Ca ladm sang NMO

BS. Nguyén Van Manh/ PGS.TS.Cao Phi Phong

2019



BEnh an

HANH CHINH

» Bénh nhan: N. T. Y 48 tuodi
» Dan toc kinh

» Nghé nghiép: noi trg

» Dia chi: Go Vap

» Thuan tay phai

» Ngay nhap vién: 20/8/2019



Ly do nhap vién

Yéu 4 chi



B&nh sur

» Bénh khoi phat 3/2018, bénh nhan thay dau hoc mat trai, dau lién tuc
sau vai ngay thi nhin mo mat trai, khéng té yéu tay chan. Bénh nhan di
kham & bénh vién mit TP chan do4n viém than Kinh thi cho thudc vé
udng, cai thién khoang 50% thi luc mat tréai

» Thang 3/2019, bénh nhan thay té 2 tay ( tay phai té nhiéu hon tay trai),
2 chan ( chan trai té hon chan phai) sau do yéu tay chan, tiéu kho. BN
nhép vién CR va 115, chan doan viém tiy c6 C1-C4, diéu tri khoang 1
thang khong cai thién, Xin xuat vién



» Sau d6 BN di diéu tri dong y ta1 BV y hoc cO truyén, tricu ching té
cai thién, strc co cai thién: BN c0 thé tu di lai duoc

» 1 thang nay, BN yéu hon, di lai khdong dugc kém tiéu khd, tiéu khéng
hét, té va giam cam giac tay chan nhiéu hon nén ngudi nha xin nhap
vién

» Trong thoi gian nay, BN khong sot, khdng co giat, khdng néi kho,
khong nuot sic, khong nhin mo hon, xuat hién nhitng con co rit tay
chan keo dai khoang 10 giay



Tién can

Ban than:
»3/2018: viém than kinh thi
»3/2019: viém tay co C1-C4
Gia dinh:
» Chua ghi nhan bat thuong



Kham tong quat:

» Sinh hiéu 6n
» Tong trang trung binh
» Luoc qua cac co quan chua ghi nhan bat thuong



Kham than kinh

» Nhin mo mat trai, doc khéng rd chit
» Dong tir mat phai 3mm, PXAS (+)

» Dong tir mat trai 3mm, PXAS(+) dap tng co kém
hon mat phai

» Thi truong 2 mat binh thuong
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Kham than kinh

» Surc co : 2 tay 4/5, 2 chan 2/5

» Khong teo co, khong rung giat bo co

» Tang truong luc co kiéu thap

» Dau thap (+): Hoffman, Babinsky

» Cam giac: giam cam giac dau nhiét 4 chi va than, cam giac
sau binh thuong

» PXGX (+++) 4 chi



TOm tat bénh an

» BN nit, 48 tuoi, khoi phat bénh 18 thang trudc voi nhin mo mat trai,
1 nam sau yéu 4 chi co hoi phuc mot phan. 1 thang nay yéu 4 chi
tang hon nén nhap vién

» Kham ghi nhan:

- Nhin mo mat trai

- Teo gai thi mat trai

- Yéu 4 chi khéng dong déu

- Giam cam giac néng 4 chi va than

- PX thap (+): babinsky, Hoffman
» Tién cin:

- Viém than Kinh thi 3/2018

- Viém tay co C1-C4



Ban luan ca l&m sang



Thdng 3/2018, bénh nhén thay dau héc mat trdi, dau lién tuc
sauU vdi ngay thi nhin m& mat trdi, khéng té yéu tay chén. Bénh
Nnhan di khdm & bénh viéen mat TP chan dodn viém than kinh thi
cho thuéc vé uéng, cai thiéen khoang 50% thij lwc mat trdi




Tiep can bn giam thi lyc dot ngot ¢



Chan dodn phdn biét mat thj lvc cap moét bén

Clinical Feature Optic Neuritis Anterior Ischemic Optic Neuropathy

Pain Typically a prominent Usually painless
feature

Field loss pattern Central scotoma Altitudinal defect (above or below horizontal
meridian)

Age of patient Usually <50 years old Usually >50 years old (although can be younger,
especially in arteritic anterior ischemic optic
neuropathy)

Funduscopic examination  Normal disc or disc swelling  Disc swelling, thickened neuroretinal rim,
(in one-third of patients) exudates, and hemorrhages

Recovery Improvement is common Fixed deficit is common

(Thiéu sot theo chiéu cao(frén hay dwdi theo kinh tuyén ngang)



Anterior Ischemic Optic Neuropathy

Q Anterior ischemic optic neuropathy (AION) is a sudden loss of vision.

O There are two types of AION.

Arteritic AION (A-AION): inflammation of arteries supplying blood to the opfic
nerve.

Nonarteritic AION (NA-AION): reasons other than inflammation of the arteries.
Treatments vary depending on whether or not the nerve itself is damaged.



d Afteritic AION (A-AIQN): tinh trang nguy hiém gay ra b&i viém ddng mach cung
cap mau cho day than kinh thi giac.

A Tinh trang viém Ia do mét tinh trang goi la viém déng mach té bao khéng 16 (GCA)
hoac viém dong mach thai dwong, gay viem cac dong mach c@ vwa va lon.

Q GCA c6 kha néng gay t& vong va c6 thé lam héng toan bd dau day than kinh thi
giac dan dén mat thj lwc vinh vién, néu khéng dwoc chan doan va diéu tri nhanh
chong.

