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Prionové ochorenia

m smrtelné neurodegenerativne ochorenia, postihujuce tak
ludi ako aj zvierata

m charakterizované konverziou bunkoveého prionoveho
proteinu PrP® na abnormalnu, nerozpustnu a €iastocne
proteazo-rezistentnu izoformu nazyvanu scrapie
prionovy protein (PrP>¢)

m Geén pre syntézu celularneho PrP Cloveka (PRNP) je
lokalizovany na kratkom ramienku chromozomu 20.



Prionové ochorenia

m Priony su infekCné agensy, ktore
pozostavaju z bielkovin, ale nie z DNA
alebo RNA,

m zda sa, ze vytvaraju svoje smrtiace ucCinky
duplikovanim svojich tvarov a hromadenim
v tkanivach.



Prionové ochorenia

Normal prion Diseased prion

m Pri konverzii
normalneho PrPC¢ na
patologicku izoformu
PrP>SC sa pocet
a sekvencia
aminokyselin nemeni,
ale dochadza ku
konformacnym

Amino acids
in beta helix

~Amino acids
in alpha helix

Amino acids
in sheet form

zmenam

m PrP>C sa naviaze na é >
PrP¢ a nie celkom TP
znamym spdsobom ho ; »

premeni na PrPs¢

PrP-sen PrP-res
Normal Disease-causing



Prionové ochorenia

Rozdiely medzi celularnym priénovym proteinom (PrP¢)
a scrapie prionovym proteinom (PrPS¢), upravené podla
Cohen a Prusiner, 1998 [6]

Vlastnost’ Prpc¢ Prpsc
Citlivost’ k proteazam Vysoka Nizka
Disulfidické vizby Ano Ano
Molekulova hmotnost’ po 16 kDA [rPrP(90-231)] 16 KDA [PrP 27-30]
deglykozylacii
Glykozylacia 2 A-naviazané cukry 2 N-naviazané cukry
Glykoforma Roézna Ro6zna
Sekundarna Struktira Dominuje a-helix Bohaty na B-struktaru
Dostupné epitopy 109-112 225-231
138-165
225-231
Fyzikalny stav Monomér Vel'ké agregaty
Lokalizacia v bunke Povrch bunky Intracelularne
a v medzibunkovom priestore
Lokalizacia v organizme CNS, srdce, semenniky, CNS, lymfatické orgéany, oko
oblicky, pl'ica a iné




" S
Prionoveé ochorenia

m Dochadza k retazovej reakcii, pri ktorej sa PrPSC hromadia
v nervovych bunkach, tie sa poSkodzuju, dochadza k ich
vakuolizacii a naslednému odumretiu

m Priony sa ukladaju aj v mimobunecnom priestore, kde sa
zhlukuju do masy a vytvaraju tzv. amyloidové plaky

(o) Q ® Prpsc
Endogenous PIP° @ @ °
e ©
Spontaneous Interaction
ion of PS¢ between
generation 0 PrPC and
Conversion of mutant PrPSC

PrP into PrPSC Bt
Inocuiation of PrPSE

[ele]
Conversion of PrP into PrPst
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(@] Accumulation of PrPS¢
® o |
(@) (b)

modification of work by Dr. Al Jenny, USDA APHIS; scale-bar data from Matt Russell



'How Creutzfeldt-Jakob disease works

CAUSE - CONSEQUENCES
Creutzfeldt-Jakob disease is caused - Those affected lose the ability to think
by abnormal proteins called prions - and to move properly and suffer from
that are not killed by standard - memory loss. It is always fatal, BRAIN SHRINKS
methods for sterilizing surgical - usually within one year of onset of
equipment. -~ illness.
NORMAL  DISEASE-
HUMAN CAUSING
PROTEIN PRION

As prions build up in cells, the
brain slowly shrinks and the
tissue fills with holes until it
resembles a sponge.

