BO3SMOXHOCTU AUATHOCTUKU N JIEMEHU A
PACCEAHHOIO CKJIEPO3A B PA3HbIX CTPAHAX, KAKUE
COBMECTHBIE AENCTBUA Mbl MOXEM MPEAMPUHATD B
bYAYLWEM?




AedunHnumna PC: MKb-X G 35

PaccesiHHbIN CKNepO3— XpoHMYeckKkoe
nporpeccupytlouLee geMueIMHu3InpyioLlee
3abo0s1eBaHMe, XapakTepusyloLleecs:

- MHOroo4YaroBoCTblo MopaxeHusa 6enoro
Bewectea LIHC

- peMUTTUpYIoLLLe—-NporpeAneHTHbIM TeYeHUeM

- BapuabenbHOCTbIO HEBPOJIOMMYECKUX
CAMIMTOMOB

-OcobeHHOCTbIO 60J1e3HU ABNACTCA
OAHOBpeMeHHOe nopaxeHue_HecKoJ1bKnx
pPa3/INYHbIX OTA.e/1I0B HEPBHOW CUCTEMbI, YTO
anBop,6V|T K MOABNEHUIO Y 6OIbHbIX

pa3HoObpa3HOM HeBPOIOIrnyecKkom
CAMMNTOMATUKMW.

- AIpenMyLLecCTBeHHbIM NopaxxeHnem Jinu,
8AQJ0I0 BO3PacCTa.




» aH MapTeH LLUapko
Brnepsble onucan PC un
BblZ,e/INN €ro B

OTAe/IbHYIO0
HO30/IOMNYECKYIO




INMUIAEMUOJI0TUA

o MULTIPLE SCLEROSIS AFFECT:
B o The ratio @ #
Worldwide incidence . > WG-E
|n[.lE'r:15-|f_'|g
NowW

400, 000

people in US
have MS

Predominant age: 20-40

1—-3% risk of MS among 1st-degree relatives
Highly variable and unpredictable

Higher

incidence in

Northern
“ European
descent and in
temperate
climate, but the
latitude gradient
is decreasing

million



Stnonorus (Etiology)

[MpnYnHbI BO3HUKHOBEHUA PC TOYHO He BbIICHEHbI
The causes of MS are not exactly ascertained.

NHDEKLNOHHbIN
hakTop-
BupycHaa nHpekuuna

Infectious factor-
Viral infection

[eorpacdunyecknm
dakTOp- pasBuTme
3aboneBaHus
3aBUCUT OT MecTa
NPOXXWBAHUNA B
COOTBETCTBYHOLLEN
reorpadunyeckou
30He

Geographical factor
— the development
of the disease
depends on the
place of residence in
the corresponding
geographical area

HacnepncrtBeHHas
CKJIOHHOCTb K
YCKOPEHHOMY
pa3pyLleHunto
MUennHa

Hereditary tendency
to accelerated
destruction of
myelin




Pathophysiology

Blood-brain barrier
breakdown

Autoimmunology

Inflammation

The BBB prevent entrance of T cells into the nervous system.
The blood—brain barrier is normally not permeable to these types
of cells, unless triggered by infection or a virus, which decreases
the integrity of the tight junctions.

When the blood-brain barrier regains its integrity, usually after

infection or virus has cleared, the T cells are trapped inside the
brain.

The immune system attacks the nervous system, forming
plaques or lesions.

Commonly involves white matter.

Destroys oligodendrocytes- causing demyelination
Remyelination occurs in early phase but not completely.
Repeated attacks lead to fewer remyelination.

T-cells attacks on myelin triggers inflammatory processes,
stimulating other immune cells and soluble factors like cytokines
and antibodies.

Leaks form in the BBB cause swelling, activation of

macrophages, and more activation of cytokines and other
destructive proteins



«KNMHNYeCckn n3onnpoBaHHbIN CUHAPOM»

- KnnHnyeckn mnzonupoBaHHbi cnHapom (KNC)
MOXHO pacCMaTPUBATb KaK «MepPBblM MPUCTYM»
PacCesHHOro Cckaepo3a. JTO eAMHWYHOoe
KIMHN4Yeckoe oboOCTpeHMne, yKa3biBalow,ee Ha
Hanuyne JAeMUeMHN3INPYrLWnNX WU3MEHEeHUMN.
Hanpumep, CUMNOTOMOM JlepMUTTQ,
OLHOCTOPOHHUN HEBPUT 3pPUTE/IbHOIO HepBa
WIN OHEeMeHue OAHOW CTOPOHbI Tena MOryT
ObbITb pacueHeHbl kak KNC.

