TAP CHI NGHIEN ClPU Y HOC

DAC PIEM LAM SANG, CAN LAM SANG VA BAT THUONG GEN
TREN BENH NHAN LOAN DUONG CO VUNG DAI CHI
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Céc tac giad budc ddu nghién cltru nham mé ta dic diém lam sang, cén 1am sang va mét sb bét thudng
gen trong bénh LGMD. Thiét ké nghién ciru la tién ctu, mé ta cat ngang. Bénh nhén (BN) tai Bénh vién E,
Bénh vién Bach Mai tir thang 1/2019 dén thang 9/2022 duwoc chan doén LGMD duwa theo tiéu chuén cta
Bushby 1996. Nhém nghién ctru gédm 12 BN (7 ni#), tudi trung binh 1a 27,3 + 13,2 (8 - 53), khéi phat bénh tor
7 - 49 tudi, dugc chén doan & 28,3 + 13,1 tudi. Tt cd BN déu cé yéu co, teo co vung dai chi (chi trén 100%,
chi dudi 91,7%). Phan I6n BN khéi phét bénh & chi duwdi (75%). Chi cé 5 BN (41,7%) dwoc chdn doan bénh
trirée 5 ndm. Céc thé bat thuong gen duoc phat hién la LGMD R3, R5, D4. LGMD |a nhém bénh hiém gép,
d6 tudi khéi phat bénh da dang, phén Ién & ngudi truéng thanh. Nguoi bénh cé biéu hién yéu co, teo co viing
dai chi, thuong duroc chan doan mudn. Gidi trinh tw gen thé hé méi cho phép phat hién cac loai dot bién.

T khéa: Yéu co, teo co, loan dwdng co, vuing dai chi, bat thwong gen.

I. DAT VAN DE

Loan dudng co vung dai chi (LGMD) la mét
trong 4 nhém bénh i loan dwdng co phd bién
nhét, véi dac diém kém déng nhéat cao nhét, c6
nhiéu dang ddt bién khac nhau, cé khi nhiéu vi
tri bat thwong gen trén cing mot ngudi bénh. 3

Tai Viét Nam hién nay mot sb nhém bénh li
loan dwdng co nhw Duchenne, Becker da dwoc
nhidu tac gia, nhiéu trung tdm di sau nghién
cru. Tuy nhién, nhédm bénh li loan dwéng co
vung dai chi chwa dwoc nghién clru.*® Cac triéu
ching vé co nhiéu trwéng hop chwa tim dwoc
nguyén nhan trén thwc hanh lam sang, dbi khi
dwoc chan doan chung 1a viém co.8

Bénh |i LGMD véi ddc diém sb lwong gen
gay bénh I&n va bénh canh phurc tap, gép nhiéu
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khé khan trong chan doan phan biét trén |am
sang v&i cac bénh i co di truyén va mac phai
khac. Trwéc day, dé tim dwoc can nguyén di
truyén cGa bénh LGMD gap rat nhiéu kho khan
vi cac phwong phéap xac dinh dét bién ci chi
cho phép xac dinh txng doan gen ma khéng
dong thoi trén nhiéu gen. Céng nghé giai trinh
tw gen thé hé mai (Next-generation sequencing
- NGS) vira dap &ng dugc cac yéu cau nay,
vira m& ra co hoi lon, cé tinh cach mang cho
ngudi bénh va thay thudc trong viéc tiép can
chan doan LGMD sé'm, hiéu qua.

Hién nay, tai Viét Nam, céng nghé nay dang
tirng bwédc dwec ap dung trén |dm sang cling
nhw cac nghién ctru 1&m sang. Tai Trung tam
nghién ctru Gen-Protein, Trwdng Dai hoc Y Ha
Noi, da ng dung phwong phap gidi trinh tw
gen thé hé méi va da dat dwoc mot sb két qua
trong chan doan cac bénh li di truyén hiém thay
thé cho cac ky thuat cb dién, trong d6 c6 bénh
I loan duéng co gbc chi LGMD.
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Viéc chan doan sém, chinh xac bénh LGMD
sé gilip quan ly tét bénh nhan va gia dinh ho dé
¢6 nhirng tw van di truyén thich hop nhdm muc
dich ngdn nglra va gidm ti I& méc bénh & cac
thé hé tiép theo, dbng thoi gia tdng hiéu qua
phong bénh, gitp ngwdi bénh phuc hdi chirc
nang, duy tri strc co, nang cao chat lwgng cudc
sbéng, han ché mét phan nhirtng hau qua ning
né do bénh nhan va gia dinh ho.