SPONGE-LIKE LESION



HOVW I CAN A PROTEIN BE

INFECTIOUS

PrP* produced by cells PP may be ired or PP reacts with Prp® PP converts the Prp®
0 Is secreted to l:oyooll o produ;“:lyb :\m o on u-'::ﬁ cu?hco. o tonPg‘o.n ‘
surface, altered gene.
. ! ysosome
A “ ‘u - 5 \
<5 T |
- " J 0 x i &)I | ] ‘ r J \ gl b -3
T , ’ . \ Endosome ®
© The new PrP% converts O ™o now PrP® in takon € PP accumulates in ) PrP™ continues 1o accumulate
more PrP®, In by endocytonis. endosomes, as the endosome contents are
transferred 1o lysosomes,

The result |s cell death,

Syl 5 9000 Maiies Lo b
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Prionové ochorenia

m U vacsiny ludi s prionovym ochorenim je priCina
neznama

m U niekolkych ochorenie vznika prenosom zo znameho
zdroja infekcie

m 10-15% pacientov ma geneticku formu ochorenia bud
v dosledku bodovej mutacie, alebo v désledku inzercie
oktapeptidovych opakovani (OPR) v géne pre prionovy
protein (PRNP)

m Tri najCastejSie formy su: Creutzfeldtova-Jakobova
choroba (CJch), fatalna familiarna insomnia (FFI)
a Gerstmannov-Strausslerov-Scheinkerov (GSS)
syndrom
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Creutzfeldtova-Jakobova choroba
(CJch)

m Incidencia - 1-2/1 000 000 obyvatelov roCne
m sporadicka - asi u 85% pacientov

m zriedkavejsie sa vyskytuje geneticka forma
(gCJch) - v dosledku celeho radu mutacii
(bodové mutacie, inzercie, delécie) v géne pre
prionovy protein (PRNP)

m Zvysok tvoria ziskane formy — iatrogénna CJch
(1ICJch) a novy variant (vdCch)
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Creutzfeldtova-Jakobova choroba
(CJch)

m |atrogenna - vznikla z kontaminovanych rastovych
hormonov od kadaverov, z dura mater, cast bola
prenesena neurochirurgickymi nastrojmi, EEG
elektrodami pri stereotaktickych vysetreniach
a transplantaciou rohovky

m Novy variant vznikol velmi pravdepodobne prenosom
z hovadzieho dobytka pri ,chorobe Sialenych krav® —
bovinnej spongiformnej encefalopatii (BSE) — v
sucCasnosti sa nevyskytuje
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Creutzfeldtova-Jakobova choroba
(CJch)

m Incidencia sCJch je 1-2 pacienti/1 milion obyvatelov

m Nie je rozdiel vo vyskyte medzi pohlaviami, priemerny
vek zacCiatku ochorenia je okolo 65 rokov.

m Kodon 129 PRNP génu obsahuje polymorfizmus
(ATG/GTG) ktory koduje metionin (M) alebo valin (V)

m Samotny polymorfizmus nie je patogeneticky, ale
homozygotna varianta MM zvysuje riziko sCJch
(priblizne 72% pre MM, 17% pre VV) kym heterozygotny
genotyp ma akoby protektivny charakter.
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sCJch — klinicky obraz

m kognitivny deficit, ataxia, zrakové poruchy

m U niektorych pacientov je pritomny myoklonus, je
castejsi v neskorych stadiach ochorenia

m extrapyramidoveé priznaky

m inkontinencia, postupna strata nezavislosti s priputanim
na |6zko

m V terminalnom stadiu sa Casto pridruzuje dysfagia, ktora
byva priCinou aspiracnej pneumonie ako priciny smrti

m Priemerné trvanie ochorenia je 4,5 az 7,4 mesiaca.



