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Tom tat

Nhiéu nghién ctru 1am sang thir nghiém déi ching ngau nhién (randomized controlled
trial — RCT) d4 duoc thyc hién dé danh gia tac dong cua vitamin D & ngudi bénh dai thao
duong type 2 trén hai chi s6 HbAlc va duong huyét doi (fasting blood glucose — FBG)
nhung két qua con nhiéu tranh céi. Mot phan tich gop cac RCT dat chét luong theo tiéu
chuan Consolidated Standards of Reporting Trials 2010 (CONSORT 2010) la can thiét
dé dua ra két luan sau cung. Truy xuét duoc thyc hién boi 2 tac gia trén 3 co so dit lidu
Pubmed, Cochrane va Embase. Phuong phap thong ké: phuong sai nghich dao véi md
hinh tac dong ngau nhién (random effect — RE) va khoang tin cay (Confidence Interval —
Cl) 1295 %. C6 23 thir nghiém duoc phén tich gop, trong do 21 thur nghiém danh gia trén
chi s6 HbAlc va 17 thir nghiém trén chi sé FBG vai két qua lan luot 12 Mean Difference
(MD) = -0,29; CI 95 %: (-0,52) — (-0,06) v MD = 0,07; C1 95 %:  (-0,22) — (0,35).
Két luan: viéc bo sung vitamin D qua dudng udng gidp lam giam dang ké luong HbAlc
trén nguoi bénh dai thao dudng type 2 nhung khong anh huong ddi véi luong FBG.
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1 it van dé

Vitamin D 12 mot nhédm céc chét secosteroid hoa tan
trong chat béo. Hai dang vitamin D phé bién nhat 13
vitamin D3 (cholecalciferol) va vitamin D2
(ergocalciferol). Ban dau vitamin D s& duoc hydroxyl
hda & gan thanh 25-hydroxy vitamin D (25(OH)D) hay 2
con goi la calcidiol. Tai than, calcidiol s& dwoc chuyén
thanh 1,25-dihydroxy vitamin D (calcitriol). C6 mdi
lién quan mat thiét gitra vitamin D va bénh dai thao
duong (BTD), dac biét, & nhitng nguoi thudc type 2,
vitamin D giit vai trd quan trong trong viéc hap thu,
chuyén hoa canxi va phospho dong thoi duy tri nong
d6 binh thuong cua cac dang oxy hoat dong, Ca?*,...,
khong chi trong cAc té bao, ma con trong cac md dap

a) Vitamin D2
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Tur khéa

vitamin D, dai thao
duong, HbAlc, FBG,
phén tich gop

ning cua té bao f tuy, tir d6 ting khang insulin va giy
ra rbi loan dung nap glucose. [1]

b) Vitamin D3

g véi insulin. Khi vitamin D bj thiéu hut s& gay ra
bt loi trong viéc chuyén hoa glucose lam giam chtc
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Hinh 1. Céu tric hoa hoc vitamin D2 va D3
(https://pubchem.ncbi.nim.nih.gov)
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Theo Hiép hdi Pai thao duong Hoa Ki (ADA) 2021,
HbA1lc la mét loai hemoglobin dic biét ¢6 su gan két giita
duong glucose va hemoglobin. HbAlc ton tai trong hong
cau, ¢6 chirc nang van chuyén oxy va glucose di nudi co
thé. Chi s6 HbAlc > 6,5 % (48 mM/M) gdp phan chan
doan ngudi bénh DT type 2. FBG 14 ndng d6 duong do
duoc trong mau khi co thé khdng dung nap glucose it nhat
8 gio. O ngudi bénh BT, chi 6 FBG > 7 mM/L (hay
126 mg/dL).

Vay nén, HbAlc va FBG la hai chi sb xét nghiém quan
trong gilip chan doan bénh DTD.

