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TOm tat

Viéc ngan ngtra va tri hodn sy khoi phéat cia bénh sa sut tri tué dugc xem 1a mot trong
nhimg uu tién hang dau cua sic khoe cong dong. Bai phén tich tong hop dé cap dén van
dé trén voi muyc tiéu xem xét lidu bo sung vitamin B12 ¢ thé ngan chan sy tién trién
suy giam nhan thirc nhe, dong thoi ciing déanh gia viéc sir dung co giup ngin ngira suy
giam nhan thac nhe & nguoi khoe manh hay khéng. C6 téng cong 18 nghién ctru ngau
nhién 1am sang c6 d6i ching lién quan dén 5.911 nguoi tham gia duge dwa vao phan
tich tong hop. Biéu do rimg cho thay b sung vitamin B khdng mang lai hiéu qua ¢ ca
hai nhém mac bénh suy giam nhan thic nhe va sa sat tri tué (Z = 3,08; p = 0,002; MD
=0,43; KTC 95 %: 0,16 +~ 0,69) va nhém nguoi khée manh (Z = 0,86; p = 0,390; MD
=0,06; KTC 95 %: —0,07 = 0,19). Nhung lai ¢ hiéu qua trong viéc cai thién ndng do
homosysteine (tHcy) trong huyét thanh (Z = 10,71; p = 0,000; MD = -0,75; KTC 95 %:
-3,25 + —2,25). Két qua cho thay: khdng c6 bang chiing vé tac dung c6 loi dbi véi mat
cai thién nhan thirc thong qua bd sung vitamin B nhung lai ¢6 hiéu qua trong viéc giam
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1 it van dé

Vitamin B12 12 mot chat quan trong cho viéc cau tao va
phét trién hong cau, phan chia va tai tao cac té bao than
kinh véi hai vai tro thiét yéu: (1) 1am chat xdc tac trong
quéa trinh sao chép DNA; (2) tham gia tao thanh
methionine — thanh phan cau tao bao myelin cua té bao
than kinh. Vitamin B12 c6 thé b6 sung qua dudng an
udng hang ngay, tuy nhién c6 mot s6 truang hop (ngudi
160 tudi, phau thuat cat bo rudt, thude, vi khuan, ...) lam
giam kha nang hap thu, gy thiéu hut vitamin B12 dan
dén xuat hién céc triéu chirng mat thang bang, mat tap
trung, rdi loan tam than, ... [1,2]. Co ché ton thwong nio
do thiéu vitamin B ciing vai bién d6i nong d6 tHey chua
duoc biét rd. Theo mot sb nghién ciru, co ché nay duoc
cho rang c6 lién quan dén viéc giam myelin hoa céc acid
nucleic, cac chat dan truyén than kinh, stress lam ting
nhu cau oxi & ndo, va tiang tong hop protein amyloid-
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beta. Cac yéu t6 nay lam ting nguy co tao ra nhitng dam
roi va khdi tap, tré thanh chudng ngai cho viéc truyén tin
hiéu, tir d6 phat trién bénh alzheimer [3,4].

Theo Té chuc Y té Thé gigi (WHO) bénh alzheimer va
cac dang sa st tri tué khac hién nam trong s6 10
nguyén nhan gy tir vong hang dau trén thé giéi, wdc
tinh c6 hon 55 triéu nguoi trén thé gioi dang mac bénh
[5]. Riéng & Viét Nam, mot sb nghién ciru ghi nhan ti
1& sa sGt tri tué 1én dén (4,8-5,0) % & ngudi trén 60 tudi
va ting dan theo do tudi [6]. Sa st tri tué 1a mot thuat
ngtt chung chi maot tap hop cac triéu ching gay ra boi
céc rdi loan anh huong dén ndo, tac dong dén tri nhé,
suy nghi, hanh vi va cam xtc. Trong d6 phd bién nhat
1a bénh alzheimer, bénh xay ra cha yéu & do tudi trén
85 tudi (> 40 %) va dbi khi ciing c6 thé khai phat dén
nhitng ngudi dudi 60 tudi (< 1 %), dugc goi la sa sit tri
tué tré khoi phat voi ti 1€ ngay mot tang.
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alzheimer anh huang nghiém trong dén chat lwong cudc
sdng ciing nhu cac hoat dong sinh hoat hang ngay, la
nguyén nhan hang dau gay ra tan tat & nguoi cao tudi
va la ganh ning cua xa hoi do tac dong 16n dén chi phi
cham soc suc khoe cua chinh pha néi chung va cua
nguoi bénh ndi riéng [7-10]. Bén canh do, alzheimer
dién tién theo thai gian, cudi cung dan dén tir vong. Hau
hét cac bénh nhan bi anh huong déu trai qua mot giai
doan trung gian duoc goi la suy giam nhan thuc nhe
(mild cognitive impairment - MCI). Nguoi bi MCI ¢é
su thiéu hut vé nhan thiic qua muic so véi nguoi binh
thuong va ho co6 nguy co mic alzheimer cao trong
tuong lai, thong ké cho thay ctr 10 ngudi bi MCI thi ¢6
khoang 8 ngudi tién trién thanh alzheimer trong 7 nim
[11]. Hién nay khdng c6 cach chira khoi bénh alzheimer
ma muc tiéu diéu tri 1a 1am cham qua trinh tién trién
cua bénh.