"
Diagnostické Kritéria pre sporadicka CJD

Diagnostické kritéria pre sporadicka CJD

1.  Definitivna

Potvrdena neuropatologicky

a/alebo imunocytochemicky

a/alebo Western blot dokaz proteazo-rezistentného PrP
Pritomnost’ scrapie typickych fibril

2.  Pravdepodobna
Rychlo progredujica demencia a aspont dva z nasledujucich Styroch klinickych priznakov:
i) Myoklonus
i1) Zrakové alebo mozockové priznaky
ii1) Pyramidové alebo extrapyramidové priznaky
iv) Akineticky mutizmus
a pozitivny nalez aspoil jedného z nasledujicich vysetreni:
a) Typické EEG (PSWCs) pocas ochorenia, akéhokol'vek trvania a/alebo
b) Pozitivny protein 14-3-3 v likvore u pacienta s trvanim ochorenia < 2 roky
¢) Hyperintenzivny signdl v nucleus caudatus a/alebo putamen pri vySetreni
magnetickou rezonanciou pri DWI alebo FLAIR zobrazeni
a Rutinné vysetrenia nepodporuju alternativnu diagndézu

3. Mozna
Progresivna demencia a aspoii dva z nasledujucich styroch klinickych priznakov:
i) Myoklonus

i1) Zrakové alebo mozockové priznaky
ii1) Pyramidové alebo extrapyramidové priznaky
iv) Akineticky mutizmus
a chybanie pozitivneho nalezu pri troch vySetreniach ktoré by klasifikovali pacienta
ako ,,pravdepodobnd CJD* (testy a-c vyssie)
a trvanie ochorenia menej ako 2 roky
a Rutinné vySetrenia nepodporuju alternativnu diagndzu

WHO a MRI-CJD konsorcium
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sCJch — diagnostika

m Typickym EEG nalezom u pacientov s CJch je
pritomnost periodickych komplexov ostrych vin
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sCJch — diagnostika

m najvysSiu senzitivitu a Specificitu ma DWI MRI a FLAIR sekvencia

m Zvysena intenzita signalu v/vo:

m viac ako troch kérovych oblastiach mozgu
m hipokampe

m v ktoromkolvek z bazalnych ganglii

N

N

v ktoromkolvek jadre talamu
v cerebele
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MM MV

sCJch — diagnostika - MRI




sCJch — diagnostika - MR
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sCJch — diagnostika

Spongiformne zmeny Dékaz patologického PrP

Zapozi¢ané z N arodného referenéného centra pre prionové choroby, Slovenska zdravotnicka
univerzita, Bratislava
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sCJch — diagnostika

m Likvor
m Protein 14-3-3

m k jeho uvolnovaniu dochadza v d6sledku
destrukcie nervového tkaniva, teda aj pri
krvacani do mozgu, mozgovom infarkte,
tumoroch mozgu, zapalovych ochoreniach CNS
a iInom poskodeni nervoveho tkaniva.

m [au protein
m proteinu S100b a neuron Specificka enolaza (NSE)
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sCJch — diagnostika

m Definitivna diagnoza - zalozena na

m neurohistologickom vysetreni mozgového
tkaniva

m doplnenom imunohistochemickymi
metodami, ktoré sa robia niekolkymi typmi
protilatok a metodou westernblot, ktoré
overuju pritomnost patologicky
zmeneneho prionoveho proteinu v tkanive.
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sCJch — diagnostika

m Vedci pomocou testu na prionove ochorenia

m znamy ako konverzia v realnom Case (RT-QuIC)

m analyzovali kozné tkanivo od 38 pacientov - 23 z nich zomrelo na
CJD a 15 z inych priCin.

m Odobrali tiez mozgoveé tkanivo od 23 pacientov s CJD a od siedmich
osOb, ktoré zomreli z inych pricin.

m RT-QuIC spravne detegoval abnormalny pridnovy protein v kazdej
testovanej vzorke pacientov s CJD a v ziadnej zo skupin bez CJD.

m Vedci poznamenali, Ze v skupine s CJD bol ,potencial zarodku®
premeny normalneho prionoveho proteinu na abnormalny 1 000 az
100 000-krat nizsi v kozi ako v mozgovom tkanive.
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Geneticka forma CJdch

m NajCastejsou mutaciou je E200K-129M haplotyp

m Najvacsi subor bol zaregistrovany u Libijskych
a Tuniskych zidov, unikatne geograficke
zoskupenie sa vyskytuje na Slovensku (hlavne
na Orave, Kysuciach a v okoli Roznavy), kde sa
vObec prvy raz potvrdil specificky vztah mutacie
E200K ku vzniku CJch a v Chile

m Boli zaregistrovane aj individualne rodiny alebo
pripady bez pozitivhej rodinnej anamnézy




nvCJch

m bol prvykrat popisany vo Velkej Britanii
v roku 1996, kedy ochoreli mladi [udia
S priemernym vekom zaciatku ochorenia
28 rokov a odlisnym priebehom a dlhsim

trvanim ochorenia ako u dovtedy znamej
CJch.



