 2017. Stockholm: ECDC; 2019. ecdc.europa. eu/en/ tions-data/invasive 2

Burden and the Serotype Distribution in the US. Presented at the Advisory Committee ] ,‘o Practlces 2018 stacks.cdc. gov/vnew/cdc/61449 Accessed May 5,2020. 6.

Diseases. 2018;18:440. 7. European Centre for Disease Preventiol &Control (ECDQ) ( s R et al. J Infect Dis. 2013;208:1266-1273.




Rizilko [PO v zavislosti oa veku

The incidence rate of invasive pneumococcal disease

500
@
=1
=]

m Fa¥gt

= A(K)
=
=
=
=

= W

S 3
[ =
@€
=1

B 200
[T H
o
o

100

0

18-49 5064
Age (years)

Shea KM et al. Open Forum Infect Dis 2014;1:1-9.
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Pheumokokove ochorenia
na Slovensku

data z NRC
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Pneumokokové infekcie na SR vjvoj

Pneumokokové infekcie.
Vyskyt za 20 rokov. SR.
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Zdroj: NRC pre pneumokokové a hemofilové nakazy; data aktualne k 02.02.2023




Vekovospeciricka chorobnost [PO v SR

2022

Zvolena diagnéza 'A403".
Vekovospecificka chorobnost’.
Rok 2022, mesiac januar az december. SR.
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Zdroj: NRC pre pneumokokové a hemofilové nakazy; data aktualne k 02.02.2023




Vekovospeciricka chorobnost [PO v SR

2022

Zvolena diagnéza 'G001".
Vekovospecificka chorobnost'.
Rok 2022, mesiac januar aZz december. SR.
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Obr. 4: Grafické znazornenie vekovo-Specificke) chorobnosti (pneumokokova meningitida

G00.1) v roku 2022.

Zdroj: NRC pre pneumokokové a hemofilové nakazy; data aktualne k 02.02.2023




Vekovospeciricka chorobnost [PO v SR
2022

Zvolena diagnéza 'J13".
Vekovospecificka chorobnost’.
Rok 2022, mesiac janudar az december. SR.
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Obr. §: Grafické znazornenie vekovo-Specificke)] chorobnosti (pneumokokova pneumonia
J13) v roku 2022.

Zdroj: NRC pre pneumokokové a hemofilové nakazy; data aktualne k 02.02.2023




NajcastejSie izolovane serotypy I

PO v SR

Celkovo najcastejsSie izolované sérotypy z IPO na Slovensku v rokoch 2011-2021
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Zdroj www.epis.sk., NRC pre pneumokokové a hemofilové nakazy; data aktualne k 27.01.2022



http://www.epis.sk/

Pocet pripadov I

PO za rok 2022 v SR
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Zdroj: NRC, Vyro¢na sprava 2022




S. pneumoniae ST3




Fletcher MA. et al. Eur J Clin Microbiol Infect Dis 2014
Haggie S. et al. Pediatr Infect Dis J 2019
Luck JN. et al. Front Cell Infect Microbiol 2020

Mukoidné koldnie

Charakteristicka hruba kapsida

>
Zavazny klinicky priebeh infekcii
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Fatalita 30 - 477%

\_

Viaceré mechanizmy uniku pred IS

(znizuje ucinnost’ protilatok, inhibuje komplementom-mediovani opsonizaciu,

evwe

Casty izolat zo stredou3nej tekutiny u deti s
AOM a cdasté nazofaryngealne nosicstvo







Vyvoj pneumokokovych valkein

PPSV14

PCV10
(pediatricka indikacia)

PPSV23

PCv7

(pediatricka
indikacia)

’

PCV 15
PCV 20

PCV13

(pediatricka indikacia)

(pre
dospelych)

PCV15
(pediatricka
indikacia)

PCV13
rozsirené
indikacie

Dospeli 250 rokov
Deti 6 - 17 rokov
Dospeli 18 — 49 rokov

PCV = pneumococcal conjugate vaccine

PPSV = pneumococcal polysaccharide vaccine

]
QOO0 O




Ockovanie konjugovanymi

pheumokokovymi valkeinanni

na Slovensku
a )

r r N\| PCvio 2+, ~ ™)
PCV7 PCV13 PCVio || plnddhradazp, || pcvi3 PCV13 PCV13
VNIP 2+1 2+1 3+1 PCV13 ciast. >50r. 6ty-17r > 18r.
L N ) uhrada ZP ’ L )

\ J

01/2009 1.7.2010 1.1.2011 1.4.2011 4/2012 12013 7/2013

M

2006

PCV7 uvedenie
na slovensky
trh




Serotypy obsianhnute

v pneumolkokovych valkeinach

Serotype
ate vaccines

Pneumococcal polysaccharide vaccine
PPV23

SPC Synflorix, SPC Prevenar 13, SPC Pneumovax 23, VAXNEUVANCE PCV15, SPC ApeXXnar