Gan day, mot s6 nghién ciru vé vitamin B12 dugc ghi
nhan c6 anh hudng tich cuc trong phong ngira va diéu
tri alzheimer. Dién hinh & nghién ciu cua Douaud va
cong su cho thy ring viéc bé sung vitamin B12 lam
giam 7 lan chiing teo ndo & ddi teong ngudi cao tudi ¢d
nong do homocystein (tHcy) cao trong 2 nam [12]. Tuy
nhién, van cd rat nhiéu y kién trai chiéu trong viéc st
dung vitamin B12 trong phong ngira va diéu tri
alzheimer cho thiy vitamin B12 chi lam giam tHcy
nhung lai khdng cai thién chirc niang nhan thirc. Chang
han, nhu mot phan tich tong hop (PTTH) — meta
analysis cua Li S. va cong su vé hiéu qua phong ngira
ctia c4c chat bo sung vitamin B di véi tinh trang MCI
ctia ngudi 16n tudi cho thay vitamin B 1am giam tHcy,
tri hodn hozc duy tri mirc 46 MCI cua ngudi cao tudi.
Tuy nhién nghién ciu chi lay nhitng bénh nhan bi MCI,
nguoi khoe manh va loai di nhitng nguoi bi sa sat tri
tué nang va alzheimer [13].

PTTH duoc dinh nghia 1 phan tich théng ké duoc st
dung dé két hop cac két qua cho muc dich tich hop céc
nghién ctru. PTTH dang ngay cang trd nén phd bién
trong nghién ctu y hoc, gilp cac nhan vién y té cd thé
kiém duogc thong tin, d6 hidu qua cua mot phuong phép
diéu trj c6 san tir mot s6 nghién ciru 1am sang va céch
diéu tri trong tu. Két hop céc thir nghiém 1am sang doi
chtrng ngau nhién (randomized controlled clinical trials
— RCT) la cach dé ting cuong bang chang vé hiéu qua
diéu tri [14].

Nhin chung, dé phong ngtra va diéu tri cho ngudi bi sa
stt tri tu¢ va MCI do alzheimer can c6 nhimg danh gia

1 rang hon vé tac dung cua vitamin B12, liéu luong va
thoi gian can thiép dé dat dwoc hiéu qua. O Viét Nam,
van dé nay van chwa duoc quan tdm, sé lwong nghién
ctru con han ché. Vi vay, muc tiéu nghién ctu nay la
tong hop cac RCT dat yéu cau dé dua ra két luan khéch
quan vé vai trd cua vitamin B12 va folate nhiam hd trg
cho viéc diéu tri trén 1am sang.

2 Phuong phap nghién ctru

2.1 Tim kiém va sang loc

Dé danh gia hiéu qua cua vitamin B, cu thé 1a vitamin
B12 va folate, cac thong tin dugc tong hop tir cac RCT
tr ba ngudn co so dir lieu Pubmed, EMBASE,
Cochrane di duoc sang loc tir nam 1950 dén thang
11/2022.

2.2 Tiéu chi lua chon va tiéu chi loai tru

Céc nghién ctru duoc xem 1a du diéu kién néu cac dbi
tuong bénh nhan trén 50 tudi c6 nguy co MCI,
alzheimer giai doan 1 va 2. Nhém can thiép duoc diéu
tri bang vitamin B12, folate hoic phac db cd bd sung
hai loai trén va nhém ddi chung st dung placebo. Cac
nghién ctru phai 1a nghién ciru song song dé tranh anh
huong cua giai doan trudc dén giai doan sau. Trong
nghién ctru phai c6 bai kiém tra trang thai tim than rat
gon (Mini Mental State Examination — MMSE) [15].
Céc nghién ciru khong thé truy cap toan vin, bénh nhan
c6 cac réi loan tam than tir trude, khéng cung cap théng
tin vé nhirg thay d6i cua chirc nang nhan thirc 1a khong
di diéu kién va bi loai bo.