"
nvCJch

m Zasadnym rozdielom oproti klasickému variantu je aj fakt,
ze povodca nakazy bol zisteny aj v perifernych
lymfatickych organoch, Co vyznamne zvysuje riziko
prenosu.

m \/Setci doteraz diagnostikovani pacienti s vCJch boli v
kodone 129 homozygoti pre metionin

m Patologicku formu PrP mozno na rozdiel od sCJch
dokazat v biopsii organov retikuloendoteloveho systemu,
hlavne v tkanive krcnej mandle a apendixu



nvCJch

m Neurologicke priznaky - asi po 6 mesiacoch od zacCiatku
psychiatrickych priznakov

m Niekedy uz v skorSej faze - bolestive parestézie
a dysestezie

m postupne pribuda dysartria, poruchy rovnovahy
a zabudanie

m dominantnym priznakom - ataxia, neskor - mimovolné
pohyby — myoklonus, chorea a dystonia

m VvV terminalnom stadiu - zhorSovanie kognitivheho deficitu,
ktoré vyusti do demencie

m DiZka trvania ochorenia je v priemere 14 mesiacov (6-39
mesiacov).



"
nvCJch — MRI
priznak pulvinar talami
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Dif. dg. CJch

m zvazujeme vsetky rychlo progredujuce demencie
(RPD)

m z0 skupiny neurodegenerativnych ochoreni su to
predovsetkym Alzheimerova choroba (Ach),
frontotemporalna demencia (FTD),
kortikobazalna degeneracia (KBD) a demencia s
Lewyho telieskami (DLB

m vyznamnu skupinu tvoria autoimunne
podmienené demencie, ktore su lieCitelne
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Dif. dg. CJch

m aufoimunne podmienene demencie

m autoimunna limbicka encefalitida

Encefalopatia reagujuca na lieCbu steroidmi asociovana
s autoimunnou tyreoiditidou — Hashimotova encefalitida

Virusoveé a bakterialne infekcie NS
Nadory

Vaskularna demencia

Sarkoidb6za
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LieCba
m Doxycyclin — spomalil priebeh ochorenia

m Symptomaticka lieCba
m Opatrovatelska starostlivost
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Gerstmann-Straussler-Scheinker sy
(GSS)

m Zaciatok medzi 45-50 rokov
m Pomaly sa rozvijajuca ataxia
m Mentalna deterioracia

m Demencia, myoklonus, trvanie 5-10 rokov
m Bodova mutacia kodénu 102, 105, 117, 145, 198, 217
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Fatalna familiarna insomnia (FFI)

m Autondmna a endokrinna dysfunkcia
m Insomnia (cez den somnolencia)

m Nevysvetlitelné poruchy regulacie teploty,
kardiovaskularnej Cinnosti, respiracie

m Neskor — pyramidove, extrapyramidove
priznaky, cerebellarna ataxia, myoklonus

m Trvanie 1 -2 roky
m Mutacia kodonu 178



Guillain-Barré syndrom

m Guillain-Barré syndrom
# len

m AIDP - Acute inflammatory demyelinating
polyradiculoneuropathy (Akutna zapalova
demyelinizaCna polyneuropatia)



Increasing
Severity
Of the immune

attack

Guillian-Bare Syndromes

! v v

Acute Acute Fisher
Inflammatory Motor axonal syndrome
Demyelinating Neuropathy

polyneuropathy (AMAN)

|

I l

+
AIDP with Acute motor-
Secondary Sensory axonal

Axonal Neuropathy
degeneration (AMSAN)

