PAT VAN PE
Pong kinh cuc bo khang thudc 1a mot nhom bénh 1y phirc tap trong chuyén
nganh than kinh tré em, bénh dugc dic trung boi cac con dong kinh tai phat
dai dang khong dap tng véi cac thude khang dong kinh (ké ca phdi hop nhiéu
thudc khang dong kinh lidu cao) kém theo mét ton thuong gay dong kinh khu
tra tai mot ban cau dai nio.
Nhiéu nghién ctru cho thay dong kinh cuc bo khang thude c6 thé chiém tir 13
dén 20% tong sb cac truong hop méc dong kinh & tré em.
Céc con dong kinh tai phat khong dugc kiém soat s& gay ra mot loat hau qua
nghiém trong nhu: -Thiéu oxy ndo, gay thuong tich, c6 thé nguy hiém dén tinh
mang. -Cham, roi loan phat trién tAm-van dong. -Gay dong kinh tha phat: lam
bénh ning 1én va cang kém dap tng v6i diéu tri. -Céac tac dung phu cua viée
phai sir dung nhiéu thuc khang dong kinh & liéu cao va kéo dai. -Pot tir
khong rd nguyén nhan.
Nho cac tién bo vé tham do chin doan va can thiép diéu tri, ngdy cang nhiéu
céc bénh nhan mic dong kinh cuc bo khang thudc co thé duoc diéu tri cét con
hodc giam con t6i da bang phiu thut 1y bo ton thuong nio gy dong kinh.
Véi cac bénh nhan mic dong kinh nang, kém dap ung véi diéu tri, viéc nghién
ctru sdu vé lam sang va ton thuong ndo, dat trong qua trinh theo doi doc, sé&
gitip tra 16i nhitng cAu hoi rit quan trong sau ddy: -Pong kinh 1a cuc bo hay
toan thé? -Cé thuc su khang thudc hay khong? -Dinh khu giai phiu cua ton
thuong ndo?-Bénh nhan c6 chi dinh phiu thuat khong?
Tai nudc ta, trong nhitng nim qua ciing d c6 mot s6 cong trinh nghién ciru vé
dong kinh & tré em nhung cac nghién ctru nay chua c6 diéu kién di sau vao
riéng nhom dong kinh cuc bd khang thudc, nhét 1a vé khia canh ton thuong
ndo trong qua trinh theo déi doc.
Xuit phat tir nhimg thuc t& néu trén, chung toi tién hanh dé tai “Nghién citu
lam sang, ton thuwong ndo va cdc yéu 16 lién quan dén dong kinh cuc bg
khdng thudc ¢ tré em”, v6i ba muc tiéu nghién ciru sau:
1. M6 ta déc diém lam sang ciia dong kinh cuc bé khang thubce ¢ tré em.
2. Phdn tich cdc ton thirong nao gay dong kinh cuc bé khang thuoc ¢ tré em.
3. Bu6c dau nhdn xét mét sé yéu t6 lién quan dén dong kinh cuc bé khing
thuéc.



B6 cuc ludn dn
Ludn 4n bao gdm 145 trang: Dit van d& (3 trang), Chuong 1: Tong quan (37
trang), Chuong 2: Phuong phap (18 trang), Chuong 3: Két qua (34 trang),
Chuong 4: Ban luan (45 trang), Két luan (3 trang), Cac diém mdi cta dé tai (1
trang), Nhitng han ché (1 trang) va Kién nghi (1 trang).

Chuwong 1: TONG QUAN
1.1. Pinh nghia dng kinh cuc bd khang thudc & tré em
Pong kinh v6i cac con dong kinh tai phat dai ding khong dap ung véi cac
thuc khang dong kinh dugc Iya chon thich hop (ké ca phdi hop nhiéu thube
khang dong kinh liéu cao) kém theo mot ton thuong gay dong kinh khu tri tai
mot ban cau dai ndo.
1.2. Mt sé diic diém dich t& hoc vé dong kinh cuc bd khang thude
Dong kinh cuc bd khang thudc chiém tir 15-40% téng s6 bénh nhan mic dong
kinh trong dan s no6i chung. O tré em, dong kinh cuc bo khang thude chiém tir
9-24% tng s6 bénh nhan mac dong kinh.
1.3. Cic tiéu chuin xéc dinh dong kinh khang thudc
Pong kinh khang thudc thuc su 14 mot vin dé rat phirc tap trong nghién ctru
cling nhu thyc hanh 1am sang, vi nhiing 1y do sau: -Ban than dong kinh, trong
do co dong kinh khang thudc di 1a nhom bénh 1y phic tap v6i nhidu nguyen
nhan va biéu hién 1am sang, cin 14m sang rat da dang va co thé thay doi theo
thoi gian, nhét 1 & tré em. -Co nhiéu yéu t6 khac nhau anh huong dén mirc do
dap tmg véi thude khang dong kinh & mot ngudi bénh, nhét 1a viéc sir dung cac
thudc nay sé dién ra trong thdi gian dai. Do vdy, c6 nhiéu tiéu chuin x4c dinh
khéc nhau, trong d6 tiéu chuin do Nhom dic nhiém vé dong kinh khang thudc,
Lién hoi Qudc té chong dong kinh d& xudt nam 2009 1a tiéu chuan dugc thira
nhan rong rii nhat: “dgng kinh khéng kiém sodt dwoc con mdc dii da it nhat
hai lan thay doi phac d6 diéu tri bang thubc khang déng kinh dwoc lya chon
thich hop (méi lan diéu tri trong it nhdt 3 thang)”
1.4. Céac nguyén nhén gy dong kinh cuc bd khing thudc & tré em



1.4.1. Loan sdan vé ndo khu tru

1.4.2. Xo héa héi hii ma

1.4.3. Viém nédo Rasmussen

1.4.4. Di chirng sau tai bién mach mdu nao

1.4.5. Cic khéi u h¢ than kinh trung wong

1.4.6. Hpi chirng Sturge-Weber
1.5. Co ché sinh 1y bénh trong dong kinh khang thudc
-Céc bién dbi vé cdu trac va/hodc chic ning cua cac kénh ion xuyén mang
neuron va cac thu thé dan truyén than kinh (co ché phan tir dich); -Sy van
chuyén bi ngin chin cta cac thudc khang dong kinh vao té bao dich (co ché
van chuyén); -Tinh trang “tro” san c6 cua céac loai protein ndi bao ciing nhu
ngoai bao tham gia vao qua trinh dugc luc hoc va dugc dong hoc cua cac thude
khang dong kinh trong co thé (co ché bién thé di truyén); -Cac bién doi cau
trac cua nio va/hodc thay ddi mang ludi than kinh (co ché mang lui).
1.6. Mt s yéu t6 lién quan dén dong kinh khang thudc
Tudi khoi phat sém; SO con dong kinh nhidu ngay tir thoi diém khoi phat
bénh; Ban chit 1a dong kinh triéu chung; Cham phat trién tri tué; Tién sir tung
bi trang thai dong kinh; Thoi gian tién trién cua dong kinh kéo dai; Mot s6 bat
thuong trén dién ndo nhu mét can dbi dién thé giita hai ban cau, loan nhip cao
dién thé, hoat dong nén bi 14n at boi cac phong luc dang dong kinh.
1.7. Pién nio d6 trong dong kinh va dong kinh cuc bd khang thudc
Dién nio do (PND) ¢6 vai tro rat quan trong trong: -Chan doén vj tri 6 dong
kinh. -Chan doan hoi chimg dong kinh, thé dong kinh (cuc bo hay toan thé).
-Phat hién cac con dong kinh duéi 1am sang. -Danh gia tac dung diéu tri.
1.8. Chup cong hwéng tir (CHT) trong djng kinh
La tham do chin doan hinh anh diu tay trong cac bénh 1y dong kinh.
1.9. Chup cit 16p vé6i bire xa positron (PET)
La thim d6 chan doan hinh anh dugc chi dinh trong nhitng dong kinh ning ma
CHT binh thuong hoac khong 1o rang.
1.10. Mt s6 giai phap diéu tri trong dong kinh cuc by khang thude
1.10.1. Piéu tri bang thuéc khdng dpng kinh: Didu tri bang thudc khang dong
kinh khéng chi 1a diéu tri ban diu ma con 1a diéu tri nén va dai han cho tét ca
cac truong hO’p mac dong kinh, trong d6 c6 dong kinh khang thude. Dong
thuan toan cau: xac suat kiém soat con dong kinh bang thudc s& giam xudng
rat thdp sau khi da that bai véi ba 1an ddi thudc khang dong kinh.



1.10.2. Tri ligu bang phéu thudt: Bién phap diéu tri bang viéc cit bé ngoai
khoa chon loc ving bat thudng ciia bd ndo gy ra cic con dong kinh (ton
thuong ndo giy dong kinh) hodc ngit lién lac ving bénh 1y ndy véi cac ving
ndo xung quanh. Phau thuét dong kinh ¢ tré em nén dugc thyc hién som néu
d3 hoi du nhirng tiéu chuan vé chuyén mon.
* Cdc ky thudt ngoai khoa diéu tri tiét can: Cit chon loc 6 tén thwong, cit
mot thuy ndo, cat bo nhidu thity ndo hodc cit bo hau hét vo ndo clia mot ban
cAu dai nio.
* Cdc kyj thudt ngoai khoa diéu tri gidm nhe: -Pa cit ngang dudi mang
mém:; -Cit ban cau chirc nang cai tién.

Chuong 2: POI TUQNG VA PHUONG PHAP NGHIEN CUU
2.1. Pi twong nghién ciru
Nhém bénh: 76 bénh nhan mic dong kinh cyc bo khang thudc. Nhom chung:
76 bénh nhan méc dong kinh cuc bo cé dap ung thuan lgi véi thude khang
dong kinh. Ca hai nhém dugc chon dya theo tiéu chuén ndm 2009 cta Lién hoi
qudc té chong dong kinh:
Déng kinh cuc bp khdng thuéc: tai phat dai dang cac con dong kinh mic du
d3 c6 it nhat 2 1an phai thay d6i thudc khang dong kinh dugc lwa chon thich
hop (don hodc da tri li¢u) trong qua trinh diéu tri, mdi lan diéu trj trong it nhét
3 thang, kém theo co ton thuong giy dong kinh khu tr tai mot ban cau dai
ndo, dugc xac nhén trén chyp CHT va/hodc chup PET so nao.
Déng kinh cuc by co dap wng thudn lgi voi thuéc khang dong kinh: Dong
kinh v&i cac biéu hién con cuc b trén 1am sang hoac co bét thuong khu tra
trén DND kém theo con 14m sang tuong tng, v6i thude khang dong kinh hién
tai, bénh nhan di hét giat it nhat gip 3 lan thoi gian khong giat giita hai con
trude khi dung thudc, hodc bénh nhan da hét giat dugc 12 thang lién tuc.
Tiéu chuin loai trir: Gia khang thudc, mic cic bénh ning khac phdi hop,
khong dong y tham gia nghién ctru.
2.2. Dia diém nghién ciru
Phong kham ngoai trt, khu ndi tru Khoa than kinh , Bénh vién Nhi TU.
2.3. Khung thoi gian
-Bit dau chon va lay bénh nhéan vao nghién ctru tir 1/1/2011. -Ngimg 1y bénh
nhén vao nghién ctru: tir 31/12/2014. -M®i bénh nhan dugc theo ddi doc it nhat
12 thang ké tir khi dugc chon vao nghién ciru.
2.4. Phwong phap nghién ctru



2.4.1. Phwong phdp nghién ciru

Muc tiéu 1 va muc tiéu 2: Mo ta hdi ctru-tién ctru két hop véi theo ddi doc loat
ca bénh trong subt qué trinh tiép can chén doan, diéu tri noi tra, ngoai tri va
theo doi lau dai. Muc tiéu 3: Nghién ctru bénh-chung, ty 1 ghép cap 1a 1/1.
2.4.2. C& méu: Léy ¢& mau thuan tién do dong kinh cuc by khang thudc 1a mot
bénh thudc chuyén khoa sau vé than kinh tré em.