2.3 Trich xuét dir liéu

Str dung céc cdng cu tim kiém c6 san trén ngudn co so
dir lieu va két hop “AND”, “OR”, “NOT” sau d6 tim
kiém va sang loc. Hai tac gia 1a doc lap, song song céc
RCT tir ba ngudn Pubmed, Cochrane, EMBASE dua
trén cac tiéu chi lua chon, loai trir lya chon ra cac
nghién ciru da diéu kién dé lam PTTH. Céc xung dot s&
duoc giai quyét bang thao luan, dong thuan, néu khong
giai quyét duoc vén dé sé do nguoi thir ba quyét dinh.
Céc thuat ngi tim kiém chinh bao gdm: “vitamin B”,
“vitamin B12”, “folate”, “homocysteine”, “dementia”,
“alzheimer disease”, “cognitive defect”.

2.4 Panh gia chét luong y van

Chét lugng ciia cac RCT duge dénh gia bang cong cu the
Cochrane Risk of Bias. Cong cu gom 7 chi tiéu: (1) phan
bé ngau nghién, (2) che gidu phan b, (3) lam mu, (4)
danh gia két qua 1am mu, (5) dit liéu két qua khong day
du, (6) bao céo c6 chon loc, (7) thién vi khac khong co
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mat trong sau chi tiéu trén [16]. Cac thir nghiém duoc
danh gi4 cao, thip hodc chua chéc chan trong mdi chi
tiéu trén. Mirc d6 sai léch xuat ban duoc danh gia qua
biéu d6 phéu va hdi quy tuyén tinh Egger.

Trich xuét dix liéu duoc thyc hién bai hai tac gia doc va
danh gia tinh phu hop cua tai liéu mot cach doc lap.
Néu c6 su khac biét giita hai tac gia, tac gia thi ba s&
tham gia doc va danh gia. T4t ca cac nghién ciu thoa
man tiéu chuén lya chon duoc doc toan vin dé thu nhap
s6 liéu nham chuan bi cho phan tich theo biéu mau.
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2.5 Phan tich thong ké

Nghién ciru da sir dung phan mém Python (phién ban
3.10) két hop voi thu vién PythonMeta (phién ban
1.26). Dt li¢u dugc trinh bay dudi dang trung binh £
do léch chuan. Do léch chuan cua cac thay d6i va sb
luong tham gia da dwoc ghi lai. Trong truong hop
khong c6 su thay ddi tir dit lidu co s ¢d sin thi s& dugc
tinh toan bang diém co s va diém cudi cing voi do
léch chuan cuia chung. D léch chuan cua thay ddi dugc
tinh theo cdng thirc sau:

SDchange =  (SD1)2 + (SD;)2 — (2 X hé s6 twong quan X SD; X SD,)

Trong d6: SD; 1 d6 léch chuan cua diém co sa, SD; la
diém cubi va mdi trong quan 1a mdi twong quan giira cac
diém [17]. Tinh khong dong nhat giira cac nghién cau
dugc danh gia thong qua biéu d6 ring biéu hién dudi
dang ti 1€ chénh Iéch (OR) vai khoang tin cay (KTC) 95
%. Chi sb khong dong nhat (12) ¢ ngudng 50 % duoc
coi nhu su khong ddng nhit & mirc do trung binh. Phan
tich d6 nhay ciing dwoc ap dung dé lugng gia sy 6n dinh
ctia cac két qua va ciing dé kiém tra xem ligu c6 nghién
ctru nao gay anh huang 16n t6i két qua PTTH. Trong cac
kiém dinh, mtc ¥ nghia dugc chon 12 0,05.

3 Két qua

3.1 Lwa chon nghién ctu

Tir ngay 01/01/1950 dén ngay 15/11/2022, thong qua
co s dit liéu xac dinh c6 tong cong 13.094 nghién ctu
dugc tim thay. Sau khi loai bo cac nghién ciru khong
du diéu kién bai cac cong cu tu dong, s6 lwong nghién
ctru con lai la 1.538 nghién ciru. Sau qua trinh loc tiéu
d8é va tom tat, loai ra cac bai khong thé truy xuét duoc,
174 bai duoc xem xét du diéu kién cho thyuc hién tiép.
Cudi cung chon ra duoc 18 nghién ctru duge dua vao
PTTH. Quy trinh lya chon nghién ciu bao gém céc Ii
do loai trir duwoc thé hién qua Hinh 1.

