VAI TRO ACETYL-LEUCINE TRONG BIEU TR| GIAM TRIEU CHUNG

CHONG MAT QUA CAC NGHIEN CUU LAM SANG

THUC TRANG

Chong mét khong phai 1a mot bénh ly riéng biét va déac hiéu ma 1a mot héi chieng Ngoai ra, chong mat ciing lam anh huéng
réi loan da giac quan va van déng - cdm giac do nhiéu nguyén nhan va dang ké dén chat luong cudc séng:®

sinh bénh hoc khac nhau.! . T i
' ' ) . o B4 - 70% can tu van cla bac si
Ty |é chong mat & ngudi > 60 tudi ¢ thé [én dén 30%, va tang 1én 50% & nguoi _ 440 v o
> 85 tudi. V&i téc dd gia hda dan s6 toan cdu, s6 lwvgng bénh nhan ngay cang 15 - 41% phai nghi 6m
o 12 - 40% khong thuc hién duoc

gia tang nhanh chéng.?
céac hoat déng thuong ngay

Chéng mét & ngudi cao tudi khong chi la triéu chirng phé bién ma con la d4u hiéu > 10 - 19% 14 P
du bao manh mé vé nguy co té ngd, nguyén nhan hang ddu gay tr vong do tai nan - o tranh ra khoi nha

& ngudi > 65 tudi.2
CAC KIEU CHONG MAT
Choéng mat that sw Mat thang bang Choang vang tién ngat Chéng mait kiéu choang vang

Hinh 1: C4c kiéu chéng mat*

TiTrATE: TIming, TRiggers, And Targeted Exams Chéng mit tién dinh ngoai bién

* Cdptinh Chong mit tu thé kich phat lanh tinh
e Tung dot

* Mantinh Viém day than kinh tién dinh

* Co kich khoi Bénh Meniére

e Co6boicanh

* Tuphat Chéng mat tién dinh trung vong

e Triéu chirng than kinh Migraine tién dinh

» DAu than kinh dinh vi

e Cac test chuyén biét Dot quy ndo

Hinh 2: Phuong phap ti€p can chong mét TiTrATE*® Hinh 3: C4c nguyén nhan chéng mét phé bién?

Khang cholinergic

Uc ché tién dinh Khang histamine

» Chi dung thuéc trong giai doan cép.
» M6t s6 treong hop céan tranh, vi du
chéng maét tu thé kich phat lanh tinh.

Benzodiazepine

Diéu tri triéu chiing

Bu trir tién dinh

Diéu tri nguyén nhén Piéu tri tuy thudc vao
nguyén nhan

Hinh 4: Huéng dan diéu tri chong mat*
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CO CHE HOAT BONG CUA ACETYL-LEUCINE TRONG BIEU TR

TRIEU CHUNG: BIEU HOA VA BU TRU

acétyl-leucine 10 M Té bao cé dién thé siéu phan cuc

Co ché& DIEU HOA tién dinh trong giai doan cap®’
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acétyl-leucine 108 M Té bao cé dién thé binh thudng

Nghién ctru cua Vidal va cdng sw (2001) cho thay acetyl-leucine
gilp diéu hoa hoat dong dién ctia cac neuron nhan tién dinh
sau phau thuat cat b6 mé dao mét bén.’

e

¢ Vi tri tac dong: c acétyl-leucine 102 M Té bao c6 dign the qua khif cuc

v~ Acetyl-leucine tac dong trén I&p phospholipid
clia mang té bao neuron tai nhan tién dinh tai than ndo.”

e Co ché: tac dong dién thé mang’
v~ Kich thich cac neuron phéan cuc qua mic.”
v Uc ché cac neuron qua khir cuc.”

v On dinh sy mét can xtrng 2 bén, gilip dua cac neuron khir cuc
hoadc quéa phan cuc vé dién thé nghi (gan -60 mV).¢

Hinh 5: Tac dong cua acetyl-leucine 1én dién thé mang
clia t€ bao than kinh nhan tién dinh.

A. Té bao co dién thé siéu phan cuc,

B: T€ bao co6 dién thé binh thuong,

C: Té bao cb dién thé qua khr cuc.