2.5. Céc buéc tién hanh

*Muc tiéu 1 va 2

2.5.1. Héi bénh va khdm lim sang: theo mau bénh an nghién ciru thdng nhat,
chu trong mo ta k¥ cac dang con 1am sang. Panh gia phat trién tim-van dong
theo b tric nghiém tam 1y tré em thich hop.

2.5.2. Cic xét nghi¢m mdu thwong qui: duoc 1am tai Khoa xét nghiém Huyét
hoc va Sinh hoa, Bénh vién Nhi Trung wong.

2.5.3. Dign ndo: Pién nio dd vi tinh thudng qui: dugc lam tai Phong dién néo
vi tinh, Bénh vién Nhi Trung wong. Pién nio dd video: duoc 1am tai Pon vi
gidm sat dién ndo video. Thoi gian ghi it nhat 120 phut cho mdi bénh nhan.
2.5.4.Chup cpong hwong tir 1.5 Tesla: tai Phong chup cong hudng tir, Bénh
vién Tim Ha ndi, chup theo quy trinh danh riéng cho danh gia ton thuong nio
gdy dong kinh v6i do phan gidi ciia 14t cat 1a nhé hon hodc bang 2mm, khong
¢6 khoang trong giira cac lat ct.

2.5.5. Chup PET: Mot s6 trudng hop ton thuong ndo khong duoc tim thay
hodc khong du 18 trén phim chup CHT 1.5 tesla s& dugc chup PET so ndo tai
trung tdm PET Bénh vién Viét-Duec.

2.5.6. Tong hop-déi chiéu cdc théng tin lim sang-di¢n nio-chin dodn hinh
anh trong qud trinh Igp lugn chin dodn: dé dinh khu ton thwong ndo gay
dong kinh cuc by khang thude, dwa vao d6 xem xét kha nang tiép can voi giai
phép phau thuat cho tirng bénh nhan.

2.5.7. Phéu thudt dong kinh: Mot sb treong hop chon lgc s€ duge dua vao
nhom phau thuat sau khi da duoc thao luan rat ki va chuyén sau tai cac phién
lam viéc nhém da chuyén khoa vé dong kinh khéng thudc-phau thuat dong
kinh. Sau phiu thuat, s& c6 thém hai thong tin quan trong: M6 bénh hoc ton
thuong ndo giy dong kinh va tién trién sau phau thuat.

*Muc tiéu 3

So sanh tim su khac biét gitra nhom bénh va nhém chimg vé cac yéu t6: Tién
sik bénh; Mot s6 yéu t6 lam sang: Phat trién tdim-van dong, thiéu sot than kinh



khu tra, tién st méc trang thai dong kinh v.v...

tuong ung.

Sau do, tinh céac gia tri P va OR

Véi mdi bénh nhan & ca hai nhom: Thoi gian theo ddi va thu thap s6 lidu 1a 12
thang, ké tir thoi diém chon bénh nhan vao nghién ciu.

2.6. Xi¢ Iy s6 liéu: bang chuong trinh SPSS phién ban 16.0.

2.7. Dao dirc nghién ciru
Gia dinh cac bénh nhén ty nguyén tham gia nghién ctru, duogc 1ap ho so theo
ddi va duge tu vn cac giai phap diéu tri, ddc biét 1a giai phap phau thuat
chuyén sau. Cac thong tin cd nhan dugc bao mat.

So d6 nghién ctru

Bénh nhan méc DK kém dap tmg véi cac

thudc khang DK

v

Lam sang: ++ mo ta kiéu con, xem lai video con
DND video: trudc-trong- sau con, thirc-ngu

CHT 1.5 tesla, chup lai néu cin
PET: Néu CHT binh thucrng hoac khong rd

chiu 1am sang-dién nio-chin dod

—

Lap luan chin doan

bK cuc bd hay toan thé
Khang thuoc hay khong
Pinh khu tén thuone nio

\

Khong phai la DK cuc bo
Gia khang thudc

A 4

Loai khdi nghién ctru

DK cuc bg khang thude

!

Chi dinh phdu thudt _
Kha nang tiép can phau thuat

Phiu thuat

Danh gia md bénh hoc ton thwong nio
Diéu chinh thudc, k. lai dinh ki sau phiu thujt

Chua c6 kha nang tiép can phau thuat
hodc gia dinh chua déng y

Cac tham do tlep theo?

Diéu chinh thubc, kham lai dinh ky




CHUONG 3: KET QUA NGHIEN CUU
3.1. DPic diém 1am sang ciia dong kinh cuc bd khang thudc 6 tré em
3.1.1. Pic diém dich té
3.1.1.1. Phdn bé theo nhom tuéi va gici: Lira tubi gap nhidu nhét 1a tudi hoc
dudng (trén 6 tudi): 56,6%. Tudi trung binh 1a 82,8 + 52,2 thang. Ty 1& nam/nit
12 40/36 = 1,1/1.
3.1.1.2. Tién sir san khoa: 21,1% bénh nhén c6 tién st bat thuong, gip nhiéu
nhét 12 me c6 st trong hai thang dau thoi ki mang thai.
3.1.1.3 Tién sir bénh tt: 32,9%.bénh nhéan cé tién sir bénh tat lién quan t6i hé
than kinh trung uong.
3.1.2. Bic diém vé lim sang-than kinh
3.1.2.1. Tubi khoi phat con dong kinh dau tién: Tubi khai phat con dong kinh
dau tién sém nhét 1a 2 ngay tudi va mudn nhit 1a 12 ndm tudi. Tudi khoi phat
trung binh: 36 + 33,4 thang.
3.1.2.2. Con lam sang ban dau: Con cuc bd toan thé hoa thir phat: 39,5%; Con
cuc bo don thuan 22,4%; Con mit truong luc: 15,7%; Con co that dong kinh
(hoi chung West): 7,9%; Con cuc bd phirc hop: 5,3%; Nhiéu kiéu con khac
nhau: 9,2%.
3.1.2.3. Con lam sang tai thoi diém dwoc xdc nhdn la khang thuée: Con cyc bo
toan thé hoa thir phat: 43,4%; Con cuc bo don thudn: 22,4%; Con mat truong
luc: 18,4%; Nhiéu kiéu con khac nhau: 10,5%. Con cuc bd phuce hop: 5,3%.
3.1.2.4. Tan s6 con dong kinh: 68,4% bénh nhan c6 con giat hang ngay
3.1.2.5. Bién doi kiéu con lam sang theo thoi gian

Khong :

77,6% Co: 22.4%

Biéu d6 3.1: Bién doi kiéu con 1am sang theo thoi gian



Béng 3.1: Cac kiéu bién d6i con 1am sang theo thoi gian

Céc ki€u bién doi con 1am sang theo thoi gian
Con l1am sang ban dau Con lam sang ¢ thoi diém khang S6 BN (%)
thude

Con co thit dong kinh Mat truong luc 4 (26,7)
(hoi chirng West)
Con co thit dong kinh Cuc b toan thé hoa thir phat 2 (13,3)
(hoi chirng West)
Cuc b toan thé hoa thir phat Mat trwong luc 2(13,3)
Mat truong luc Cuc b toan thé hoa thir phat 2 (13,3)
Nhiéu ki€u con khac nhau Cuc b toan thé hoa thir phat 2(13,3)
Con git clng Nhiéu kiéu con phéi hop 1(7)
Nhiéu kiéu con khac nhau Mat truong luc 1(7)
Khé phan loai Cuc b toan thé hoa thir phat 1(7)

Tdng: 8 kiéu bién doi 15 (100)

Nhdn xét: Kiéu bién doi con 1am sang theo thoi gian pho bién nhat 14 kiéu
chuyén tir con co thit dong kinh sang con mit truong lyc: 4/15 bénh nhén,

chiém ti 18 26,7%.

3.1.2.6. Tién sir ting mdc trang thdi dong kinh

C6 it nhat mot dot:
26,3%

Khong c6: 73,7%

Biéu d6 3.2: Tién sir timg mic trang thai dong kinh
Nhdn xét: 20/76 bénh nhan da ting cd it nhét mot dot trang thai dong kinh
trong tién str, chiém ty 1¢ 26,3%.
3.1.2.7. Thiéu sot than kinh khu trii



Béng 3.2: Thiéu sot than kinh khu tra

Thiéu s6t than kinh khu tra S6 BN Ty 1& %
C6 41 53,9
Khoéng 35 46,1

Nhdn xét: 41/76 bénh nhan co6 thiéu sot than kinh khu tra mot chi hay nira
nguoi, chiém ty 18 53,9%.
3.1.2.8. Tinh trang phdt trién tam-vin dong

100.0% -

75.0% A

53.9%

50.0%

25.0% A

Cham nhe Cham trung Binh thuong Cham nang
binh

Biéu do 3.3: Tinh trang phat trién tam-van dong
Nhdn xét: 61/76 bénh nhan cd chdm phat trién tAm-van dong tir nhe dén nang,
chiém ty 1& 80,3%.
3.2. Pic diém ton thwong nio giy dong kinh cuc bd khang thudc
trén dién niio va chin doan hinh dnh
3.2.1. Cdc bién dbi trén DND
Béng 3.3: Cac bt thuong trén DND

Bat thuong trén DPND S6BN | Tyl %
Khu tr mot ban cau 29 38,2
Lan téa hai ban cau véi wu thé mot bén 26 34,2
Lan toa hai ban cau dong déu 14 18,4
Binh thuong 7 9,2
Tong 76 100

Nhdn xét: 69/76 bénh nhan c6 bat thudong dién nio, chiém ty 1¢ 91,8%. Phod
bién nhét 1a bat thuong khu trii mot ban cau, chiém ty 1& 38,2%. Tuy nhién,
ciing c6 téi 18,4% co bat thudng dién ndo lan toa hai ban cau dong déu.
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Mot s6 hinh dnh minh hoa bat thwong dién nio

| s h:gé

Hinh 3.1: Bat thuong DND lan toa 2
ban ciu déng déu (BN VMBD, ma sb:
081.205.74, tbn thiwong gy dong kinh
khu trt thuy dinh trai)

Hinh 3.2: Bit thuong DND khu tri mot
ban chu (BN HPL, 5 tudi, mi sé:
120.171.769, tén thuong giy dong kinh
lan rong nhiéu thiry BC trai)

3.2.2. Pinh khu bdn cdu ciia ton thwong néo trén cong hwong tir hoic PET

BC phai: BC trai:
36,8% 63,2%

Biéu d6 3.4: Dinh khu ban cau cta tén thwong nio trén cong hudng tir
hodc PET
Nhdn xét: 48/76 bénh nhan c6 ton thuong ndo dinh bén & ban ciu trai, chiém
ty 1€ 63,2%; con lai 36,8% O ban ciu phai.
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3.2.3. Teo nhu mé ndo tién trién trén cong hwong tir ndo