Non-Enzymatic Glycation of Hemoglobin
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Glucose + hemoglobin — Hemoglobin A, (HbA,,)

Hinh 2. HbAlc va glucose gin két tao thanh HbAlc
(https://medlatec.vn/tin-tuc/dai-thao-duong-type-15-lada-
di-truyen-mien-dich-chan-doan-va-dieu-tri-s2-n6928)

Hién nay, c6 mot sé lugng 16n cac RCT danh gia tac
dong cua viéc bd sung vitamin D 1én bénh 1i DTD type
2 nhung két qua con nhiéu mau thuin. Mot sé nghién
ctu ung ho viéc st dung vitamin D [2,3] nhung mét sb
nghién ctru lai khong dong quan diém [4,5]. Bén canh
do, cac RCT clng mot chu dé c6 thé mang dén nhiing
két qua khéc nhau vi sy anh huong ciaa nhiéu yéu t.
Trong d6 bao gdm: viéc anh huong ciia nhém tac gia
thiét ké nghién ctru, diéu kién tién hanh nghién ciru ¢ cac
co s khac nhau c6 thé khong dong nhat, vai tro caa nha
tai trg cho nghién ciru (vi du nhu cac hang dwoc pham),
nhom dan sé tham gia nghién ctu (chung toc chau A,
chau Au, chau Phi,...) déu c6 thé anh huéng gay nhiéu
két qua nghién cau, dan dén cac két qua cua cac nghién
ctu RCT ¢6 thé khong dong nhét, tham chi 1a mau thuan
v6i nhau. Vi vay can danh gia chat lugng cac RCT theo
tiéu chuan CONSORT va tién hanh phan tich gop dé
tong hop cac két qua khéc nhau tir cac RCT doc lap.

Phan tich gop 1a phuong phap théng ké gitp tong hop
két qua tir cac nghién ctru RCT riéng Ié nham danh gia
chinh xac hon murc d¢ tac dong va dua ra cau tra loi dut
khoat cho cac két qua con dang méu thuan. Cong b

phan tich gop gan day vé tac dong cua vitamin D 1én
HbAlc va FBG ¢ nguoi bénh BDTD type 2 1a mot phan
tich tong hop cac RCT cua Hu va cong su duoc xuat
ban nam 2019 trén tap chi Medicine véi chi s6 Impact
factor nim 2020 1a 1,889 [6]. Viéc tim kiém dit lidu
trong cong bd cua Hu va cong su da thuc hién cd hé
thdng nhung chua cap nhat huéng dan cua Preferred
Reporting Items for Systematic Reviews and Meta-
analysis 2020 (PRISMA 2020) vi vy cd thé dan dén
nhitng RCT thu dwgc khong dat chét lwong theo tiéu
chuan mai cia CONSORT 2010 va lam anh huéng dén
két qua sau cung cua phan tich gop. Do d6 viéc danh
gia lai cac RCT dugc str dung trong phan tich gop caa
Hu dya theo tiéu chuan mai nhét 1a can thiét. Mt khac,
tinh tir thoi diém két thic sang loc vao ngay 31/03/2018
cua Hu va cong su [6] dén nay da xuét hién thém rat
nhiéu RCT bé sung vitamin D & nguoi bénh DT type
2. Nhirng RCT nay ciing can dugc danh gia chat luong
va dua vao phan tich gop.

Theo sy hiéu biét cia nhém tac gia, tai Viét Nam, ndng
d¢6 vitamin D ¢ nguoi bénh DTD type 2 chua dugc quan
tam nhiéu va c6 rat it nghién ciru vé van d& nay dic biét
1a phan tich gop. Vi nhitng Ii do trén, viéc tién hanh tim
kiém c6 hé théng theo hudng dan ciia PRISMA 2020
dé tién hanh nghién ciu phan tich gop, trong do sir
dung cac RCT trong cong bé cua Hu [6] va nhitng RCT
méi cap nhat dat chat lwong theo tiéu chuén
CONSORT 2010 s& gilp cung cap thém bang ching
dang tin cay vé hiéu qua cua vitamin D trén ddi twong
DTD type 2.

2 Phuong phap

Viéc tim kiém c6 hé théng va phan tich tdng hop nay
duoc thyuc hién tudn thu theo bang tiéu chi PRISMA da
duoc cap nhat nam 2020.

