s Khoa hoc Y - Duoc | Y hoc lam sang, Dugc hoc DOIL: 10.31276/VIST.66(7).62-66
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Tom tit:

Muc tiéu: Tong quan vé dwoc diéu tri trong bénh loan dwdng co ving dai chi. Pong thoi, mé ta dic diém 1am sang va cin lim
sang & ngwdi bénh loan dwdng co' ving dai chi. Phwong phéap nghién ciru: Phan tich dit liéu tim kiém trong PubMed dén théng
5/2023 vé dwge diéu tri loan dudng co viing dai chi, két hop véi mé ta cit ngang. Bénh nhin (BN) dwoc chin do4n loan dudng co
theo Trung tim Thén kinh co chau Au - ENMC (1995) tai Bénh vién E va Bénh vién Bach Mai tir thang 12/2022 dén thang 5/2023.

Két qua: C6 21 nghién ciru duge diéu tri, cac liéu phap (glucocorticoid, khang thé sinh hoc, li€u phap gen) budée diu an toan va
tang sirc co; liéu phap gen c6 trién vong. bic diém 1am sang cua 15 BN: tudi khoi phat cao (20,7£12,5 nim), chin do4n mudn
(6,35,5 niim). Phéan 16n BN xuit hién yéu va teo co ré (100 va 86,7%); déng di lach bach, dau hi¢u Gowers’ (93,3%). 100% ting
men co (1648,5+2235,8 U/I). Chi so viém hau hét khong ting. Mé bénh hoc ¢ hinh anh thoai héa, phi dai s¢i co, xAm nhép xo, m§
(86,7%). Két luan: Dugc tri li¢u bwéc diu cho két qué an toan, ting sirc co; liéu phap gen c6 trién vong. BN yéu co viing dai chi
hau hét kém teo co, déang di lach bach, dAu hiéu Gowers’, tang men co, chi s0 viém am tinh, thoai héa m co trén md bénh hoc.

Tir khod: dau hi¢u Gowers’, dugc tri li¢u, loan dudng co ving dai chi, yéu co ving dai chi.
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Abstract:

Aims: Review pharmacotherapy in limb-girdle muscular dystrophy and describe clinical, and subclinical characteristics in
patients of limb-girdle muscular dystrophy (LGMD). Methods: A meta-analysis with data in PubMed, up to May 2023 on the
pharmacotherapy of LGMD combined with a cross-sectional study. Patients were diagnosed with LGMD according to the
European Neuromuscular Centre (ENMC) in 1995 at E and Bach Mai Hospitals, from December 2022 to May 2023. Results: 21
studies in pharmacotherapy were conducted, and treatment therapies (glucocorticoid, biological antibody, gene therapy) initially
showed safety and some effectiveness in muscular strength. There are some potential gene therapies. The clinical characteristic
of collected 15 patients with LGMD was high onset age (20.7+12.5 years), and prolonged diagnosis time (6.3£5.5 years). Most
patients showed signs of muscle weakness and muscle atrophy (100 and 86.7%), waddling gait, and Gower’s sign (93.3%).
100% of patients had increased creatine kinase (CK) of 1648.5+2235.8 U/l. Most patients had normal inflammatory indexes.
On muscular histopathology, the majority of patients had muscle fiber degeneration, hypertrophy, fibrous tissue invasion, and
fat infiltration (86.7%). Conclusions: Treatment therapies in LGMD initially showed safety and some effectiveness in muscular
strength; the gene therapies are promising. Clinically, all patients showed signs of muscle weakness in the limb-girdle, most of
them showed muscle atrophy, waddling gait, Gowers’ sign, increased CK, negative inflammatory markers, and muscle fiber
degeneration on histopathology.
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1. Dat van de