Khong
73,7%

Biéu d6 3.5: Teo nhu md nio tién trién theo thoi gian trén CHT nio
Nhdn xét: 20/76 bénh nhan c¢6 teo nhu md nio tién trién theo thoi gian trén
phim chup CHT, chiém ty 1¢ 26,3%.
3.2.4. M6 ti ton thwong ndo trén cong huwong tir hoac PET
3.2.4.1. Tén thuwong ndo trén cong hwong tir
Béng 3.4: Ton thwong ndo trén cong hudng tir

Tén thwong nio S6BN | Tylé %
Bat thuong dang loan san vé ndo khu tra (*) 21 27,6
Teo nhu md nhiéu thiry nio 19 25
Khoi chodn chd 9 11,8
Phi dai BC nio 8 10,5
Xo héa hoi hai ma mot bén 6 7,9
Teo nhu m6 khu tra mot thiy ndo 4 5,3
Nhiéu dang ton thuong khac nhau 1 1,3
Binh thuong 8 10,5
Tong so 76 100

(*Vo ndo day 1én hodc mong di, mo ranh gidi chat trang-chat xam, tang tin hiéu trén
xung T2 va FLAIR khu tra tai ving vé ndo-dudi vo bi loan san)

Nhdn xét: 68/76 bénh nhan c6 bat thuong khu tri trén CHT, chiém ty 1¢
89,5%. Hai dang ton thwong thuong gip nhét 14 bat thuong dang loan san vo
ndo khu tri (21/76 bénh nhan), chiém ty 1& 27,6% va teo nhu mo nhiéu thuy
nio (19/76), chiém ty 1& 25%. C6 10,5% bénh nhan (8/76) khong tim thiy ton
thuong trén CHT.
3.2.4.2. Pdc diém ton thirong ndo trén céng huwong tir trong nhém dwoc phdu
thudt va cé xdc nhén ton thuwong mé bénh hoc
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Bang 3.5: Dic diém t6n thuong nio trén cong huong tir trong nhém dugc phiu
thuét (27 bénh nhén)

bac diém ton thuong ndo trén CHT SOBN | Ty l¢ %
Bat thuong dang loan san vo ndo khu tra 12 44 4
Teo nhu mé nhicu thuy nao 4 14,8
Khoi choan chd 4 14,8
Phi dai BC ndo 4 14,8
Xo héa hoi hai ma mot bén 1 3,7
Binh thuong 2 7,4
Tong so 27 100

Nhdn xét: Ton thuong thuong gap nhat 13 bat thuong dang loan san vo ndo khu
tr (44,4%). Dac biét, c6 hai bénh nhan méc du khong tim théy tén thuong trén
CHT nhung van dugc phiu thuat cit bo ton thuong duoc xac nhan trén phim
chup PET: VMD, ma sé: 081.205.74 va DTL, ma s6: 100.362.37, ca hai bénh
nhan déu co ton thuong khu tra thuy dinh trai va cé tién trién tét sau phau
thuat

Mot s6 hinh dnh minh hoa ton thwong nio

Hinh 3.3: Bit thuong dang loan sdn Hinh 3.4: Teo nhu mo lan rong
vO ndo khu tr( hoi tran trén, ban cau

nhiéu thiry nio
phai
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Hinh 3.5: Khéi choan chd ban phin Hinh 3.6: Phi dai bAm sinh
trudce thuy thai duong trai ban céu dai ndo bén phai

Hinh 3.7: Xo hoa hdi hai ma thiy Hinh 3.8: Nhiéu dang tén thuong
thai duong trai phéi hop

3.2.4.3. Bdc diém ton thwong ndo (trén phim chup PET) trong nhém cé bat
thuong khu tri trén cong huong tir

Bang 3.6: Dic diém t6n thuong nio trén PET trong nhom khong c6 bat thuong
khu tra trén cong hudng tu

Pac diém ton thuong trén PET SOBN | Tylé¢ %
Giam chuyén héa nhiéu thity nio 5 62,5
Giam chuyén hoa thuy dinh 3 37,5
Tong 8 100

Nhdn xét: Trong nhoém khong tim thay bat thuong khu tra trén cong hudng tir
thi ton thuong thuong gap nhat 1a giam chuyén hoa nhiéu thiy nio trén PET
(5/8 bénh nhan), chiém ty 1¢ 62,5%.
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M0t s6 hinh dnh minh hoa bat thwong trén PET

Hinh 3.10: Gidm chuyén hoa lan
rong nhi€u thuy néo, khu trd ban
cau phai

Hinh 3.9: Giam chuyén hoa khu
trd thiy dinh trai
3.2.4.4. Pinh khu giai phdu trén céng huong tir hodc PET ciia tén thirong ndo
gdy déng kinh cuc bé khang thude
Béng 3.7: Dinh khu giai phiu trén trén CHT hodc PET cua ton thuong nio gy
dong kinh cuc bo khang thude

Dinh khu giai phiu S6 BN Ty 1é %
Nhiéu thity ndo 38 50
Thuy thai duong 21 27,6
Thuy tran 11 14,5
Thuy dinh 6 7,9
Tong 76 100

Nhdn xét: Dinh khu giai phdu thuong gip nhat 13 ton thuong nhiéu thiy nio
(38/76 bénh nhan), chiém ty 1& 50%.

3.3. Pic diém md bénh hoc cia ton thwong nio giy dong kinh cuc bd
khang thudc
Trong s6 76 bénh nhan thudc nhom bénh (dong kinh cuc bd khang thuéc), co
27 bénh nhan dugc phau thuat ldy bo ton thuong nio gay dong kinh.
Vao thang thtr 12 sau phiu thut: 77,8% bénh nhéan (21/27) da dugc cit con
hoan toan hodc gidm trén 50% mirc do con.
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Béng 3.8: Dic diém mo bénh hoc tinh chung

Mo bénh hoc S6 BN Ty 1€ %
Loan san vé ndo khu tra 16 59,3
U lanh tinh 5 18,5
Viém ndo Rasmussen 3 11,1
Xo hoéa hoi hai ma 1 3,7
Thoai héa nhu mé/nhoi méau nio 1 3,7
Khong rd md bénh hoc 1 3,7
Tong 27 100

Nhdn xét: Ton thuong mo bénh hoc gap nhiéu nhét 14 loan san vo ndo khu tra,
chiém ty 18 59,3% (16/27 bénh nhén)

3.4. Mot s6 yéu t6 c6 lién quan dén dong kinh cuc bd khang thudc,

so sanh giira nhém bénh va nhém ching

Bang 3.9: Phan bé tudi va gidi, so sanh giita nhoém bénh va nhém chiing

Nhom tuoi Nhom bénh Nhoém chung
P
Nam N Nam N
Dudi 24 thang 5 4 3 4 0,226
Tu 24 thang dén | 11 13 14 17 0,090
6 tudi
Trén 6 tudi 24 19 28 10 0,26

Nhdn xét: Phan bo vé cac nhom tudi va gidi giita hai nhém bénh va chiing
khong c6 su khac biét c6 y nghia thong ke, voi cac gia tri P > 0,05.
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Bang 3.10: Céc yéu t6 lién quan c¢6 ¥ nghia théng ké (P < 0,05), so sanh giita
nhom bénh va nhém chiing

Céc yéu to Nhém bénh Nhém ching Ti suat chénh
(CI195%) P
N % N %
Me sot trong hai 9 11,8 2 2,6 4,97 0,03
thang dau (1,04-23,83)
Tién st XH 10 13,2 1 1,3 11,4 0,005
noi so (1,42-91,15)
Tién sur sot giat 10 13,2 1 1,3 11,4 0,005
phtrc hgp (1,42-91,15)
ba tiing mac trang 20 26,6 0 0 _ 0,001
thai dong kinh
Tudi khoi phét con 31 40,8 7 9,2 6,8 0,0001
dudi 12 thang (2,76-16,74)
Bién doi dang con 17 22,4 2 2,6 10,7 0,0001
(2,37-47,99)

Con co that dong 6 7,9 0 0 (-) 0,014
kinh
Cham phat trién 61 80,2 8 10,5 34,6 0,001
tdm-van dong (13,7-87,2)
Thicu sot than kinh 41 53,9 3 3,9 28,5 0,0001
khu tri (8,25-98,46)

Nhdn xét: Cham phat trién tim-van dong 13 yéu t6 co ty suat chénh cao nhét giita hai nhom
bénh va ching

Bang 3.11: Phéan tich hdi quy da bién v6i bién phu thudc duoc chon 1a “Cham phat trién

tdm-véan dong”

Standardi
zed
Unstandardized |Coefficie Collinearity
Coefficients nts Statistics
Std. Toleranc
Model B Error |Beta t Sig. e VIF
(Constant) 5363 [1.509 3.555 .001
me sot 2 thang dau .045( 335 .018 136| .893 .681|1.469
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tien su xuat huyet noi so]  -.636| .423 -.182|  -1.503| .137 .842|1.187
tien su sot giat phuc hop]  -.636[ .423 -.182]  -1.503] .137 .842|1.187

trang thai dong kinh|  -.182( .102 -201( -1.778[ .080 .968(1.033
khoi phat duoi 12 thang] -420] .181 -305]  -2.326| .023 .719|1.390

bien doi con lam sang
theo thoi gian

con co that dong kinh ~ |-.352 237 |-.239 -1.488 141 [.481 2.078

A81 147 176 1.232) 222 .603|1.657

Nhdn xét: Trong bang trén, chi c6 yéu t6 “tudi khai phat dudi 12 thang” c6 gia
tri P=0,023 (<0,05). Nhu véy, ddy la yéu t6 doc lap co y nghia thong ké trong
md hinh. Cac yéu t6 khic déu c6 P > 0,05 va do d6 khong c6 ¥ nghia thong ke.
Céac mo hinh phan tich hdi quy da bién khac vé6i 1an lugt cac yéu td con lai
duoc chon 1a bién phu thudc déu cho gia tri P > 0,05 vi vay khong c6 ¥ nghia
thong ké va khong néu thém ¢ day.

CHUONG 4: BAN LUAN
4.1. Mot s6 dic diém vé dich t&-1am sang
4.1.1. Vé phin bé theo gidi tinh:Ty 1& nam/nit = 40/36, xap xi 1,11/1. Nghién
clru cta Stefano va ciia Andras Fogarasi trén cac nhom bénh nhan mic dong
kinh cuc bd khang thudc cho thay ty 1¢ nam/nit dao dong tir 1,04/1 dén 1,45/1.
4.1.2. Vé tuoi khéi phdt con gidt dau tién:Tubi khoi phat con dong kinh dau
tién tinh trung binh 1a 33,65 thang, sém nhat 1a 2 ngay tudi va mudn nhét 1a 12
nam tudi. Nghién ctru ciia Stefano va cong su cho thay tudi khéi phat con dong
kinh dau tién tinh trung binh 1a 37,2 thang, kha gan voi gia tri 33,65 thang
trong nghién ctru cia chiing t6i. Tudi khoi phat sém nhit va mudn nhit trong
nghién ctru ctia Stefano 14 duéi 1 thang tu6i va 15 tudi.
4.1.3. Vé thiéu sot than kinh khu trii: 53,9%. bénh nhan c6 thiéu sét than kinh
khu trii (mdt chi hay nira nguoi). Nghién ctru ciia Stefano cho théy ty 18 thiéu
sot than kinh khu tré chi 1a 16,8%. Su khac biét nay la do trong s6 76 bénh
nhan cta ching toi, ty 1& t6n thuong lan rong nhiéu thily ndo 1én t6i 50%.
Trong khi do, ty 1€ nay trong nghién ctru cia Stefano chi 1a 30,1% va khong c6
truong hop nao c6 teo nhidu thily ndo do di chimg xudt huyét noi so. Ton
thuong lan rong nhiéu thity ndo 1a nhom gy thiéu sot than kinh khu tri nhiéu
nhit. Ngoai ra, phan 16n bénh nhan cua ching ta khong dugc chin doan va
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diéu tri tich cuc da sém so véi cac nudc phat trién, do d6 cling anh hudng it
nhiéu dén murc d¢ thiéu st than kinh khu tra.