Do vay, chung t6i quyét dinh tién hanh
nghién ctru: “Dac diém lam sang, can lam
sang va mot sd bat thuwong gen trong bénh
loan dwdng co vung dai chi” v&i 2 muc tiéu: 1.
M6 ta triéu chirng 1am sang, can lam sang &
bénh nhan loan dwdng co vung dai chi. 2. Xac
dinh moét sé bat thuong gen & bénh nhan loan
duwdng co vung dai chi.

Il. DOI TWVQONG VA PHUONG PHAP
1. Péi twong

Tiéu chuén Iwa chon

Bénh nhan dwoc chan doan LGMD theo

Bushby (1996), dwa vao triéu chirng 1am sang,
men co, dién co, mdé bénh hoc co’:

- Lam sang: teo co, yéu co vung gbc chi 2
bén, tw tlr, ting dan.

- Men co tang.

- DBién co: bénh li ngudn gbc co, loai triy cac
bénh li co' do than kinh.

- M6 bénh hoc co: Hinh &nh loan dwéng co
v&i cac dac diém thoai hda co, xam nhap mé&,
mo xo. Loai trlr bénh li co viém.

Tiéu chuan loai tree

- Loai trlr cac bénh nhan cé biéu hién yéu
teo co gbc chi co tudi < 8 tudi.

- Loai trir nhirng bénh nhan duoc chan doan
LGMD nhung & giai doan cudi, suy kiét, kém
theo cac bién chirng nang: boi nhiém, thd may...

- Loai trlr nhitng bénh nhan khéng ddng y
tham gia nghién ctru.

2. Phwong phap

Thiét ké nghién ciru

Nghién clru mé ta cat ngang.

C& mau nghién ctru

Chon mau khéng xac suét (mau tién loi),
chon tat ca cac dbi twong da tiéu chuan nghién
ctru tai Khoa Co Xwong Khép, Bénh vién E va
Bénh vién Bach Mai trong khodng thoi gian tir
thang 1/2019 dén thang 9/2022: chon dugc 12
bénh nhan phu hop.

Phuwong tién nghién ciru

Kham lam sang, thwéc do, bua phan xa,
may xét nghiém mau tai Khoa Huyét hoc, Khoa
Sinh hoéa, Bénh vién E, Bénh vién Bach Mai va
may xét nghiém giai trinh tw gen NGS tai Trung
tdm Nghién cru Gen-protein, Trwdng Bai hoc
Y Ha Noi.

Ky thuét thu thap sé liéu

Théng tin dwoc thu thap qua mot mau bénh
an nghién ctru thong nhat.
3. Xt li s6 liéu

- S6 lieu dwoc ma héa, nhap, x |i va phan
tich.

- Céac bién sb dinh tinh dworc tinh theo ti 18%.

- Céc bién sb dinh lwong dwoc tinh gia tri
trung binh, d6 léch.

- Chi s6 BMI: tinh theo cong thirc: BMI = can
nang (kg)/ (chieu cao (m))? (don vi: kg/m?).

- Banh gia m&rc d6 béo phi dwa trén chi sb
BMI theo WHO:

+ BMI < 18,5: ngudi gay.

+ BMI = 18,5 - 24,9: binh thuwong.

+ BMI = 25: thira can.

+ BMI = 25 - 29,9: tién béo phi.

+ BMI = 30: ngu&i béo phi.

- Chi s6 hoat do CK toan phan huyét twong
& nam do & 370C binh thwong la 38-174 U/L, &
nr la 26 - 140 U/L.

170

TCNCYH 162 (1) - 2023



TAP CHI NGHIEN ClPU Y HOC

- Chi s6 CRP binh thuwéng: < 10 mgl/L.

- Gia tri cha men CK binh thuwdng sé phu
thudc vao gidi tinh:

+ Nam: 38 - 174 U/L.

+ N@: 26 - 140 U/L.

- Két qua ESR binh thwong l1a 1-13 mm/hr
doi v&i nam va 1 - 20 mm/hr doi véi nir.