Q A-AION dwoc tim thay & phu ni nhieu hon 3 1an so véi nam giéi va thuong anh
hwdng dén nhirng nguwdi trén 55 tudi.



GCA

GCA thwdng biéu hién mot s6 triéu chirng trwdc khi xay ra mat thi luc. Khoang 80% nhting
ngwdi bi anh huwdng sé cam thay khéng khoe trong mét théi gian véi bat ky diéu nao sau day:

Dau ¢ thai dwong

Dau khi nhai

Pau da dau hoac nglra ran

Pau cb

Pau nhirc co bap, dac biét la & chi trén hodc canh tay
Mét moi chung

An mat ngon

Giam can khéng giai thich dwoc

Sét



O Triéu ch,u’ng quan trong lién quan dén thj lwc cta A-AION I’é khéng dau, mf‘)’ mat tam thoi
hoac mat thi lwc kéo dai vai phut hoac vai gio trwdc khi mat thi lwe vinh vién.

O Mat thi lwe tam thdi nay nén dwoc coi la mét tin hiéu canh bao.

d Viéc 1 hay ca hai mé,t c6 bi anh hwdng vinh vién hay khéng phu thudc vao thoi gian bénh
nhan dwoc bac st mat kham, thdi gian chan doan duwoc thwe hién som va diéu tri bat dau
nhanh nhw thé nao.



Dieu tri A-AION

Q

Q

Pieu tri A-AION c6 hiéu qua twong tw nhw diéu tri viem déng mach té bao khéng 16.

NGi tdm lai, chan doan nhanh chéng va chinh xac, sau dé 1a liéu phap corticosteroid cap
clru ngay lap tuce.

Steroid lieu cao dwgc tiém trong hai dén ba tuan sau dé giam dan theo thoi gian, nhung
ché do lieu thap sudt doi thwong la can thiét dé ngan ngra mu.

Trong moi trwdng hop, két qua cla cac xét nghiém ESR va CRP - ciing nhv cac triéu
chirng cta bénh nhan - nén dwoc dwa vao dé hwéng dan liéu steroid.



AION Nonarteritic (NA-AION)

A Dang phd bién nhat ctia AION.

Q Phan I&n nhitng ngwoi bi anh hwéng 1a trén 50 tudi; 10% trwdng hop la & nhirng nguoi trén
45 tudi. Tuy nhién, tinh trang nay cé thé xuat hién & moi Ira tudi. Cad nam va nir déu co ty lé
xuat hién nhw nhau.

O NA-AION dwoc gay ra khéng phai do viém ddng mach ma do mét trong nhirng diéu sau day:
(1) gidm huyét &p dén mirc dé cung cap mau cho day than kinh thi giac bi giam;

(2) tdng ap lwe bén trong nhan cau;

(3) hep dong mach;

(4) tang d6 nhét cua méau; hoac

(5) gidm lwu lwong mau dén day than kinh thi giac noi nd rdi khdi mat.



Yéu t6 nguy co NA-AION

High blood pressure

Diabetes mellitus

High cholesterol

Smoking

Sleep apnea

Heart disease

Blocked arteries

Anemia or sudden blood loss

A sudden drop in blood pressure
Sickle cell trait

Vasculifis (inflammation of a blood vessels)



Vieém thi than kinh; ON

ICap tinh, khédng nhiém trung, viém, mat myelin
1Gay mat thj gidc cap tinh, thwéorng 1a mot mat.
ILién két cao v&i MS

- hién dién 15-20% trirong hop
JUu thé nir (2/3 trwdng hop)
I Thwdng tr 20 dén 40 tudi




1 Viém thij than kinh c6 thé dwoc dinh nghia :

- Dién hinh - lién quan dén bénh MS, cai thién déc 1ap v&i diéu tri steroid
- Khong dién hinh - khdng lién quan dén bénh MS, cai thién phu thudc steroid.

1 Nguy&n nhan gay viém thi than kinh khéng dién hinh bao gdm cac bénh mé
lién két (vi du SLE), viém mach, sarcoidosis hodc NMO.



OPTIC NEURITIS dién hinh

1 Anh hwéng chd yéu niv gioi

1 15-45 tudi

] Mot bén

1 Mat thi lwe cap tinh, kém dau hang gi& dén hang ngay

1 Pau hau nhan cau (Retrorbital) xau hon v&i chuyén déng mat
1 Binh mat thi giac toi da trong vong 2 tuan sau do cai thién

1 Nhin mau sac kém, dd twong phan nhay(contrast sensititivity)
1 Khiém khuyét thi trwéng

| VEP- d0 tré kéo dai, bién doé giam



OPTIC NEURITIS kndng dién hinh

1 Mat thi giac khong dau

[ Lén hodc nhé tuoi

1 Hai bén

1 Xuat huyét gai thi, dom bong(Disc hemorrhage , cotton wool spots)
1 Tién trien mat thi gidc sau 2 tuan

1 Khéng cai thién trong diéu tri



Phan loai |IGdm sang

+ Retrobulbar neuritis

[ Papillitis(viem gai thi)

%wwmmwmmwn{

— optic disc | OPHTHALMOSCOPICALLY
1 Neuroretinitis(viém véng mac * Neuroretinitis |
than kinh) |

— opfic disc and surrounding * Demyelinating **

refina in macular area
1 Retrobulbar neuritis(viEm than

kinh hdu nhdn cau
— optic nerve behind the
eyeball (stnusitis.syphilis.cat-scratch fever)