4.1.4. Vé tan sé con dgng kinh theo cdc cip dj: 68,4%. bénh nhan c6 con giat
hang ngay. Ty 1¢ nay cling twong duong nghién clru cua Stefano la 57,52%.
Tan s6 con giat hang ngay chimg to mirc d6 ning ciia bénh: cac con dong kinh
cang 13p lai nhiéu 1an va cang kéo dai thi nhitng anh hudng c6 hai dén sy phat
trién-hoan thién cac chiic ning sinh 1y binh thuong ctia bd ndo cang ning né,
gdy hiu qua ngiém trong dén phat trién tri tué ciia bénh nhan ciing nhu tham
gia vao qua trinh gay dong kinh tha phat. Bay 1a mot trong nhung 1y do chinh
cho quan diém dong thuan hién nay: phau thuat dong kinh nham diéu tri cit
con hodc gidm nhe can dugce thuc hién sém néu c6 chi dinh.

4.2. Anh hwéng ciia tudi va bién dbi phan loai con 1am sang theo thoi gian
trong dong kinh cuc bd khang thudc & tré em

Trong phan loai con 14m sang ban du c6 7 kiéu con va phan loai hién tai c6 6
kiéu con khac nhau. 19,7% bénh nhan c6 bién d6i phén loai con lam sang theo
thoi gian. Co tat ca 8 kiéu bién d6i con 1am sang theo thoi gian, trong d6 kiéu
bién dbi gap nhiéu nhat 13 chuyén tir con co thit dong kinh sang con mét
trwong luc: 4/15 bénh nhan. Nghién ctru cia Susanne, Hans Juergen Huppertz
va cong sy (CHLB Duc) trén 120 bénh nhan mic dong kinh cuc by khang
thudc ciing cho thiy & giai doan khoi phat con c6 téi 11 phéan loai con lam
sang khac nhau va 52,5% bénh nhan c6 bién dbi phan loai con 1am sang sau
nay. Nghién ctru ctia Yoshiyuki Hanaoka va cong sy (Nhat Ban) cho thiy co
9,7% s6 bénh nhan c6 bién dbi con 1am sang theo thoi gian.

Su da dang va sy bién d6i phan loai con 1am sang c6 thé duoc giai thich boi
nhing dic thu trong sinh 1y-giai phau than kinh & tré em: qué trinh phat trién-
biét hoa hé than kinh trung wong & thoi ki nay dang tiép dién khong ngimg:
qua trinh myelin hoa chwa hoan toan va van dang tiép tuc ctia cac bo soi than
kinh trong ndo b theo truc thoi gian, nhitng thay doi trong sy phan nhanh cac
dudi gai, sy trudng thanh cia cac té bao than kinh ciing nhu sy bién déi & cac
khdp than kinh ca vé s lugng va chat luong.

4.3. Hoi chirng West va dfng kinh cuc by khang thudc

7,9% bénh nhan c6 phan loai ban dau 1a hoi ching West (con co that dong
kinh). Nghién ctru ctia Terra Bustamante va cong sy (Brazil) trén 107 bénh nhi
mac dong kinh cuc bd khang thudc dugc phau thuat cho thiy 13.3% c6 biéu
hién 1am sang 1a hdi chung West. Nghién ctru cua Georges Karvelas va cong
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su (Phﬁn Lan) trén 50 tré duoc chan doan 1a hoi chirng West tri€u chirng cho
thdy 14% c6 nguyén nhan 1 loan san v6 ndo khu tri. Cac nghién ctru chuyén
sdu vé dong kinh tré em da chi ra rr:ing cac di tat do rdi loan phat trién vo ndo,
trong d6 c6 loan san vo nao khu tru la mét trong nhiing nguyén nhan chinh gay
hoi chimg West, nhét 1a khi cdc nguyén nhan phd bién trude day nhu ngat chu
sinh, nhiém khuan hé than kinh trung wong da dugc giai quyét tot tai cac nudc
phat trién.

Phat hién nay c6 ¥ nghia & chd: néu hoi ching West 13 do loan san vo nio khu
tra thi bénh nhan c6 thé dugc diéu tri cit con triét dé béng phau cit bo 6 loan
san. Tuy nhién, ddy 1a mot phau thuat phirc tap, doi hoi nhitng tham do chuyén
sau nhu chup PET ndo, ghi dién vé ndo trong phau thuat.

Chinh vi vy ma trong phén loai 2017 cua Lién hoi quoc té chéng dong kinh,
con co thit dong kinh (hoi chimg West) dugce liét ké ¢ ca ba nhom chinh: Con
v6i khoi phat cuc bd, con véi khoi phat toan thé, con voi khoi phat khong xac
dinh 13 cuc bo hay toan thé.

4.4. Pong kinh cuc by khang thudc véi bat thwong DND lan téa hai ban
ciu d(‘)ng déu

18,42% bénh nhan c6 bét thuong dién ndo lan toa déng déu hai ban ciu, mic
du ton thuong gy dong kinh chi khu tri mot ban cdu. Nghién ctru cua Ajay
Gupta (Hoa Ky): ty 1& nay 5,7% trong nhém duogc phiu thudt. Co ché giy bat
thuong dién ndo lan toa dong déu hai ban cau trong khi ton thuong gy dong
kinh chi khu trd mét ban cau: a/ Co ché mém déo than kinh qua muc hodc kém
thich nghi, b/ Co ché gay dong kinh thir phat, ¢/ Co ché dong thi hai bén thir
phat.

4.5. Pic diém 1am sang cia dong kinh cuc b khang thudc theo dinh khu
giai phiu

4.5.1. Pjng kinh véi ton thwong khu trii thity thai dwong: 27,6% bénh nhan
c6 ton thuong khu tra tai thuy thai duong, 13 vi tri thuong gap nhét trong s6
cac ton thuong don thily. Nghién ciru cia Stefano (Y), ty 1& nay 1a 38%. Vé
lam sang, hang dau 1a con cuc bo toan thé hoa thir phat: 47,6%, tiép theo 1a
con cuc bd phtrc hop: 19% nhung cé t6i 14,3% bénh nhan co6 biéu hién 1a con
mét truong lyc. O ngudi 16n, hang dau 1a con cuc b phire hop, tiép theo 1a con
cuc bo toan thé hoa thir phat. V& md bénh hoc, & nguoi 16n, ton thuong mo
bénh hoc chii yéu 1a xo hoa hdi hai ma Trong khi d6 & tré em, ton thuong mo
bénh hoc da dang hon véi ty 1¢ ndi troi 1a loan san vo ndo khu tri. Nghién ctru



20

cua chung t6i: loan san vo ndo khu tra chiém ty 16 45,5% trong s6 11 bénh
nhan dong kinh thuy thai duong duoc phau thuat. Nghién ciru cta Prakash
Kotagal, ty 1¢ nay 1a 60%. Bén canh d6, dong kinh do ton thuong khu tri thiy
thai duong phan 16n c6 tién lugng sau phau thuat tot hon so véi cac dong kinh
do ton thuong ngoai thuy thai duong va ton thuong nhiéu thiy. Nghién ctru
clia chung t6i: 54,5% sau phiu thuat hét giat hoan toan. Ty 1 nay trong nghién
ctru cia Miserocchi va cong su (Y) l1a 58,8%.

Bénh dn minh hoa: dong kinh cuc bp khding thuéc véi ton thwong khu trit
thuy thdi duwong

Chau N.A.T, nam, 12 tudi, ma sb: 102.835.55. Khoi phat con giat tir 8 tudi,
con cuc b nira ngudi phai toan thé hoa, tin suat tir 3 dén 7 con hang tudn. Pa
d6i thudc khang dong kinh ba 1an nhung khong d& kém theo chau c¢6 biéu hién
tang dong va r6i loan hanh vi. Dién ndo video: Cac phong luc dién ndo trong
con dau tién xuat hién ¢ dién cuc F3-C3 va T3-T5 rdi nhanh chong lan ra Fpl-
F7 (hinh 4.1). Sau d6, phong luc nhip déu-cao dién thé trong con lan rong va
day dic trén toan bo cac kénh ghi ¢ ca hai ban cau trong pha toan thé hoa thir
phat (hinh 4.2)

I el b L,

Hinh 4.1: Bién nio déu con Hinh 4.2: Pha toan thé hoa thir phat

CHT 1.5 tesla: khdi c6 tin hiéu bt thuong voi kich thude 15%24*26 mm khu
tr & phan trude trong ciia thity thai duong trai (hinh4.3a va 4.3b).
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Hinh 4.3a va 4.3b: Tén thuong gy dong kinh khu tra mit trude-trong thiy thai duwong trai

Bénh nhan dd dwoc phiu thuit cit bo ban phin trude thuy thai duong trai
(11/2/2011). M6 bénh hoc: u than kinh biéu bi loan san phéi (DNET). Sau
phau thuat, bénh nhan hét hoan toan cac con dong kinh. Bénh nhan da di hoc
lai. Vao thang 12 sau phau thuat, chi sb phat trién tim-van dong ting thém 9 so
v6i trude phau thuat.

4.5.2. Dpng kinh véi ton thwong khu trit thity trdn: 14,5% bénh nhan c6 ton
thuong khu tra tai thiy tran, dy ia dinh khu giai phau ding hang tht ba sau
ton thuong lan rong nhiéu thiy va ton thuong thiy thdi duong. 18,2% bénh
nhan ¢6 biéu hién 1am sang la nhiéu kiéu con khac nhau, 81,8% bénh nhan c
con giat & mic hang ngay. Nghién curu cia Barry Sinclair D. va ciia Andras
Fogarasi: 100% cac bénh nhan ton thuong thily tran déu c6 con giat hang
ngay. Tién trién sau phau thuat: 50% bénh nhan (2/4) hét giat hoan toan va
50% con lai giam trén 50% muc d6 con so véi trude phau thuat.

4.5.3. Pong kinh cuc by khing thudc do loan sin vé nio khu tri

Trong s6 27 bénh nhan da dugc phau thuat thi phan loai mé bénh hoc gip
nhiéu nhét 1a loan san vo ndo khu tra, chiém ty 1¢ 55,6%. Ty 1€ nay trong
nghién ctru ctia Stefano 1a 57,7%. Céc loan san vd ndo khu tril tr mrc d¢ [IA
tré 1én co cac dic diém sau trén CHT: V6 ndo day 1én hodc méng di, mo ranh
gidi giira chat xam vo ndo va chat tring dudi vo, ting tin hiéu trén xung T2 va
FLAIR tai ving v6 ndo-dudi vo bi loan san, doi khi tao thanh dai bat thuong
tin hi€u hudng vé phia ndo that, teo nhe nhu mé khu trd.

