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Divka 7 let

e Osobni anamnéza:

e z 1. gravidity, porod v terminu, tézka asfyxie, krisena, KPR,
UPV, na UZ edém mozku, periventrikularni malatické cysty.
Sepse, zalécena 2-kombinaci ATB. Vyssi drazdivost, 7. den
tonicko-klonickeé krece

* Tezka PMR, DMO, sekundarni epilepsie na 3-kombinaci AED,
recidivujici pneumonie, pubertas praecox, od 2016 porucha
krvetvorby (pancytopenie)

e ockovani: 3x hexa, TBC
 EA: v 6/2016 sourozenec varicella

* Praibéh: v 7/2016 pfijata na détskou infekéni kliniku pro vysev
varicelly, zhorsené dychani. Zajisténa Herpesinem a ATB. Na RTG
plic zn. pneumonie - vysloveno podezreni na varicellovou
pneumonii a vzhledem k resp. selhavani preklad na ARO. Zde
zhorseni stavu (bradykardie, desaturace), nutna UPV, kontrolni
RTG snimek s progresi - zn. tézké pneumonie bilat. Postupneg,
ARDS, zahajena KPR s farmakologickou terapii — exitus letalis.






Divka 8 let

* Osobni anamnéza:
e z 1. gravidity, porod v terminu, bez komplikaci

e Postupné tézka PMR, DMO, bez zachvatu, tézka
srdecni vada s plicni hypertenzi (DKS, DSS, koarktace
aorty) — Edwardsuv syndrom

* FA: vyziva do NGS
* ockovani: sine (,,Spatna prognoza“)
 EA: v 1/2016 sourozenec varicella
* Prubéh
* v 1/2016 pfijata na infekcni infekéni oddéleni KNTB
Zlin pro vysev varicelly, febrilie kolem 38,5 st.C.
Zalécena Herpesinem i.v., zajisténa ATB. Druhy den
hospitalizace nahle dekompenzace stavu —
bezveédomi, srdecni zastava. Volan pediatr a ARO -

zahajena KPR vCetne farmakoterapie, ale bez efektu
— exitus letalis. Rodina odmita pitvu.



Ockovani neurologickych pacientu

e situace v CR:
* neexistuje presné doporuceni
e Ceska literatura necetna, zastarala
e zminka v SPC (napf. Infanrix hexa)

* pfednddka MUDr. Skovrankové na webu SDN
CLS JEP®

» data o proockovanosti téchto pacientu nemame

* mnohym chronickym neurologickych
pacientum (DMO, nekomp. epilepsie, Westlv
sy., syndrom Dravetové, FK) je vyznamné
zasahovano do ockovaciho kalendare



Svycarsko, 200421

e SZ Svycarsko, Basel

e 100 pacientu s chronickym neurologickym
onemocneéni ve veku 1-16 let, 200 kontrol

 vyrazné nizsSi proockovanost u téchto pacientu
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children with chronic neurological deficits in north-western Switzerland." European
journal of pediatrics 164.5 (2005): 320-325.



Australie, 201220

* Victorian Cerebral Palsy Register, Melbourne

e 449 déti s DMO, pod 7 let

* 19,2% mélo zpozdéni oproti kalendari (vs. 6.4—8%)

* mira motorického postizeni neg. umérna proockovanosti
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Anteil (%)

Némecko, 201321
e 50 déti s epilepsii
* 60 kontrol
* signifikantné nizsi proockovanost u epileptiku
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Pertuse a encefalopatie'’

e v mezi 1922 — 1931 v USA 17 mil. pripadu, 73 000 umrti
* encefalopatie v1z 1200 az 12 000 pripads

* riziko nejvyssi u novorozencl a kojencu
 Vakciny:
* 1914 — na trhu 6 vakcin (celobunécnych)

* nizka kvalita a ucinnost, nejista bezpecnost

e kazuistiky NU — 1933 (dvé umrti), 1948 (15 déti se
zachvaty)

* minimalni zajem verejnosti
e 1948 — kombinovana DTwP

e vysoka ucinnost, vzestup proockovanosti, legislativa

* NU - horeéka, febrilni kieée, encefalopatie (t&%ka
epilepsie, mentalni regres, dozivotni zavislost na okoli)



Archives of Disease in Childhood, 1974, 49, 46.