2.1 Chién lugc tim kiém

Chién luoc tim kiém c6 hé théng di duoc thyuc hién trén
3 co s¢ dir liéu: Pubmed, Cochrane va Embase. Nghién
ctru ndy ké thira tir phan tich gop cia Hu [6] va duoc tién
hanh cap nhat thém tir ngay 31/03/2018 dén ngay
30/11/2021 dya trén huéng dan PRISMA 2020. C4c tir
khoa tim kiém chinh bao gom “vitamin D”, “vitamin
D27, “vitamin D3” “cholecalciferol”, ‘“diabetes”,
“glycemic”, “ hyperglycemic” va “T2D”. Viéc lya chon
cac bai bao trong cac co so dit liéu duoc thuc hién bang
céch sir dung cdng cu tim kiém nang cao (Advanced
search). Thuat toan OR, AND, NOT ciing duogc két hop
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V6i cac tir khoa va tiéu dé trén ca 3 co s dir liéu. Cac
RCT dugc tién hanh sang loc dwa trén nhitng tiéu chi lya
chon va loai trir. Khi truy xuét toan van, 2 chi s6 quan
trong la HbAlc va FBG sé dugc dua vao phan tich gop
nén nhitng bai bao nao khong c6 dix kién hoac cé dix kién
nhung két qua khong r rang sé bi loai bo.

2.2 Tiéu chi lya chon va tiéu chi loai trir

Céc nghién ciru duoc lra chon bang cach sir dung cAc tiéu
chi thu nhan sau: (1) cac thir nghiém ngau nhién, c6 ddi
chang; (2) nghién ctru dugc thuc hién trén nguoi bénh
DTD duoc chan doan thude type 2; (3) da bao cdo it nhat
mot trong cac két qua vé FBG va HbAlc; (4) cac két qua
phai b&o c4o sb lidu nhat dinh; (5) ¢& mau > 10 ngudi; (6)
c6 thoi gian thir nghiém > 2 thang.

Dé tai nay loai trir cAc nghién cau 1 c4c bai reviews,
abstracts hoac nghién ctru trén dong vat va cac nghién
ctru cung cap vitamin D khéng phai ché pham duong
udng. Céac nghién ctru lién quan dén nhitng ngudi tham
gia mic bénh tiéu duong type 1, nhitng ngudi tham gia
dudi 18 tudi hoic lién quan dén nhom ngudi bénh co
tinh trang c6 thé lam thay doi chuyén héa vitamin D
nhu: DTD thai ky, DPTD sau sinh, nguoi bénh chay than
nhan tao c6 bd sung vitamin D, cudng can giap va
nhém dan sb c6 nguy co cao ciing da duoc loai trir. Bén
canh do, cac bai bao dugc xac dinh la trung lap cling da
duoc kiém tra va sang loc.

2.3 Trich xuét dir liéu

Tai liéu dugc tim kiém mat cach song song, doc 1ap boi
2 tac gia va duoc chap thuan bai mot tac gia tha ba dé
giai quyét bat dong trong giai doan sang loc dit liéu.
Sau khi loai trir c&c bai trung 1ap, viéc lya chon bai bao
duoc thuc hién it nhat 2 1an. Trong lan dau tién, cac nha
nghién ctu tién hanh sang loc tiéu dé va va phan tong
quan dé lya chon céc bai bao lién quan dap ung day du
cac tidu chi da duoc thiét ké truge. Lan tha hai, cac bai
bao duoc ghi chép tir 1an dau duoc truy xuét toan van
dé cung cap thém thong tin chi tiét cho phan tich gop.
Céc dit lidu sau ddy dwoc trich xuét tir cac bai bao RCT
dd duoc cong bd: tén tac gia chinh; ndm xuat ban; dic
diém ctia nguoi tham gia, bao gdom do tudi va gidi tinh;
s6 luong nguoi bénh tham gia tirng nhom can thiép va
nhém dbi ching; cAc bién phép can thiép; tinh trang sir
dung thudc va gia duogc thay thé; cac sé lisu vé viéc cai
thién tinh hinh bénh DTD (BMI, HbA lc, FBG,...). Tt
ca cac bt dong da duoc giai quyét bang su thao luan
va ddng thuan, trong truong hop ca hai khdng thng
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nhat dugc quan diém thi thao luan thém voi téc gia thir
ba dé dua ra quyét dinh cudi cung.