[ Xsc dinh cdic nghién ciu théng qua co sé dir ligu v ding ki ]

Bén ghi bi x6a trude khi sang loc:
Bin ghi duge danh diu 1a khing

din didu kién béd céc cong cu tyr
déng héa (n=11.931)

Ban ghi bi loai trir™™

(n=1.310)

Bio cio khong duoe truy

xudt (n= 54)

Cac bao ciao bi loai trir:
Triang ldp (n= 129)

- Hé so durge xéc dinh tir:
& Co siv dit lidu Pubmed (n = 3.814)
= Co sir dir ligu EMBASE (n=8.917)
e Co sér dir liéu Cochrance (n = 363)
|
[ Ban ghi dugc sing loc boi ddi
ngil ddnh gid (n =1.538)
= Béo cdo tim kidm dé truy
Y xudt (n= 228)
=
2 |
Béo cdo duge danh gia da
dieu kién (n= 174)
e
el L
= Céc nghién ciru RCTs duge
-‘E dua vao didnh gid (n= 18)

Nghién ciru khong day dia
két qua MMSE (n = 22)
Nghién ciru trén nhdm
ngudi tré (n = 3)

Khing cb placebo (n= 2)

Hinh 1 So db két qua tim kiém dé danh gia viéc bd sung vitamin B trong viéc ngin ngira tién trién va didu tri
cho nguoi bi sa sat tri tué va MCI do alzheimer.
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3.2 Panh gia chét luong nghién ctu

C6 tat ca 18 nghién cuu riéng Ié duogc danh gia thong
qua cong cu the Cochrane Risk of Bias. Chi tiét vé nguy
co sai léch duoc trinh bay riéng cho tat ca cac nghién
ctru duoc dua vao PTTH. Hau hét cac nghién ciru déu
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Hinh 2a Tdng quan vé rui ro sai léch
mau xanh: nguy co sai léch thap, mau do: nguy co sai
Iéch cao, 6 trong: nguy co sai léch khdng chac chan.

Bing 1 Téng quan chi tiét thir nghiém va can thiép.

Pic diém nghién ciu Can thiép

Nahién ciu Do tudi Thai gian

ghien el 5 éc gia Nguoi tham gia trung Nhém thube diéu tri nghién citu
cua tac gia N .

binh (thang)

. 409 bénh nhan alzheimer va 5 mg folic acid, 1 mg B12, 25 mg

Aisen [18] JUSA diém MMSE tir 14 dén 26 7 lge 18
149 bénh nhan sa st tri tué .
Clarke [19] [England hoic MCI 75 |2 mg folic acid, 1mg B12 3
Connelly Scotland 57 bénh nhén alzheimer 77 1 mg.follc acid, cholinesterase 24
[20] inhibitor
De Jager . . 2 0,8 mg folic acid, 20 mg vitamin
>

[21] England 266 bénh nhan MCI > 70 tuoi| 77 B6, 0,5mg vitamin B12 24
Fan[22] [China 75 bénh nhan MCI 66 |0,4 mg acid folic 6
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Ford [10] |Australia 299 bf_enh nhan ?ar,n cao tuoi 79 |2 mg folic acid, 0,5 mg B12, 25 24
tién sir cao huyét ap mg B6
Garcia Canada 24 bénh nhan cao tuéi khoe 76 Tlf.'m bae 1 mg vitamin B12 moi 6
[23] manh thang 1 lan
Guzman Brain up-10 600 mg/day (vitamin
[24] Chile 121 bénh nhan alzheimer 74 B complex, pyridoxal phosphate, 6
folate, cyanocobalamin, ...)
481 bénh nhan MMSE < 24
c6 tién sir ot quy hozc TIA
Hankey trong 7 thang 2 mg folic acid, 0,5 mg B12,
[25] Netherlands 2.214 bénh nhan ¢4 tién st 03 |ys mg B6 108
dot quy hodc TIA trong 7
thang
E%I]Chen USA 121 bénh nhén alzheimer 68 |1,25 mg folic acid 6
Kwok [27] |Hong Kong 1‘}0 b?nh nhan alzheimer nhe 78 |5 mg folic acid, 1 mg B12 24
den vura
Mac 276 nguoi tinh nguyén khoe 1 mg folic acid, 0,5 mg B12,
Mahon [38] [NoW 283180 | b tHey > 13 pmol/L ™ l10mg B6 24
R R 0,8 mg folic acid, 0,5 mg vitamin
Perla[29] |USA 196 bénh nhan MCI 77 B12, 20 mg vitamin B6 24
31 bénh nhan trong do6 1/3 bi
Seal [30] |Australia |2 SutWi W 2cotaibien | gy g o0 o pyo 1
mach mau ndo va bénh tim
mach
Sun[31] |[Taiwan 89 bénh nhéan alzheimer 76 0,5'mgLBlz, 5mg B6, 1mg acid 6
folic, sat
Ting [32] |Netherlands (230 bénh nhan MCI 67 ﬁ];"géo"c acid, 0,5mg B12, 25 70
A A o 2 0,4 mg folic acid + 0,5 mg
Van [33] |Netherlands 2'?1? bénh nhan tir 65 tuol 73 |vitamin B12 (B-vitamin group) + 24
tro 1én A
0,015 mg vitamin D3