Neurological complications of pertussis inoculation

M. KULENKAMPFEF,* J. S. SCHWARTZMAN,} and J. WILSON
From The Hospital for Sick Children, Great Ormond Street, London

v 1/1974 - Archives of Disease in Childhood?!8
* série 36 pripadu déti s neurologickymi komplikacemi
v Londyné po DTwP za 11 let
24 hodin po vakcinaci —, kauzalita pravdépodobna“
 doporucena Ki:

e ,anamnéza kreci, Ci krece u pribuzného prvniho
stupné, reakce po predchozim ockovani,
probihajici infekce, predpokladana neuro-
vyvojova porucha“



DTwPY?

* UK - NCES 1976 - 1979
* prospektivni, case-control
* 1 encefalopatie na 310 000 davek DTwP
e zavazné metodologické problémy
e desinterpretace médii
* nasledky:
. pokle{s proockovanosti v UK z 81 na 31%, 100 000 nemocnych, 600
amrti
* 10-100x vyssi incidence v zemich se S|Inym anti-vax hnutim (UK,

Svédsko, Japonsko, Australie) ve srovnani s ostatnimi (vychodni
Nemecko Polsko)

UK, Dansko a Tennessee
* bez elevace rizika

 Washington, Oregon
e 218 000 déti, case control studie
* nenalezena souvislost



Encephalopathy After Whole-Cell Pertussis or
Measles Vaccination

Lack of Evidence for a Causal Association in a Retrospective
Case—Control Study

Paula Ray, MPH,* Jean Hayward, MD,* David Michelson, MD,* Edwin Lewis, MPH,*
Joan Schwalbe, MS,* Steve Black, MD,* Henry Shinefield, MD,| Michael Marcy, MD,
Ken Huff, MD,7 Joel Ward, MD, T John Mullooly, MD,} Robert Chen, MD,§ Robert Davis, MD,§
and The Vaccine Safety Datalink Group

« USA, 20061°
e case-control study
» 452 déti s encefalopatii z let 1981-1995 (DTwP), populace 2.5 m
* tfi zdravé kontroly
o all-cause” incidence 1:370 000
* riziko stejné u ockovanych i neockovanych
* bez prukazu pri¢inné souvislosti



DTaP1®

v Japonsku jiz v roce 1981
* v USA licencovana v 1996
e vyrazné méné NU



Lack of Evidence of Encephalopathy

Related to Pertussis Vaccine: Active Studie IMPACT, Kanada,
Surveillance by IMPACT, Canada, 20067

1993-2002

Dorothy L. Moore, MD, PhD,* Nicole Le Saux, MD, 1993 — 2002
David Scheifele, MD,} Scott A. Halperin, MD,§ Members of the

Canadian Paediatric Society/Health Canada Immunization ° DTWP DTa P
Monitoring Program, Active (IMPACT) ’

Abstract: To assess whether pertussis-containing vaccines cause ° 6 5 -l d 4 k
encephalitis or encephalopathy, the IMPACT network of Canadian ’ mil. ave

pediatric centers screened more than 12,000 admissions for neuro- o,

logic disorders between 1993 and 2002. Seven cases of encephalop- @ 3 p Il pa dy po DTWP
athy began within 7 days after pertussis vaccination, but a more

likely cause was found in each instance. No attributable case

\V 4V 4
followed administration of >6.5 million doses of vaccine. o 4 prl pady pO DTa P
Key Words: Encephalopathy, pertussis vaccine, active v e s . .
surveillance, adverse events o u VseCh Jlna etlo | Ogle