* Parainfective

(rubella, (chicken poy
ubella,mumpsd&chicken pox) ETIOLOGICALLY

* Infective

¢ Autoimmune




Mat myelin

Isolated optic neuritis

Muluple sclerosis

Devic disease (neuromyelitis optica) : bilateral optic neuritis -> transverse
mychts

Schilder disease : bilateral: progressive generalised disease (onset prior to
10y/0 death within 1-2yrs)

a) visual p/way-> lesion commonly involve optic nerves and cause optic
neuritis

b) Brainstem-> lesions result in gaze palsies, ocular motor cranial nerve
palsies, trigeminal | facial nerve palsies and nystagmus

« Ages: 20-50 years old, F:M = 3:2
* Most common cause (eg. Multiple sclerosis)

* Optic disc 1s normal (retrobulbar neuritis)




Infectious

* Sinus-related optic neuritis

* a/w Cat-scratch fever, syphilis, Lyme disease, cryptococcal

meningitis in patients with AIDS and herpes zoster.




Parainfectious

Common 1in children

Occurs d/t exposure of antigens of certain infectious agents
cg. measles, mumps, chickenpox, rubella,whooping
cough,glandular fever

Following viral infection, immunization

Usually 1-3 weeks following viral infection with acute severe

visual loss

Usually bilateral papillitis occun

(occasionally: neuroretinitis or the discs may be normal)
Spontaneous recovery within few weeks

May be a/w other neurological features eg. headache,
sei1zures or ataxia (menmmgoencephalius)




Non-infectious
= Sarcoidosis- optic nerve head exhibit lumpy appearance,
inflammatory reaction 1n vitreous

= Systemic autoommune diseases —retrobulbar neuritis

» ¢g. SLE, polyarteritis nodosa, other vasculitides (vasculitis)




Triéu chang chu quan(symtoms)

IMat thi lwc dot ngobt

ICon dau tram trong hon do chuyén dong mat
- dac biét la hudng 1én hoac hudng xubng (do sw gan két cua cac soi

cua co trure trén véi mang cung)

1Thi giac m¢ di trong anh sang choi (bright light)

1T6n thwong thich nghi bong toi
1Giam do6 sac s& cua mau sac

Hién twong Uthoff: mo mat khi gang sirc hay
tiép xuc véi ndng




Trieu ching thuc thé(signs)

1Giam thi lwc

1Gidm mau sac (mu mau dd) va / hoac gidm dé twong phan / d0 sang
IRAPD trtr khi ca hai mat bi anh huwédng hodc RAPD da cd mat trwdc
trong mat doi bén

[1Phu gai thi (chi ghi nhan 35% trong ONTT, do d6 khéng phu gai thi
khdng loai trie viém thi than kinh cap tinh)



Can nguyéen viem thi than kinh
1 I[dopathic

1 Demyelinating disorders

a) Multiple sclerosis

b) Devics disease

c) Schilder disease

d) Acute disseminated encephalomyelitis (ADEM)

1 Parainfectious optic neuritis — associated with measles , mumps,
chicken pox or following immunisation

1 Infectious — sinus related (ethmoiditis) , cat scratch fever, syphilis , lyme
disease, cryptococcal meningitis



Chan dodan ON ¢



MRI

1 MRI ctia ndo va hoc mat (orbits) cé gadolinium

- XA&c nhén chan doén viém thi than kinh cép tinh

- Thong tin tién lwong lién quan dén nguy co phat trién MS.

1 Viém thj than kinh c6 thé dwoc chan doan khoang 95% bénh nhan.



MRI CRITERIA FOR DIAGNOSING MS

Phai cé it nhat 3 ton thwrong va hai trong sé nhirng diéu sau day
1) ton thwong & giap gidi ndo that bén
2) tén thwong co dwdng kinh Ién hon 5 mm

3) tdn thwong hién dién trong hd sau



1 MRI ndo thwdng cho thay bat thwdng chat trang dac trwng cia MS.
1 Cac ton thwong dién hinh - hinh trirng, quanh nao that va Ién hon 3 mm.

[ Ty Ié bat thwong ve chat trang dwoc bao céo thay doi dang ké & nhing
bénh nhan bi viem thi than kinh (23 - 75%).



y
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Orbit (A) and Coronal (B) Post-gadolinium T1-weighted MRI with fat suppression
demonstrating retrobulbar enhancement of optic nerve (white arrows)




1 Mirc d0 lién quan theo chiéu doc clia day than kinh trén MRI twong
quan voi lam sang va tién lvong.

1 Tang Gadolinium ton tai trung binh 30 ngay ké tw khi khéi phat.
1 Bat thwdng tin hiéu & day than kinh van co6 thé nhin thay sau khi phuc

hoi thi lwe, va cling xuat hién & khoang 60% bénh nhan MS khdng co
tién st 1dm sang viém thi than kinh .



] Trong cac trwdng hop don triéu chirng hodc CIS, MRI cung cap théng
tin tién lwong.