Vi cac loan san vo ndo khu trd mac dé nhe (IA, 1B), thi phﬁn 16m khong co
thay d6i 1 rang va dac hiéu nhu trén CHT. Tuy nhién, bénh nhan s& c6 nhiing
biéu hién it nhiéu g01 y ban chét cuc bd nhu cac con dong kinh c6 khdi phat
cuc b, thidu sot than kinh khu tra va bt thudng khu tra trén dién ndo dd. Khi
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nay, can chup PET ndo. Trén phim chup PET, ving giam chuyén héa khu tra
chinh 1a vung vo ndo bi loan san. Loan san vo ndo khu tra c¢6 déc tinh gay
d6ng kinh noi sinh véi hai co ché chinh sau: -Mét can bang giita hé théng dan
truyén kich thich va tic ché than kinh; -Hinh thanh mang lu6i két ndi sai léch
bén trong ving vo ndo bi loan san. Khi ghi dién ndo tryc tiép tai vo ndo bi loan
san, dd ghi nhan nhitng phong luc dang dong kinh cao thé dién hinh ca trong
va ngoai con.

4.5.4. Pong kinh cuc b khang thudc véi CHT ndo binh thuong

10,5% bénh nhan khong tim thay hinh anh bét thuong qua nhiéu lan chup
CHT, ké ca CHT 1.5 tesla. Ty 1¢ nay trong nghién ctru ctia Stefano (Y) 1a 4%.
Céc nghién ctru vé dong kinh do loan san vo ndo khu tra di cho thdy rang phan
16n céac loan san vo ndo khu tri & muc do nhe (typ IA, IB) hau nhu khong
dugc biéu hién rd trén phim chup CHT hodc néu ¢ chi 1a mot vai thay ddi nho
& muc d6 nghi ngod. Khi ndy, vai trd cua chup cit 16p véi blrc xa positron
(PET) s& mang tinh quyét dinh phuong dién chan doan hinh anh.

4.6. Mot s6 yéu to c6 lién quan dén dong kinh cuc by khang thudc,
so sanh giira nhém bénh va nhém chirng

4.6.1. Tién sir sdn khoa

4.6.1.1. Me sot trong hai thang dau thoi ki mang thai: Su khéac biét giira hai
nhom bénh-chiing c6 y nghia thong ké rd rét voi P = 0,03; OR= 5.

4.6.1.2. Tién sir dé non: Su khac biét giita hai nhom bénh-ching c6 y nghia
thong ké véi P = 0,041; OR = 2,1. Nghién ciru cia Casey Tmmp, Kristina
Sundquist trén 27953 ngudi c6 tién st dé non so v6i nhom sb luong tuong
duong co tién sir dé thuong da cho thay c6 mbi twong quan rd rét giira tién sir
dé non va nguy co mac dong kinh sau nay.

4.6.2. Tién sir bénh tgt

4.6.2.1. Xudt huyét ni so: Su khac biét giita hai nhém bénh-chimg c¢é y nghia
théng ké 1o rét voi P = 0,005; OR = 11,4. Co t&i 90% bénh nhan co tién su
xut huyét ndi so sau nay ton thuong nio lan rong nhiéu thuy.

4.6.2.2. Sot cao co gidt phirc hop: Sy khac biét gira hai nhom bénh-ching c6
¥ nghia thong ké 16 rét véi P = 0,005; OR = 11,4

4.6.2.3. Tién sir timg mdc trang thdi déng kinh: Su khac biét giita hai nhom
bénh-chimg c6 y nghia théng ké rd rét véi P =0,001.
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4.6.3. Cham phit trién tim-van dong
Su khac biét gitta hai nhém bénh-chiing c6 ¥ nghia thong ké rd rét voi P =
0,001; OR = 34,6. Pay la yéu t6 lién quan co ty sudt chénh 16n nhét gitra hai
nhom.

KET LUAN
Qua nghién ctru 76 tré mic dong kinh cuc bo khang thude (nhom bénh) va 76
tré mac dong kinh c6 dap ung thuan loi v6i thudc khang dong kinh (nhém
chung) tir thang 1 nam 2011 dén thang 12 nam 2014 tai Bénh vién Nhi Trung
wong, chung toi rut ra mot sb nhan xét sau:
1. PAc diém 1am sang ciia dong kinh cuc by khang thudc:
Tudi trung binh: 82,8 + 52,2 thang (nho nhat: 9 thang, 16n nhét: 17 tudi). Tudi
trung binh khoi phat con dong kinh dau tién: 36 + 33,4 thang (sém nhat: 2
ngdy, mudn nhét: 12 nam tubi). Con ldm sang lic méi khoi phat: 6 kiéu con
khac nhau, phé bién nhét 1 con cuc bo toan thé hoa thu phat: 39,5%. Con lam
sang tai thoi diém duoc xac nhan 1a khéang thude: 5 kiéu con, phé bién nhét 1a
con cuc bd toan thé hoa thir phat: 43,4%. 22,4% bénh nhan c6 bién ddi kiéu
con 1am sang theo thoi gian. Kiéu bién ddi con 1am sang gip nhiéu nhat 1a
chuyén tir con co thit dong kinh (hoi chimng West) sang con mit truong luc;
26,3% bénh nhan da tirng co it nhét mot dot trang thai dong kinh; 68,4% bénh
nhén c6 tan s6 con giat hang ngay; 53,9% bénh nhan co thiéu sét than kinh khu
tr; 80,3% bénh nhan c6 cham phat trién tAm-van dong.
2. Dic diém ton thuwong nio trén dién nio va chin doan hinh dnh
91,8% bénh nhan co bat thudng dién ndo, phd bién nhét 1a bat thuong khu tra
mot ban cau: 38,2%; 19,7% co bat thuong dién ndo lan tdéa hai ban cu déng
déu. Trén chan doan hinh anh: 63,2% bénh nhan c6 tén thuong ndo khu tra &
ban cau trai; 36,8% & ban ciu phai. Trén CHT ndo: 89,5% bénh nhéan c6 bét
thuong khu tra tai mot ban cau ndo, con lai 10,5% khong tim théy bét thuong
trén CHT. Hai dang ton thuong thudng gip nhat trén CHT 1a bat thuong dang
loan san v6 ndo khu tr (30,9%) va teo nhu mo nhiéu thily ndo (27,9%). Trong
nhoém khong tim thiy bit thuong trén CHT (8 bénh nhan) thi ton thuong
thuong gap nhét 1a giam chuyén hoéa nhiéu thiy ndo trén phim chup PET:
62,5%. Dinh khu giai phiu thuong gap nhit 14 ton thuong lan rong nhiéu thiy
ndo (50%) va ton thwong khu tra thiy thai duong (27,6%).
C6 27/76 bénh nhan thuéc nhém bénh dugc phiu thuat cit bo ton thuong nio.
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Mo bénh hoc ton thuong ndo (nhém duoc phau thuat): phd bién nhat 14 loan
san vo ndo khu tra: 59,3%.
Vio thang thtr 12 sau phau thuat: 77,8% bénh nhan hét con hoan toan hoic
giam trén 50% muc dg con.
3. Mt s6 yéu to c6 lién quan, so sanh giira nhém bénh va nhém chirng
Giita nhom bénh va nhém chimg co sy khic nhau c6 ¥ nghia thong ké
(P < 0,05) vé cac yéu t6 co lién quan sau day: Me sot trong hai thang dau thoi
ki mang thai; Tién st dé non; Tién st xuét huyét ndi so; Tién st sét cao co giat
phirc hop; Tién st timng méc trang thai dong kinh; Chdm phat trién tim-van
dong; Thiéu sét than kinh khu tr(i; Tudi khéi phat dudi 12 thang; Bién ddi kiéu
con lam sang theo thoi gian.
NHU'NG PIEM MO CUA BE TAI
.Lan dau tién c6 mot nghién cltu vé 76 bénh nhan méc dong kinh cuc bd
khéang thudc vé cac mit 1am sang, dién ndo, chan doan hinh anh, dat trong qua
trinh tiép can chan doan, diéu tri va theo doi doc kéo dai it nhat mot nam.
Nho vay, 27 bénh nhan trong s6 nay dugc phiu thuat cit bo ton thuong nio
gy dong kinh cuc bd khang thudc. Sau phiu thuat: phan 16n bénh nhan da hét
con hoan toan hodc giam trén 50% mirc d9 con.
2.Lan dau tién, qua nghién ctru nay, da xac nhan dugc r'fmg loan san vo ndo khu
tra 13 ton thwong ndo phd bién nhét trong déng kinh cuc bd khang thube & tré
em. V6i cac loan san vo ndo khu tra & mitc d6 nhe (typ 1A, IB): chup CHT
thuong khong tim thdy ton thuong hoic khong du r6. Khi nay, chup PET s&
¢6 tinh quyét dinh vé& chin doan hinh anh. Nhitng nhan dinh vira néu trén
hoan toan phtt hop véi hau hét cac nghién ciru trén thé gidi trong linh vuc
dong kinh khang thude, phau thuat dong kinh.
KIEN NGHI
1.Véi nhimg bénh nhan mic dong kinh nang, khang thudc thuc sw, mic du
CHT binh thuong hodc khéng rd rang nhung néu c6 mot vai dau hiéu goi y
khu tré trén 1am sang hodc DND thi cin nghi dén kha ning 1a dong kinh cuc
bd va do d6 nén duoc chup PET dé x4c dinh chan doan.
2.Néu bénh nhén di duoc xac dinh chan doan 1a dong kinh cyc b khang thudc
va c6 thé phau thuat dugc thi phau thuat nén duge thuc hién sém. Vi nhiing
bénh nhan nay, phau thuat khong chi c6 tic dung cit hodc giam con tdi da ma
qua d6 con coé tac dung giup bénh nhan hdi phuc tinh trang cham-rdi loan phat
trién tAm-van dong do dong kinh.
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4. INTRODUCTION
Drug-resistant focal epilepsy is a complex group of neurological
disorders that are characterized by persistent recurrent seizures that
do not respond to anti-epileptic drugs (including multiple drug
combinations) along with a focal epileptogenic lesion in one
cerebral hemisphere.
Numerous studies have shown that in children, focal epilepsy
accounts for 13 up to 20% of total cases of epilepsy.
Uncontrolled recurrent seizures will induce a lot of serious
consequences:
-Cerebral hypoxia, falls causing dangerous injury; -Impairment of
psychomotor development; -Secondary epileptogenesis that makes
the disease worse and even less responsive to treatment; - Side
effects of multiple anticonvulsants at high doses and prolonged
duration etc...
Due to advances in diagnostic exploration and therapeutic
interventions, more and more patients with drug-resistant focal
epilepsy could benefit from surgical removal of epileptogenic
lesion.
For patients with poorly controlled epilepsy, study of clinical
manifestations and brain lesion in a longitudinal way will help
answer following important questions: - Is this epilepsy focal or
generalized? - Is it really drug-resistant? - Where is the
epileptogenic lesion? - Is there any surgical indication?
In our country, there have been some studies on epilepsy in
children over recent years, but these studies did not focus
thoroughly on drug-resistant focal epilepsy.
Based on the above-mentioned facts, we conducted the study
"Clinical manifestations, cerebral lesion and factors related to
drug-resistant focal epilepsy in children", with three objectives:
1. Description of clinical manifestations in children with drug-
resistant focal epilepsy.
2. Analysis of epileptogenic lesion in children with drug-resistant
focal epilepsy.
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. 3. Initial description of some related factors in drug-resistant focal
epilepsy.

16.

17.
18.

Composition of the thesis

This thesis contains 145 pages: Introduction (3 pages), Chapter 1:
Overview (37 pages), Chapter 2: Methods (18 pages), Chapter 3:
Results (34 pages), Chapter 4: Discussion (45 pages), Conclusion
(3 pages), Significant findings (1 page), Limitations (1 page) and
Recommendations (1 page)

19.

21.
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23.
24.