2.4 Panh gia chét lugng y vin

Céc RCT vé cing mot chii dé ¢6 thé mang dén nhiing
két qua khac nhau vi sy anh huéng cua nhiéu yéu té.
Trong d6 bao gdm: viéc anh huéng cua nhém tac gia
thiét ké nghién ctru, diéu kién tién hanh nghién ciu & cac
co s& khac nhau c6 thé khong ddng nhat, vai tro cua nha
tai trg cho nghién ciru (vi du nhu cac hing dugc pham),
nhém dan sé tham gia nghién ctu (chung toc chau A,
chau Au, chau Phi,...) déu c6 thé anh huéng gy nhiéu
két qua nghién ctu, dan dén cac két qua caa cac nghién
ctu RCT ¢d thé khong ddng nhat, tham chi 1a mau thuan
v6i nhau. Vi vay, viéc danh gia dé kiém tra xem nghién
ctru c6 dugc thiét ké dung phuong phap dé can bang cac
yéu té nhidu c6 thé anh huong dén két qua gita nhém
dung thude va nhom dbi chiéu 1a can thiét. Bé dam bao
duoc dicu nay, qua trinh thiét ké thir nghiém phai giam
thiéu tdi da cac sai sé hé thdng va cac sai s6 ngau nhién
lién quan dén viéc can thiép, cu thé Ia viéc bd sung
vitamin D cho nguoi bénh BDTD type 2.

O nghién ctu meta-analysis nay, cac RCT dugc dénh
gia chat lugng trude khi tién hanh phan tich gop. Cac
RCT di duogc st dung trong cong bd cua Hu va cac
cong sy [6] ciing dwoc tién hanh danh gia lai theo tiéu
chuan cia CONSORT 2010. C6 tat ca 37 tiéu chi bao
gom 25 tidu chi chinh va 12 tiéu chi phu theo
CONSORT 2010 d3 dugc dung dé danh gia cac RCT
véi mdi tiéu chi dugc tinh 1a 1 diém.

2.5 Phan tich thong ké

Dit liéu dwoc xir 1i theo md hinh phan tich gop bang cach
nhap toan bo s6 liéu va tién hanh xuét két qua bang phan
mém Review Manager phién ban 5.4. Phan loai dit liéu
dugc chon Ia lién tuc (continuous), phéan tich nay duoc
nhap dy du sé liéu trung binh, d6 léch chuan va sb
lwong ngudi tham gia ¢ ca 2 nhém: nhém bd sung
vitamin D va nhém placebo. Phuong phap théng ké la
phurong sai nghich dao (inverse variance). Mé hinh phan
tich duwoc chon la Random Effect (RE) véi C1 95 %. Tt
ca c4c gi tri p déu danh cho céc thir nghiém hai phia va
p < 0,05 dugc dat lam mirc co y nghia thong ke.

3 Két qua

3.1 Lwa chon nghién ciru
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Hinh 3 So d6 PRISMA cap nhat 2020 sang loc cac nghién ciru RCT dé phan tich gop danh gia viéc bo sung vitamin D
trong viéc giam luong HbAlc va duong huyét lac doi cua ngudi bénh DTD type 2

Nghién ctu duoc lay 1am gbc dé phat trién va cap
nhat la bai bao cua Hu [6] vai 19 thir nghiém duoc
phan tich gop tinh dén thang 03 nim 2018. Dya vao
nhiing tiéu chi theo bang thiét ké da néu, ching t6i da
tién hanh loai bo 4 tht nghiém. Trong d6 1 thu
nghiém khéng cung cap dua dit liéu vé chi s6 HbAlc
hoac FBG, day la thir nghiém cta Kim va cong su [7]
duoc tac gia Hu dua vao phén tich gop dé danh gia
tinh trang khang hozc bai tiét insulin. Nghién ctu cua
Soric va cong su [8] nam 2012 cling duoc loai trir vi
chi thyc hién trén c& mau qua nho.  Thir nghiém cia
Parekh va cong su [9] cé thaoi gian nghién ciru dudi 2
thang ciing duoc loai trir vi thoi gian qua ngan, khong
phu hop vai tiéu chi dat ra. Nam 2014, Kampmann
va cong su [11] ciing da tién hanh 1 nghién ciru RCT
dé danh gia anh huong cia vitamin D trén d6i twong
bénh nhan BTD type 2, tuy nhién chi thyc hién trén 8
bénh nhan mdi nhém, vi vay chiing toi ciing tién hanh
loai bo nghién ciru nay khoi phan tich gop. Cubi cuing,
15 RCT tiém ning trong tdng s6 19 RCT ban dau
dugc Hu dé xuat da duoc giit lai dé dwa vao phan tich
gop sau cung. Mat khac, 15 bai bao trén ciing duoc

danh gia lai chat luong RCT dua theo bang kiém
CONSORT 2010, va déy ciing 1a diém méi so voi
nghién ctu gbc cua Hu va cong su [6].