- KnuHunuecku M30/IMPOBAHH bl CUHAPOM
OObIMHO HEe  COMPOBOXAAETCA  HUKAKUMMU
u,pyrleM KNUHUYECKUMM  MPU3HAKAMU UK
AMMSQMAaMM, MOXHO MPUAYMATb MHOXECTBO
DYrnx ot M BHE3anHOro OHeMeHWUS




Clinically isolated syndrome

» Clinically isolated syndrome (CIS) can be
considered as the “first attack” of multiple
sclerosis. This is a single clinical exacerbation,
indicating the presence of demyelinating
changes. For example, a symptom of Lermitte,
unilateral optic neuritis, or numbness of one side
of the body can be regarded as CIS.

» A clinically isolated syndrome is usually not
accompanied by any other clinical signs or
symptoms, you can come up with many other
explanations for the sudden numbness of one
arm or the deterioration of vision.




«Pagnonornyeckm M3oanpoBaHHbIN CUHAPOMY

- Bce vauie B pyTUHHOW KJAMHUYECKOU MpaKTUKeE
y nauueHToB, nopagepratwowunxca MPT pgns
obcnenoBaHMA MO TakKUM NOKa3aHUAM, Kak,
HanpuMmep, 4YepenHo-MO3roBas TpaBMa WU
MUTPEHb, LOMOMTHUTENbHO BbIABAIOT
natosiornto 6enoro BelLeCcTBa B LEeHTPa/bHOW
HepBHOW cucrteme (UHC). I2T™m wn3MeHeHwUs
MOTYT ObITb Kak HecneundUIHbIMU
(onucbiBalOTCA pagunonorammu KaK
«HenAeHTUPULNPOBAHHbIE CBET/Ibie OOBbEKTbI»),
TakK " BbICOKO XapaKTepPHbIMU ons
aeMuennHnsnpyuw.en natonoruun. lNocnegHune
~ npeanoXxeHo BblA€/INTb B
KW WU30JIMPOBAHHbIN CUHAPOMY




"Radiologically isolated syndrome”

» Increasingly, in routine clinical practice in
patients undergoing MRI examination for
indications such as, traumatic brain injury or
migraine, additional pathology of the white
matter in the central nervous system (CNS) is
detected. These changes can be both non-
specific (described by radiologists as
"unidentified light objects"), and highly
characteristic of demyelinating pathology. The
latter were proposed to be allocated to the
"radiologically isolated syndrome” (RIS),
preceding the clinically isolated syndrome (CIS).




Posterior fossa lesion

Asymptomatic gadolinium-
enhancing lesion

Juxtacortical lesion

Periventricular lesion

Asymptomatic T2 lesion
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KimHH4eCcKkoe NposBIIEHUE PACCEIHHOIO CKJIEPO3a
OTJIMYACTCS YPE3BbIYAMHBIM ITOJIUMOP(PHU3MOM.

HauvaJjio 3a001eBaHuS

O31HUMU TeTCKUN
(13-14 ner)

/’a osiee 3peanin (30-50 ser) Bo3pac i



*changes in sensation in the arms, legs or face

Main symploms of

-Optic neuritis Multiple sclerosis
*weakness Casitrali
*double vision- internuclear opthalmoplegia - Fatigue Visual: -

. . - Cognitive - Nystagmus
*unsteadiness when Walklﬂg impairment - Optic neuritis  § m 5 3
*and balance problems -Depression - Diplopia \7 &

- Unstable mood Speach: ———
- Dysarthna e
Throat: <
- Dysphagia
Lhermitte’s sign (25-40%) is an electrical sensation Muaculoskalatal: ,i e,
that runs down the back and into the limbs and is - Waaknass ,l' ¥ o=
produced by bending the neck forwards. The sign - Spasms (1

suggests a lesion of the dorsal columns of the cervical - Ataxia
cord or of the caudal medulla. Sensation:
- Pain
- Hypoesthesias
- Paraesthesias