Loan dudng co vung dai chi 1a 1 trong 4 nhom bénh 1y
loan dudng co phd bién nhat, voi dic diém 1am sang rat
da dang, co6 thé khoi phat & moi Itra tudi, co can nguyén di
truyén v6i nhiéu dang dot bién khac nhau [1]. Chinh vi thé
viéc chan doan bénh trén thuc té gap rat nhiéu kho khan.
Bénh duoc Xép vao nhoém bénh hiém, tan suét gap udc tinh
tir 5 dén 70 ngudi/triéu dan ¢ mot sé qudc gia [1-3]. BN
loan dudng co ving dai chi ¢6 thé gap kho khin trong viée
an udng, di lai, sinh hoat hang ngay do yéu co ving dai vai,
dai hong va cudi cing mat kha nang di lai [3, 4]. Viéc chan
doan sém, chinh xac bénh loan dudng co viung dai chi sé
gitip tu van di truyén kip thoi, ngin ngira va giam ty 1é mac
bénh & cac thé hé tiép theo, c6 chién luoc phong bénh, duy
tri strc co, ndng cao chat luong cude sdng, han ché hau qua
nang né cho BN va gia dinh ho [1]. Tai Viét Nam, hién nay
chua c6 nghién ctru nao vé cac lidu phap duoc diéu tri cho
bénh loan dudng co vung dai chi noi chung, cling nhu chua
¢6 nhiéu nghién ctru vé cac triéu chimg 1am sang, can lam
sang ctia nhom BN nay. Vi véy, chiing t6i tién hanh nghién
curu: “Téng quan dugc diéu tri va dac diém 1am sang, can
lam sang ¢ bénh nhan loan dudng co vung dai chi tai Bénh
vién E va Bénh vién Bach Mai” véi 2 muyc tiéu: trinh bay
tong quan hé thong vé duoc diéu tri trong bénh loan dudng
co ving dai chi; mé ta dic diém 1am sang, can 1am sang &
nguoi bénh loan dudng co vung dai chi tai Bénh vién E,
Bénh vién Bach Mai.

2. Noi dung nghién ciiu

2.1. Tong quan hé thong vé dwoc diéu tri trong bénh
loan dwong co vang dai chi

Thiét ké nghién ciru: Nghién ciru phan tich tong hop dir
liéu.

Poi twong: Céc nghién cliu vé duoc diéu tri bénh loan
dudng co ving dai chi di cong bd. Ngudn di liéu dugc tim
kiém trong co s& PubMed dén thang 5/2023 dé thu thap
cac nghién ctru phu hop. Céc tir khoa tim kiém bao gdm:
“limb-girdle muscular dystrophies”, “pharmacotherapy”,
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“diseases management”, “muscular dystrophies” va cac tur
déng nghia. Cac tir df)ng nghia dugc ndi véi nhau béng toan
tr OR va cac cum tir ddng nghia cia cac tir khoa duoc nbi
v6i nhau bang toan tir AND. Cu phap cudi cing duoc dua
1én 6 tim kiém cua PubMed. Chirc ning giéi han ngdn ngi,
tinh kha dung van ban, loai nghién ctru dugc st dung dé lua
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chon bai bdo tiéng Anh va tiéng Viét, san ban toan vian va
do6i tuong nghién ctru la con nguoi.

Tiéu chuan lya chon: Nghién ctu vé dugce diéu tri trong
bénh loan dudng co ving dai chi, ngdn ngir tiéng Anh hodc
tiéng Viét va 1a bai bao c6 sdn ban toan van.

Tiéu chuan loai trir: Nghién ctru in vitro, in vivo trén cac
dbi twong khong phai ngudi, cac bai bao tong quan, tong
quan c6 hé théng.

C& mdu: Léy mau tién loi.
Xir Iy 56 liéu: Tong hop sb lidu, phan tich.

2.2. M6 ta dac diém lim sang, cdn ldm sang ¢ bénh
nhdn loan dwéong co vang dai chi tai Bénh vién E, Bénh
vién Bach Mai

Thiét ké nghién ciru: Nghién ciru mo ta cit ngang.

Poi twong nghién ciru: BN duge chan doan loan dudng
co vung dai chi theo ENMC (1995), dua vao tri¢u chung
lam sang va can lam sang: men co, di¢n co, mo6 bénh hoc co.