Fig. 22-3. Proposed interrelationships of the forms of GBS. (Reprinted with permission
From Griffin et al., Pathology of the motor-sensory axonal Guillian-Barre syndrome,
Ann Neurol 39:17 - 28, 1996 [41].)
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G-B syndrom

m Ochorenie prejavujuce sa akutnou
chabou obrnou charakterizovanou

m symetrickou slabostou koncatin

m hyporeflexiou alebo areflexiou

m ktoré dosahuju maximum tazkosti
v priebehu 4 tyzdnov

m Poruchy citlivosti — tfpnutie,
parestezie zacCinaju distalne a su
symetricke
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G-B syndrom

m Epidemiologia
m 0,81-1,89/100 000 / rok, muzi:zeny — 3:2

NajCastejsie formy:

AIDP (akutna demyelinizaCna polyneuropatia)
AMAN — akutna motoricka axonalna neuropatia
MFS - Miller-Fisherov syndrom
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G-B syndrom - patogenéza

m Autoimunne ochorenie vznikajuce na zaklade aberantnej
Imunnej odpovede proti roznym zlozkam periférnych
nervovych vlakien

m Porucha humoralnej aj bunkami sprostredkovanej
imunity

m Vzniku ochorenia prechadza respiracna alebo GIT
Infekcia
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G-B sy - patogeneza -:-

m Asi u polovice
pacientov —
Campylobacter
jejuni
(gastroenteritida)

m Ostatnée
patogény —
cytomegalovirus,
E-B virus, H.
influenze a iné



G-B syndrom - patogenéza

m AIDP - Specificky mechanizmus postihnutia nie je znamy, GM2
protilatky

m AMAN - protilatky proti gangliozidom — GM1 (axonalna forma),
m Protilatky proti GQ1b — Miller Fisher
m Aktivacia komplementu — podiel na neurodegeneracii

m Postihnuté su korene, plexy, nervy, autonomne vlakna, avSak
predilekCne — korene a vlakna distalnej Casti periférnych nervov.
Niekedy — aj axony
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G-B syndrom - patogenéeza




" EEE———

Subtypes and variants 1gG autoantibodies to
Guillain-Barré syndrome
Acute inflammatory demyelinating polyneuropathy None
Facial variant: Facial diplegia and paresthesia None
Acute motor axonal neuropathy GM1, GDla
More and less extensive forms
Acute motor-sensory axonal neuropathy GM1, GDla
Acute motor-conduction-block neuropathy GM1, GDla
Pharyngeal-cervical-brachial weakness GTla > GQlb>>GDla
Miller Fisher syndrome GQlb, GTla
Incomplete forms
Acute ophthalmoparesis (without ataxia) GQl1b, GTla
Acute ataxic neuropathy (without ophthalmoplegia) GQ1b, GTla
CNS variant: Bickerstaff's brain-stem encephalitis GQIlb, GTla

(}-{]—g—-@—cﬂ GM1 Cer GTla
O Galactose
@ Glucose

|| N-Acetylgalactosamine

O N-Acetylneuraminic acid J—Cer GDla Cer GQ1b
Cer Ceramide
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G-B syndrom - patogenéeza

Gurllain. Barré syndrome subtypes
Acute inflammatory Acute motor axonal neuropathy Normai motor nerve
demyelinating polyneuropatfy or acule Motor and sensogy

(demy=linating) axonal neuropathy (axonal)
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G-B syndrom — klinicky obraz

m Rychla, progresivna, symetricka slabovst’ koncatin,
parestézie, znizené alebo chybajuce SO reflexy

m Parestézie sa Siria proximalne

m 50% pacientov — postihnutie hlavovych nervov,
predovsetkym perif. Iézia n.VII. , niekedy poruchy
prehitania

m Casté bolesti akralne, a bolestivé parestézie

m 25% - respiracna insuficiencia — pacient s G-B sy ma byt
preto hospitalizovany na JIS (rychla progresia klinického
obrazu)
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G-B syndrom — klinicky obraz

m Autondmna dysfunkcia — hlavne poruchy srdcového rytmu

m Priebeh monofazicky — priznaky trvaju 2-4 tyzdne,
maximum — do 4 tyzdnov

m AMAN - (axonalna forma) rychlejsia progresia, dlhsSie
zlepsovanie, Castejsie horsi vysledny stav

m 9% - atypicky priebeh — m6zu byt aj normalne reflexy



GUILLAIN-BARRE
SYNDROME

WHAT IS IT?
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WHAT ARE THE SIGNS
AND SYMPTOMS?