25.
26.
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20. Chapter 1: OVERVIEW
1.1. Definition of drug-resistant focal epilepsy in children
Epilepsy with persistent recurrent seizures that do not respond to well-
selected anti-epileptic drugs (including appropriate combinations of
anti-epileptic drugs at high-doses) along with a focal epileptogenic
lesion in one cerebral hemisphere.
1.2. Some epidemiologic features of drug-resistant focal epilepsy
Partial seizures represent from 15 to about 40% of total epilepsy cases
in the general population. In children, focal epilepsy accounts for 9 to
24% of the total cases with epilepsy.
1.3. Criteria for determining drug-resistance epilepsy
Epilepsy is a very complex issue in medical study as well as in clinical
practice, for the following reasons: - Epilepsy itself, including drug-
resistant epilepsy, is a complex disease, with diverse causes and
clinical manifestations and these ones may change over time,
especially in children. There are a number of different factors that
affect the severity of seizures in each individual patient, particularly
over long term. Thus, there are many different criteria determining
drug-resistance epilepsy, in which the criterion set up by the Task
Force on drug-resistant epilepsy, International League Against
Epilepsy in 2009, is the most widely accepted one: "failure of
adequate trials of two tolerated and appropriately chosen and used
AED schedules (whether as monotherapy or in combination) to
achieve sustained seizure freedom"
. 1.4. The causes of drug-resistant focal epilepsy in children
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1.4.1. Focal cortical dysplasia

1.4.2. Hippocampal sclerosis

1.4.3. Rasmussen encephalitis

1.4.4. Post-stroke sequelae

1.4.5. Central nervous system tumors

1.4.6. Sturge-Weber syndrome

1.5. Pathophysiological mechanisms in drug-resistant epilepsy

- Structural and/or functional changes of neuronal transmembrane ion
channels and neurotransmitter receptors (target molecular
mechanisms); - The blocked transport of antiepileptic drugs to the
target cell (transport mechanism); - The inert state of intracellular and
extracellular proteins involved in the pharmacodynamic process of
anti-epileptic drugs in the human body; - Structural changes of the
brain and/or changes in the neural network (network mechanism).

1.6. Related factors in drug-resistant seizures

Early age at onset; High frequency of seizures at onset; The nature is
symptomatic; Developmental delay; History of status epilepticus;
Long-lasting  epilepsy; Some  particular  abnormalities in
electroencephalography such as interhemispheric voltage asymmetry,
hypsarrhythmia, and background activity overwhelmed by
epileptiform discharges.

1.7. Electroencephalography in epilepsy and focal epilepsy
Electroencephalography (EEG) plays a very important role in: -
Diagnosis of epilepsy; - Diagnosis of epilepsy syndromes, type of
epilepsy (focal or generalized); - Detection of subclinical seizures; -
Assessing the effect of treatment.

1.8. Magnetic resonance imaging (MRI): MRI is the first-choice
diagnostic imaging modality in epilepsy.

1.9. Positron emission tomography (PET): is indicated in severe
epilepsy when MRI is normal or unclear.

1.10. Treatment options in drug-resistant focal epilepsy

1.10.1. Antiepileptic medication: Treatment with anti-epileptic
medications is not only initial therapy but also remains basal and long-
term treatment for all epilepsy cases, including drug-resistant
epilepsy. Global consensus: The probability of seizure control with
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medication will drop to a very low level after failure of three changes
in anti-epileptic drugs.

1.10.2. Surgical therapy: Surgical resection of the abnormal areas of
the brain that is producing seizures (epileptogenic lesion) or
disconnects this abnormal area off from the surrounding healthy
tissue. Surgery for epilepsy in children should be done soon once
appropriate standards are met.

*Curative techniques: Lesionectomy, lobar resection, multi-lobar
resection, hemispherectomy.

*Palliative techniques: - Multiple subpial transection; - Modified
functional hemispherectomy.

48. Chapter 2: PATIENTS AND METHODS
2.1. Study subjects
Cases: Seventy six patients with drug-resistant focal epilepsy.
Controls: Seventy six patients with drug-responsive focal epilepsy.
Both groups were selected according to the 2009 International League
Against Epilepsy standard:
Drug-resistant focal epilepsy: “failure of adequate trials of two
tolerated and appropriately chosen and used AED schedules (whether
as monotherapy or in combination) to achieve sustained seizure
freedom, each trial at least 3 months, along with an epileptogenic
lesion localized in one cerebral hemisphere, confirmed on MRI and/or
PET scan.
Drug-responsive focal epilepsy: Epilepsy with focal characters
clinically and/or electrically, in which the patient receiving the current
AED regimen has been seizure-free for a minimum of three times the
longest pre-intervention interseizure interval or 12 months, whichever
is longer.
Exclusion criteria: Pseudo-resistance, other serious diseases
combined, disagreement to participate in the study.
2.2. Study sites
Outpatient clinic, Neurology Department, National Hospital of
Pediatrics.
2.3. Time frame
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-Starting the selection and taking the patient into the study from
1/1/2011.

-Stop selection: from 31/12/2014.

-Each patient was followed up for at least 12 months after being
enrolled in the study.

2.4. Study Methods

2.4.1. Study Methods

Objective 1 and Objective 2: A prospective retrospective description
combined with longitudinal follow-up. Objective 3: Case-control
study, coupling rate was 1 by 1.

2.4.2. Sample size: Convenient sample size, due to the fact that drug-
resistant epilepsy is a complex neurological disease.

2.5. Steps

* Objectives 1 and 2

2.5.1. History taking and clinical examination: Data were filled into
an unified medical form, focusing on the description of seizure
semeiology. Assessment of psycho-motor development by battery of
appropriate tests.

2.5.2. Routine blood tests: done at the Department of Hematology and
Biochemistry, National Hospital of Pediatrics.

2.5.3. EEG Monitoring: Digital EEG was done at the EEG room.
Video EEG at Epilepsy Monitoring Unit. Recording time was at least
120 minutes.

2.5.4. Magnetic resonance imaging 1.5 tesla: At the MRI Centre,
Hanoi Heart Hospital with appropriate sequences for epilepsy.

2.5.5. PET scan: Cases with normal or not clear MRI underwent PET
scan, at PET Center, Viet-Duc Hospital.

2.5.6. Integration and correlation of clinical-EEG-Imaging data
during the process of diagnostic reasoning: to identify, localize
epileptogenic lesion, based on which a surgical indication was
considered for each patient.

2.5.7. Epilepsy surgery: Selected cases will be included in the
surgical group after careful and intensive discussion at the multi-
disciplinary epilepsy conference. After surgery, two important
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information were drawn: Histopathological type and postoperative
outcome.
* Objective 3
Comparison of the differences between the case and control groups:
history; some clinical factors: psycho-motor development, Focal
neurological deficit, history of status epilepticus etc...
Then P and OR values were calculated, respectively.
For each patient in both groups: The data collection and follow-up and
was 12 month-long since patient was enrolled in the study.
2.6. Data processing: SPSS software version 16.0.
2.7. Study ethics
Families of patients who voluntarily participated in the study, had
regular follow-up and were advised on treatment solutions, especially
surgical intervention. Personal information was confidential.

79. Study diagram

Patients with intractables seizures

v

Semeiology: ++description of seizures, recheck video
Video EEG: before-after-during seizures, awake-sleep
MRI 1.5 tesla, repeat if necessary

PET: If normal MRI or unclear

Correlation clinical-EEG-Imaging
Diagnostic reasoning

A 4

Focal or generalized epilepsy
Drug-resistant or not

93.
94 Where is epileptogenic lesion
95

Not focal epilepsy Drug-resistant focal
Pseudo-resistance epilepsy
99.
A 4
A 4

Exclusion

Surgical indication
Surgical accessibility
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CHAPTER 3: RESULTS

100. 3.1. Clinical features of drug-resistant focal epilepsy in
children

101. 3.1.1. Epidemiological characteristics

102. 3.1.1.1. Distribution by age group and sex: The most

common age was school age (over 6 years): 56.6%. Mean age was
82.8 + 52.2 months. The ratio of male/female was ~ 1.1/1.

103. 3.1.1.2. History of obstetrics: 21.1% of patients with
abnormal history, most encountered are mothers having fever during
the first two months of pregnancy.

104. 3.1.1.3 History of disease: 32.9% of patients had history of
central nervous system insults.

105. 3.1.2. Clinico-neurological features

106. 3.1.2.1. Age at epilepsy onset: The onset of the first seizure

was as early as 2 days of age and at the latest was 12 years of age. The
mean age at onset was 36 + 33.4 months.

107. 3.1.2.2. Initial seizure type: Partial seizure with 2nd
generalisation: 39.5%; Simple partial: 22.4%; Atonic: 15.7%;
Epileptic spasms (West syndrome) 7.9%; Complex partial: 5.3%;
Multiple type: 9.2%.

108. 3.1.2.3. Current seizure type (confirmed drug-resistant):
Partial seizure with 2nd generalisation: 43.4%; Simple partial: 22.4%;
Atonic: 18.4%; Multiple type: 10.5%. Complex partial: 5.3%.

109. 3.1.2.4. Frequency of seizures: 68.4% of patients had daily
seizures.
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110. 3.1.2.5. Change of seizure semeiology over time

No: 77,6%

Yes: 22,4%

111. Graph 3.1: Change of seizure semeiology over time
112. Table 3.1: Patterns of seizure semeiology change over time
Patterns of seizure semeiology change over time

Initial semeiology Current semeiology %)
(confirmed drug-resistant)

Epileptic spasms (West | Atonic 4 (26,7)

syndrome)

Epileptic spasms (West | Partial seizure with 2nd 2 (13,3)

syndrome) generalisation

Partial seizure with 2nd | Atonic 2(13,3)

generalisation

Atonic Partial seizure with 2nd 2(13,3)
generalisation

Multiple seizure type Partial seizure with 2nd 2 (13,3)
generalisation

Tonic Multiple seizure type 1(7)

Multiple seizure type Atonic 1(7)

Undetermined Partial seizure with 2nd 1(7)
generalisation

Total: 8 patterns 15 (100)
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113. Remark: The most common pattern of seizure change was
from epileptic spasms to atonic seizure: 4/15 patients, accounting for
26.7%.

114. 3.1.2.6. History of status epilepticus

Yes: 26,3%

No: 73,7%

115.
Graph 3.2: History of status epilepticus
116. Remarks: 20/76 patients had at least one episode of status
epilepticus accounting for 26.3%.
117. 3.1.2.7. Focal neurological deficit
118. Table 3.2:
Focal neurological No of patients %
deficit
Yes 41 53,9
No 35 46,1
119. Remarks: 41/76 patients had Focal neurological deficit,

accounting for 53.9%.
120. 3.1.2.8. Psycho-motor status
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100.0% -
75.0% A
53.9%
50.0%
25.0%
0.0%
Mild Moderate Normal Severe
121.
122. Graph 3.3: Psycho-motor status
123. Remarks: 61/76 patients had from mild to severe psycho-
motor delay, accounting for 80.3%.
124.
125. 3.2. Characteristics of focal epileptogenic lesion on EEG
and on imaging
126. 3.2.1. EEG abnormalities
127. Table 3.3
EEG abnormalities No of %
patients
Unihemispheric focal 29 38,2
Bi-hemispheric with sided predominance 26 34,2
Generalised 14 18,4
Normal 7 9,2
Total 76 100
128. Remarks: 69/76 patients had EEG abnormalities (91.8%). The

most common was unihemispheric focal, accounting for 38.2%.
However, 18.4% had generalised EEG abnormalities.