TIA (transient ischemic attack): thieu mau néo thoang qua; MMSE Mini Mental State Examination: kiem tra tinh trgng tam

than rat gon..

Nghién ctru lién quan dén 8.586 bénh nhan trén tong sb
RCT va dugc trinh bay két qua theo cac nhom dé hién
thi tong hop cac két qua c6 y nghia, cac nhém nghién
ctu dugc phéan loai thanh 2 nhom, trong d6 ¢ 2.254
bénh nhan alzheimer cao tudi mac do nhe va trung binh
hoac MCI [18-22, 24-29, 31,32], 3.657 bénh nhéan cao
tudi khoe manh [10, 23, 25, 28, 30, 33]. Thoi gian trung
binh cua céac thir nghiém cho nhitng nguoi mac bénh
alzheimer, MCI va ngudi khoa manh lan luot 13 20,4
thang va 19,7 thang. D6i tugng nghién ctru gom nhiing
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ngudi tir 63 tudi tre 1én. Hau hét cac nghién ctu déu
bao gdm ca nam lan nix tham gia, riéng chi cé 1 nghién
ctru chi bao gom nam [10]. Ba nghién ctu néi vé tac
ddng caa vitamin tong hop ddi véi chie nang nhan thic
dd bao gdm vitamin B trong phan tich cua ho, do dé
nghién ctru dugc dua vao xem xét [24, 31, 33]. Ngoai
ra con c6 mot nghién ciu sir dung vitamin B12 bang
duong tiém tinh mach [23]. Cac dic diém cua céc
nghién ctru duoc trinh bay trong Bang 1.

3.4 Kétqua PTTH
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Study ID

Connelfly2008
Aisen2008
HuiChen2016
Hankey2013
Guzman2021
Perla2021
delager2012
Fan2017
Ting2017
Kwok2011
Clarke2003
Sun2007

MD, IV, Fixed
Study ID
Connelly2008
Aisen2008
HuiChen2016
Hankey2013
Guzman2021
Perla2021
delager2012
Fan2017
Ting2017
Kwok2011
Clarke2003
Sun2007
Total

Experiment Group

mean sd number
0.09 3.30 23

-2.65 4.56 202

0.16 9.04 61

0.72 4.93 244
-0.20 5.03 37

-0.30 2.84 95

-0.40 2.84 110
26.03 1.01 38

0.15 3.48 118
2.10 3.70 59

0.04 2.58 72

0.15 4.01 45

n Effect(95% CI)
41 -0.13 [-1.96, 1.70]

340
121
481
74
196
223
75
230
112
138
89
2120

0.43 (-0.54, 1.40)
0.99 [-2.67, 4.65)
-0.40 [-1.24, 0.44]
0.07 [-2.40, 2.54]
0.20 {-0.55, 0.95)
0.10 {-0.63, 0.83)
1.14 [0.63, 1.65)
0.54 [-0.19, 1.27]
-0.70 [-2.39, 0.99]
0.39 [-0.43, 1.21]
-0.26 [-2.15, 1.63]
0.43 [0.16, 0.69)

Control Group
mean sd number
0.22 2.67 18
-3.08 4.46 138
-0.83 11.33 60
1.12 4,44 237
-0.27 5.80 37
-0.50 248 101
-0.50 2.69 113
24.89 1.21 37
-0.39 2.01 112
2,80 5.20 53
-0.35 2.36 86
0.41 5.02 44

Weight(%)

2.05

7.22

0.51

9.76

1.12

12.23

12.98

26.86

12,86

2.40

10.09

1.92

100.00

MD, IV, Fixed
Connelty2008 -
Aisen2008 - —_—
HuiChen2016 -
Hankey2013 - —_—
Guzman2021 -
Peria2021 - —
delager2012 - —f—
Fan2017 - e
Ting2017 - “+—
Kwok2011 - —_—_—
Carke2003 - A B
Sun2007 - _—
Overall - -
40 20 00 20 40