X NUMBNESS & TINGLING
Feeling of "pins and neadles” that
usually begins at the foor, hands,
and/or fpce. The sensation stays
innitial aroas while sprosding
through aut the body. Numbness
and tinging maintaing the same
lavel of feoling or bacomes more
Intanse as sproading occurs,

3 UNCOORDINATED MOVEMENT
Inabilty to parform any bodily
movemsnts such aa walking,
flexing digits in hands and fest
e L e N B —
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G-B syndrom - diagnostika

m Klinicky obraz
m Likvor — zvySené bielkoviny
(alboumino- cytologicka disociacia)
ale nemusia byt (pritomne asi u 64%)
50% - pocas prvych 3 dni, 80% - do tyzdna
m Niekedy — 10 alebo viac mononuklearov
m EMG — maximum — po 2 tyzdnoch
m PrediZenie — prvé prediZenie F viny



Diagnostika - EMG

" Normal

: \ A omy |
Y AIDP

- Demyelinating :
o) Distal motor latency prolonged (
| 4

'i < g ——

>

Nerve conduction velocity slow

m AIDP — prediZena distalna motoricka latencia, spomalena rychlost
vedenia, predlzena latencia F-viny

m  AMAN - pokles amplitudy
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Priebeh ochorenia

=

— Course of GBS
— |nfection

—  Antiganglioside
antibodies

Mo weakness

Paralysis
N
-~

| [ [
0 4 8 12

Time from onset of weakness {weeks)

|
=

Figure 1 | The course of GBS. The maioritv of natients with GBS report an infection



Symptoms

Nerve conduction
studies

Antiganglioside
antibodies

Acute inflammatory
demyelinating
polyneuropathy
(AIDP)

Acute motor axonal
neuropathy (AMAN)

Acute motor and
sensory axonal
neuropathy
(AMSAN)

Pharyngeal-cervical-

brachial variant

Miller Fisher
syndrome

Sensory symptoms and
muscle weakness, often with
cranial nerve weakness and
autonomic involvement

Isolated muscle weakness
without sensory symptoms in
less than 10%; cranial nerve
involvement uncommon

Severe muscle weakness
similar to AMAN but with
sensory loss

Weakness particularly of the
throat muscles, face, neck
and shoulder muscles

Ataxia, eye muscle weakness,
areflexia but usually no limb
weakness

Demyelinating
polyneuropathy

Axonal polyneuropathy,
normal sensory action
potential

Axonal polyneuropathy,
reduced or absent
sensory action potential

Generally normal,
sometimes axonal
neuropathy in arms

Generally normal,
sometimes discrete
changes in sensory
conduction or H-
reflex detected

No clear
association

GMia/b, GDia &
GalNac-GDia

GM1, GDia

Mostly GTia,
occasionally GQib,
rarely GDia

GQib, GTia



" A
Liecba

m Plazmaferéza

aby bola ucCinna — v priebehu 1. tyzdna, zvycCajne
9X v priebehu 2 tyzdnov, horsi priebeh — 7x

m |VIig— 0,4 g/kg denne 5 dni
m Kortikoidy — neucinné

m Riadena ventilacia

m Rehabilitacia



AIDP - prognoza

m /5 % - vylieCenie bez rezidualneho
nalezu,

trvanie obnovy funkcie 6-12 mesiacov
m / — 15 % - lahky rezidualny nalez
m Malé % - viazani na |6zko
m 5 % - exitus