4. Dao dirc nghién ctru

- Nghién ctru dugc thye hién tai Bé€nh vién
E, Bénh vién Bach Mai va dwoc cac bénh vién,
HGi dong dao dire clia Trweong Dai hoc Y Ha Noi
chap thuan.

- Céac théng tin vé déi twong nghién cutru
dwoc ma hoa, nhap vao may tinh va dugc gitr
bi mat.

. KET QUA
1. Dac diém chung cua déi twong nghién ciru

Tbng s6 bénh nhan thu thap dwoc trong thoi
gian nghién cu la 12 bénh nhan v&i 7 bénh
nhan nir (58,3%), 5 bénh nhan nam (41,7%), ty
|& ni/nam twong (ng 1a 1,4/1. Tubi trung binh

cia nhom nghién ctru la 27,3 £ 13,2 (nam),
thap nhat Ia 8 tudi va cao nhat Ia 53 tudi, véi 2
bénh nhan & do tudi < 16 tudi (chiém 16,7%) va
10 bénh nhan = 16 tudi (83,3%).

Chi s6 BMI trung binh clia nhém nghién ciru
la 19,1 + 3,7 (thdp nhat 1a 13,7 va cao nhét la
24,3). Trong d6, c6 4 bénh nhan gay c6 BMI <
18,5 (33,3%) va 8 bénh nhan con lai & mic BMI
binh thuwdng (66,7%).

Trinh d6 hoc van cGa nhém nghién ctwu
chiém ty 1& nhiéu nhat Ia trinh d6 dai hoc tr&
Ién v&i 6 bénh nhan (chiém 50%), 1 bénh nhan
trinh d6 cao dang, trung cap (8,4%), 2 bénh
nhan trinh d& phé théng trung hoc (16,7%) va
trinh d6 phd théng co sé tré xudng cé 3 bénh
nhan (25%) 1a cac bénh nhan nhd tubi.

Phan I&én nhém nghién ctu déu cé nghé
nghiép v&i 5 bénh nhan (41,7%) dang la can
b6 vién chlrc clia cac co quan nha nwoéc, 5
bénh nhan dang la hoc sinh sinh vién va chi co6
2 bénh nhén (16,7%) phu thuéc hoan toan vao
gia dinh vi han ché van déng nhiéu do yéu co
nang, co cirng.

2. Dac diém lam sang cua bénh nhan loan dwéng co ving dai chi

Bang 1. Cac dac diém vé thei gian cia nhém nghién ciru

Trung binh Min - Max n

Tudi hién nay (n&m) 27,3132 8-53 12

Tubi kh&i phat bénh (nam) 20,6 £ 13,7 7-49 12

Tudi phat hién bénh (nam) 23,9+ 14,2 7-52 12

Tudi dwoc chan doan bénh LGMD (ndm) 26,3 + 13,1 8-53 12
Tudi tan phé (nam) 13-14 2

Thei gian dén khi phat hién bénh (n&m) 33+25 0-7 12
Thaoi gian dén khi dwoc chan doan bénh (ndm) 57+5,1 1-18 12

Tudi khéi phat va phat hién bénh & nhém
bénh nhan nghién ctru kha cao twong tng la
20,6 + 13,7 va 23,9 £ 14,2 (nam). Tuy nhién,
dd tudi dwgc chan doan bénh thwdng muén

hon kha lau, véi thoi gian tv khi xuét hién triéu
chirng dén khi dwoc chan doan trung binh la
5,7 + 5,1 ndm, nhanh nhéat |a trong vong 1 ndm
va muodn nhat 1a sau 18 nam.

TCNCYH 162 (1) - 2023

171



TAP CHIi NGHIEN ClPU Y HOC

Bang 2. Triéu chirng lam sang ctia bénh nhan nghién ctru

S6 bénh nhan (n=12) Téng
Triéu chirng
Co Khéng n %

Teo co 11 1 10 83,3
Yéu co 12 0 10 83,3
DAu hiéu Gower’s 10 2 12 100
Déang di lach bach 11 1 12 100
Gu wdn cot sbng 8 4 12 100
Veo cot sdng 8 4 12 100
Co rut gan Achille 0 12 12 100

Phan I&n bénh nhan déu cé biéu hién yéu
co va teo co rd (twong wng la 100% va 91,7%),
trong d6 cdé 1 trwdng hop chwa teo co la maoi
& giai doan dau va duoc chan doan sém trong
vong 1 ndm vi trong gia dinh da cé ngudi méc
LGMD. Phan I&n bénh nhan déu cé dang di

lach bach va cé dau hiéu Gower’s (twong (rng
la 91,7% va 83,3%). S6 bénh nhan c6 biéu hién
gl wén va veo cot sdng kha nhiéu, chiém ty lé
dong déu la 66,7%. Nhwng trong nhém nghién
clru chwa phat hién trwedng hgp bénh nhan nao
c6 biéu hién co rat gan Achille (chiém 0%).