15-valentna konjugovana vakcina

15v

CRM197 protein

Conjugated Ps
(major)

Zlozemnie

Formulation
»

PCV15







Booster response

Primary response

Naive B cells

Ighl+ Memory B cells

swig Memory B cells

©” 23valent polysaccharide pneumococcal
vaccine

Plasmacells

Papadotoul I. et al. Vaccines 2019




Papadotoul I. et al. Vaccines 2019

Primary response

Maive B cells
lgM+ Memory B cells
swig Memory B cells

Plasmacells “"13-valent pneumococcal conjugate vaccine

Booster response




Effect of PCV vs. PPV

Maive B cells

lgM+ Memory B cells

@ swlg Memory B cells
@ Plasmacells

Papadotoul I. et al. Vaccines 2019

23-valent polysaccharide pneumococcal
vaccine

13-valent pneumococcal conjugate vaccine




RESEARCH ARTICLE

Check for
updates
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Continued Vaccine Breakthrough Cases of Serotype 3
Complicated Pneumonia in Vaccinated Children, Portugal
(2016-2019)

Catarina Silva-Costa,? Joana Gomes-Silva,® '’ Marcos D. Pinho,? Ana Frides,” \"'Mario Ramirez,® José Melo-Cristino,? on behalf of the
Portuguese Group for the Study of Streptococcal Infections and the Portuguese Study Group of Invasive Pneumococcal Disease of
the Pediatric Infectious Disease Society

3nstituto de Microbiologia, Instituto de Medicina Molecular, Faculdade de Medicina, Universidade de Lisboa, Lisboa, Portugal

Catarina Silva-Costa and Joana Gomes-Silva have contributed equally to this paper. Author order was determined alphabetically.

ABSTRACT We previously reported that despite the use of pneumococcal conjugate
vaccines (PCVs), vaccine serotypes remained important causes of pneumonia with pleural
effusion and empyema (pediatric complicated pneumococcal pneumonia [PCPP]). We
cultured and performed PCR on 174 pleural fluid samples recovered from pediatric patients
in Portugal from 2016 to 2019 to identify and serotype Streptococcus pneumoniae. Most
PCPP cases (n = 87/98) were identified by PCR onlyJSerotypes 3 (67%), |4, and 8 (5% each)
were the most frequent. Vaccine breakthrough cases were seen among age-appropriately,
13-valent, PCV vaccinated children (median: 3 years, range: 17 months to 7 years), mostly
with serotype 3 (n = 27) but also with serotypes 14 and 19A (n = 2 each). One break-

e | - L. | o - a4 . - N 1 P . Y. W] _4




Clinical Infectious Diseases

R E V I E W A R T I C L E :lnfe(:li(;us Diseases Society of America  hiv medicine association

Effectiveness of 13-Valent Pneumococcal Conjugate
Vaccine Against Invasive Disease Caused by Serotype 3
in Children: A Systematic Review and Meta-analysis of
Observational Studies

Heather L. Sings,’ Philippe De Wals,” Bradford D. Gessner,' Raul Isturiz,' Craig Laferriere,’ John M. McLaughlin,' Stephen Pelton,**
Heinz-Josef Schmitt,® Jose A. Suaya,” and Luis Jodar'

"Vaccines Medical Development and Scientific and Clinical Affairs, Pfizer, Inc., Collegeville, Pennsylvania; ?Department of Social and Preventive Medicine, Laval University, Quebec City, Canada;
%Vaccines Medical Development and Scientific and Clinical Affairs, Pfizer Canada, Inc., Kirkland, Quebec; “Boston University Schools of Medicine and Public Health, and ®Boston Medical Center,
Massachusetts; *Vaccines Medical Development and Scientific and Clinical Affairs, Pfizer, Inc., Paris, France: and "Vaccines Medical Development and Scientific and Clinical Affairs, Pfizer, Inc.,
New York, New York




PCV-13 a serotyp 3

Ochrana ockovaného pred IPO
= e priama ochrana

e . Protektivne protilatky

L

Nizky efekt na NP nosicstvo
nizka kolektivna ochrana

Zdroj: Sings HL et al. Clinical Infectious Diseases, 2019 , 68:2135-2143.
obrazky volne upravené podla R. Dagan




-valentna konjugovana valkcina

imunitnd odpoved’ na jednotlivé serotypy

PCV13 vs. PCV13

Rozdiel v poCte respondérov podfla sérotypu 30. den po davke

pre batolata (3 davkovy rezim, Protokol 025)
15 100

Percentualny bodovy rozdiel
PCV15-PCV13 (95% CI)