Adapted from Vibert N, Vidal PP. European Journal of Neuroscience.2001 Feb;13(4):735-48

Co ché BU TRU tién dinh sau giai doan cap®®

A UL NaceryHLdeucine versus sham treatment

Nghién ctru clia Lisa Giinther va cdng su (2015) cho thay
acetyl-leucine giup thiic ddy qua trinh bu trir tién dinh
sau phau thuét cat bd mé dao mét bén.8

e Vi tri tac dong: tiéu n&o tién dinh va ddi thi®
e Co ché: tang hoat dong dan truyén tin hiéu®

v Tiéu nao tién dinh: Téng hoat dong dan truyén tin hiéu tai
tiéu ndo, dan ti can bang hoat dong nhan tién dinh.?

v Déi thi: Gidm hoat dong phan déi thi bung sau, dan tGi
gidi cac trc ché do phan Ung tlr cac vung néo khac gay ra,
lam gia tAng hoat déng dan truyén tin hiéu, giam su chénh léch,
va tai lap sy can bang.8

v~ Glutamate: Diéu hoa gén truyén glutamate théng qua
aminotransferase chuoi nhénh,}tr do giup tang hoat déng
dan truyén tin hiéu tai tiéu nao, dan t6i can béng nhan tién dinh.®

v~ Glucose: Tang chuyén héa glucose trong viing ti€u néo tién dinh,
gidm & vlng déi thi sau bén va vung dudi doi, giup cung cap
nang lugng can thiét cho cac hoat dong than kinh va tang
t6c do phuc héi sau tén thuong tién dinh mot bén.®

Hinh 6: Chuyén héa glucose trong cac viing ndo bd
khi st dung acetyl-leucine so v&i diéu tri gia dugc
sau phau thuat cat bd mé dao 1 bén.

A. Gidm tin hiéu vung ddi thi,

B. T&ng tin hiéu & tiéu n&o tién dinh,

C. Khéng c6 su thay d6i tin hiéu trong nhan tién dinh.
Adapted from Gunther L, et al. PLoS One. 2015 Mar 24;10(3):e0120891
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HIEU QUA TREN LAM SANG CUA ACETYL-LEUCINE TRONG
CHONG MAT TIEN DINH

Nghién ctru vé tac dung ctia acetyl-DL-leucine trén bénh nhan chéng mét ngoai bién cap tinh

(Stehle va céng su 1992)'°

Phuong phap nghién ciru'®

Két qua nghién ctru

e Thiét ké nghién ctru: Nghién cru mu doi,
da trung tdm, nhém song song, ¢ déi chiing
VGi gid dugc.

e Muc tiéu nghién ctru: Danh gia hiéu qua
diéu tri chéng mat cla acetyl-DL-leucine.

¢ Poi twong nghién ctru: Bénh nhan & ca
hai gi¢i c6 cac chan doan sau: viém than
kinh tién dinh, chéng mat sau chan thuong,
Méniére, chong mat tu thé kich phat
lanh tinh va moét so trudong hop chdng mét

. Gidm ré rét hé 510 * Giadm r6 rét viéc ké toa thuéc
lam ro ret con chong ma chéng nén kém theo™
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khéng ré nguyén nhan. Acetyl-DL-leucine  Gia duoc Acetyl-DL-leucine  Gia dugc
e C& mau: N = 108
e Liéu phap can thiép: Bé&nh nhan duoc
tiém tinh mach acetyl-DL-leucine liéu J
2 g/ngay x 3 ngay hodc dung gia duoc.

Hinh 7: Hiéu qua cua acetyl-DL-leucine trong giam triéu chirng chéng mat tién dinh'

Nghién ciru vé tac dung clia acetyl-DL-leucine & bénh nhan réi loan tién dinh sau phau thuét
cat day than kinh hodc cat mé dao (Ferber-Viart va cong su)"

Phuong phap nghién ciru'

* Thiét ké& nghién ctru: Nghién ctru ngau nhién, mu déi, cé déi chirng gia duoc. e C& mau: N = 56
¢ Muc tiéu nghién ctru: Danh gia tac déng cuia acetyl-DL-leucine trén chirc nang * Liéu phap can thiép: Bénh nhan
tién dinh & nguoi. dugc phan ngau nhién vao mét trong
¢ P6i trgong nghién ctru: Bénh nhan & ca hai gi¢i théa man: hai nhém diéu tri: acetyl-DL-leucine
v Tiéu chilya chon: 18-70 tudi, < 100kg, d& phau thuat cét day than kinh hoac (vién nén 500mg va dung dich tiém
c&t mé dao do u than kinh hodc bénh Méniére nang. 500mg/5ml) hodc gia dugc (vién nen
v Tiéu chi loai trir: tién st dot quy, bénh Iy tim mach, nghién ruou, benh Iy V& dung dich tiém).
than, thi€u mau, cham phat trién tri tué, hodc dang mang thai.
* Thoi gian diéu tri va theo déi: Theo dbi vao ngay thir 8, 30, 60 sau phau thuét.

2 vién x 2 lan/ngay

1 mii x 5 1an
Sang, toi

1mii Y
Sau phau thuat 1 gio Moi 12 gio
Két qua nghién ctru'

Vao ngay 8 sau phau thuat, 75% bénh nhan &
nhém sir dung acetyl-DL-leucine ¢6 thé dirng virng
khéng can giup d& (p = 0,05).