Tiéu chudn hea chon: BN c6 teo co, yéu co ving gbc chi
2 bén, tir tir, ting dan, khoi phat bénh sau 2 tudi. Co ting
men co, két qua dién co khiang dinh bénh 1y ngudn gdc co,
loai trir cac bénh ly co do than kinh; két qua mo6 bénh hoc co
6 cac dic diém thoai hoa co, xam nhép md, mo xo va loai
tri bénh 1y co viém.

Tiéu chuan logi trir: Loai trir cac BN ¢6 biéu hién khoi
phat 1a yéu co O mat, mét, ¢b: BN & giai doan cudi, suy kiét,
¢6 bién chimg nang: boi nhiém, thé may... va nhilng BN
khong dong ¥ tham gia nghién ctru.

C& mau: Lay miu tit ca cac BN du tiéu chuin nghién
ctu tai Khoa Co xuong khdp, Bénh vién E va Bénh vién
Bach Mai tir thang 12/2022 dén thang 5/2023 (chon dugc
15 BN phu hop).

Xir 1y 56 liéu: M6 ta bién dinh tinh bang tin suit va bién
dinh luong c6 phan phdi chun bing trung binh, d6 1éch. St
dung phan mém SPSS 20.0.

3. Két qua va ban luan

3.1. Tong quan hé théng vé dwoc diéu tri trong bénh
loan duwong co vang dai chi

Cac nghién ctru lién quan dén duoc diéu tri trong bénh
loan dudng co vung dai chi theo trinh tu thoi gian dugec mo
ta ¢ bang 1.
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Bang 1. Dic diém cac nghién ciru.

Thirtw  Téc gid, nim cong bd Loai nghién ciru Quic gia Giai doan nghién ciru

1 K. Folkers va cs (1985) [5] Thir nghiém chéo md, mu doi, co gia duge Hoa Ky Thur nghi¢m giai doan II1
2 M.C. Dalakas va cs (1987) [6] Béo cdo ca lam sang Hoa Ky Tién 1am sang

3 C. Angelini va cs (1998) [7] Bao céo ca lam sang Y Bdo cao 1am sang

4 M.C. Walter va cs (2000) [8] Thir nghiém 14m sang ngau nhién, mu doi, ¢6 gia duoc buc Thur nghi¢m giai doan III

5 M.R. Hussein va cs (2006) [9] Nghién ctru tién ctru Ai Cap Thyc nghi¢m lam sang

6 N. Darin va cs (2007) [10] Bao cao ca 1am sang Thuy Dién Bao cao 1am sang

7 K.R. Wagner va cs (2008) [11] Thir nghiém 1am sang ngau nhién, da quc gia, mil déi, c6 gia dugc Hoa Ky, Canada, Phap Thir nghi¢m giai doan I/I1
8 L.S. Krivickas va cs (2009) [12] Thir nghi¢m lam sang da trung tim Hoa Ky Thir nghi¢m giai doan II

9 A. Lerario va cs (2010) [13] Thir nghiém chéo c6 gia dugc, mi doi, ngau nhién Y Thyc nghi¢m lam sang

10 L.C.W. Kisiel va cs (2010) [14] Béo cdo ca lam sang Hoa Ky Béo cdo lam sang

11 M.G. D’Angelo va cs (2012) [15] Thir nghi¢m lam sang don trung tdm, nhan mo Y Thir nghi¢m giai doan II
12 M.C. Walter va cs (2013) [16] Thir nghiém chéo c6 gia dugc, mii doi, ngau nhién buc Thir nghi¢m giai doan 11

13 M.A.V. Albuquerque va cs (2014) [17] ~ Nghién clru hoi ciru Brazil MBb ta hoi ciru

14 A.L. Alvarez va cs (2014) [18] Béo céo ca lam sang Téay Ban Nha Bdo céo 1am sang

15 L. Politano va cs (2017) [19] Thir nghiém 1dm sang, don trung tdm, nhan mo Y Thur nghi¢m giai doan Ib/Ila
16 C. Lomma va cs (2018) [20] Bao céo ca lam sang Hoa Ky Bdo céo 1am sang

17 0.Z. Karaahmet va cs (2018) [21] Béo cdo ca 1am sang Anh Bdo céo 1am sang

18 J.R. Mendell va cs (2019) [22] Thir nghi¢m ldm sang don trung tdm, nhan mo Hoa Ky Thur nghi¢m giai doan I/Ila
19 R. Rajendram va cs (2020) [23] Bao cao ca lam sang Anh Bdo céo 1am sang