3. Dic diém can lam sang cua bénh nhan loan dwéng co’ vuing dai chi

Bang 3. Dac diém xét nghiém men co’ va bilan viém cta bénh nhan nghién ctru

Téng
Xét nghiém mau Trung binh Min - Max
n %
Gia tri 1778,0 £ 2430,5 180 - 8457,8 12 100
Men co <1000 (U/L) 6 50
CK (UL) > 1000 (U/L) 6 50
Tang 12 100
Gia tri 1,0+£1,2 0,1-3,7 12 100
CRP A )
Binh thuwdng 12 100
(mg/L)
Tang > 10 mg/L 0 0
Gia tri 92145 2-14 12 100
Mau lang - -
Binh thuwdng 1 91,7
1h (mm)
Tang 1 8,3
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TAt ca cac bénh nhan trong nhém nghién
ctu déu c6 chung dic diém la tdng men co
(100%), trung binh 1a 1778,0 + 2430,5 U/l (th4p
nhat 1a 180 va cao nhéat la 8457,8). Panh gia

bilan viém ctia nhém nghién ctru thay ddc diém:
100% bénh nhan cé chi s6 CRP binh thuong,
chi s6 mau ldng c6 11 bénh nhan (chiém 91,7%)
binh thwdng, chi cé 1 bénh nhan (chiém 8,3%).

Bang 4. Pac diém cac xét nghiém dién co, siéu am va mé bénh hoc
cua bénh nhan nghién clru

S6 bénh nhan

Xét nghiém Toéng
Co Khéng
Dién co ¢ ngudn gbc co 12 0 12
Teo co 10 2 12
Siéu am
Xam nhap mé 10 2 12
Thoai hda soi co 10 2 12
Xam nhéap té chirc xo 10 2 12
Giai phau bénh Xam nhap mé& 10 2 12
Xam nhap TB viém 1 11 12
Phi dai s¢i co 10 2 12

TAt ca cac bénh nhan trong nhém nghién
ctru déu co biéu hién trén dién co 1a co tén
thwong véi ngudn gbe tr co (100%), khéng ¢c6
dau hiéu tén thwong than kinh. Trén hinh anh
thdm do qua siéu am, phan Ién bénh nhan cé
hinh anh teo co va xam nhap mé& trong mé co
& cac murc d6 khac nhau (déu 1a 83,3%). Trong

khi do, trén hinh anh m6é bénh hoc mé co thi
phan I&n bénh nhan trong nhédm nghién ctwu
cling cé cac hinh anh thoai hoa sgi co, xam
nhap té chirc xo, xam nhap m& va phi dai soi
co (83,3%), chi cod 8,3% bénh nhan la cé hinh
anh xam nhap té bao viém.

4. Mot s6 bat thwong gen cua bénh nhan loan dwéng co ving dai chi

Bang 5. Mot s bat thwong gen ctia bénh nhan loan dwéng co vung dai chi

STT Bénh nhan Tudi Gi¢i Danh phap Gen Locus
LGMD

1 Nguyé&n ThiHong N. 13 N R5 SGCG  ¢.320C>T (S107L) exon4 va
c.412C>T(Q138) exon5

2 Nguyén Van D. 26 Nam R5 SGCG  ¢.320C>T (S107L) exon4 va
c.412C>T(Q138) exon5

3 V6 Hoang Y. 22 N D4/R1  CAPN3 Chr15:42684833-42684836

4 Tran Thi L. 29 N R3 SGCA Chr17:48248032
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V&i ki thuat gidi trinh tw gen NGS, da c6 4
bénh nhan dugc thye hién xét nghiém va phat
hién cac tén thwong ddt bién gen, twong (rng
v6&i cac thé bénh dwgc dinh danh theo danh
phap qudc té 1a LGMD R3, R5 va D4/R1. Trong
dd, c6 3 bénh nhan (chiém 75%) la dot bién gen
di truyén I&n trén nhiém sic thé thwong 1a 1
bénh nhan thé R3 va 2 bénh nhan thé R5, va 1
bénh nhan (25%) c6 dot bién di truyén troi trén
nhiém sac thé thuwéng 1a thé D4.