Trong giai doan tir 31/03/2018 dén 30/11/2021, mot
tim kiém c6 h¢ thong dé cap nhat céc nghién ctu vé
viéc bd sung vitamin D trén ngudi bénh DTD type 2
da duoc thuc hién trén ca 3 co so dir liéu: Pubmed,
Cochrane va Embase. Sau khi loai di cac nghién ctru
dugc danh gia 1a khong du diéu kién boi cac cong cu
tu dong hoa (n = 23 370) thi sé lwong bai béo con lai
la 1 964. Trong lan loc dau tién, 1 913 thir nghiém da
bi loai sau khi sang loc tiéu dé va tom tat. Trong lan
thir hai, toan b6 noi dung cta 51 nghién ciru duoc
chon trong lan thi nhat da duoc truy Xuat toan van dé
sang loc tiép. Tuy nhién, c6 9 bai bao khong thé truy
cap dugc toan van va da duoc loai bo. Sau d6 42 bai
béo duoc doc toan vin va két qua I1a c6 34 nghién ctru
bi loai do trung lap va khong du dit liéu. Sau cung,
trong giai doan tir 31/03/2018 dén 30/11/2021, 8
nghién ciru du diéu kién duoc dua vao danh gia chét
lugng RCT theo céc tiéu chuan cua bang kiém
CONSORT 2010.
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T6m lai, 15 RCT dya trén d& xuit cua Hu va cong su
[6] va 8 RCT tir viéc tim kiém mot cach cé hé thdng
da duoc danh gia day dua chit lwong RCT theo bang
kiém CONSORT 2010 va dua vao mot phan tich gop
23 RCT sau cung

3.2 Péanh gia lai chat lugng y vin

Ting bai bao duoc danh gia chit lugng dya trén
nhitng tiéu chi cua bang kiém CONSORT 2010 véi
t6ng cong 37 tiéu chi (25 tiéu chi chinh va 12 tiéu chi
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phu). Céc thir nghiém c6 dic diém chung la khdng c6
dé cap dén nhitng tiéu chi 3b, 6b, 7b, 11b, 12b, 14b,
17D, 18, 19 va 24. S6 diém cua 23 bai bao nam trong
khoang tir 17 dén 25 trén tong cong 37 tiéu chi trong
g voi 37 diém. Bai bdo cd sé diém thap nhat l1a
17/37 cua Barale va cong sy [30] va bai bao c6 sé
diém cao nhat 1a 25/37 ciia Forouhi va cong sy [22]
(Bang 1).

Bang 1 DPanh gia chat lugng y vin cac thir nghiém RCT theo tiéu chuan bang kiém CONSORT 2010

Tén tac gia Nim cong b Tong diém (max = 37)
Jorde R [8] 2009 21
Witham MD [9] 2010 22
Eftekhari MH [10] 2011 20
Heshmat R [5] 2012 21
Breslavsky A [11] 2013 21
Nasri H [12] 2014 21
Jehle S [13] 2014 22
Ryu OH [14] 2014 22
Al-Zahrani MK [15] 2014 21
Rad EY [16] 2014 21
Sadiya A [17] 2015 23
Forouhi N. G. [18] 2016 25
Mohammad MS [19] 2016 22
Razzaghi R [20] 2017 22
Imanparast F [21] 2017 24
Upreti V [22] 2018 23
Talari HR [23] 2019 22
Lo MC [24] 2019 23
Omidian M [25] 2019 23
Barale M. [26] 2020 17
El Hajj C [27] 2020 23
Cojic M [28] 2021 21
Mozaffari M [29] 2021 22

3.3 Pac diém nghién ctu

bic diém nhan khau hoc cua tit ca 23 RCT duoc trinh
bay trong Bang 2. S6 lwong ngudi bénh trong cac bai
bao khéa nho dudi 100 ngudi mdi nhom véi do tudi (48-
68) tudi, day chinh 1a d6 tudi c6 nguy co cao mac bénh
DTD type 2. Ti I¢ mac bénh theo gidi tinh giita cac
nghién cau 1a khong ddng nhat, ¢ nghién ciu nguoi
bénh BTP nhiéu hon & nam gigi, nhung nghién ctu
khéc thi nguoc lai. Bang 2 con ¢6 nhitng théng s6 dang
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quan tdm khac nhu s6 luong nguoi tham gia nghién
cty, chi s6 BMI. Ham lugng vitamin D duong udng
ctia cc thir nghiém c6 gié tri cao nhat 1a 50 000 Ul cho
mdi tuan. Hai chi s quan trong hudng dén trong nghién
ctru ndy 1a FBG, HbAlc cing vai liéu dung, thoi gian
thir nghiém duoc ghi chép mot cach can than dé mang
lai thdng tin chi tiét nhat (Bang 3). C4c loai vitamin D
trong nghién cau nay gom:

e Cholecalciferol D3
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- 25-Hydroxycholecalciferol (calcifediol)
- 1,25-Dihydroxycholecalciferol (Calcitriol)