129. Some EEG illustrations
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abnormalities (Patient VMD, code:
081.205.74, left parietal dysplasia)

130.
131.
seladid=
Figure 3.2: Unihemispheric focal
(Patient HPL, 5 years old, code:
120.171.769, left-sided multilobar
lesion)
132.
133.
134. 3.2.2.Hemispheric lateralisation of focal epileptogenic

lesion on MRI or PET

Left: 63,2%
Right: 36,8%

135.

136.Graph 3.4: Hemispheric lateralisation of focal epileptogenic lesion on
MRI or PET
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137. Remark: 48/76 patients had epileptogenic lesion on the left
hemisphere, accounting for 63.2%; the remaining 36.8% was on the
right hemisphere
138. 3.2.3. Progressive tissue atrophy on MRI

No Yes

73,7%

139.
140. Graph 3.5: Progressive tissue atrophy on MRI
141. Remarks: 20/76 patients had progressive atrophy of brain
tissue on MRI, accounting for 26.3%.
142. 3.2.4. Characters of focal epileptogenic lesion on MRI or
PET

143. 3.2.4.1. Characters of focal epileptogenic lesion on MRI

144.

145.

146.

147.

148.

Table 3.4
Epileptogenic lesion Ne of %
patients

Focal cortical dysplasia 21 27,6
Multilobar atrophy 19 25
Tumour 9 11,8
Hemimegalencephaly 8 10,5
Hippocampal sclerosis 6 7,9
Unilobar atrophy 4 53
Multiple lesion 1 1,3
Normal 8 10,5
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0 | 76 | 100 |

149. Remark: 68/76 patients had abnormalities on MRI,
accounting for 89.5%. The two most common types of lesions were
focal cortical dysplasia (21/76 patients), accounting for 27.6% and
multilobar atrophy (19/76), accounting for 25% . In 10.5% of patients
(8/76) no lesions were found on MRI.

150. 3.2.4.2. Characters of epileptogenic lesion on MRI in
surgical group
151. Table 3.5: Characters of epileptogenic lesion on MRI in
surgical group
(27 patients)
Characters of epileptogenic lesion No of %
on MRI patients
Focal cortical dysplasia 12 444
Multilobar atrophy 4 14,8
Tumour 4 14,8
Hemimegalencephaly 4 14,8
Hippocampal sclerosis 1 3,7
Normal 2 7,4
Total 27 100
152. Remarks: The most common lesion was abnormalities of

focal cortical dysplasia (44,4%). In particular, two patients, although
with normal MRI, still had surgical resection of their epileptogenic
lesion confirmed on PET scan: VMD, code: 081.205.74 and DTL,
code: 100.362.37. Both had left parietal lesion and had good outcome
after surgery

155.
156.

153.
154. Some MRI illustrations
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157..

Figure 3.3: Focal cortical dysplasia over Figure 3.4: Multilobar atrophy
right-sided superior frontal gyrus

FRVIVA
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1A

Figure 3.5: Tumour left-sided anterior Figure 3.6: Right-sided
temporal lobe hemimegalencephaly

FRVANN

-
165. ¥ & :
Figure 3.7: Left-sided hippocampal Figure 3.8: Multiple lesion
sclerosis
166.
167.
168. 3.2.4.4. Characters of epileptogenic lesion on PET scan in
normal-MRI group
169. Table 3.6
Characteristics on PET No of %
patients
Multilobar hypometabolism 5 62,5
Parietal hypometabolism 3 37,5
Total 8 100
170. Remark: In the normal-MRI group, the most common lesion
was multilobar hypometabolism on PET: 5/8 patients, accounting for
62.5%.
171. Some illustrations on PET

172.
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173.

1741
Figure 3.9: Left parietal Figure 3.10: Multilobar
hypometabolism hypometabolism
177.
178. 3.2.4.5. Anatomical location on MRI or PET of focal
epileptogenic lesion
179. Table 3.7
Anatomical location No of %
patients
Multilobar 38 50
Temporal 21 27,63
Frontal 11 14,47
Parietal 6 7,89
Total 76 100
180. Remark: The most common anatomical location was
multilobar (38/76 patients), accounting for 50%.
181. 3.3. Histopathological features of epileptogenic lesion
182. Of the 76 patients with drug-resistant focal epilepsy, 27
underwent resective surgery.
183. At the 12" month after surgery: 77.8% of patients (21/27)

were seizure-free or improved by more than 50%.
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184. Table 3.8
Histopathology No of %
patients
Focal cortical dysplasia 16 59,3
Benign tumour 5 18,5
Rasmussen encephalitis 3 11,1
Hippocampal sclerosis 1 3,7
Tissue degenerescence/infarct 1 3,7
Not clear 1 3,7
Total 27 100
185. Remark: The most common histopathological type was focal
cortical dysplasia, accounting for 59.3% (16/27 patients)
186. 3.5. Related factors in drug-resistant focal epilepsy,
comparison between case and control group
187. Table 3.9: Age distribution and gender, comparison between
case and control group
Age group Cases Controls
P
Male Female Male Female
Under 24 months 5 4 3 4 0,226
From 24 months 11 13 14 17 0,090
to 6 years
Above 6 years 24 19 28 10 0,26
188. Remark: Distribution of age group and sex between two
groups did not differ with statistical significance, P values being >

0,05.
189.
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190. Table 3.10: Related factors with statistical significance (P <
0,05), comparison between cases and controls
Factors Cases Controls OR
(CI195%) P
N % N %

Maternal fever 9 11,8 2 2,6 4,97 0,03
during 1st two (1,04-23,83)
months
Hx of intracranial 10 13,2 1 1,3 11,4 0,005
bleeding (1,42-91,15)
Hx of complex 10 13,2 1 1,3 11,4 0,005
febrile seizure (1,42-91,15)
Hx of SE 20 26,6 0 0 _ 0,001
Age onset under 12 31 40,8 7 9,2 6,8 0,0001
months (2,76-16,74)
Semeiology change 17 22,4 2 2,6 10,7 0,0001

(2,37-47,99)
Epileptic spasms 6 7,9 0 0 () 0,014
Psycho-motor 61 80,2 8 10,5 34,6 0,001
delay (13,7-87,2)
Focal neurological 41 53,9 3 39 28,5 0,0001
deficit (8,25-98.,46)

(Abbreviations: Hx: Past history, SE: status epilepticus, OR: odd ratio, CI: confidence interval)
Remark: Psycho-motor delay was the factor having the biggest odd ratio
(OR=34,6) between two groups
Table 3.11: Multivariate regression model with dependent variable chosen as “Psycho-
motor delay”

Standardi
zed
Unstandardized [Coefficie Collinearity
Coefficients nts Statistics
Std. Toleranc
Model B Error |Beta t Sig. |[e VIF
(Constant) 5.363 1.509 3.555 .001
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Maternal fever during 1st 2 045|335 018 136| 893  .681[1.469

months of pregnancy ’ ’ ’ ’ ’ ’ ’

Hx of intracranial bleeding 636|423 -182| 1503 .137]  842(1.187

Hx of complex febrile 636 423|  -a82| 1503 137]  842(1.187

s€1zure

Hx of SE 2182|  102|  -201|  -1.778] .080]  .9681.033

Age at onset under 12 4200 81| -305| 23260 .023]  719(1.390

months

Semeiology change 181 147 176] 1232 222|  .603|1.657

Epileptic spasms 2352|2371 -239|  -1488| .141]  481]2.078
191. Remark: In the table above, only the factor "Age onset under

12 months" had P value = 0,023 (<0,05). Thus, this was a statistically
significant independent factor in the model. Other factors had P> 0.05
and therefore were not statistically significant.

192. Multivariate regression models with the remainder selected as
the dependent variables all gave the value of P> 0,05, therefore not
statistically significant and not shown here.

193. CHAPTER 4: DISCUSSION
194. 4.1. Some epidemiologico-clinical characteristics
195. 4.1.1. Distribution by sex: Male/female ratio ~ 1,11/1

(40/36). Studies by Stefano and Andras Fogarasi in pediatric patients
with drug-resistant focal epilepsy showed that the male/female ratio
ranged from 1,04 to 1,45/1.

196. 4.1.2. Age at epilepsy onset. The mean age at first seizure
onset was 33,65 months, ranging from as early as 2 days of age to 12
years of age at the latest. Our data on the age at epilepsy onset were
comparable with data reported by Stefano et al. In their group, the
mean age at epilepsy onset was 37,2 months, which was quite close to
the 33,65 month value in our study. The earliest and oldest age at
onset in Stefano's study was under 1 month and 15 years, respectively.

197. 4.1.3. Focal neurological deficit: 53,9% of patients had more
or less Focal neurological deficit. In Stefano's series of 113 pediatric
patients, this rate was much lower, at 16,8%. This difference was due
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to the fact that of our 76 patients, the proportion of multilobar lesions
was as high as 50%. Meanwhile, the ratio in Stefano's series was
30,1%, and no case of multilobar lesion with past history of
intracranial bleeding was reported. The widespread damage to brain
tissue correlated with the severity of Focal neurological deficit. In
addition, many of our patients were not well diagnosed and treated
early enough in comparison with patients in developed countries.
Therefore, this fact quite contributed to the increased rate of Focal
neurological deficit among our patients.

198. 4.1.4. The frequency of seizures: 68,4% of patients having
daily seizures, this ratio was similar to Stefano's study at 57,52%.
Frequency of daily seizures indicated the severity of the disease. The
longer the repeated episodes of seizures endure, the more detrimental
effects there are on the development and normal maturation of the
patient’s brain. Besides, repeated episodes of seizures take part also in
the process of secondary epileptogenesis. This is one of the main
reasons for the current golbal consensus: epilepsy surgery needs to be
carried out soon if really indicated.

199. 4.2. Effects of age and change in seizure semeiology
during the course of disease in children with drug-resistant focal
epilepsy

200. At the onset of disease there were seven seizure types. Later,
at the confirmed drug-resistant phase, there were six different seizure
types. 19,7% of patients had change in seizure semeiology during the
course of disease. There were eight patterns of change in seizure
semeiology, among which the most common pattern was the transition
from epileptic spasms to atonic seizure: 4/15 patients. Studies by
Susanne et al. in a group of 120 patients with focal epilepsy showed
that at the onset of disease, there were 11 different seizure types and
52,5% of patients had change in seizure semeiology over time.
Besides, study by Yoshiyuki Hanaoka et al. (Japan) reported that 9,7%
of patients had semeilogy change over time.

201. The heterogeneity and semeilogy change over time could be
explained by the neurophysiological developmental characteristics in
the central nervous system during infancy: process of myelinization is
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still going and not yet fixed along with changes in dendritic
branching, maturation of the dendritic cells as well as changes in the
synaptogenesis both in quantity and quality.

202. 4.3. West syndrome in focal epilepsy

203. 7,9% of patients had initial manifestation as West syndrome
(epileptic spasms). Study of Terra Bustamante et al. (Brazil) of 107
patients with drug-resistant focal epilepsy showed that 13,3% had
clinical manifestation as West syndrome. Georges Karvelas et al.
(Finland) in a study of 50 children diagnosed with West syndrome
showed that 14% of these patients had focal cortical dysplasia as the
cause. In-depth studies of childhood epilepsy have revealed that
developmental malformations of brain cortex, including focal cortical
dysplasia, are now the main causes of West syndrome, since previous
causes of West syndrome such as perinatal asphyxia, sequelae of
central nervous system infections had much decreased in developed
countries.