IV. BAN LUAN

Vi téng s6 12 bénh nhan thu thap dwoc
trong nghién ctru, bénh méc & ca 2 gidi, nam
va nir. Trong nghién ctru nay, ty 1&é bénh nhan
n 1a chd yéu gdm 7/12 bénh nhan (chiém
58,3%) trong khi chi c6é 5/12 bénh nhan nam
(chiém 41,7%). Diéu nay ciing twong tw voi
cac nghién ctru trong y van, bénh Ii LGMD gap
& ca hai gi¢i va tuy theo nghién clru va nhém
bénh, ty 1& nay cé thé khac nhau."”® Theo
Urtasun M. va cOng su (1998), nghién ctru
38 bénh nhan LGMD tai Guipu’zcoa, Tay Ban
Nha, nhan thdy 21/38 (55,3%) la nam va ni
chiém 44,7%, v&i do tudi tir 6 dén 23 tubi. Van
der Kooi AJ va cdng sw (1996)'° trong nghién
cu nhém bénh nhan LGMD) & Ha Lan nhan
thay ty I& bénh nhan ni¥ chung 1a 64/105 chiém
61%, nam (39%), trong khi, dbi v&i riéng nhém
LGMD dét bién 1an thi n& chiém 25/42 bénh
nhan (chiém 59,5%), nam 40,5%.

Do tudi méc bénh clia bénh nhan LGMD rat
da dang, co thé ti tré so sinh cho dén nguoi
trwdng thanh, va nhiéu trwong hop chi khdi
phat & do tudi rat mudn."3° Theo y van, dd tudi
trung binh trong nhiéu nghién ctu nhin chung
thworng kha cao, tuy nhién tiy theo nhém va thé
bénh, cé gép nhém bénh nhan biéu bénh sém
hon. D tudi trung binh ctia nhém nghién clu
la 27,3 + 13,2 (n&m), thdp nhéat la 8 tudi va cao
nhét 1a 53 tudi. Do tudi nay cling twong tw nhw
nghién ctru clia Urtasun M. va cong sw (1998)

v6i nhém bénh nhan dé tudi tiv 6 - 23 tubi. DO
tudi trung binh chung trong nhém nghién ctru
cta Van der Kooi AJ va cong sw (1996) tai Ha
Lan la 36 tudi (8 - 66 tudi)."

V& d3c diém sinh tréc hoc ciia nhoém bénh
nhan nghién ctu, chi s BMI trung binh chung
la 19,1 + 3,7 ndm & mlc binh thuwong, tuy
nhién, c6 nhirng bénh nhan bj teo co toan than,
suy kiét ndng véi chi sé BMI chi c6 13,7, day la
bénh nhan da & giai doan mét van dong nhiéu,
dan t&i tinh trang tdo bén thwdng xuyén va dinh
dwdng kém. Trong khi d6, cling cé bénh nhan
c6 thé trang con rat tét véi chi sé6 BMI cao nhat
la 24,3 (kg/m?).

Mac du & giai doan mudn, bénh nhan LGMD
bi mat chirc néng van dong nhiéu rdi dan dén
tinh trang mét hoan toan. Tuy nhién, bénh nhan
hoan toan cé kha nang nhan thirc, hoc tap binh
thwdng, déc biét & nhirng giai doan chuwa biéu
hién hodc mai biéu hién bénh, hdu hét bénh
nhan déu rat nd lwc hoc tap va cé trinh d6 hoc
van chung kha cao, v&i 50% bénh nhan co trinh
do tir trinh d6 dai hoc tré 1én, 75% bénh nhan
cO trinh d6 tw phé thong trung hoc tré 1én va
25% bénh nhan c6 trinh do ti phé théng co s&
tr& xudng 1a cac bénh nhan con nhé tubi.