20 D.G. Leung va cs (2021) [24] Thir nghiém lam sang md rong, nhan mo Hoa Ky Thir nghiém giai doan Ib/Ila
21 A.S. Zelikovich va cs (2022) [25] Thir nghi¢m lam sang don trung tdm, nhan mo Hoa Ky Thir nghiém giai doan I/I1

Két qua bang 1 cho thiy, 21 nghién ctru hau hét dugc
thuc hién & cac nuéc chau Au va Hoa Ky. Phuong phap
nghién ctru da dang: bdo cdo cac truong hop lam sang (8
nghién cuu); thu nghiém 1am sang don/da trung tdm, nhan
mo (6 nghién ciru); thir nghiém chéo, mu doi, c6 kiém soat
gia duoc (5 nghién ctru); 1 nghién ctru hdi ciru va 1 nghién
ctru tién ctru. C& mau gitra cac nghién ctru c6 sy dao dong
16n (1-502 ngudi), chu yéu 1a cac nghién ctru it hon 30
nguoi. Poi tugng nghién ciru chu yéu 1a nam, khong gidi
han d6 tudi (ngudi 16n nhiéu hon tré em). S6 lugng BN mic
cac bénh loan dudng co khac (Duchenne, Becker) van nhiéu
hon so v6i cac BN méc loan dudng co ving dai chi.

3.1.1. Két qud cdc nghién ciru lién quan téi glucocorticoid

Trong cic nghién ciu trén c6 10 nghién ciu vé
glucocorticoid, trong d6 ¢6 3 nghién ctru vé Deflazacort, 4
nghién ctru vé Prednisone, 2 nghién ctru vé Prednisolone va
1 nghién ctru vé Betamethasone. Liéu Prednisone thuong
trong khoang 0,75-1 mg/kg/ngay. Deflazacort thudong dung
v6i lidu 0,9 mg/kg/ngay hoic 1 mg/kg/ngdy va ding chi
yéu bang dudng udng. Prednisolone ding vai liéu 0,35 mg/
kg/ngay hodc 1 mg/kg/ngay. Betamethasone dung dudng
tiém vai liéu 6,43 mg/ml. Mot s6 nghién ciru cho thay, sau
khi diéu tri béng glucocorticoid, BN ¢6 cai thién vé churc
nang van dong dang ké, nhung tinh trang bénh sé& xau di khi
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giam liéu hodc ngung ding thudc [6, 7, 9], trong khi mot sb
nghién ctru khac thi khong thay cai thién ro rét [16, 17]. Ca
10 nghién ctru déu khong ghi nhan tac dung phu nao nghiém
trong.

3.1.2. Két qua cdc nghién civu lién quan téi nhém thuoc
khang thé sinh hoc

C6 2 nghién ciru vé khang thé don dong MYO-029 véi
lidu 1-30 mg/kg/ngay, ding trong 6 thang, két qua nghién
ctru cho théy, MYO-029 cai thién déc tinh co rit cua tung
s¢i co va c6 do an toan, kha nang dung nap tdt, ngoai trur
hién tugng qua man trén da ¢ liéu 10 va 30 mg/kg. Diéu tri
bang Rituximab truyén véi lidu 375 mg/m?, 4 lan/tuan cho
théy su cai thién sttc manh co bép & BN.