1 Tang tin hiéu T2 trén MRI goi y phan tang dén nguy co MS cao hon:
- Nguy co 5 nam - 50%

- Nguy co 10 nam - 60%

- Nguy co 15 nam - 70%

1 MRI binh thwérng phan tang dén rdi ro MS thap
(* 5 yrrisk— 15% 10 yr risk — 20% * 15 yr risk — 25%)



" MRI binh thuwong véi cac dac diém sau xac dinh doan hé c6 nguy co
MS cwc ky thap (khéng cé trwdng hop MS & 15 nam):

- VViém thi than kinh khdng dau

- Khéng nhin thay anh sang khi khéi phat

- Phu gai thi ndng hodc xuat huyét dia dém
- Macular star figure exudate



Dich n&o tay (LUMBAR PUNCTURE )

1 Khdéng dwoc coi la mot xét nghiém chan dodan thiét yéu trong viém thj than kinh
1 Nén dwoc xem xét trong cac trwdng hop khéng dién hinh

- <15 tudi hodc
- triéu chiing goi y nhiém trung

11 Khoadng 60 - 80% bénh nhan - bat thuwdng khong dac hiéu & CSF, bao gom té
bao lympho (10 dén 100) va protein tang



1 Cac phat hién CSF khéc trong viém thj than kinh c6 thé bao gom:
- Protein co ban Myelin(Myelin basic protein) khoang 20%

- 1gG tébng hop & 20 - 36%

- Cac dai Oligoclonal (OCB) trong 56 - 69%

1 Sw hién dién cua OCB c6 nguy co p’hét trién MS cao ,ho’n’.
1 Tuy nhién, vi OCB cling lién quan dén ton thwong chat trang trén MRI nao

- vai trd 1a dau hiéu tién lwong doc 1ap chwa biét



Optical coherence tomography
(OCT)

1 Do d0 day cla I&p soi than kinh véng mac

1 Phat hién méng & hau hét (85%) bénh nhan bi viém thj than kinh.

1 Gia tri thap hon lién hé vai két qua gidm thi giac.

1 Trong mdt nghién ctru, OCT it nhay cam hon so v&i VER trong viéc
phat hién viém thj than kinh dudi 1am sang.

1 Cac nghién ctru khac nhau da phat hién ra rang mdrc dd nghiém trong
hon cda tén thwong thj than kinh nhin thay trén OCT trong NMO thay vi
lién quan dén MS.



A e _ e T ot

FEMNF L Thechnmneass

Optical coherence tomography scan showing chronic retinal nerve fiber
layer loss from multiple sclerosis



AqQuaporin-4-specific serum
autoantibody

1 Bénh nhan bj viém than kinh thij giac tai phat - c6 nguy co NMO hoéc bénh Devic.
] Dac biét déi v&i bénh nhan chup MRI ndo binh thwong va nhirng dot vieém thi than
kinh ké tiép nhanh

1 Trong mét nghién ctru, kha ndng huyét thanh dwong tinh aquaporin-4 1a dw doan
NMO tiép theo & nhirng b&nh nhan bi viém thi than kinh tai phat.

- Thd nghiém nay da duoc dé xuat cho nhirng ngudi bi viém thi than kinh tai phét,
dac biét néu MRI 4m tinh.



Piéu tri ON

Principle of Managem




Viém thi than kinh mat myelin

= Regimen

IV corticosteroid (eg. methylprednisolone)

* lg daily for 3 days followed by oral steroid as prednisone
(Img/kg/day) for 11 days and then tapered for 3 days

IM interferon beta-1a

* Reducing the development of clinical MS over the
following 3 years 1n patients at high risk (based on the
presence of subclinical brain MR lesion)

NB. Oral prednisolone alone is contraindicated b/c it does not affect
the speed of recovery and is a/w a significantdy higher recurrence rate.




Ban luan

Thang 3/2019, bénh nhan thay té 2 tay ( tay phai té nhiéu hon tay trai), 2
chan ( chan trai t&é hon chan phai) sau do yéu tay chan, tiéu kho.

-Stre co 2 tay 4/5, 2 chan 2/5

-Tang truong luc co 4 chi kicu thap

-PXGX (+++)

-Dau thap (+)

-R6i loan co vong: bi tiéu

BN nhap vién CR va 115, chan doan viém tay c6 C1-C4, diéu tri khoang 1
thang khéng cai thién, xin xuat vién 2




Tiep can bénh ly tay(myelopathy)?






Systemic Inflammatory Disorders
Imnfecocion

Neurosarcoidosis
Nairal

Systemic lupus erythematosus
Bacctcerial

Sjégren syndrome
Fumgsal

Other connective tissue diseases
FParasicic

Behcet syndrome



Test NMO-IgG

MS , ADEM ATM khong B Idiopathic B TM lan réng Neuromyelitis
hodn todn ™

theo chigu doc [l optica(Devic disease)




Bn viém tay cat ngang khéng hodn todn

u Nh(’)m,bn nay dwoc quan tdm nguy co’ phat trién triéu chirng dan dén MS, MRI
nao dé xac dinh nguy co MS.

3 Sang thwong phu hop MS (2 hay nhiéu hon sang thwong) cé nguy co cao,
wo'cC d,oén hién nay la 88% trong 20 nam, trong khi MRI nao binh thwdng nguy
co thap, 19% trong 20 nam.

O Nhiéu chuyén gia dong thuan diéu tri dw phong véi diéu tri stba dbi mién dich.

Q Céc yéu to tién lwong khac 1a OCBs trong DNT, tuy nhién MRI van con 1a yéu
td manh nhat



LAm sang NMO



Capillary

Astrocyte-

,

Microgha ————

Vi than kinh dém

Oligodendrocyte

Té bao tk dém it nhanh

O Tim thay trong tat ca hé tktw, gip duy
tri BBB, sao bao co vai tro sap xép
quan trong trong nao. Chung lam viéc
v&i tb khac giup 1am mai va han gan
myelin trong hé tktw

O Astrocytes cling gop phan vao dong
chay clia nwéc trong hé tktw. Dé 1am
viéc nay, astrocytes cé nhiéu 16 tréng
trén bé mat cho nwdc vao trong té bao
va duoc biét nhuw: “aquaporin-4
(AQP4) water channel.”