Phan 1&n nghién ctu déu cd nghé nghiép
(41,7%) va dang la can bd vién chic cla cac
co quan nha nwéc, 41,7% bénh nhan dang la
hoc sinh sinh vién va cé 2 bénh nhan (16,7%)
phu thuéc hoan toan vao gia dinh vi han ché
van dong nhiéu do yéu co nang.

V& d&c diém thoi gian khéi phat bénh cua
nhém nghién ctru, tudi khéi phat trung binh 1a
20,6 + 13,7. K&t qua nay cao hon nhiéu so voi
d6 tudi khdi phat bénh & trong nghién ciru ctia
Van der Kooi AJ va cong su (cs.) (1996) & Ha
Lan v&i d6 tudi khéi phat trung binh 1a 12 tudi (1
- 57 tubi).™ Trong nghién ctru nay cla Van der
Kooi AJ va cs. ciing chi ra thdi gian méc bénh
trung binh cdia nhém bénh nhan la 20 nam (2 -
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52 nam), diéu d6 thé hién chat lwgng chadm séc
strc khée cho nguwoi bénh LGMD & cac nuwéc
phat trién rat tét. Cling trong nhém bénh nhan
Ha Lan nay, thoi gian trung binh dén khi bénh
nhan mét kha nang di lai 13 26 (8 - 50) ndm va
trong nhém c6 15/42 bénh nhan (35,7%) phai
ngdi xe lan.

Mac du tudi kh&i phat bénh trung binh cla
nhém nghién ctru kha cao, tuy nhién, th&i gian
ttr khi mac bénh dén khi dwoc chan doan bénh
thwdong mudn hon kha lau, véi thdi gian tir khi
xuét hién triéu chirng dén khi dworc chan doan
trung binh 1a 5,7 £ 5,1 ndm, nhanh nhéat 1a trong
vong 1 ndm va mudn nhat la sau 18 nadm.

V& biéu hién Iam sang, cac bénh nhan déu
c6 bidu hién yéu co va teo co rd (twong (rng
la 100% va 91,7%). Phan Ién bénh nhan déu
c6 dang di lach bach va c6 dau hiéu Gower’s
& nhiéu mirc dd khac nhau t¥ nhe dén nang
(twong &ng la 91,7% va 83,3%). Pay la mét
trong nhirng biéu hién 1am sang kha dé nhan
biét & nhdém bénh nhan cé thdi gian dai mac
bénh va cé mirc dd yéu co nhiéu.

TAt ca cac bénh nhan trong nhém nghién
ctu (100%) déu c6 chung dac diém bilan viém
am tinh. Day ciing |a d&c diém quan trong gitip
cac bac si trén ldm sang phan biét véi cac bénh
li co viem khac. Tat ca bénh nhan trong nhém
nghién ctru déu co biéu hién tang men co, Vi
ndng d6 men CK trung binh trong huyét tvong
la 1778,0 + 2430,5 U/l (thdp nhé4t 13 180 va cao
nhét |a 8457,8). Diéu nay phu hop v&i nhiéu két
qua nghién ctru dwoc néu trong y van. Ty 1€ va
mirc d6 tdng men co cé thé thay ddi rat nhiéu
gitra cac nhédm bénh nhan va cac kiéu di truyén,
dot bién gay bénh khac nhau.62

Dién co 1a tham do can |am sang it xam lan,
dé thyc hién trén lam sang, gép phan khang
dinh can nguyén gay yéu co trén lam sang.
Viéc ng dung hiéu qua xét nghiém nay giup
ich rat nhiéu cho cac bac si trong thwc hanh

lam sang, giup phan biét véi cac bénh li do can
nguyén than kinh gay ra. Trong nghién ciru nay,
dién co cta cac bénh nhan (100%) gitp khang
dinh tén thwong véi ngudn géc tir co.

Xét nghiém vé chan doan hinh &nh, d3c biét
v@i sy trng dung cla cdng hwdng tr cho phép
khao sat tét tinh trang kich thwéc, ciu tric co
va xac dinh chinh x&c vi tri co tdn thwong." Trén
thuc té, ching téi chua c6 diéu kién dé khao sat
hinh &nh hoc méd co bang chup cong hwéng twr,
ma tham do qua siéu am, mot phwong tién rat
hiru hiéu trong thi'e hanh I1&m sang, vira thuan
tién, sn cé va chi phi thap. Trong nghién ctru
nay, phan I&n bénh nhan déu dwoc phat hién
trén siéu am co hinh anh teo co’ va xam nhap
mé& trong mé co & cac mirc dd khac nhau (déu
la 83,3%).