Percentuiny bodovy rozdiel
PCV15- PCV13 (95% Cl)
=

10

0
MO0O0000000000CO S ©C

Odhadovany rozdiel a IS pre rozdiel v percentualnych bodoch st zalozené na metdde podl’a Miettinena & Nurminena. Pomer GMC a IS st vypocitané pouzitim t-distribucie s odhadom rozptylu zo sérotypovo $pecifického linearneho modelu s
pouzitim prirodzenych log-transformovanych koncentracii protilatky ako odpovede a jedného terminu pre o¢kovant skupinu. Zaver o non-inferiorite pre 13 spolo¢nych sérotypov vychadza z dolnej hranice 95 % IS s hodnotou > -10
percentualnych bodov pre rozdiel v mierach odpovede IgG (Vaxneuvance — 13-valentna PCV) alebo > 0,5 pre pomer GMC IgG (Vaxneuvance/13-valentnd PCV). Zaver o superiorite pre 2 dodato¢né sérotypy vychadza z dolnej hranice 95 %
IS s hodnotou > 10 percentualnych bodov pre rozdiel v mierach odpovede IgG (PCV15- 13-valentna PCV) alebo > 2,0 pre pomer GMC IgG (Vaxneuvance/13-valentna PCV).n = po¢et randomizovanych, zaockovanych a do analyzy
zaradenych G¢astnikov. IS = interval spol’ahlivosti; GMC = geometricky priemer koncentracie (pg/ml); 1gG = imunoglobulin G.

Ref. SPC Vaxneuvance® - Tabul’ka 3: Miera odpovede pre sérotyp Specifického IgG a GMCs IgG 30 dni po podani davky pre batol’ata (3-davkovy rezim, Protokol 025)




PCV15 Phase 3 Clinical Studies Overview

Click on a box below to learn more about the clinical trial

Pivotal
studies

Special
populations

Other

= Studies with Resulis

US Regimen (3 +1)
(V114-029; PNEU-PED)

EU Regimen (2 +1)
(V114-025; PNEU-PED-EU1)

Nordic Regimen (2 + 1)
(V114-026; PNEU-PED-EU2)

Sickle Cell Anemia
(V114-023; PNEU-SICKLE)

HIV
(V114-030; PNEU-WAY PED)

HSCT
(V114-022; PNEU-STEM PED)

US Safety
(V114-031; PNEU-LINK)

Catch Up
(V114-024; PNEU-PLAN)

Interchangeability
(V114-027; PNEU-DIRECTION)

Acute Otitis Media
(V114-032; PNEU-ERA)

Japanese Infants
(V114-033; PNEU-PED-JPN)

South Korean Infants
(V114-036; PNEU-PED-KOR)

HIV = human immunodeficiency virus; HSCT = hematoposetic stem cell transplant

Integrated Pediatric Safety Database

(V114-027, V114-029, V114-031)







Pneumokokove valkciny pre dospelych

v SR (stav k 05/2023)

Vakcina ako plne hradena lieéba sa indikuje v ramci povinného ofkovania podfa § 7 ods. 6 vyhlasky u

PCV13 0s6b umiestnenych v zariadeniach socialnych sluZieb.

PPSV23 Vakcina ako plne hradend lieéba =sa indikuje v ramci odpordéaného ockovania podfa § 9 ods. 2 vyhlagky u

2.
3

a) o0s0b od dovrSenia druhého roku veku do dovrienia 18. roku veku podla prilohy €.3 k vyhlaske,
dispenzarizovanych s
1.

chronickym ochorenim dychacich ciest (J 45 Astma, J 47 Bronchiektazie, Q 32-33
Vrodené chyby priedusnice, priedusiek a pfuc),

chronickym ochorenim srdcovo-cievneho aparatu (Q 20-25 Vrodené chyby srdca ),
chronickymi metabolickymi poruchami (E 10 Diabetes mellitus 1 typu, E 70, E 71, E
T2, E75 ETEE 77, E T8, E 79 Poruchy metabolizmu aminokyselin, lipidov, purinu a
pyrimidinu, E 84 Cysticka fibréza),

chronickymi renalnymi poruchami (N 04 Nefroticky syndrom, N 18-19 Zlyhanie
oblidiek),

chronickymi  imunitnymi  poruchami (A 39-41 Stav po prekonane] purulentng
meningitide alebo septikémii, B 20-24 Choroba vyvolana virusom ludske] imunitnegj
nedostatoénosti(HIV), C 00-97 Vsetky zhubné nadory wyZadujice si komplexni
protokolarnu liecbu, D 55- 59 Hemolytické anémie, D 70 Agranulocytéza, D 71
Funkéné poruchy polymorfonuklearnych leukocytov, D 72 Iné poruchy bielych krviniek,
D 73 Choroby sleziny, D 76 Choroby postihujice lymforetikularne tkanivo a
retikulohistiocyty, D 80 Imunitna nedostatoénost s prevahou poruchy protilatok, D 81
Kombinovana imunitna nedostatoénost, D 84 Iné imunodeficiencie, H 66 Hnisavy a
nespecifikovany zapal stredného ucha (min. 3x, vyZadujiuci ORL intervenciu), Q 89
Vrodené chyby sleziny, Q 90-91 Downov syndrém, Edwardsov, Patauov syndrém),