Q Trong MNO, khang thé trong mau tan
cbng AQP4 trén astrocytes va anh
huwdng chirc nang cua né



1 NMOSD la autoantibody mediated chronic inflammatory diseases.

Q Khang thé huyét thanh (abs) chong lai kénh nwéc aguaporin-4(aquaporin-4 water
channel) dan dén cac cudc tan céng tai phat cta viém day than kinh thi giac, viém tay
va / hoac hdi chirng nao.

Q O mot so bénh nhan c6 triéu chirng NMOSD, khong phat hién thay AQP4-abs nhwng abs
chong lai myelin-oligodendrocyte-glycoprotein (MOG).

O Cac hdi chirng Ildm sang nay hién nay thuwong dwoc goi la “MOG-encephalomyelitis”
(MOG-EM).



Pac diém ndi bat cia NMO bao gom:

- dot tan cdng cap viém day than kinh thi giac hai bén hodc nhanh
chong (dan dén mat thj lwec nghiém trong)

- hodc viém tly ngang kéo dai duoc dinh nghta la ton thwong day
doc kéo dai > ba doan doét song véi mot dot tai phat dién hinh.

"IHau hét cac cudc tan cdng dau tién 1& monosymptomatic

1Xuat hién dong théi cd ON va TM trong 15- 40% trwdng hop



Viém déy than kinh thi gidc (ON)

] Trong khi phan I&n cac cudc tan cong viém than kinh thj giac &
NMO Ia mét bén, vieém day than kinh thi giac lién tiép(sequential optic
neuritis in rapid succession) hoac hai bén rat cé y nghia cia NMO

1 Suy gidm thi lwc nghiém trong, dong thdi hai bén hodc lién tiép hon
thi @& nghi NMOSD hon MS



Viém tuy ngang

[ Thwong cé mirc do thoai héa tdy song dai hon so véi bénh nhan b
MS, thwong lien quan dén ba hoac nhiéu dot song trén MRI

11 Ty 1& nhé cdia bénh nhan mac NMO hodc NMOSD cé mirc do lién
quan dén tuy sdng ngan hon



Cac hdi chirng & than nao

1 Lién quan hanh tay dac biét trong vung area postrema lam sang non, Oi
hay nac cut. déi khi khéng thé diéu tri dwoc, véi cac ton thwong hanh tuy lién
quan trén MRI xay ra voi ty 1€ 16 - 43%.

1 RAi loan chirc nang van nhan, diéc, liét mat, chong mat, dau day V.

1 C6 thé dan dén suy hd hap do than kinh cap tinh va t& vong.

11 Pho bién hon & nhitng bénh nhan c6 khang thé khang AQP4 va dac biét &
nhirng ngudi khéng phai nguwdi da trang



R6i loan pho NMO(NMOSD)

Céac thé NMO gi®i han hodc mot phan:

1. Céc dot viém tdy don thuén hodc tai phat, thuong nhung khéng phéi ltc
nao cidng lién quan dén tén thuwong tiy sbng lan rdng theo chiéu doc

2. Viém day than kinh thi déng thoi hai bén, don ddc hodc tai phat mot bén

3. Viém thi than kinh hay viém tay cat ngang don thuan



Cdc biéu hién khéac

IEncephalopathy, myeloradiculopathy, fulminant cerebral demyelination, posterior
reversible leukoencephalopathy, hypothalamic lesions symptomatic narcolepsy or
excessive daytime sleepiness, and various autonomic manifestations such as
hypotension, bradycardia, and hypothermia .

ILién quan dén co van va co tron & dang phu co va viém co tim

1 Trong m6t so it trwéng hop, phu mach lan téa t6i da co6 thé dan dén thoat vi ndo
va tlr vong



Biéu hién khéng than kinh cia NMOSD
1 Placentitis with risk of abortion, internal otitis and gastritis

1 30-40% bé&nh nhan mac NMOSD bij rdi loan tw mién cung ton tai nhw
hdi chirng Sjégren, bénh lupus ban dé hé thong, bénh tuyén giap tw mién,
bénh nhwoc co. Autoimmune mediated vitamin B12 deficiency,
autoimmune encephalitis



MO hinh bénh tat

1 C6 moét dot tai phat > 90%

] Tai phat xay ra trong nam dau tién 60% bénh nhan va trong vong ba nam 90%
1 Khdng gidng nhw MS, giai doan tién trién th(r phéat clia bénh la rat hiém.

1 B&nh nhan cé biéu hién ndo cé thé tiép tuc bi tan céng ndo ma khdng lién quan
dén day than kinh thi giac hodc tly song.

] Thiéu hut con lai nghiém trong sau cac cudc tan céng ban dau va sau dé, dan
dén tinh trang khuyét tat phat trién nhanh chéng do mu va liét trong vong 5 nam




Tieu chuan chan doadn



Nam 2006

DIAGNOSTIC CRITERIA

- Original criteria proposed by Wingerchuk e7 al., in 1996 was
revised 1n 2006 after the discovery of anti AQP4-1gG.