Uhthoff's phenomenon is the worsening of neurologic e B
symptoms in multiple sclerosis and other neurological, _Diamheaor B
demyelinating conditions when the body gets overheated constipation
from hot weather, exercise, fever, or saunas and hot
Hibs. Urinary:

- Incontinence

- Frequency or



Awvarnocrtuueckue kputepum PC

JINHUKO-
HeBpOaOrmyecko

e obcnepgoBaHue:

BonHoobpa3Hoe
TeYyeHue C
nopaxeHunem
HEeCKOJIbKUX
NPOBOAHNKOBbIX
CUCTEM

BpEMEHU»

Hannyne He MeHee
2 OTAeNbHbIX
o4yaros
nopaxeHus, nx
nosBneHue
pa3aeneHo
NPOMEXYTKOM

rmyeckue,
NMMMYHOJTIOrn4yecK
ne metonbl U MPT
nrpaloT
BCMOMOraTesibHYy10
POJib. LIeHHbI B
cny4yae
aTUMNYHOIO




Awvarnocrtuyeckue kpurepuu PC

Kputepum Y. Tlosepa BbigendawoT ABe
Kateropum amarHosa PC — «AOCTOBEpPHbIN» U
«BEPOATHbINY.

/lnarHos OCHOBbIBAETCH Ha AAHHbIX
HEBPOJIOTMYECKOMN KJIMHUKK (KOSIMYECTBO OYaroB
nopaxxeHus, obocTpeHunmn) C YYETOM

nabopaTopHbIX MeTog0B uccnegoBaHma  LLCOXK,
BbI3BAaHHbIX NoTeHUMasos n MPT.




Summary of 2017 McDonald Criteria for the Diagnosis of MS

+  Reguires elimination of maore likely diagnoses
+ Reguires demonstrotion of dissemination of lesions in the central nersous spsterm in space and time

CLINICAL PRESENTATION

| ADDITIONAL CRITERIA TO MAKE MS DIAGNOSIS

w.in @ person who has experienced a typical attack/CIS at onset

2 or more attacks and clinical
evidence of 2 or more lesions; OR

2 or more attacks and clinical
evidence of 1 lesion with clear
historical evidence of prior attack
involving lesion in different location

Mone. DIS and DINT hawve been met.

2 or more attacks and clinical
evidence of 1 lesion

D15 shown by one of these criteria:

- additional clinical attack implicating different CM5 site

- 1 or more M5-typical T2 lesions in 2 or more areas of CHS:
periventricular, cortical, juxtacortical, infratentorial or spinal cord

1 attack and clinical evidence of 2 or
more lesions

DIT shown by one of these criteria:

- Additional clinical attack

- Simultaneous presence of both enhancing and non-enhancing MS-
typical MRI lesions, or new T2 or enhancing MRI lesion compared
to baseline scan [without regard to timing of baseline scan)

- {5F glipodonal bands

1 attack and clinical evidence of 1
lesion

D15 shown by one of these criteria:

- Additional attack implicating different CHE site

- 1 or mare M5S-typical T2 lesions in 2 or more areas of CMNS:
periventricular, cortical, juxtacortical, infratentorial or spinal cord

ApD

DIT shown by one of these criteria:

- additional clinical attack

- Simultaneocus presence of both enhancing and non-enhancing kMS-
typical MRI lesions, or new T2 or enhancing MRI lesion compared
to baseline scam (without regard to timing of baseline scan)

- C5F pligodonal bands

«in a person who has steady progression of disease since onset

1 year of disease progression
(retrospective or prospective)

D15 shown by at least two of these criteria:

- 1 or more RMS-typical T2 lesions (periventricular, cortical,
juxtacortical or imfratentorial)

- 2 or more T2 spinal cord lesions

- C5F oligoclonal bands

DT = Dissemination in time
DS = Dissemination in space

CMS = central nervous system
T2 lesion = hyperintense lesion on TZ2-weighted MREI

C5F = cerebrozpinal fluid




EBponenckaa konnabopatuBHas wuccnepoBaTesibCkas CeTb MO
N3YYEeHUI MaArHUTHO-pe3oHaHcHou Tomorpaduu (MPT) npwu
paccesHHoM cknepo3e (MAGNIMS) npepnoxuna  HOBbIN
nepecmoTp MPT-kputepueB paunarHosa pacCeasHHOro cCkKeposa
(PC). OKYMEHT C M3N0XeHueM npeanaraeMblXx U3MeHeHUn 6bin
onybnukoBaH B XXypHane The Lancet Neurology aekabpb 2016.