- 24,25-Dihydroxycholecalciferol (Secalcifediol)

e Ergocalciferol D2
- 25 hydroxy vitamin D2

- 1,25 dihydroxy vitamin D2

Biang 2 Thong tin dac diém nhan khiu hoc tir cac nghién ciru RCT dé duge danh gia

S6 nguoi Gi6i tinh Tudi BMI
Nim | thamgia | Nam(M) / Ni(F) (Nim) (kg/m?)
TT Tén tac gia cong | vita | . o
b8 | min | D01 | VIBMIN oy hicu| Vitamin D | Béi chiéu | Vitamin D | Déi chiéu
D chiéu D

1 |Jorde R[8] 2009 | 16 | 16 | 9M/7F | OM/7F | 57,7+9,7 | 548+59 | 32,8+6,8 | 31,3+6,3
2a | Witham MD [9] 2010 | 19 | 21 |29M/10F | 16M/3F |653+11,1| 66,7+9,7 [ 29,7+42 | 333+7,1
2b | Witham MD [9] 2010 | 18 | 21 |29M/10F | 13M/7F | 63,3+9,6 | 66,7+9,7 | 31,1+6,7 | 333+7,1
3 |Eftekhari MH [10] | 2011 | 35 | 35 53,8+89 | 524+78 | 283+44 | 27,034
4 | Heshmat R [5] 2012| 21 | 21 | 7M/14F | 8M/13F | 56,2+ 9,3 | 56,2+ 11 (27,78 +0,5/ 28,2+ 0,9
5 |Breslavsky A[11] | 2013 | 24 | 23 |11M/13F|11M/12F| 66,8 +9,2 | 658+9,7 | 27,5+3,3 | 292+58
6 | Nasri H [12] 2014 | 30 | 30 55+ 10,7

7 |Jehle S [13] 2014 | 29 | 26 129'\/;/ 1;’2’;/ 66,9+3,1 | 637+35 |289+43|281+38
8 |Ryu OH [14] 2014 | 79 | 79 |34M/45F |45M/34F | 54,8+ 7,6 | 559+81 | 252+37 | 254 +35
9 |Al-Zahrani MK [15] | 2014 | 91 | 92 |56M/35F [33M/59F | 56,9+ 9,4 | 52,5+8,1 | 31,6 +48 | 325+6,1
10 |Rad EY [16] 2014 | 28 | 30 |15M/13F| 21M/9F | 50,03 49,9 |27,9+0,92/28,75+0,9
11 | Sadiya A [17] 2015 | 43 | 39 | 9M/36F | 7TM/35F | 49 +8 48+8 |[379+6,1 37,677
12a | Forouhi N. G. [18] | 2016 | 100 | 111 |63M/49F |66M/48F| 53,5+8,7 | 52,4 +85 28,9+ 55| 28,3+5,0
12b | Forouhi N. G. [18] | 2016 | 110 | 111 |65M/49F |66M/48F| 52,5+ 8,2 | 52,4 +85 | 29,0+55 | 28,3+5,0
13 | Mohammad MS [19] | 2016 | 28 | 25 |11M/17F| 9M/16F | 38,5+6,8 | 41,4+6,9 | 288+2,1 | 284+28
14 | Razzaghi R [20] 2017 | 30 | 30 | 22M/8F | 22M/8F | 59,6 +8,2 | 58,6 +8,6 | 26,0+ 4,3 | 26,2 +3,9
15 | Imanparast F [21] 2017 | 23 | 23 |11M/12F |13M/10F | 53,6 12,3 (51,72 + 9,1 |28,55 + 2,7| 28,7 + 2,33
16 | Upreti V [22] 2018 | 30 | 30 [15M/15W[23M/07W| 48,3 +9,8 | 49,9 + 6,9 |24,56 + 3,8/ 25,6 + 4,15
17 | Talari HR [23] 2019 | 30 | 31 | 8M/22F |9M/22M | 67,3+8,6 | 66,4+93 [ 29,1+51 | 288 +3,4
18 | Lo MC [24] 2019 | 14 | 16 | 3M/11F | 4AM/12F | 60,122 | 56,1+1,5 |37,4 +2,4| 39,8+25
19 | Omidian M [25] 2019 | 32 | 34 |19M/13F |20M/14F| 49,7 +65 | 51,3+59 | 27,3+23 | 27,5+1,6
20 |Barale M. [26] 2020 | 16 | 14 | 11M/5F | 10M/4F | 71,6 +35 | 71,4+31 | 28,7+35| 29,6 +3,4
21 | El Hajj C [27] 2020 | 45 | 43 [23M/22F |22M/21F| 66,9 +4,1 | 65,7 +4,5 | 21,2 +1,1 | 24,1 + 4,89
22 | Cojic M [28] 2021 | 49 | 65 |36M/13F |21M/44F | 60,41 +8,5(63,65+8,2(29,7+7,8 | 28,8 +6,1