Absolute Criteria

- Transverse myelitis and optic neuritis

Supportive Criteria

- Al least two of the following features:
MRI brain negauve/nondiagnostic for MS
MRI spinal cord lesion extending over =3 vertebral segments (LETM)

NMO-IgG seropositivity




Nam 2015

REVISED DIAGNOSTIC CRITERIA FORNMOSD WITH
AQP4A-IGG

Requirements Core Clinical Characteristics

At least 1 core clinical Optc neuritis
characteristic Acute myelius
Area postrema syndrome:
Positive test for AQP4-1gG episode of otherwise
using best available detection unexplained hiccups or nausea
method (cell-based assay and vomiting
strongly recommended) Acute brainstem syndrome
Symptomatic narcolepsy or
Exclusion of alternative acute diencephalic clhinical
diagnoses syndrome with NMOSD-
‘ typical diencephalic MRI
lesions
Symptomatic cerebral
Neurology 2015;85: 177189 syndrome with NMOSD-
< typical brain lesions




Diagnostic criteria for NMOSD without AQP4-IgG or NMOSD
with unknown AQP4-1g(; status

- 1. At least 2 core clinical characteristics occurring as a result of
one or more clinical attacks and meeting all of the following
requirements:

At least 1 core clinical characteristic must be optic neuritis, acute
myechitis with LETM, or area postrema syndrome

Dissemination in space (2 or more different core clinical
characteristics)

Fulfillment of additional MRI requirements, as applicable

- 2. Negative tests for AQP4-1g(G using best available detection
method, or testing unavailable

- 3. Exclusion of alternative diagnoses




Additional MRI requirements for NMOSD without AQP4-1g(; and
NMOSD with unknown AQP4-1¢2( status

. Acute optic neuritis: requires brain MRI showing (a) normal
findings or only nonspecific white matter lesions, OR (b) optic nerve
MRI with T2-hyperintense lesion or T1-weighted gadolinium
enhancing lesion extending over .1/2 optic nerve lu)&lh or involving

optic chiasm

2. Acute myelitis: requires associated intramedullary MRI lesion
\undmu over >3 contiguous segments (LETM) OR >3 contiguous

segments of focal spinal cord .urnph) in patients with history
compatible with acute myelitis

3. Area postrema syndrome: requires associated dorsal medulla/area
postrema lesions

- 4. Acute brainstem syndrome: requires associated periependymal
brainstem lesions

MRI doi héi thém vao 4 trieu chitng cho NMOSD




Red flags: Findings atypical for NMOSD

1. Clinical course/lab more typical of MS or other pathology
Progressive course
Rapid nadir (infarction)
Continual worsening more than 4 weeks from onset
Partial TM without LETM
CSF oligoclonal bands

2. Comorbidity, established or suspected, that mimics NMOSD
Sarcoidosis
Cancer (lymphoma or CRMP-5 associated ON/myelopathy)
Infection with potential neurologic involvement (e.g., HIV,
syphilis)




3. Red flags (conventional neuroimaging)

1. Brain 2. Spinal cord

a. Imaging features (T2-weighted - Characteristics more suggestive of MS

MRI) suggestive of MS (MS-typical) than NMOSD
Lesions with onentation Lesions < 3 complete vertebral
perpendicular to a lateral segments on sagittal T2-weighted
ventnicular surface (Dawson sequences
fingers) Lesions located predominantly
Lesions adjacent to lateral ventricle (>70%) n the peripheral cord on
in the intenor temporal lobe axial T2-weighted sequences
Juxtacortical lesions involving Diffuse, indistinct signal change on
subcortical U-fibers I2-weighted sequences (as
Cortical lesions sometimes seen with longstanding

or progressive MS)

b. Imaging characteristics suggestive
of diseases other than MS and
NMOSD

Lesions with persistent (>3 mo)
gadolinium enhancement

Tén thuwong dé nghi MS hon NMOSD




INVESTIGATIONS

NMO-1gG (AQP4 -antibody)
High specificity (91-100% ) and varying sensitivity (83-91%)
with cell-based assays being the most optimal.
Immunosuppressive therapy dramatically reduces serum levels
of anti AQP4-1g(G and hence testing has to be done prior to
therapy.
Anti AQP4-1gG positive patients- relapsing disease, female,
have a strong association with other connective tissue disorders
and have more severe clinical attacks.

Seronegative - monophasic course and affect males equally as
females.




Anti-myelin associated oligoglycoprotein (anti- MOG) -

- anti AQP4-1gG negative disorders may be positive for anti-
myelin associated oligoglycoprotein (anti- MOG).




Cerebrospinal fluid (CSF) analysis

« Moderate pleocytosis (mostly lymphomonocytic) - more
prominent than in MS, but less than in infectious myelitis.

« Cell counts are normal - 40 %

- OCBs - positive in approximately 30 % of cases
- Interleukin-6 (IL-6) and of the soluble IL-6 receptor (sIL-6R) -
higher in the CSF of NMO patients than of MS patients




CSF IgG index: Normal <0.7

CSF IgG index = (CSF IgG x serum albumin) / (CSF albumin x serum IgG)

This is the best index of local IgG production, adjusted both for leakage of IgG due to BBB dysfunction and
for serum albumin and IgG concentrations. This index is increased in more than 80% of cases of multiple

sclerosis. It is not specific for multiple sclerosis, and is increased in any condition where there is local CNS
IgG synthesis.

NOTE: All of the above parameters may be falsely elevated if the measurements were performed on @
traumatic CSF tap.