Hinh &nh giai phau bénh mé co c6 vai tro rat
quan trong trong chan doan ciing nhw danh gia
murc do bénh, mirc dd thoai hda, tén thwong mo
co, d&c biét néu cé thé két hop nhudém hoa mé
mién dich d& nhan biét cac protein dic hiéu trén
mang t& bao co. Tuy nhién, trong nghién ctru
nay, ching t6i chuwa khdo sat dwoc mé co béng
nhuém héa mé mién dich ma s dung phwong
phap nhudém HE va PAS. Két qua giai phau bénh
thu dwoc thi phan I&n bénh nhan trong nhém
nghién ctu ciing d&u c6 cac hinh anh thoai hoa
sQi co, xam nhap td chirc xo, xam nhap mé va
phi dai sgi co (83,3%), chi c6 8,3% bénh nhan
la ¢6 hinh &nh xam nhap té bao viém.

Khac v&i cac bénh li don gen nhw loan
dwdng co Duchenne, hay loan dwéng co
Becker ma cac ki thuat di truyén trwdc day coé
thé cho phép phat hién chinh xac cin nguyén
dot bién gen gay bénh, LGMD Ia bénh li di
truyén da gen, chinh vi thé cac ki thuat di truyén
trwdc day rat khé dé xac dinh vi tri dot bién gen
chinh xac. Vé&i ki thuat giai trinh ty gen thé hé
mé&i NGS, cho phép gidi ma déng thdi gan 200
gen lién quan dén bénh |i co va diéu nay da
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mé& ra co’ hoi to 1&n gilp chan doan céac bénh Ii
da gen nhw LGMD. Tuy nhién, nhuoc diém cla
phwong phap nay la chi phi xét nghiém rat dét
tién va phai st dung co s& dir liéu gidi ma gen
khéng 16 nén cac co s& xét nghiém can cé su
hop tac vdi labo xét nghiém Ion trén thé gi¢i moi
trién khai dwoc. Pa cé 4 bénh nhan dwoc thuc
hién xét nghiém gidi trinh tw gen theo phwong
phap NGS tai labo Trung tdm nghién cltru gen
va protein, Trwong Dai hoc Y Ha Noi va phat
hién cac tén thwong ddt bién gen, twong rng
v6&i cac thé bénh dwgc dinh danh theo danh
phap quéc té 1a LGMD R3, R5 va D4/R1. Phan
I&n bénh nhan la ton thwong dét bién gen di
truyén 1an trén nhiém séc thé thuong.

V. KET LUAN

Qua nghién ctru 12 trvong hgp bénh nhan
dwoc chan doan Loan dwéng co vang dai chi
LGMD tai Bénh vién E va Bénh vién Bach Mai
trong thoi gian tir thang 1/2019 dén thang 9/2022,
chung téi thu dwoc mét sé két qua nhw sau:

V& lam sang, tat ca bénh nhan déu co biéu
hién yéu co ving dai chi (100%), phan 16n co
biéu hién teo co (91,7%), dang di lach bach va
déu hiéu Gower’s (91,7% va 83,3%). Gu wén va
veo cot séng (66,7%), co rut gan Achille (0%).

V& biéu hién can 1am sang, tat ca bénh nhan
déu co biéu hién tdng men co va déu co bilan
viém am tinh. T4t cd bénh nhan déu cé biéu
hién ton thwong ngudn géc co trén cac xét
nghiém dién co, va trén mé bénh hoc co déu
c6 dau hién loan dwéng co, xam nhap mé xo,
m&, phi dai t& bao co. Trén hinh anh siéu am
co, phan I&n bénh nhan cé d4u hiéu tang sinh
X0 va xam nhap mo.

Céac béat thwong gen da dwoc phat hién
trong nhém bénh nhan nghién ctu véi phan
I&n bénh nhan (75%) la do d6t bién di truyén
l&n, dwoc dinh danh theo danh phap quéc té
la LGMD R3, R5 va 25% con lai 1a dét bién di
truyén tréi LGMD DA4.