Khong co su khac
23 | Mozaffari M [29] 2021 | 40 | 40 | biét dang ké giita 2 | 55,1+ 9,4 [55,8 + 12,28
nhom
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Nim Nong d(zncl\i';la; L2)5(OH)D , r:sdGL) H(t:;\)lc Thoi
TT Tén tac gia cﬁr'lg giqn
bo | vitaminD | Déichiéu | VitaminD | Déichiéu | Vitamin D | Déichibu |(tuan)
1 |Jorde R [8] 2009 | 60,0+14,0 | 585 +21,0 02+09 | -02+05 | 24
2a | Witham MD [9] 2010 | 48+21 45 + 17 -0,1+0,10 | -0,3+2,08 | 16
2b | Witham MD [9] 2010| 41+14 45 + 17 -02+0,11 | -0,3+2,08 | 16
3 | Eftekhari MH[10] |2011| 433+321 | 385+29,9 | -20+89,6 | 16+9847 |082+313| 1,56 3,7 | 12
4 | Heshmat R [5] 2012| 69,3399 | 358+17,4 | 162+292 | -97+30 |-0,01+0,9 | -02+09 | 12
5 | Breslavsky A[11] |2013| 43,9+28,7 (34,94 +14,73| 11,6 +107,15| 2,8+110,9 | 0,3+1,59 | -0,3+2,69 | 12
6 | Nasri H [12] 2014 | 164+57 | 1158+ 94 -0,03+055| 0,29+1,5 | 12
7 | Jehle S [13] 2014 | 849+16,0 | 61,7+16,0 02+159 | 05+1,24 | 24
8 | Ryu OH [14] 2014 | 754 +27,0 |3894+17,72| -09+37,84 | -32+353 |0,1+1,176|-0,02+1,13| 24
9 | Al-Zahrani MK [15] |2014| 82,8+31,7 | 550+37,8 | -5,4+ 100,99 | 10,8 +108,3 [ 0,1 +2,466 | 0,1 +2,769 | 12
10 |Rad EY [16] 2014 | 27,5+2,04 |1595+220| 0,2+92,67 |10,04+72,01(-0,53+0,08|-0,11+0,08| 8
11 | Sadiya A [17] 2015| 62,3+20,8 | 254+11,8 | 36+89,1 |144+110,14|-02+221| 0,0+294 | 24
12a | Forouhi N. G. [18] | 2016 53,9 -028+26| 025+22 | 16
12b | Forouhi N. G. [18] |2016 83,8 043+26 | 02522 | 16
13 | Mohammad MS [19] | 2016 | 1722+ 99,0 | 62,4+275 | -42+27,76 | -2,6 + 20,66 12
14 | Razzaghi R [20] 2017 | 70,14 +31,20 | 459+21,2 | -31,3+46/4 | -134+483 | -06+0,6 | -0,1+05 | 12
15 | Imanparast F [21] 2017 | 51,79 +16,4 | 29,02 +20,6 | 13,22 + 80,77 | 6,02+ 104,8 | 0,26 +2,34 | 0,06 +36 | 16
16 | Upreti V [22] 2018 | 68,46 + 10,22 | 28,71 + 9,69 | -27,7 +57,99 |-12,2 +61,26|-0,27 +0,33| 0,07 +0,48 | 24
17 | Talari HR [23] 2019 | 76,63 +7,99 (39,19 + 10,48| -6,84 + 47,51 | 1,44 +50,14 24
18 | Lo MC [24] 2019 | 76,63 26,2 | 45,43 + 14,0 -0,1+0,33 | -03+0,14 | 24
19 | Omidian M [25] 2019 | 42,18 +14,73|2,00 £10,73 | -22,9+333 | -66+431 | -05+0,5 | -0,07+0,9 | 12
20 | Barale M. [26] 2020 | 103,0 £31,6 | 30,9 +26,6 | -4,68+ 69,17 | 21,6 +49,87 | -1,0+5,36 | -0,29 +4,62 | 48
21 | El Hajj C [27] 2020 |87,11+11,73|36,19+9,73| -0,1+1,21 | 0,05+0,91 |-0,06+0,75-0,18+1,94| 24
22 | Cojic M [28] 2021 | 92,24 + 20,25 |51,77 + 23,99|-11,52 + 63,19 |-3,06 £45,66| -0,08+1 | 0,13+1,24 | 24
23 | Mozaffari M [29] 2021 124,23 +39,3|37,22+7,81 | 6,015 +55,53 | 7,48+59,11 | -04+0,7 | 0,1+0,23 | 12
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3.4 Tac dong cuia viéc bd sung vitamin D dén viéc giam lugng HbAlc & nguoi bénh DTD type 2