b) o0s6b od doviSenia 18. roku veku dispenarizovanych pre chronicke ochorenie dychacich ciest,
srdcovo-cievneho aparatu, s metabolickymi, renalnymi a imunitnymi poruchami,

c) deti zakladne oZkovanych pri preoZkovani podla prilohy €.2 B bod 6 pism. b) k vyhlaske,

d) o0s6b pred splenektémiou s funkénou alebo anatomickou aspléniou,

e) o0s6b 59 roénych a stariich.

-

\_

~N

Hradené 3 vakciny
(registrované d'alSie 2)

J

PCV10
PCV13
PPSV23
PCV15
PCV20

Zdroje: 1. MZ SR https://kategorizacia.mzsr.sk/Lieky/Common/PublicDecisions, 2. Indikacné obmedzenie PCV13. Dostupné na: https://www.health.gov.sk/?zoznam-kategorizovanych-liekov. Navstivené: maj 2023
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Ockovanie proti pneumokokom
Update
4 )

(" \( ) (" \( . )
: Deti™ , o Dospeli
Deti 3 rok Dospeli* Seniori** Bz
<2 roky 2 — 16 rokov + imunokompromitacia 2 65 rokov Imunokompromitacie
+ chronické ochorenie (19-64r.)
\ AN AN AN VAN J
(OEkovanie\ 4 PCV13 (O )
v ramci NIP * >
> 8 tt. —» PPSV23 + PPSV23
PCV13 ** > 1rok — PPSV23
2.D PPSV23 o 5 rokov
@lEbO PCV1OJ \_ ( 305 ) VAN )
(P kti ) *PacientisIDS Lo R
:er;?aetriclxge ** Ostatni pacienti/jedinci PCV-20 ( Mozné u osob )
¢ indikacia y bez ockovania
( N\ ako aj pri anamnéze
Pediatricka indikacia PCV15 — 1rok ockovania proti
L od 6 tt. ) (*pri imunokompromitacii min. 8 tt.) — PPSV23 \ pneumokokom )

CDC APR 2022 * ACIP 2022 * Kobayasho M. et al. MMWR JAN 2022




Vybrane respiracne inrekcie
@ oclhrana ockovanim

Chripka Pneumokokové ochorenia

4 N ( N

Typicka sezonalita Bez sezonality (s vynimkou pneumanir)

Zmena vlastnosti cirkulujucich kmeriov Bez zmeny vilastnosti cirkulujucich sérotypov

Bez slabnutia imunitnej ochrany po ockovani

Slabnutie imunitnej ochrany po ockovani -
(s vynimkou PPSV23)

Potreba pravidelného ockovania Jasné ockovacie schémy bez booster davok

Modifikacia a adaptacia vakcin Vyvoj viac-valentnych vakcin

Ockovanie pred nastavajucou sezénou

(mozno ockovat’ aj pocas sezény)

Ockovanie kedykol'vek pocas roka
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PEN TRIEKA
PROPEDEUT! A

conajel

mi Sekmi.

4 Prizshladne] KPR poutite Specificky PBLS sigoritmus
(ABC - 15 : 2). ak ste na to trénovani. Rozhodujica je.
kvalita KPR a limitovanie tasu preruseni KPR.

5. Pre rozéirend KPR poutite épecificky PALS algo~
ritmus. Aktivoe Nadajte 8 lieéte reverzibiing priciny.
Poutite ventiliciu vakom & maskou 2 osobami ako

vehu (10 - 26/min).
Z : I Havlicekova
uz d uzana Raviicekova 10 Z4KLAONA NEODKLAONA
KARDIOPULMONALNA RESUSCITACIA DETI
Cielom pediatrickej z8kladnej neodkladnej resusci- L
técie (PBLS - pediatric bosic life support) je zabezpece- ne30 % nor]
o e  cirkuldci dieats,
FAKTY
a2 do ndvratu spontanne] cirkulacie (ROSC - return of rovnaky, aby
ULMONALNE.J RESUSCITACH -punmnuzfmuanmmu i prazdnenie
VEKU A-Uvolnenie dychacich ciest (Airway): Po 15
srdca su nepritomnost pulzov, i s4nky, - .u:(:
* Zastavene sdcove] aktivity Jo + udojiat - Nava v neutréin pozici, u starsich _ cirkuldcle {pohyb, |
dodavky kyslika :::':’:rul‘:: deti - hiava v miernej extenzii. ‘zabrénili nave 24c)
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