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Polio, Ceska republika, 1928 (1919 nem.)-1969,
nemocnost a umrtnost na 100 000 obyvatel
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Pramen: ,, Slonim, D., Svandovs, E.:Poliomyelitida v Ceské republice 1919-1999.

MEDON, s.r.0., 2001, Praha,
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Deétska obrna

Svétova zdravotnicka organizace (SZO) na svém 41. zasedani v roce 1988
vyhlasila Program celosvétové eradikace poliomyelitidy.

V tomto roce bylo na svété hlaseno vice nez 350 000 pripadu paralytické
poliomyelitidy ze 125 zemi.

Wild Poliovirus - 2013
01 January - 04 June

B Svét 2008 2009

=

I Celkové 1651 ptipadit v 18 zemich 741 v 19 zemich

= (1505 ve 4 endemickych (540 ve 4 endemickych zemich)
z zemich)




Ocelove plice — detska obrna
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Spalnicky. nemocnost a Gmrtnost, CR, 1946 (1953 nem.) - 2009,
na 100 000 obyvatel
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Hemofilove bakterialni meningitidy (do roku 1998)
a invazivni hemofilova onemocnéni B96.3 v Epidatu v CR

Zahajeni pravidelného oékovani
proti Hib

O meningitidy
W invazivni onemocnéni
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Jaka je motivace odpurcu y/%i

Snaha zmenit Spatny svet?

Zare reflektoru?

Osobni prospech primy (prednasky,
ikace — honoréFe)?

medicine?




Okolni prostredi

Dlouhodoby Zivot v ,miru" (nedostatek
redlnych hrozeb)

Dobra kontrola prenosnych onemocnéni
Chovani populace - panika
Negcmvm mfor'mace se Siri rychleji (média,

lasté ko preferuji negativni




Co bychom si meli uvédomovat?

.Vyrovnand " role médii
KaZzda negativni informace = dobrd informace

Prilis mnoho demokracie
Kdo ma chrdnit nase déti?

Zadnad pravni odpovédnost ..osvicenych
vérozvéstal"
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VAKCINY PROTI MALARII

Malaricke vakciny vykazovaly doposud pomeérne
nizkou ucinnost. | nadeéjna kandidatni vakcina

z Walter Reed Army Institute Research Centre, ktera
byla komercionalizovana spolecné s GSK se
pohybuje s ucinnosti na hranici 50%.




VAKCINY PROTI MALARII

Salhvary gland
infgcted with
SpOrorites

BREAKING
THE CYCLE
WITH VACCINES




Ochrana proti Malarii
i.v. imunizaci nereplikujici
sporozoitovou vakcinou

Zaver:

nova vakcina testovana na 40 dobrovolnicich
1.v. vakcina zalozena na inaktivovaném
Plasmodium falciparum.

Ma vysoky ucinnostni potencial, avsak
ucinnost je zavisla na poctu davek.
Optimum - 5-davkové schéma.

To muze byt praktickym limitujicim faktorem
pro masoveé pouziti.

Robert A. Seder, RA et al, Science Express, 8.8.2013




Ochrana proti Malarii i.v.
imunizaci nereplikujici
sporozoitovou vakcinou

Vysledky:

U Sesti dobrovolniktl, ktefi dostali pét injekci
vakciny, malarie nepropukla. Z deviti lidi, kteri
dostali jen ctyri injekce, propukla jen u tri.

Robert A. Seder, RA et al, Science Express, 8.8.2013




Articles

Efficacy, safety, and immunology of an inactivated
alum-adjuvant enterovirus 71 vaccine in children in China:

a multicentre, randomised, double-blind,
placebo-controlled, phase 3 trial

Feng-CaiZhu, Fan-Yue Meng, Jing-XinLj Xiu-Ling Li, Qun-Ying Mao, Hong Tao, Yun-Tao Zhang, Xin Yao, Kai Chu, Qing-Hua Chen, Yue-Mei Hu,
XingWu, PeiLiv, Lin-Yang Zhu, Fan Gao, HuiJin, Yi-Juan Chen, Yu-Ying Dong, Yong-Chun Liang, Nian-Min Shi, Heng-Ming Ge, LinLiv,

Sheng-Gen Chen, Xing Ai, Zhen-Yu Zhang, Yu-Guo Ji Feng-Ji Luo, Xiao-Qin Chen, Ya Zhang, L-Wen Zhu, Zheng-Lun Liang, Xin-Liang Shen

www thelancet.com Published online May 29, 2013




Vaccine group Placebo group Vaccine efficacy

Person-years Cases Incidencedensity Person-years Cases Incidencedensity % (95% Cl) p value*
at risk (n) rate (cases/1000  atrisk (n) rate (cases/1000
person-years) person-years)

Per-protocol populationt

EV71-associated disease 47254 17 47429 8.6 80-4% (58-:2t090-8)  <0-0001
EV71-associated HFMD 4725-4 0-6 47429 63 90-0% (67-1t0 96-9) 0-0001
EV71-associated other cases 47254 11 47429 23 54-3% (-31-4 to 84-1) 0-15
Modified intention-to-treat population

EV71-associated disease 4915.5 8 1.6 49035 44 9.0 81.9% (61-5t0 91.5)  <0-0001
EV71-associated HFMD 4915.5 3 06 49035 33 67 90-9% (70-4t0 97-2) 0-0001
EV71-associated other cases 49155 5 1.0 49035 11 22 54-6% (-30-6t084-2) 014
Participants in per-protocol population with baseline titre <1:8