Favours Expenment Favours Control

12 studies included (N=2120)
Heterogeneity: Q=15.37 (p=0.172), 12=28.42%
Overall effect test: z=3.18, p=0.002

Hinh 3 Biéu d6 ring: su khéac biét vé diém trung binh kiém tra MMSE (KTC 95 %)
cta bénh nhan alzheimer, MCI cta cac nghién ciru

khong co ¥ nghia vé mat thong ké (Hinh 3, Hinh 4). Tuy
nhién, cac nghién ctru khac nhau vé dir liéu dwoc béo cao
¢6 nguy co sai léch va duong nhu anh huéng dén hiéu
qua tong thé va 1a nguyén nhan chinh gay ra su khdng
dong nhat dang ké. Két luan nay duoc hd tro bai viéc
kiém tra tryc quan biéu & phéu (Hinh 5, Hinh 6).

Két qua vé su thay doi MMSE va bao céo sy thay doi
trung binh gitta nhém str dung vitamin B va gia dugc:

O nhém ngudi bi alzheimer va MCI, vitamin B khéng
¢6 hiéu qua trong cai thién diém s6 MMSE (MD = 0,43;
[KTC 95 %: 0,16 + 0,69]). Ddi v&i ngudi cao tudi khoe
manh, két qua ghi nhan vitamin B mang lai hiéu qua rat
nho (MD = 0,06; [KTC 95 %: —0,07 + 0,19]), diéu nay

Experiment Group Control Group

Study 1D mean sd number mean  sd number MO, V. Fixed
Ford2010 0.10 1.80 150 0.00 .70 149

Hankey2013 -0.22 1.82 1110 -0.25 208 1104 Ford2010 - ———
McMahon2006 0.10 1.71 124 0.15 1.53 125

Garcia2004 0.80 200 10 060 240 12 Hankey2013 - L
Seal2002 1.00 320 9 1.60 210 8

Van2014 010 262 425 030 260 431 McMahon2006 - -1
MD, IV, Fixed Garcia2004 -

Study ID n Fffﬂl{t('}S% CI) Weight(%) 12007 -

Ford2010 299 0.10 [-0.30, 0.50] 10.84

Hankey2013 2214 0.03 [-0.13, 0.19] 64.30 \BR2014 - i .
McMahon2006 249 -0.05 [-0.45, 0.35] 10.51

Garcia2004 22 1.40 [-0.44, 3.24] 0.51 -

Seal2002 17 -0.60 [-3.15, 1.95] 0.26

Van2014 856 0.20 [-0.16, 0.56] 13.49 Overall - ’
Total 3657 0.06 [-0.07, 0.19] 100.00

6 studies included (N=3657) -

Heterogeneity: Q=3.35 (p=0.647), 1*=0%

Overall effect test: z=0.86, p=0.390 B o Y P " o "

Favours Experiment Favours Control
Hinh 4 Biéu d6 ring: su khéc biét vé& diém trung binh kiém tra MMSE (KTC 95 %)
clia ngudi cao tudi khoé manh cua cac nghién ciu.
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Phan 16n céc nghién ctru nam rai rac trong ving tam
giac cho thay sy sai léch cong bd, c6 sy tac dong cua
cac nghién ciru nho 1én nghién ciru nay va khong dong
nhat, gy ra su bat dbi xtng cuia biéu ¢ phéu. DU hiéu
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Hinh 5 Biéu d6 phéu: d¢ sai léch cua bai kiém tra MMSE
cta bénh nhan alzheimer, MCI cua cac nghién cau — PTTH

Study 1D

Experiment Group

mean sd number
Connelly2008 3.65 5.32 23
Aisen2008 2.42 3.35 177
HuiChen2016 5.30 10.02 61
Guzman2021 0.03 6.35 37
Perla2021 2.90 4.05 a5
delager2012 2.60 4.01 110
Kwok2011 5.00 5.08 61
Clarke2003 3.80 6.42 71
Sun2007 1.00 7.47 45
MD, 1V, Fixed
Study 1D n Effect(95% CI)
Connelly2008 41 4.04 [-7.22, -0.86)
Alsen2008 296 1,56 [-2.24, -0.88]
HuiChen2016 121 9.78 [-13.22, -6.34]
Guzman2021 74 -2.56 [-5.64, 0.52]
Perla2021 196 -3.90 [-5.36, -2.44]
delager2012 223 -3.40 [-4.81, -1.99]
Kwok2011 119 6.30 [-8.33, -4.27]
Clarke2003 140 4,20 [-6.46, -1,94)
Sun2007 89 -1.10 [4.67, 2.47]
Total 1299 2.75[-3.25, -2.25]