"
Chronicka zapalova demyelinizaCcna
polyradikuloneuropatia (CIDP)

m Chronic inflammatory
demyelinating
polyradiculoneuropathy (CIDP)



r

eZd

CIDP - patogen




"
CIDP — klinicky obraz

m Pomalsi vyvoj - aj viac ako 8 T kym dosiahne
vrchol

m Slabost vacsinou vyraznejSia ako senzitivne
priznaky

m Periférna neuropatia prevazne na DK

m Senzitivhe priznaky — parestézie, trpnutie, bolest
(20%), - ponozkovita a rukaviCkovita distribucia

m Hyporeflexia az areflexia

m Kranialne nervy



CIDP

m Postihuje korene a proximalne nervy

m Vznik a relaps ochorenia je
provokovany infekciou, vakcinaciou

m Dobra odpoved na kortikoidy,
Imunosupresiva, plazmaferezu, IVIg

m Vznik v akomkolvek veku
m Postihnuté obidve pohlavia



CIDP vs. Guillain-Barre




CIDP vs G-B syndrom

m MGze byt gj
akutny zaciatok

CIDP

| RE TR RS PRELRART Ay ewr e wET

Characteristic GBS GBS-TRF A-CIDP CIDP
Time to nadr <2 waeks <4 wiaks 48 weaks, lollowed  [=8weeks
(masiom {maimum by progression with
4 weeks) 4 waeksj detenomations
[rsease Wonophasic 1-2 =2 detenorations or |Progressive,
COLTRE detenoratio detenoration after stepwise or
within 2 week| B ook Tl tieting
Savanty Highly vamabie  Highhly vanabi Wostly moderdts sty
betwaan ‘hetwean maderalts,
pabants, patents, chi=tal and
ranging from ranging from prosimal
milikspnptoms  mild symptomgs weaknEss
10 paralysis 10 paralysis
Ventilator 20-30% 20-30% Mmost never Almost never
dependence
Cranml nerve Often Often Sometimas Somelimes
deficls
Rasponse Good Goad, with Variahle Gol
W Vig fluctuations
EMG/MES* Sometmes no  Somelimes np Often damyelinating | Desiedination
classihcation classihcation]  polmeuropathy at
possible at ‘possible a first EMG/NES
first EMG/NCS first
: EMG/ NGS
Traatment Wlg or plasma  Repeat IVIg WVlg or plisma IVlg,
exnhange of plasima exchange, on prednisolone
exchange confinmed diagnoss  |or plasma
of CIDF consider exehangs
also switch to
pradoisolone
mainlenants
Trsatment

THIEFE or AMAN. Abbrevianons AGNE scute-onset GIOF, ALDF, scute snftsmmetory demyslinanng
prolyrssunogssting VAN, situte miator axanal neuropathy; GIDP, chrdndc imflammatony demysfinasting
polyreussathy; EMG, sldcts mredrapty: GES. Gulllain-Safire syndrrme GESTRE Gulltain-Darfé syndcome
with traatmantsetated Buctoation] VIg: intravenous immunogtabuling NES, narse condushon Studles.



[Existing Diagnostic Criteria for CIDP

l lBaronn etal.. 1988 AAN Ad Hoc Subcommittee 1991 [Saperstein, 2001 INCAT, 2001
[Mandatory clinical features [ ] =
Major: Symmetric proximal + distal 5T A
. Motor & sensory dysfunction in
Pattern of clinical Symmetric proximal + distal Motor &/or sensory dysfunction |weakness 59 Ectrernitys skanificaiit
involvement weakness for more than 1 limb Minor; exclusively distal weakness | ¥i o€
disability In arm or leg function
........................................................................................... RSt T OR SRRSO NORS ) s N s e e s
Reflexes | BEIOW nOrmal or absent reflexes Below normal or absent reflexes |Below normal or absentreflexes  |Below normal or absent reflexes
At least 2 months: stable or
Time course - - At least 2 months :
worsening
JLabocaniy bEatines . e e S R L e e e T o e s e e ey
3 of 4 nerve tests showing low Look for a number of idfferent
Maotor conduction <70% of : i
EMG noirial reaction levels (Involving the 2of thedtests issues and combinations of
N e ssesmorsmand legnerves). . L sl issuesinapattem . ..o
Mandatory: Cell count <10mm3,
Protein >45 mg/dL - high i " |Mandatory: protein >45mg/dL
CSF Not VD : Supportive but not mandatory
proteins Supportive: cell count <10/mm3
e smesseentneemssemseness oo eeessssssesese s o UPROMVE @levated protein | T e
Main feature of demyelination, |Unequivical evidence of Main feature of demyelination, '
Nerve biopsy y 9 X 24 Supportive but not mandatory
inflammation demyelination & remyelination |inflammation - not required
Requirements for diagnostic
categories
Clincial major , EMG & CSF, Bio
Definlite Clinical, EMG, COF & Biospy Clincial, EMG, CSF & Biopsy ) el Clinical & EMG
............................................................................................................................................... e Sy S e T K D O ES e
Probable Clinical & 2 of 3 others Clincial, EMG & CSF Clincial major, EMG or CSF & Biopsy -
............................................................................................................................................... i e R e
Possible Clinical and 1 of 3 others Clincial & EMG } :
Clinical minor & 2 out of 3