EV71-associated disease 33475 8 2.4 3345-4 40 12-0 80-0% (57-2t0 90-6)  <0-0001
EV71-associated HFMD 33475 3 09 33454 29 8.7 89.6% (66-0to 96-9) 0-0002
EV71-associated other cases 33475 5 1.5 3345-4 11 33 54-5% (-31-1to 84-2) 014

EV71-associated other cases are EV71-associated disease with non-specific symptoms, including 14 cases of upper respiratory tract infection and two cases of diarrhoea
caused by EV71 infection. EV71=enterovirus 71. HFMD=hand, foot, and mouth disease. *For comparison of incidence density rates between groups. 1 Three patients
with EV71-associated disease were included in the modified intention-to-treat population but excluded from the per-protocol population because they did not receive
the second dose.

Table 2: EV71 vaccine efficacy against EV71-associated diseases during 1 year of surveillance

www thelancet.com Published online May 29, 2013




Vaccine groasp

— Placebo group

VES819 95% 615 91-5; cO-ODD1

1 O 20D
_ Time since day 56 (days)
Number at risk
Vacane

Placebo

Number at risk
Vacane >

-1
Placebo 4939 4888 < 4783

QO;7 487
B

Figure 2: Kaplan- Meier survival analysis of comulative risk of not having EV71-associated disease
Note the yvaxes are broken. For the modifhed intention-to-treat population (A) and the per-protocol popudation
(B). VE=vaccine efficacy. EV7l1l—enterovirus 71




Zaver - EV71

Randomizovang, dvojité slepa, faze 3.
Kontrolni skupina - placebo s hlinikovym adjuvans.

Zdravé déti 6-35 mésicU, randomizace 1:1
Dvoudavkoveé schéma o, 28 dnu

Srovnani EV71-HFMD ci EV71 asociované onemocneéni
den 56 —meésic 14

10245 zahrnutych
SAE 1,2% u sledovaneé skupiny x 1,5% u kontrolni skupiny
Nezadouci reakce se vyskytly v 71,2% v 70,3%.

Uéinnost 90% (95%Cl 67.1-96.9) proti HFMD
u ostatnich forem kolem 80%.

www.thelancet.com Published online May 29, 2013




Lymeska borelidza

* PUvodcem Lymeske
boreliozy je Borrelia

1) burgdorferi sensu lato

Erythema migrans

* 3 hlavni species jsou
prevalentni v Evropé (B.
burgdorferl S-S 2

elll,

* versus pouze B.

‘.Cv'- ’ =
v Severni Americe

Borrelia sp.




Borrelia burgdorferi sensu lato
(17 druhu, 3 hlavni humanni

patogenni druhy)

Prevalence OspA Typ

Evropa
B. burgdorferiss.s.
B. afzelii

B. garinii

B. spielmanii

Severni Amerika
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Mechanismus/komplikace OspA
zprostredkované ochrany

Po prisati klistéte na hostitele
« OspA je vyjadifeno pouze pokud je spirochete ve strevu klistéte
o Pred prenosem z klistéte na hostitele je OspA exprese vypnuta a
misto ni je exprimovana OspC

Béhem sani klistéte
o Nasati OspA protilatek z OspA imunizovaného hostitele
o Navazani protilatek na spirochety ve streve klistéte
- Zabiti prostrednictvim baktericidnich protilatek
- Protilatky blokuji pripojeni na receptory strevniho epitelu
« Vysledkem je selhani migrace spirochet do slinnych zlaz

© Prenos do OspA imunizovaného hostitele je tak blokovana
Impllkace pro OspA vakciny

~ Zavislost protekce na cirkulujicich protilatkach
21




Chimericka multivalentni
rOspA vakcina proti LB

Structure of Type 1-Type 2 Chimeric OspA

B. burgdorferi s.s.~_ —

type 1 OspA B, Afzelii
backbone e 2 OspA
A3 Loop
A1 Loop

/ ’P,‘"Major Protective

Loops(A1 A2, A3)

ectlve antibodies

OspA T cell epitope
mimicking hLFA-1
epitope replaced

OspA vakcina
firmy Baxter je
designovana pro
USA i Evropu
(potencialneée
globalni pouziti).
Obsahuje noveé
chimerické OspA
antigeny (rOspA
typy 1/2 + 6/4 +
5/3) pro
potencialni
protekci proti
vsem hlavnim
patogennim
kmenium
prevalujicich v
USA Ci Evropé




THE LANCET Infectious Diseases

Safety and immunogenicity of a novel multivalent OspA
vaccine against Lyme borreliosis in healthy adults: a
double-blind, randomised, dose-escalation phase 1/2 trial




Chimericka multivalentni rOspA vakcina
protli LB

Preklinicky program potvrdil:
Immunogenicitu pri nizkych davkach proti serotypum
1-6

Indukci protektivnich protilatek proti hlavnim
patogennim kmenum (B. burgdorferi s.s., B. afzelii,
B. garinii)




Zavery Faze I/I1I

» Statisticky signifikantni superiornitolerabilita adjuvantnich formulacipo

primarnich schématech

» Neni statisticky vyznamny rozdil v tolerabilité mezi 30 a 60 pg davkous

adjuvans
» Vysoke titry (GMT) po vsech primarnich schematech a formulacich

» Vyznamny pozitivni efekt adjuvans na hladiny protilatek po posilovaci

unkcni protilatky potvrzuji vysledky anti-OspA Ig