MULTIPLE
SCLEROSIS | MSJ

JOURNAL

Ovriginal Research Paper

Evaluation of 2016 MAGNIMS MRI criteria o

1-9
for dissemination in space in patients with a 1352458517706744
clinically isolated syndrome Reprins i permisions

http//fwww . sagepub.co.uk/
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Jae-Won Hyun, So-Young Huh, Woojun Kim, Min Su Park, Suk-Won Ahn, Joong-Yang Cho,
Byung-Jo Kim, Sang-Hyun Lee, Su-Hyun Kim and Ho Jin Kim

Abstract (_\OI'I'I.E spondence to:
HJ Kim

Objectives: We compared validity of 2010 McDonald and newly proposed 2016 Magnetic Resonance  pDepanment of Neurology,
Imaging in Multiple Sclerosis (MAGNIMS) criteria for dissemination in space (DIS) in predicting the :*,f“”[;’.:‘.:“f;';'d't'::fnj:‘fmm
conversion to clinically definite multiple sclerosis (CIDMS) in patients with clinically isolated syndrome ltlf.:‘.t;i:).:i.l;h;;:::.b.uu
((' IS ) 769, Korea. -
Methods: Between 2006 and 2016, we enrolled 170 patients who had a first clinical event suggestive of  Peiinkim@nce.rekr
multiple sclerosis (MS) from seven referral hospitals in Korea. Patients were classified into two groups f_’::,::“:: ::g\,::"

based on the main outcome at the last follow-up: CDMS converters, who experienced a second attack, MeJdin Kim
Department of Neurology,

and non-converters. Resecarch Institute and
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Kputepun MAGNIMS 2016 roga.

B HOBOM A,0KYMEHTE FrOBOPUTCA, YTO AN BbINOJIHEHUA NPUHLMNA
«ANCCeEMUHALUN B NPOCTPAHCTBE» TpebyeTca cobnoaeHne xota 6bl ABYX
N3 cheayrLwmnx yCnoBui:

Tpu nnu 6onee NepPUBEHTPUKYNAPHBIX oYyara;

OauH unun bonee NHGpaTeHTOPUANbHbBIN OYar;

OauvH nnun bonee oyar ¢ 1oKkanM3aLmen B CMIMHHOM MO3re;
OauvH nnun 6onee oyar c nopaxeHMeM 3pUTeNbHOro HepPBa; U
OAuH unun 6onee KOPTUKANIbHBIN UM IOKCTAaKOPTUKAJIbHbIWA ovar.

Pornael 2 Recormimiended 20106 LSS IinaAsS R criteria o
establish disease disscmiination inspace in muultiple sclerosis

Dissemiination im space camn be showm by imeeo boee e nte® of St
least twwoof five areas of the CHRHS @s followes:

Three or meore periventricular lesiormns

e or meore infratentorial lesionm

e or meore spinal cord lesiaon

1Frve or meore optic neree lesionmn

1Frve or rmeore cortical or jueetacortical lesionm

“IH apatEent Faes o Besdn st esmias spmiaeed cood e d morsres s aprbacs s ma e, e
=paripr b ar e tEs Fee=Fosm fora emfoasmi = v gt e Do pcd el Facserm e coxibeegies o] Sonon b B e s 1 =
P s ccamam b 1T Eies < cagrissan =l e vin oo Boeog o Sredd St o 1 o= S wrcliesar ek oo e eeefr i e

g iy B e P o S A B T e e T R e G R R e P P e I E P R R P T

15 = o e o b a1 ol D B




N3SMEHEHWA B AHAJTU3SAX JIMKBOPA

JOCTAaTOYHO HaJINYnUA OAHOIro u3
HuXXenpuBeaeHHbIX NMPU3HAKOB.