Day la chi so tot nhat ve san xuat IgG cuc b, dugc dieu chinh ca ve ro ri IgG do rdi loan chirc ndng BBB va
nong doé albumin va IgG trong huyét thanh. Chi s6 nay duwoc téqg |éN trong hon 80% cac t[ub’ng hop mac bénh
MS. N6 khéng dac hiéu cho bénh MS, va dwoc tang 1én trong bat ky diéu kién nao co6 sw tong hop IgG cuc bo.




NEUROIMAGING

Spinal cord MRI
LETM lesion associated with acute TM (uvu thé & tfrung t&m)
Increased signal on sagittal T2-weighted extending over 3 or more
complete vertebral segments

<~ Central cord predominance (more than 709% of the lesion residing

within the central gray matter)

-

: 1 1-weighted sequences (no
specific distribution or pattern of enhancement is required)

Other characteristic features that may be detected

Rostral extension of the lesion into the brainstem

Cord expansion/swelling

Decreased signal on T1-weighted sequences corresponding to region
of increased T2-weighted signal




Optic nerve MRI
« Unilateral or bilateral increased T2 signal or T1 gadolinium
enhancement within optic nerve or optic chiasm

 Relatively long lesions (e.g., those extending more than half the
distance from orbit to chiasm) and

« Involving the posterior aspects of the optic nerves or the chiasm




Pat van de

» 1. Hoi chtng liét 4 chi kiéu trung wong khoéng déu
» 2. Tién can viém than Kinh thi va viém tay c6



Chan doan

» Chan doan vi tri
- Than kinh thi giac
-Tay c6: truc doc( C5-T1)
truc ngang cot bén tuy 2 bén
» Chan doan nguyén nhan
- Bénh ly tuy cat ngang( Transverse myelopathy )



Bién luan

» Hoi chung yéu 4 chi trung wong khong dong déu
- Stre co 2 tay 4/5, 2 chan 2/5

- Tang truong luc co 4 chi kiéu thap

- PXGX (+++)

- Dau thap (+)

- R6i loan co vong: bi tiéu



Chan doan vi tri

» Vi tri ton thuong: tuy c6 C5-T1 b6 cot bén

- Bénh nhan c6 liét 4 chi kiéu trung wong nén ton thuong
phai nam trén dudng di cua bo thap tir tuy co T1 trd 1én

- Do yéu khong dong déu, tay yéu it hon chan nén ton
thuong phai bao gom vung tir C5-T1

- Do ton thuong anh hudng van dong va cam giac dau nhiét

2 bén, khong anh huong dén cam giac sau nén ton thuong
phai bao gdm cdt bén



Nguyén nhan

» Bénh Iy tiy cat ngang ( transverse

myelopathy): t6n thuong ning né vé van dong, cam
giac va than kinh thyuc vat dudi noi ton thuong do bat ky
nguyén nhan gi cap hay man



Can I&m sang

» CLS chan doan:

- MRI tay co-nguc c6 bom thudc can tir

- Xet nghiém anti NMO IgG guri nudc ngoai

» CLS thuong quy:

- CTM, chtrc ning gan than, ion dd, glucose mau
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ate of Birth: 10/20/1971 (47Y 10M) Gender: F




Két qua doc MRI

» Bat thuong tin hiéu tay cd ngang mitc C1-C6, tin hiéu thap trén t1,
cao trén T2, mat phan biét chat trang va xam, bat thuoc tuwong phan
nhe rai rac

» MRI so ndo vai 6 nho bat thuong tin hiéu & ving chat trang dudi vo
thuy tran 2 bén, nghi bénh ly mach mau nhoé



Chan dodn

» MRI bat thuong khdng chén ép c6 bat thude
Chan doan: viém tay cat ngang cap
( acute transverse myelitis: ATM)

- Xac dinh nguyén nhan ATM ?



Acute myelopathy

Compression: Abnormal MR/,
disc, Normal MRI noncompressive changes:
pathological fracture, Acute Transverse Myelitis

metastasis, (ATM)

spondylolisthesis Missed compression, eg.

epidural lipomatosis,

Suraical dynamic compression on | —
‘ movement Demyelinating

lesions; MS

Other region of
neuromuscular axis

Systemic metabolic, -

degenerative, vascular or G T Ve
fectiots cause Identify mﬂam:;naa:lt(s);y or infectious

Myetops g:‘{o'omeg?} l0o fale . |diopathic Acute Transverse Myelitis




Chan doan hinh anh ATM

Condition

MRI Spinal Cord

MRI Brain

MS Oval-shaped lesion(s) < 2 spinal cord | White matter lesions:
segments, usually peripheral location. |periventricular, juxtacortical,
Hyperintense on T2 with infratentorial lesions.
homogeneous or ring enhancement. | Dawson’s Fingers.

NMO lesion >3 segments; cord swelling and |Optic neuritis.
gadolinium enhancement acutely. Cerebral lesions in 60%.

ADEM lesion >3 segments; cord swelling and |[Large, confluent white matter
gadolinium enhancement acutely. lesions.

IATM Lesion of variable length and shape, No brain lesions.

>50% of cross-sectional area on axial
scan. Hyperintense on T2-weighted

images, variable hypointensity on T1,
patchy enhancement and swelling.