CIDP - diagnostika

m Klinicky obraz

m Likvor — zvysené bielkoviny

m MRI| — gadolinium enhancement alebo
hypertrofia korenov

m EMG

m Zlepsenie po imunoterapii



CIDP - diagnostika




CIDP — dif. dg.

m Chronické senzorimotorické neuropatie

(pri diabete, uremii, hypotyreoidizme,
alkoholické, nutricneé, makroglobulinemii)

m Familiarne hyperetrofické polyneuropatie
— niekedy

m AIDP



"
CIDP — dif. dg.

Representative chronic demyelinating diseases of the CNS and PNS

S

| 13/533 (2.4%) of CIDP
Sansory ataxia
Poor response 1o iVig
Good response Lo sterolds

CIDP

|Doppler K, et al,, Brawr, 2015)
lzainful neuropatth
I

...... . CCPD

[Ogata et ol, 2015)

{Miura et al, 2015

N0 3/50(6.5%) of CIDP
\ Aged onset
£arly axonal involvemeant
AERressive
Poor response to IVIG

/ (Querct et al, 2013)

NF155 Ab.-positive
CIDP/CCPD

Juvenile onset

Root damage+DADS
Severe axonal involvement Marked CO"dUFt"Oﬂ delay
MOG-EAE is exacerbated by anti- Parano‘daj demyelination
NF186 Ab, Nerve swelling
(Mathey et al., 2007) Occasional brain lesions

\_Beneficial effects of long term low dose steroids
(Ogata M, et al, 201%)




CIDP — lieCba

m Dobra odpoved na kortikoidy — vysoke davky,
postupné znizovanie

munosupresiva — azathioprin, cyklofosfamid
Plazmaferéza

Vig — 400 mg/kg/den 4-6 krat

Rehabilitacia




Herpes zoster

m Varicella zoster virus

m Incidencia 3-5 /1000/ rok — hlavne starsi, s
malignitami

m Reaktivacia virusu varicelly ktory je
latentny v senzorickych gangliach po
primarnej infekcii kiahnami



"
Herpes zoster

m Radikularne bolesti —
niekedy uz pred vysevom

m Vezikularne erupcie v
priebehu korenov

m NajCastejSie - hrudna oblast
m Kranialne — oftalmoplégia

Ramsay Hunt sy — |ézia n.
VII., vertigo, hluchota

J




" A
Herpes zoster

Likvor — mierne zvysene elementy a bielkoviny
Bolest' 1 — 4 tyzdne

Neskor — postherpeticka neuralgia

LieCba — Acyclovir 800 mg 5x denne 7 dni
prax — 5 x 200 mg

Pacient s akutnym herpes zoster je kontraindikovany na
rehabilitaciu - infekCné prenosné ochorenie



Herpes zoster

m Postherpeticka neuralgia

m Bolest v oblasti postihnute] herpesom zoster,
trvajuca namene] 3 mesiace od vytvorenia krust
na zosterovom vyseve

m Vyskyt — 10 -15% pacientov
m LieCba — Pregabalin, Gabapentin (antikonvulziva)
o Bezneé analgetika neucinne !