204. This finding is significant in the regard that if West syndrome
is due to focal cortical dysplasia, then epilepsy could be cured by
resective surgery. However, this surgery shoud require specialised
explorations such as brain PET scan, intraoperative
electrocorticography.

205. Thus, in the 2017 classification of seizure types proposed by
the International Ligue Against Epilepsy, epileptic spasms (West
syndrome) are present in all three major groups: Epilepsy with focal
onset, epilepsy with generalised onset and epilepsy with onset
undetermined as focal or generalised.

206. 4.4. Drug-resistant focal epilepsy with generalised EEG
abnormalities
207. 18,42% of patients in our group had generalised EEG

abnormalities, although their epileptogenic lesion was focalised in one
cerebral hemisphere.

208. In the study of Ajay Gupta et al. (USA), this rate
was 5,7% in surgically treated group with focal epilepsy. Generalised
EEG abnormalities in focal epileptogenic lesions are due to three
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mechanisms: a/Excessive or maladaptive neural plasticity; b/
Secondary epileptogenesis; ¢/ Secondary bilateral synchrony.

209. 4.5. Clinical features of drug-resistant focal
epilepsy by anatomical location
210. 4.5.1. Epilepsy with temporal lobe lesion: 27,6% of

patients had lesion located in temporal lobe. This site was the most
common subgroup in unilobar lesional group. Study of Stefano et al.
(Italy) gave similar finding with this rate being 38%. Regarding
semeiology, partial seizure with secondary generalisation: 47,6%,
followed by complex partial seizure: 19%. However, up to 14,3% of
patients had atonic seizure. Meanwhile, in adults, the most common
manifestation remains complex partial seizure, followed by partial
seizure with secondary generalisation. Regarding histopathology, in
adult patients, the main type is hippocampal sclerosis. While in
pediatric patients, the histopathological lesions are much more
diversified with predominance of focal cortical dysplasia. In our
study: focal cortical dysplasia accounted for 45,5% among 11 patients
who underwent temporal lobe surgery. This ratio was 60% in Prakash
Kotagal’s series of pediatric patients undergoing temporal resection.
In addition, temporal lobe epilepsy has usually better prognosis after
surgery than extra-temporal and multilobar lesions. In our study:
54,5% of patient became seizure-free postoperatively. This proportion
in the series of Miserocchi et al. (Italy) was 58,8%.

211. Case report: drug-resistant focal epilepsy due to temporal
lobe lesion
212. Patient, N.A.T., a boy, 12 years old, code: 102.835.55. Age at

onset: 8 years old, partial seizure with secondary generalisation,
frequency ranging from 3 to 7 seizures per week. Three anti-epileptic
medications had been tried without efficacy. The patient had
associated hyperactivity and attention deficit disorder. EEG video
monitoring: Ictal discharges first appeared over F3-C3 and T3-T5
electrodes and rapidly spread to Fpl-F7 (Figure 4.1). Afterwards,
high-voltage rhythmic discharges propagated intensely over all
channels of both hemispheres during the secondary generalisation
phase (Figure 4.2).
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214. Figure 4.1: EEG at focal onset Figure 4.2: 2
generalisation phase
215. MRI 1.5 tesla: Mass with abnormal signals, size 15%24*26

mm localized in the anterior part of left temporal lobe (figure 4.3a and
4.3b) .2)

216.

217. Figure 4.3a and 4.3b: Epileptogenic lesion localized at anterior part of left
temporal lobe
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218. A left anterior temporal lobectomy was performed on 11t
February, 2011. Histopathological findings: Dysembryoplastic
neuroepithelial tumour (DNET). The patient became seizure-free
postoperatively. Then he could return to school again. At 12 month
after surgery, his psycho-motor index increased by 9 points compared
to preoperative level.

219. 4.5.2. Epilepsy with frontal lobe lesion: 14,5% of our
patients had frontal lesion. Frontal lesion was the third most common
location after multi-lobar and temporal Ilesions. Regarding
semeiology: 18,2% of patients had multiple seizure types and 81,8%
of patients had daily seizures. Studies by Barry Sinclair D. and Andras
Fogarasi: 100% patients with frontal lobar epilepsy had seizures every
day. Regarding postoperative outcome: 50% of our patients (2/4)
became seizure-free and the remaining 50% improved by more than
50%.

220. 4.5.3. Drug-resistant focal epilepsy due to focal cortical
dysplasia: Of the 27 patients who underwent surgery, the most
common histopathologic finding was focal cortical dysplasia,
accounting for 55,6%. This figure in Stefano's study was quite similar
at 57,7%. Focal cortical dysplasia subtypes IIA or I1IB have following
features on MRI: Focal thickened or thinned cortex, blurred gray-
white matter junction, increased signal on T2 and FLAIR in the
cortico-subcortical region, sometimes resulting in band-like contrast
enhancement directed towards the lateral ventricle, sometimes with
subtle focal atrophy.

221. With milder focal cortical dysplasias (subtypes 1A, IB), the
majority of cases had no apparent and specific changes on MRI.
However, patients will demonstrate more or less focal characters such
as recurrent seizures with focal onset, Focal neurological deficit and
focal EEG abnormalities. At this point, a PET scan is needed. On PET
scan, basically, the hypometabolic area corresponds to focal cortical
dysplasia. The dysplastic cortical tissue has endogenous
epileptogeneicity due to two mechanisms: - Imbalance between the
excitatory and inhibitory neuro-transmission; - Aberrant neural
network inside the area of dysplasia. When recording EEG directly on
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the dysplastic cortex, a lots of epileptiform discharges were seen both
ictally and interictally.

222. 4.5.4. Drug-resistant focal epilepsy with normal brain
MRI

223. 10,5% of our patients did not have any abnormalities through
multiple MRI scans, including the 1.5-tesla MRIs. This rate in the
study of Stefano (Italy) was 4%. Studies of epilepsy due to focal
cortical dysplasia have shown that the majority of milder subtypes of
focal cortical dysplasia (type 1A, IB) are virtually undetectable on
MRI scans or there are only some doubtful changes. In this situation,
the role of positron emission tomography (PET) will be crucial in
terms of diagnostic imaging.

224. 4.9. Factors related to drug-resistant focal epilepsy,
comparison between case and control group

225. 4.9.1. History of obstetrics

226. 4.9.1.1. Maternal fever during the first two months of

pregnancy: The difference between the two groups was statistically
significant with P = 0,03; OR =5.

227. 4.9.1.2. Preterm birth: The difference between the two
groups was statistically significant with P = 0,041; OR = 2.1. Study of
Casey Trump and Kristina Sundquist among 27953 subjects having
had preterm births compared to a group of 27953 subjects with a
history of normal births showed a significant correlation between
preterm birth and the risk of subsequent epilepsy.

228. 4.9.2. History of illness

229. 4.9.2.1. Intracranial hemorrhage: The difference between the
two groups was statistically significant with P = 0,005; OR = 11,4. Up
to 90% of patients with a history of intracranial haemorrhage later had
extensive brain lesions.

230. 4.9.2.2. Complex febrile seizure: The difference between the
two groups was statistically significant with P = 0,005; OR = 11,4.
231. 4.9.2.3. History of status epilepticus: The difference between

the two groups was statistically significant with P = 0,001.
232 4.9.3. Psycho-motor delay
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233. The difference between the two groups was statistically
significant with P = 0,001; OR = 34,6. This was the most relevant
factor having the biggest OR value between the two groups.

234, CONCLUSION

235. In a study of 76 patients with drug-resistant focal epilepsy
(case group) and 76 patients with drug-responsive focal epilepsy
(control group) from January 2011 to December 2014 at National
Hospital of Pediatrics, we drew following remarks:

236. 1. Clinical features of drug-resistant focal epilepsy:

237. Mean age: 82,8 + 52,2 months (minimum: 9 months,
maximum: 17 years). Mean age at epilepsy onset: 36 + 33,4 months
(the earliest: 2 days, the latest: 12 years of age). Initial semeiology: 6
seizure types, the most common was partial seizure with 2
generalization: 39,5%. Current semeiology (confirmed drug-resistant):
5 seizure types. The most frequent type was also partial seizure with
27 generalization: 43,4%. Besides, 22,4% of patients had semeiology
change over time. The most common type of semeiology change was
the transition from epileptic spasms (West syndrome) to atonic
seizure; 26,3% of patients had at least one episode of status
epilepticus; 68,4% of patients had daily seizures; 53,9% of patients
had Focal neurological deficit; 80,3% of patients had psycho-motor
delay.

238. 2. Characters of brain lesion on EEG and on imaging
91,8% of patients had EEG abnormalities, the most common being
unihemispheric focal: 38,2%; And 19,7% had generalised EEG
abnormalities. On imaging: 63,2% of patients had cerebral lesion
localized in the left had focal abnormalities, while the remaining
10,5% had normal MRI. The two most common types of lesions on
MRI were abnormalities of focal cortical dysplasia (30,9%) and
multilobar atrophy (27,9%). In the group of normal MRI (8 patients),
the most common lesion was multilobar hypometabolism on PET
scan: 62,5%. The most common anatomical location was multilobar
(50%), followed by temporal (27,6%). Histopathology in surgical
group: the most common type was focal cortical dysplasia: 59,3%;
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followed by benign tumour: 18,5%; Rasmussen encephalitis: 11,1%;
hippocampal sclerosis: 3,7%; tisue degenerescence-infarct: 3,7%.

239. At the 12th month after surgery: 77,8% of patients (21/27)
were seizure-free or improved by more than 50%.

240. 3. Some related factors, compared between cases and
controls
There were statistically significant differences (P <0,05) between case
and control groups about the following factors: Maternal fever during
the first two months of pregnancy; Prematurity; History of intracranial
hemorrhage; History of complex febrile seizure; History of status
epilepticus; Psycho-motor delay; Focal neurological deficit; Age at
onset less than 12 months; Change of seizure semeiology over time;
History of infantile spasms.

241. SIGNIFICANT FINDINGS OF THE STUDY

242, 1. For the first time, this is an in-depth study on 76 patients
suffering from drug-resistant focal epilepsy with clinical, EEG and
imaging longitudinal approach in the aim to have precise diagnosis
and appropriate treatment over a 1-year period. As a result, 27 of these
patients had undergone surgery. After surgery: Most patients became
seizure-free or improved by more than 50%.

243, 2. Cerebral lesions causing drug-resistant focal epilepsy in
children: focal cortical dysplasia, benign tumours, Rasmussen
encephalitis, hippocampal sclerosis, tisue degenerescence-infarct.
Among those ones, focal cortical dysplasia is the most common
cause. With milder subtypes of focal cortical dysplasia (type 1A, IB):
MRI usually does not show visible lesions or the lesions are not
sufficiently clear. In this situation, PET scan will be critical in terms
of diagnostic imaging. These findings are quite consistent with most
studies throughout the world in the field of drug-resistance epilepsy

and epilepsy surgery.
244. RECOMMENDATIONS
245. 1. For patients with severe epilepsy, true drug-resistant, if

there are some signs or symptoms suggestive of focal nature, although
EEG and/or MRI is normal or unclear, then a PET scan should be
done to find out a possible focal epileptogenic lesion.
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246. 2. If the patient has been diagnosed as drug-resistant focal
epilepsy, cerebral lesion on MRI and/or PET is consistent with
clinical semeology and EEG abnormalities and is surgically
accessible, then surgery should be performed soon. With these cases,
surgery has not only curative or palliative effect but also helps the
patients recover from psycho-motor delay due to epilepsy.