From the *Montreal Children’s Hospital, McGill University Health Centre,

Quebec, Canada; the fDepartment of Pediatrics, University of Ottawa, @ Ve 3 pFipa d eCh I nfu e nza A
Ottawa, Canada; {British Columbia’s Children’s Hospital, Vancouver,
British Columbia, Canada; and §IWK Health Centre, Dalhousie Univer-

sity, Halifax, Nova Scotia, Canada

Moore, Dorothy L., et al. "Lack of evidence of encephalopathy related to
pertussis vaccine: active surveillance by IMPACT, Canada, 1993—
2002." The Pediatric infectious disease journal 23.6 (2004): 568-571.
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De-novo mutations of the sodium channel gene SCN1A in
alleged vaccine encephalopathy: a retrospective study

Samuel F Berkovic, Louise Harkin, Jacinta M McMahon, James T Pelekanos, Sameer M Zuberi, Elaine C Wirrell, Deepak S Gill, Xenia lona,
John C Mulley, Ingrid E Scheffer

Summary

Background Vaccination, particularly for pertussis, has been implicated as a direct cause of an encephalopathy with
refractory seizures and intellectual impairment. We postulated that cases of so-called vaccine encephalopathy could
have mutations in the neuronal sodium channel a1 subunit gene (SCN1A) because of a clinical resemblance to severe
myoclonic epilepsy of infancy (SMEI) for which such mutations have been identified.

* Berkovic 2006, Melbourne®

* prezkoumano 96 pripadu , postvakcinacni encefalopatie”
* 14 pripadl do 72 hodin od ockovani (vSichni pertuse)

u 11 nalezena mutace SCN1A a fenotyp sy. Dravetové
9 mutaci bylo de novo

 Dalsi prace na vétsich kohortach
* pfehodnoceni puvodnich diagnoz
o N izozemSkO’ USA Berkovic, Samuel F., et al. "De-novo mutations of the sodium

channel gene SCN1A in alleged vaccine encephalopathy: a
retrospective study.” The Lancet Neurology 5.6 (2006): 488-492.



Epilepsia, 54(Suppl. 7):13-22, 2013
doi: 10.1111/epi.12306

ITALIAN LEAGUE (LICE) 2013

Epilepsy and vaccinations: Italian guidelines

*Dario Pruna, tPaolo Balestri, {Nelia Zamponi, tSalvatore Grosso, §Giuseppe Gobbi,
YAntonino Romeo, **Emilio Franzoni, f{Maria Osti, 11 Giuseppe Capovilla,
§§Riccardo Longhi, and §9Alberto Verrotti

PRUNA, Dario, et al. Epilepsy and vaccinations:
Italian guidelines. Epilepsia, 2013, 54.s7: 13-22.



Febrilni kfecel”
e zejména u geneticky predisponovanych deéti
* riziko rozvoje epilepsie stejné jako u béznych FK

* frekvence vyskytu FK po oCkovani je stejna jako u FK
vyvolanych horeckou jiného zdroje

* MMR

* Macartneya a kol. (Australie, 2015)2: 24/100 000 =
1/4167 ockovacich davek (prvni davka)

e 2. davka jiz bez elevace rizika
* MMRV3

e 2x vysSSi vyskyt FK nez u MMR+V (7-10 dni)
* DTaP-IPV-HepB/Hib

e témer bez rizika elevace



Timely Versus Delayed Early Childhood Vaccination and

Seizures

WHAT’S KNOWN ON THIS SUBJECT: Reasons for childhood
immunization delay include parental intent and barriers such as
transportation. To date there has been 1 study of the association
of delayed vaccination and seizures, which found measles-
mumps-rubella and measles-mumps-rubella-varicella vaccines
are both associated with a higher rate of seizures if received after
15 months of age.

MMR a MMR+V*

e odklad ockovani > 15. meésic zvysuje riziko

AUTHORS: Simon J. Hambidge, MD, PhD,2*%¢ Sophia R.
Newcomer, MPH,2 Komal J. Narwaney, MD, PhD,? Jason M.
Glanz, PhD2“ Matthew F. Daley, MD,2¢ Stan Xu, PhD.? Jo
Ann Shoup,? Ali Rowhani-Rahbar, MD, PhD.® Nicola P. Klein,
MD, PhDf Grace M. Lee, MD, MPH 8" Jennifer C. Nelson,
MPH,’ Marlene Lugg, DrPH; Allison L. Naleway, PhD X James
D. Nordin, MD, MPH,' Eric Weintraub, MPH,™ and Frank
DeStefano, MD, MPH™

postvakcinacnich FK 3x!