3.1.3. Két qua cdc nghién cieu lién quan t6i cdc nhom
thuoc khac

C6 1 nghién ctru vé coenzyme Q10 v&i ¢& mau nho (8
BN). Nghién ciru dung thudc cho BN véi liéu 33 mg/3 lan/
ngay, két qua cho thiy, c6 4/8 BN cai thién vé thé chit, 5/8
BN cai thién vé chirc ning tim mach, nghién ctru khong phat
hién cac tic dung phu nghiém trong. C6 1 nghién ciru vé
lidu phap gen véi liéu 1x10'2 vg/kg/chi. Két qua cho thiy,
biéu hién gen SGCA sau diéu tri cudng do bat mau ting
1én khi nhuém mién dich huynh quang nhung céc phuong
phap duoc st dung trong thir nghiém nay khong di dé cai
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thién cac chire nang vén dong chinh. Cac phuong phap
diéu tri dugc s dung trong cac nghién ctru con lai rat da
dang, tir thudc chdng viém khong streroid (1 nghién ciru vé
Ibuprofen véi liéu 200 mg/ngay) dén cac dugc pham khac
nhu Creatine monohydrate (2 nghién cuu), thudc e ché
mién dich Rituximab (1 nghién ctru), Ivabradine (1 nghién
ctru), Domagrozumab (1 nghién ctru).

3.2. Pic diém lam sang, cdn lam sang ¢ bénh nhin
logn dwong co viung dai chi tai Khoa Co xwong khdp,
Bénh vién E va Bénh vién Bach Mai

3.2.1. Pdc diém lam sang

Tong s BN thu thap duoc trong nghién ciru la 15 BN
v61 9 BN nir (chiem 60%), 6 BN nam (chiém 40%), ty 1¢ nit/
nam tuong ung la 1,5/1.

Tudi trung binh ctia nhém nghién ctru 1a 27+12,0 (ndm),
thap nhét 1a 8 tudi va cao nhat 1a 53 tudi. Tudi khoi phat kha
cao: 20,7+12,5 nam (7-49 tudi). Tudi trung binh cta nhom
BN nay cao hon so v6i nghién ctru & Ha Lan véi do tudi
khoi phét trung binh 1a 12 (1-57 tudi) [1]. Thoi gian tir khi
xuét hién triéu chung dén khi duoc chan doan trung binh 1a
6,3+5,5 nim, nhanh nhét la trong vong 1 ndm va mudn nhat
la sau 18 nam.

Trong khi do, nghién ctru cua A.J.V.D. Kooi va cs (1996)
[1] chi ra thoi gian mic bénh trung binh cua nhom bénh
nhan 1a 20 ndm (2-52 nam); ¢6 15/42 BN (35,7%) phai ng01
xe lan va van duy tri dugc su chu dong di lai. Diéu nay thé
hién chét lugng cham soc suc khoe cho nguoi bénh loan
dudng co ving dai chi & do rat tdt.

Bang 2. Triéu chirng ldam sang cua bénh nhan nghién ctru.

S6 bénh nhén (n=15)

Triéu chirng Téng
Co Khong
Teo co 13 (86,7%) 2 (13,3%) 15
Yéu co 15 (100%) 0 (0%) 15
DAu hiéu Gower’s 14 (93,3%) 1 (6,7%) 15
Dang di lach bach 14 (93,3%) 1 (6,7%) 15
G udn cot sdng 10 (66,7%) 5 (33,3%) 15
Veo cot séng 10 (66,7%) 5 (33,3%) 15
Co rat gan Achille 2 (13,3%) 13 (86,7%) 15

Két qua bang 2 cho thdy, phn 16n BN déu c6 biéu hién
yéu co va teo co 1 (twong tmg 13 15/15 va 13/15 BN), trong
d6 ¢o 2 trudng hop chua teo co 1a méi & giai doan déu va
dugc chan doan sém trong vong 1 nam, vi trong gia dinh da
¢6 ngudi mic loan dudng co ving dai chi. Phan 16n BN déu
c¢6 dang di lach bach va c6 déu hiéu Gower’s (déu la 14/15
BN). S6 BN c6 biéu hién gu udn va veo cot séng kha nhiéu,
chiém ty 1& déu 1a 10/15 BN. Trong nhém nghién ctru, c6
2/15 BN c¢6 dau hiéu co rit gan Achille, bénh nhiéu nam,
hién tai d3 mat kha nang di lai, déng thoi cé co cling co canh
cot sdng thit lung, gui veo.