9 studies included (N=1299)
Heterogeneity: Q=45.94 (p=0.000), 12=82.59%
Overall effect test: z=10.71, p=0.000

Egger's test
neerCepl=.1.2%
pevatuesd 103

40

Control Group

mean
0.39
0.86
4.48
259
1.00
0.80
1.30
0.40
0.10
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qua vé su thay d6i MMSE cua vitamin B khong duoc
tim thiy, nhung & Hinh 7 cho thdy ring, viéc b sung
vitamin B lam giam tHcy rat rd rét (MD = —2,75; [KTC
95 %: tir —3,25 dén —2,25]).
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Hinh 6 Biéu do phéu: do sai léch cuia bai kiém tra MMSE
cua ngudi cao tudi khoé manh cua cdc nghién cau — PTTH

sd number
5.01 18
259 119
925 60
716 37
6.23 101
647 113
6.12 58
7.21 69
9.54 44
Weight(%)
2.51
55.01
2,14
2.66
11.83
12.75
6.16
494
1.99
100.00

MD, IV Fixed
Connelly2008 -
Aisen2008 - -
HuiChen2016 - ——e—ve
Guzman2021 - —_——
Perla2021 - —y—
dejager2012 - —_—
Kwok2011 - e
Clarke2003 - —_—
Sun2007 - ————
Overall - O
10.0 5.0 00 50 100

Favours Expenment Favours Control

Hinh 7 Biéu d6 rung: sy khéc biét vé diém trung binh muc tHey (KTC 95 %)
cta nguoi cao tuoi khoé manh ciia cac nghién cuu.
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4 Ban luan

Nghién ctru nay dugc thuc hién trén 3 co s¢ dir liéu
EMBASE, Cochrane, Pubmed véi tong sé 13.094
nghién ciru tir nam 1950 dén thang 11/2022 va sau khi
sang loc cudi cting con lai 18 nghién cttu RCT ¢d nhiéu
dic diém khac nhau, d6ng thoi nhém tac gia ciing tién
hanh kiém tra lai chat lugng y van ting nghién ctu
RCT trudc khi tién hanh PTTH bang cong cu the
Cochrane Risk of Bias d¢é mang lai két qua chinh xac,
c6 do tin cay cao. Tir bang tom tat dac diém cac nghién
ctru cho thdy, méi quan hé gitra viéc sir dung vitamin
B, tHcy cao va sy MCI ngay cang dugc gisi nghién cau
quan tam vai hy vong c6 thé cai thién duoc chirc ning
nhan thirc bang viéc giam tHey — mot trong nhirng yéu
t6 nguy co gay ra MCI.

Nghién ctru nay giai quyét hai van dé chinh, mot 1a sir
dung trong hd tro diéu tri cho ngudi bi MCI, qua dé
kiém tra mi quan hé giira vitamin B va su giam tHcy,
hai 14 dung dé phong ngira MCI ¢ nguoi khoe manh.
Nhin chung, khi tong hop céc két qua tha nghiém RCT,
vitamin B khong tac dong trong viéc lam cham quéa
trinh MCI thong qua bai kiém tra trang thai tm than
rit gon (MMSE), diéu nay ap dung cho ca ngudi khoe
manh va nguoi bi MCI va tham chi & nhom ngudoi MCI,
mot vai nghién ciru chi ra nhém gia duoc con dugce wa
chudng hon nhém st dung vitamin B, vi vay st dung
vitamin B duong uéng dé ngan chan sy MCI chua dugc
khuyén nghi. Mic du chua dugc ghi nhan vé tac dung
dbi vai chirc nang nhan thirc nhung vitamin B12 va
folate lai c6 hiéu qua rd rét trong viéc giam ndng do
tHcy. Pay 1a mot tin hiéu tich cuc va can duoc quan
tdm thém ¢ céc bai nghlen ctru trong tuong lai, qua do
can c6 cac nghién ctru tong quan lam rd thém vé méi
lién quan gitra vitamin B, tHcy, MCI. Liéu giam tHcy
c6 1am cham tc d6 a0 héa nhan thirc, cling nhu ¢6 thé
phong ngura MCI & nguoi khoe manh hay khéng con
phu thudc vao bénh nhén st dung vitamin B trong thoi
gian dai. Nhung nhin chung trong cac PTTH hién nay,
viéc bo sung vitamin B khong anh huong dang ké dén
chirc nang nhan thte, nhitng nghién ctru tién b hon vé
mat hinh anh hoc (MRI, CT scan so ndo) cé thé xac
dinh két qua & mot khia canh khac cua qué trinh |40 hoa

nhan thac va giup danh gia khach quan hon nén dugc
thuc hién trong tuong lai.