Vao ngay 8, & nhém CP <75%*:

- Mirc dd chéng mit gidm trung binh - 23,5 mm & nhém
acetyl-DL-leucine va ting trung binh +4,7 mm & nhém
gia duoc (p = 0,03).

p=003

Mirc dd nén giam
-12,3 mm 6 nhém
acetyl-DL-leucine
va tang 0,4 mm &
nhém gia duoc
(p = 0,01).

p=0,01 NS

Nén

M3t thing béing

Ty 1& bénh nhan dirng virng
khéng can gidap d& (%)

Chéng mat

Sy thay ddi mirc dd triéu chirng (mm)

Acetyl-DL-leucine Gia duoc

. Acetyl-DL-leucine . Gia dugc

Hinh 8: Ty |& bénh nhan dirng van khéng can gilp d& vao ngay 8 Hinh 9: Sy thay ddi mirc do trigu chirng danh gia theo thang diém VAS**
& nhom CP <75%* & nhom CP <75%*

*CP (caloric paresis) <75%: Mirc dd suy gidm phan (ing tién dinh vai kich thich nhiét <75%; **VAS (Visual Analog Scale): Thang do thi giac.

-] =
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DUOC PONG HOC VA ANH HUONG TEST THAM DO CHUC NANG

CUA ACETYL-LEUCINE

Duoc déng hoc cua Acetyl-leucine

Acetyl-leucine dang tiém c6 dac tinh dugc dong 2 pha:'?

e Pha 1: thudc dugc phan bd nhanh vao mé lam néng dé thuéc gidm nhanh tao ra thai gian ban hdy pha 1 1a 0,11 gio.
Nghia la sau 0,11 gio thi 2 lwgng thudc dung sé di chuyén vao mé. Piéu nay tao ra tac dung nhanh cua thuéc.

» Pha 2: thudc ti€p tuc dugc thai trir cham véi thoi gian ban hiy 1a 1,08 gio

* Va theo nghién ctru tai Phap 1988, sau 7 gid' sé khong con thudc trong co thé vai liéu 1g.

Acetyl-leucine dang vién, sau khi uéng, thuéc dat ndng d6 t6i da trong huyét tvong sau khoang 2 gi®. "

Acetyl-leucine va test tham do chirc nang

Bang 1: Thir nghiém so sanh anh hudng 1én test nhiét clia acetyl-DL-leucine va gia duoc (Freyss va cong su)'

Phuong phap nghién ciru Két qua nghién ctru
- 20 bénh nhan chéng méat dugce cho kich thich nhiét 8 lan - Acetyl-DL-leucine khong lam thay déi cudng do
trong vong 1 gio. va thoi gian rung giat nhan cau khi thuc hién
- Lan luot kich thich 30 gidy tai phai va trai bang nudc nong test kich thich nhiét.
(44°C) va lanh (33°C) cach nhau méi 5 phut. - Ngoai ra acetyl-DL-leucine cling khéng lam
- Danh gia rung giat nhan cau sau méi lan kich thich. anh hudng cac test ngoai bién va trung wong khéac.

Sau lan thir 4, bénh nhan duoc cho acetyl-DL-leucine tiém
tinh mach 1 - 3 6ng.

Bang 2: Th{r nghiém vé anh hudng cla acetyl-DL-leucine 1&n test xoay tron danh gia phan xa nhan cau - tién dinh (Leger va céng su)™

Phuong phap nghién ciru Két qua nghién ctru
- 12 ngudi tu nguyén khong c6 tén thuong tién dinh chia 2 nhém: - Acetyl-DL-leucine khong lam thay déi téc do va
dung acetyl-DL-leucine 500mg/5mL hod&c gia duoc. tan s6 clia phan xa mat - tién dinh khi thuc hién
- Nguoi tham gia duoc dua Ién ghé xoay Contraves-Goerz. test xoay tron.

- Po phan xa mat tién dinh trong va sau thr nghiém.

KET LUAN

Acetyl-leucine dugc chirng minh c6 hiéu qua gidm chong mat qua hai co ché chinh: diéu hoa tién dinh trong giai doan cap
va thic ddy qua trinh bu trir sau giai doan cdp.”® B&i véi bénh nhan réi loan tién dinh, cac nghién clru Iam sang cho thay

acetyl-DL-leucine gilp gidm cac triéu chirng chéng mat va nén mtra, cai thién kha nang dirng virng.'®'" Ngoai ra, cac
nghién cru vé anh huwdng cla acetyl-DL-leucine 1én test nhiét va test xoay tron cho thay acetyl-DL-leucin khéng lam
anh hudng dén két qua cla nhirng test tham do chirc ndng.'® ¢

Tir viét tat: CP: caloric paresis, VAS: Visual Analog Scale
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