Revised Diagnostic Criteria:
NMOSD without AQP4-Ig (or unavailable)

» At least 2 core clinical characteristics all satisfying:
- 1 of ON, myelitis, or area postrema syndrome

- Dissemination In space
- Isolated recurrent ON or recurrent TM do not qualify

- Additional MRI requirements
- AP syndrome: dorsal medulla lesion
- Myelitis: LETM
+ ON: normal brain MRI OR >1/2 ON OR chiasm lesion

+ Negative test(s) for AQP4-IgG using best available
assay, or testing unavailable

» No better explanation for the clinical syndrome




Chan doan xac dinh

Pot cap NMO



Picu tn

Piéu tri dot cép
- Uc ché viém nhiém
- Giam ton thuong hé than kinh TW
- Cai thién chirc nang than kinh 1au dai
» Diéu tri triéu chirng
- Pau than Kinh va thu thé
- Tang truong luc co va co cung co
- Cing khop
-Yéu co
- R6i loan co vong
» Phong ngtra tai phat sau xuat vién



» Solumedrol 500mg 2 1o pha Nacl 0.9% 500ml, TTM x 5
ngay, sau do duy tri Medrol 16mg 2 vién /ngay

» Baclofen 10mg 1v x4 lan/ ngay

» Pregabalin 75mg 1v x3

» Venlafaxin37.5mg 1v x2 lan/ ngay
» Trileptal300mg 1v x3



Dién tién sau diéu tri

» Bénh nhan noi ban d6 khap ngudi, con nhitng con co rit tay chan
thuong vé chiéu to1.
- BN xét nghiém HLAB 1502 (+)
- Ngung thudc trileptal
- Thém phenytoin100mg 1x 3 lan/ phat
- Tang licu thudc tir tir dén licu cao
+ Baclofen thanh 2v x4
+ Venlafaxin 75mg 1v x3
+ Baclofen 10mg 2v x4
» Khong tiéu hét, con & dong nude tieu trong bang quang



Khuyén cdo

Piéu tri dot cap tinh nang



1. Steroid
Methylprednisolone tiém tinh mach 1g trong 5 ngay sau do

dung thudc uong prednisone (1 mg mai kg trong lwgng co
thé) trong mét thang, va sau do gidm dan trong khoang thoi
gian 6 thang 12.



2. Thay huyét twong

] Tai phat khéng dap rng v&i steroid tiém tinh mach co6 thé dwoc huéng
loi tlr thay huyét twong (PLEX); thwdng 1a 5 dén 7 1an trong khodng thoi
gian 2 tuan.

1 Néu bénh nhan da dap wng tot véi TPE trong cac cudc tan cong trude
do va cudc tan céng hién tai la nghiém trong, TPE cling c6 thé dwoc coi la
bién phap dau tién.

] Cai thién - 44% - 75% bénh nhan NMO diéu tri bang PLEX.

] Gidi tinh nam, con phan xa va bat dau diéu tri som lién quan dén sw cai
thién vira phai hoac ro rét.

1 Hiéu qua thay huyét twong doc 1ap véi huyét thanh dwong tinh NMO-IgG



3. Globulin mién dich tiém tinh mach (IVIg)

1 Khéng c6 bao céo lién quan dén hiéu qua diéu tri cia immunoglobulin
tiém tinh mach (1VIG) trong MNO tram trong

] Trong mot danh gia hoi ctru 10 bénh nhan tai phat cap dwoc diéu tri bang
globulin mién dich tiém tinh mach (IVlg) do khéng dap rng vdi steroid co /
khéng c6 TPE, cai thién dwoc ghi nhan & khoang 50% bénh nhan



Phong ngira tai phat

] Nguyén tac diéu tri:

Nhanh chéng dat g‘iwcyc va duy trilsuﬁ thuyén giam v,c')’i c‘orticost‘eroid,
chon thudc trc ché mién dich, thiét I1ap va sau d6 bat dau rut dan
corticosteroid nham giam thiéu tac dung phu cua né.

1 Vi tac dung sinh hoc cua nhiéu thubc khéng c6 corticosteroid phai
mat vai thang dé co tac dung, corticosteroid c6 thé can thiét & nhiéu
bé&nh nhan vai liéu 0,5 dén 1mg/kg trén 3 thang sau dot tan cong va
giam cham trén 6-12 thang



EEFNS guidelines

Drug name Regmen

\zathiopree Oeal 2.5-3 mg kg dny

Predmsodond Ll | mg kg day. tapered when azatheopvine booomes efioctive (after J- 3 months)

Rituximab DOt v, 375 mp/m® weekly for 4 weeks (hapboma protocod)
Option 2 1000 me mfused twice, sith a 2-week mterval between the
(ircumatod arthntn protocms)
Optons | and 2 seemfusion afier 6-12 months, however, optmmal tres tinent
duration unknown

\!pfu‘\('u 2 Orger

C wlophosphamuie Ly, 705 mg kg every month over a2 penod of & moaths, espocial

ssocation with SLE'SS

Mitovantrone v. 1) mem” monthly for 6 moaths followed by 12
Mycophenola e mofetil pa -} g per day

Onher therapes IVIG. Methotrexate

Escalaton therapy

\AND Intermuticot plasma oxchange




EMERGING NEUROMYELITISOPIICA THERAPY

1. Eculizamab
Humanized monoclonal antibody against complement C5 that
inhibits its cleavage by C5 convertase.
In NMO, eculizumab blocks AQP4-1gG-mediated CDCC.

In an open-label phase Il study of 14 NMO patients with
refractory disease, eculizumab therapy significantly reduced
attack frequency and stabilized or improved neurological
disability .

After 12 months of treatment, 12 of 14 patients were relapse
free; however, | patient developed meningococcal sepsis and
sterile meningitis but fully recovered after treatment.




Cau hoi ¢