TAI LIEU THAM KHAO

1. Bushby KM. Diagnostic criteria of the
limb-girdle muscular dystrophies: Report of the
ENMC consortium on limb-girdle dystrophies.
Neuromuscul Disord. 1995; 5: 71-4.

2. Hyon Ju Park and Prabha Ranganathan.
Inflammatory myopathies, The Washington
manual of Rheumatology subspecialty consult,
2 Lippincott Williams & Wilkins; St. Louis,
2012, 447-458.

3. Murphy A.P. and Straub V. LGMD: The
Classification, Natural History and Treatment
muscular dystrophy with quadriceps atrophy
maps to 11p13-p12. Brain. 2007; 130(Pt 2):
368-80.

4. Narayanaswami P, Weiss M, Selcen D,
David W, Raynor E, Carter G, Wicklund M, Barohn
RJ, Ensrud E, Griggs RC. Evidence-based
guideline summary: diagnosis and treatment of
limb-girdle and distal dystrophies: report of the
guideline development subcommittee of the
American Academy of Neurology and the practice
issues review panel of the American Association
of Neuromuscular & Electrodiagnostic medicine.
Neurology. 2014; 83(16): 1453—63.

5. Pegoraro E, Hoffman EP. Limb-Girdle
Muscular Dystrophy Overview. In: Pagon RA,
Adam MP, Ardinger HH, Wallace SE, Amemiya
A, Bean LJH, et al., editors. GeneReviews(R).
Seattle WA: University of Washington, Seattle;
1993.

6. Norwood FL, Harling C, Chinnery PF,
Eagle M, Bushby K, Straub V. Prevalence of
genetic muscle disease in Northern England:
In-depth analysis of a muscle clinic population.
Brain. 2009; 132(Pt 11): 3175-86.

7. Bénh vién Bach mai (2011). Bénh loan
duéng co. Hwéng dan chan doan va diéu tri
bénh nodi khoa, Nha xuat ban Y hoc, Ha Noi,
trang 696-698.

8. Barresi R, Morris C, Hudson J, Curtis E,

176

TCNCYH 162 (1) - 2023



Pickthall C, Bushby K, et al (2015). Conserved
expression of truncated telethonin in a patient
with limb-girdle muscular dystrophy 2G.
Neuromuscular Disorders: 25(4): 349-52.

9. Angelini C. (2020). LGMD. Identification,
description and classification. Acta Myol: 39(4):
207-217.

10. Van der Kooi AJ, Barth PG, Busch HFM,

TAP CHI NGHIEN ClPU Y HOC

de Haan R, Ginjaar HB, van Essen AJ, et al.
The clinical spectrum of limb girdle muscular
dystrophy - A survey in the Netherlands. Brain.
1996; 119(5): 1471-80.

11. Georganopoulou, D.G., Moisiadis, V.G.,
Malik, F.A. et al (2021). A Journey with LGMD:
From Protein Abnormalities to Patient Impact.
Protein J40, 466—488.

Summary

INITIAL STUDY ON CLINICAL, SUB-CLINICAL SYMPTOMS
AND GENE DEFECT IN LIMB-GIRDLE MUSCULAR DYSTROPHY
(LGMD)

This study reported the clinical, sub-clinical characteristics and gene defects in patients with
Limb-Girdle muscular dystrophy (LGMD). Between January 2019 and September 2022, 12 patients
were diagnosed with LGMD at E hospital and Bach Mai hospital based on Bushby criteria 1996. The
average age 27.3 + 13.2 years (range: 8 - 53); the average age at diagnosis was 28.3 + 13.1; and
age of onset ranged between 7 - 49 years old. All patients had muscle weakness or muscle atrophy in
upper limb-girdle area (100%) and lower limb-girdle area (91.7%). Most patients (75%) had onset of
LGMD in the shoulder girdle. Only 5 patients (41.7%) were diagnosed 5 years before disease onset.
Defect was identified in genes LGMD R3, R5, and D4. LGMD is a rare diseases, with varied age of
onset, and mostly occurs in adults. Patients with symptoms of muscle weakness and atrophy of the
limb region are often diagnosed late. New generation gene sequencing can enable early detection of
disease by identifying key gene mutations.

Keywords: Muscle weakness, muscular atrophy, muscular dystrophy, limb girdle, gene defect.
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