1.Hannyme onnroknoHanbHbixX rpynn IgG,
BbiiB/IS€MbIX METOA0M
N303J1eKTpu4Yeckoro GoKycupoBaHus,
OT/INYHbIX OT TaKOBbIX B CbIBOPOTKE
KpoBU, U/mnun noebilmeHUne nHaekca IgG.

2.JlIumdoumuTapHbln nneounTos (He
npesbiwakowmm 50 B 1 Mkn).




OJUIroKJI0OHAJLHBIC KJICTKH

Oligoclonal Bands in CSF

abnormal

Oligoclonal Oligoclonal
Bands Bands {
absent

present
CSF Plasma CSF Plasma

Baker's Clinical Neurology, CDROM-2003




EDSS (aHrn. Expanded Disability
Status Scale — pacwmpeHHasa wwkKana
OLLeHKW CTeneHun UHBanuaun3aLunumn)

- MeTO4, OLLeHKWM HEeBpPONOrnyeckux mnopaxeHuu
Npu paccesHHOM CKaepo3e, npeasioxXeHHbin XK.
KypTuke B 1983 roay v LULUPOKO NMPUMEHSAIOLLLUACA.

- ANA OLEHKU UHBANMAU3ALLUN NMPOBOAUTCA OL,eHKa
ceMn (PYHKLUMUOHa/NIbHLIX cucTteM. Ons Kaxpoum wu3
cucTtem NCNOJb3yeTCH LKasa COCTOSIHUA
dbyHKUMOHANbHBLIX cucteMm (Functional System
Score, WKana HeBpoaoruyeckoro aeduumnta).




EDSS is a method of quantifying disability in multiple 0.0 «——> Normal
sclerosis based on eight Functional Systems (FS) BT Neurological Exam
Pyramidal (ability to walk) -
-Eer_etrellar (coordination) _ ' 2 Fully ambulatory
Brain stem (speech and swallowing) /
«Sensory (touch and pain) 45 J
Bowel and bladder functions e -
“Visual .
*Mental i ‘r Ambulation
*Other (any other neurclogical findings) / / impairment
| 9.5 4
5 - L_10.0 #—>[eath due to M5
Years 4
spent
at
level <]
14

1 2 3 45 67 8 9
EDSS level

A graph showing the average time a person spends in each EDSS level.



[ocypnapCTBEeHHbIN cTaHaapT PY3

berra narepgepoHbl

[ JIIOKOKOPTHUKOU/IBI
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NMMyHOMOAYJIATOPSHI

HooTponHsbie npenaparsl

AHa0o0JMYeCKHEe NMpenaparbl

Cpeacrna, peryjaupyroumme JIUKBOPO-
KpPOBOOOpaIlleHne

AHTHUXOJHHICTEPA3HbIE Npenaparsl,

I[Ipenmaparsl HOpMAJMM3HPYIOLIME BereraruBHbIC
TUCPYHKIUM, MBIIICYHBIA TOHYC
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ba3zncHaa Tepanus
(MeXxayHapoAHbIN ranananHc)

Disease modifying therapies forr
Mmultiple sclerosis

Dean M Wingerchuk,® Brian G Weinshenker”

rF.ﬂ;BS'I'I‘lM'II'I’

— Multiple sclerosis (MS) is a common, disabling, putatively autoimm

disease with worldwide distribution. It typically begins as a relapsin
later evolves to a secondary progressive phase. Inflammatory and n
mechanisms seem to operate in both phases, but their relative con

intaracrtimnne ara incomalateabha rimdarctood Miceaace modi Poino tharar




8. Treatment algorithm for single clinical episode with radiological
activity

Maotes:

single clinical episode
without MRI abnormalities = No treatment [note 1]
allowing the diagnosis of MS

Single clinical episode with # Mo treatment [note 1]
MRI abnormalities fulfilling # Interferon beta 1a or glatiramer
the McDonald criteria for acetate[note 2]

relapsing remitting hA5 & Alemtuzumab [note 3]

Trials of first-line therapies in people with the original definition of Clinically Isolated
Syndrome {CIS) at high risk of conversion have MOT shown a convincing long-term effect
on the accumulation of dizability. In 2018, NICE concluded that it was "unable to make
recommendations for treating clinically isolated syndrome because the diagnostic criteria
for multiple sclerosis and clinically isolated syndrome have changed and the treatment
pathway has evolved™. These new diagnostic criteria are the 2010 and 2017 Mc Donald
criteria.