Hambidge, S. J., et al. "Timely versus delayed early childhood
vaccination and seizures." Pediatrics 133.6 (2014): e1492.



Prehled doporuceni stran vakcinace déti s FK>8-10

z%’ "-. W
Sfiiet
- WL
3 ‘__ 29 4\,:1;_\%-
Australian Government O The Japanese Society of Child Neurology @

Department of Health FN MOTOL

Kl Ne Ne Ne Ne
Odl-<lad Ne Ne 0-3 més. 3-}2
vakcinace mes.
Zmerlla Ne Ne Ne Ano
vakcin
Profylaxe Ne Ano Ano Ano

Pozn. Americka (CDC, ACIP), kanadska (NACI) i britska (Dept. of Health)
doporuceni stran FK jsou velmi podobna australskym



FK v anamnéze nejsou kontraindikaci ani
duvodem k odkladu oCkovani

nutnost edukace rodicu stran rizika FK po
ockovani

moznost profylakticky uzit antipyretika u déti s FK

v anamnéze!
benefit ockovani prevysuje rizika spojena s FK



Epilepsie
» ockovani nezpusobuje afebrilni krece Ci epilepsii
* neexistuje korelace mezi ockovanim a nekterym
epileptickym syndromem
* u deti s idiopatickou ¢i symptomatickou epilepsii neni
vyssi riziko NU ockovani

* U deti se symptomatickou ¢i idiopatickou
epilepsii neni vakcinace kontraindikovana

* Riziko epilepsie by nemélo odradit rodice od
ockovani svych deti



Epileptické encefalopatie

* Infantilni spasmy, sy. Dravetove, Doose
Syndrome a Lennox—Gastautuv syndrom

* Neexistuje patologicka korelace meazi
ockovanim a epileptickymi encefalopatiemi
zaCinajicimi v prvnim roce zivota. Existuji
dukazy, Ze vakciny mohou tyto syndromy
iniciovat drive

* VVakciny nebyly asociovany se zvysenym rizikem
rozvoje encefalopatie



U deti s epileptickymi encefalopatiemi neni
vakcinace kontraindikovana

Riziko epileptické encefalopatie by nemélo
odradit rodice od ockovani svych deti
Mozno profylakticky uzit AED

Edukace rodicu o riziku!



Effect of vaccinations on seizure risk and
disease course in Dravet syndrome

Nienke E. Verbeek, MSc, ABSTRACT

MD

Objective: To study the effect of vaccination-associated seizure onset on disease course and esti-

Nicoline A.'T". van der A R T AN A A A A S e A R R S R A R R R AR A RSN RA A S AR s A

Nizozemsko, 201523

77 pacientu s DS

postvakcinacni nastup DS nezhorsuje prubéh
onemocneni

nasledné krece: 9% DTaP, 8% nepertuse, 37% DTwP
vakciny s nizSim rizikem kreci

benefit prevysuje rizika



Pertusova vakcina a neurologicka
onemocnénis13.14

. Public Health
England

-

Australian Government

(
|

Department of Health

neni kontraindikovano
mozno ockovat i
progresivni onemocnéni
u stabilizovanych déti s
chron. onemocnénim
neni vy3i vyskyt NU

v SPC ponechano

neni kontraindikovano
(kromeé GBS)

u progresivnich
onemocneéni odklad do
stabilizace a zhodnoceni
stavu

individualné

,ASAP“



DMO
e déti s DMO jsou ve vyssim riziku
infekce nez bézna populace (zejm.
chripka, pneumokok)!!
* neni kontraindikaci ani divodem k
zasahu do ockovaciho kalendare
* vySSi dliraz na ockovanit:
* pneumokok
* chripka



* Déti s chronickym neurologickym
onemocnhénim meély byt az na vyjimky
ockovany dle standartniho ockovaciho
kalendare

e ,neockovani by nemeélo nahrazovat kvalitni
paliativni péci“
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