%H%-IE 66(7) 7.2024

Khoa hoc Y - Duoc | Y hoc Iam sang, Dugc hoc s

3.2.2. Ddc diém can lam sang cua bénh nhan nghién curu

Tt ca cac BN trong nhom nghién ctru déu c¢6 chung dic
diém la ting men co (15/15 BN), trung binh 1a 1648,5+2235,8
U/1 (thép nhat 12 180 va cao nhat 1a 8457,8 U/l). Panh gia
bilan viém ctia nhém nghién ciru cho thiy: 100% BN c6 chi
s6 CRP binh thudng, trung binh 1,1+1,0 (mg/1); chi s6 mau
ling ¢6 13 BN (chiém ty 18 86,67%) binh thuong, chi c6 2
BN c¢6 tang nhe, trung binh 11,8+7,6 (mm/h).

Bang 3. Pic diém cac xét nghiém dién co, siéu am va mé bénh hoc
cta bénh nhan nghién ctru.

S6 bénh nhan (n = 15)
Co Khong

Xét nghiém Téng

Dién co ¢6 ngudn gbc co 15 (100%) 0 (0%) 15

Teo co 13 (86,7%) 2(13,3%) 15
Siéu am

Xam nhap mo 13 (86,7%) 2(13,3%) 15

Thoai hoa sgi co 13 (86,7%) 2(13,3%) 15

Xam nhap t6 chirc xo 13 (86,7%) 2(13,3%) 15
Giai phau XAam nhap m& 13 (86,7%) 2 (13,3%) 15
bénh

Xam nhap té bao

9 0
viém 1(6,7%)  14(93,3%) 15

Phi dai soi co 13 (86,7%) 2(133%) 15

Két qua bang 3 cho thiy, tat ca cic BN déu co biéu hién
trén dién co 1a ¢ tén thuong véi ngudn gde tir co (15/15
BN). Trén hinh anh thim do qua siéu 4m, phan 16n BN co
hinh anh teo co va xam nhap md trong mo co ¢ cac muc do
khac nhau (13/15 BN). Trén mé bénh hoc mé co, phan 16n
BN ¢6 hinh anh thoai héa sgi co, xdm nhap t6 chirc xo0, xam
nhép md va phi dai soi co (13/15 BN), chi c6 1/15 BN 1a c6
xam nhép té bao viém.

4. Két luan

Téng quan vé duoc tri liéu & BN mic loan dudng co
vung dai chi: C6 21 nghién ctru dugc thuc hién, chu yéu voi
nhom thude glucocorticoid (11 nghién ctru) va cac thube con
lai it hon: Coenzyme Q10, MY0-029, Ibuprofen, Creatine
monohydrate, Rituximab, Ivabradine, Domagrozumab.
Khong thay tac dung phu nghiém trong vé glucocorticoid,
tuy nhién hiéu quéa diéu tri chua théng nhat, mot s6 nghién
ctru nhan théiy BN c6 cai thién stc co, trong khi mdt sb
nghién ctru khac thi khong dugc ghi nhan. Nghién ctru vé
MYO0-029 cho thiy su an toan va dung nap tét, c6 hién
turong qua man trén da & lidu 10 va 30 mg/kg. Nghién ciru
vé coenzyme Q10 c6 cai thién vé thé chét va chirc ning tim
mach, khong tac dung phu nghiém trong.

Quanghién curu trén 15 BN loan dudng co vung dai chi
tai Khoa Co xuong khop, Bénh vién E va Bénh vién Bach
Mai tir thang 12/2022 dén thang 5/2023 cho thiy, vé 1am
sang, tit ca BN déu co biéu hién yéu co ving dai chi, phan
16m c6 teo co, dang di lach bach, déu hiéu Gower’s, gu udn,
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veo cOt séng, mét sd co rat gan Achille. Vé can 1am sang,
tat ca BN déu c6 biéu hién tang men co, bilan viém am tinh,
tén thuong ngudn gde co trén dién co va mé bénh hoc co
¢6 diu hiéu loan dudng co: xdm nhdp md xo, md, phi dai
té bao co. Trén siéu 4m, phan 16n BN ¢6 hinh anh teo co va
xam nhap mo.

LOI CAM ON

Nghién ctru dugc tai trg boi Truong Pai hoc Y Duogc,
DPai hoc Quoc gia Ha N§i, ma so CS.22.06. Cac tac gia xin
chén thanh cam on.
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