Tuy nhién, PTTH nay con mét s6 han ché: (1) cac bai
khong phai bang tiéng Anh sé bi loai; (2) thoi gian diéu
tri va ¢& mau caa mdi nghién ciru RCT 1a khong dong
nhét, dan dén mot cau hoi duoc dit ra, liéu rang nhing
nghién ctru vai thoi gian ngén c6 that sy s& hidu qua khi
thuc hién vai thoi gian dai hon; (3) cac bai RCT khong
ddng nhit vé thang do chirc ning nhan nhac va van
chua c6 thang do chuyén biét danh cho ngudi bi MCI,
hién tai cac nghién ciru da s6 s dung bai kiém tra
MMSE va dugc chap nhan trén 1am sang mac du trong
vai ndm qua cic nha khoa hoc di néu ra nhugc diém
lién quan dén thang diém MMSE, song dé dong nhat
két qua, tranh sai léch trong viéc chuyén d6i qua lai
giita cac bai kiém tra, cac bai khdng sir dung thang do
MMSE phai bj loai trir nén c6 thé mot vai nghién ctu
quan trong khac di bi bo s6t. Bong thoi nghién cau tap
trung & nhitng nguoi cao tudi, do dé c6 vo s yéu tb rui
ro, cac bénh kém theo khac lam giam hiéu qua cua
vitamin B trong viéc phong ngira va diéu tri MCI, hozc
¢6 anh huong 1én MCI khong qua con duong tHcy.

5 Két luan va dé xuat

PTTH gom 18 nghién ctru RCT duoc tong hop va danh
gia chat luong y vin cho thdy da sb cac nghién ctru déu
¢6 rui ro sai léch cao, thap hozc chua 16 rang va khong
néu tac dung dang ké vé viéc bo sung vitamin B d6i voi
chirc nang nhan thirc nhung ching lai ¢d hiéu qua trong
giam nong do tHey — mét trong nhitng yéu té quan
trong trong bénh alzheimer, lién quan dén viéc ting
nguy co MCI va sa st tri tu¢, mac di bang ching cé
san tir cac nghién ciru ngau nhién c6 ddi chitng cho thay
khdng co lgi ich nhan thac ré rang caa viéc giam tHey
bang cach st dung vitamin B. Vi vy, trong tuong lai
can ¢6 nhiing nghién ciru RCT thiét ké tot hon véi ¢
mau lén hon, 1au dai hon két hop nhiéu thang do khéc
nhau vé viéc str dung vitamin B dé cd thém bang ching
dang tin cdy, vitng manh. Tir d6 c6 thé gop phan hiéu
qua phong ngira ciing nhu sir dung hd tro diéu tri trong
thoi gian sém nhat, bén canh d6 can chd trong phong
ngura alzheimer ngay tir giai doan MCI trén [am sang.
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Meta-analysis on the use of vitamin B in preventing and treating people with dementia and
cognitive impairment caused by Alzheimer’s disease

Duong Hon Minh, Cao Kim Xoa, Nguyen Ngoc Minh Chau
Faculty of Pharmacy, Nguyen Tat Thanh University
dhminh@ntt.edu.vn

Abstracts The prevention and delay of the onset of Alzheimer’s is considered one of the top priorities of public
health care. The meta-analysis mentioned in this issue considers whether vitamin B supplements could successfully
prevent the progressing of cognitive impairment and prevent impairment from using vitamin B in healthy
population groups. A total of 18 RCT studies involing 5911 participants were put into the meta-analysis. The forest
plot shows that vitamin B supplementation is not effective in both patients with Mild cognitive impairment (MCI),
Alzheimer’s disease (Z = 3.08; p = 0.002; MD: 0.38; 95 % CI: 0.14, 0.63), and as well as the healthy group (Z =
0.86; p =0.390; MD: 0.06; 95 % CI: from —0.07 to 0.19). In contrast, they effectively improve homocysteine levels
in serum (tHcy) (Z = 10.71; p = 0.000; MD: —0.75; 95 % CI: from —3.25 to —2.25). In conclusion, there is no
evidence of beneficial effectiveness on improving cognitive impairment through vitamin B supplementation.
However, it effectively reduces the tHcy concentration.

Keywords Dementia, alzheimer’s disease, mild cognitive impairment, vitamin B12, folate
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