Under 2018 NICE guidance: interferon beta 1a and glatiramer acetate can be offered to
people with “relapsing-remitting” multiple sclerosis under the new diagnostic criteria.

In exceptional circumstances, where clinical or radiclogical markers indicate a poor
prognasis for rapidly developing permanent disability, alemiuzumab may be considered
after a single clinical episode with MEI activity. Physicians and patients should weigh up
the considerable risks and burden of monitoring associated with this drug, against the
potential benefit.




9. Treatment algorithm for first-line therapy of relapsing-remitting

multiple sclerosis (RRMS)

RRMS: 2 significant relapses
in last 2 years

Interferon beta 1a and 1b (Extavia)
Dimethyl fumarate [note 5]
Glatiramer acetate

Teriflunomide

Alemtuzumab [nate 7]

RRMS: 1 relapse in last 2 years AND
radiological activity

Interferon beta 1a and glatiramer
acetate [note 6]

Alemtuzumab [note 7)

Rapidly evolving severe M5

i

Alemtuzumab [note 8]
Cladribine [note 8]
Natalizumab



Halwun npeanoXxXeHua o
cOoTpyaAHUYyecTBe

» 1.Co3path npu Accoumauuum HeBpOJIOroB
Y36ekucraHa WMHULMATUBHYIO Tpynny no
N3YUYEeHMUIO BOMPOCOB 3ANUAEMUOIOM UK
paccesHHOro ckiepo3a B Y36ekucraHe.

» OCOBEHHOCTAX ero TeyeHMAs B CTpaHax C
XApPKUM KIUMATOM

» Bonpocbl HeuWporeHetuku PC B Y3b6ekckowu

nonyaauunn.




» 2.XopaTtancresoBatb nepen cdoHpamum TIKA wu
UcTenon 06 eXXerogHou roAN4YHOM
CTRXKUpPOBKE  MOJIOAbIX  HEBpPOJIOFOB U3
Y36ekucrtaHa B HayuyHbIX LeHTpax Typuuu B
obnacTn paccesHHOro ckJseposa.

» 3.0praHu3oBatb B CTpaHe cneuna/ibHble
nporpaMmMmbel MeAMLUHCKOU W coLUuaibHOU
NOALEPXKH BONbHBIX  C pacCesHHbIM

CK/1epO30M.




» 4.BHegpeTh B MNPakKTUKY MeAULIMHCKUX
yuypexaeHun onpepeneHne 6uomapkepos
pacCesHHOro CKNepo3a B  KpPOBU WU
LepebpocnMHaIBHOMW XWUAKOCTU, TaKUX Kak
MMMYHOI/100y/IMH g 1 aKBanopuH - 4.

» 5.Pe3ynbTaTthl NPOBOAUMBIX WCC/EeA0BaHUN
obcyXxaaTb Ha NOCAEAYIOWMNX COBMECTHbIX
HaydyHbIX KOHrpeccax W dopyMax Halux

CTpaH.




» 6.CoBMeCcTHble  nybauKauum  pe3ynbTaToB
Hay4YHbIX UCCNeAOBAHUMA B HAYUYHbIX XXypHanax
« HeBponorua» Ys3bekucraH wn BeayLLUX
HeBponornyeckux xypHanax Typuuu.

» NMNpoAO/KNUTL  Hawe  COTPYAHUYECTBO HaA
AONFTOCPOYHON OCHOBe Ha 6naro nauueHTOB,
CTpajaloWwmx paccesHHbIM CKIepo30OM, Ha
OCHOBe MeXAYHapoAHOU  accouuauum
pacCesHHOIro CKjiepo3a HalnxX CTpaH.




Summary

» To sum up, Uzbekistan now has all
appropriate methods for early clinical
diagnosing and correct treatment of MS.
Nowadays we use international criteria of MS
diagnosing like MAGNIMS and McDonald
criteria. Of course, we also use serological
diagnosing methods like AQP4 test. Also we
pay attention to recovering patients in social
life and for this reasons we use different
evaluating scales like Expanded Disability
Status Scale and Functional System Score.
Besides that we must do great work on

msertmg modern ways of diagnosing and
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