Experimemal Control Std. Mean Difference Std. Mean Difference
Studyor Sullgroup Mean SD Total Mean SD Total Weight N, Ran(lom, 95% Cl  Year N, Ramlom, 95% Cl
Rolf Jorde .02 08 16 -02 05 16 3T% 0.00 [-0.69, 0.69] 2000
M D Witham -02 041 18 .03 208 M 4.0% 0.06 [0.57, 0.69] 2010 —
M D Witham .01 04 19 .03 0B M 4.0% 043 [0.49,0.75] 2010 —_—t
Mohammad Hassan Efiekhari 082 313 25 158 3.7 35  46% -0.21 [-0.68, 0.26] 2011 —_—
Ramin Heshmat oM 08 M 02 08 21 40% 0.21 [0.40,0.81] 2012 N
A Breslaveky 03 159 24 -03 2EI 73 4.2% 0.27 [0.31,0.84] 2013 —_—
Ohk:Hyun Fyu 01 1476 79 -0.02 1128 79 A1% 010[0.21,0.42] 2014 o
Sigrid Jehle 02 159 29 05 124 26 4.3% -0.21 F0.74, 0.32] 2014 —_—T
Esmaeil fousefi Rad 053 008 28 -011 008 30 24%  -518[6.28,-4.08] 2014 4
Hamit Nasi 003 055 30 029 15 30 4.4% -0.28 [0.79, 0.23] 2014 —_—
Mansour K Al-Zahrani 01 2466 91 01 27E3 92 52% 0.00[0.29,0.29] 2014 —r—
A Sadiya 02 21 43 0 294 39 47% -0.08 [0.51, 0.36] 2015 —_—
M. 3. Farouhi 028 26 100 025 22 411 A% -0.27 -0.49, 0.05] 2016 —
M. 3. Farouhi 043 26 110 025 22 411 A3% 0.07 019, 0.34] 2016 ——
Fatemeh Imanparast 026 234 23 006 36 23 4.2% 0.06 [0.51, 0.64] 2017 —_—
Reza Razaghi 0B 06 30 -01 05 30 43%  -0.89(1.43,-0.26 2017
Vimal Upreti 027 033 30 007 048 30 4.3%  -0.81[1.34,-0.29] 2018
Mahsa Omidian .08 05 327 -007 08 3 45%  -0.88[1.07,-0.08] 2019
Margaret G Lo -1.025 636 16 -0.293 462 14 36% -0.14 [0.86, 0.58] 2019 —_—
Cynthia EI Hajj 006 075 45 -018 184 43 4.8% 0.08 [0.34, 0.50] 2020 —r—
M. Barale 41025 536 16 -0.293 462 14 36% -0.14 [0.86, 0.58] 2020 —_—
Maijid Mozaffar -04 07 40 01 023 40 46%  -0.9501.41,-0.48] 202 —_—
Milena Cojic 1 -0.08 149 043 124 B5  4.9% -048[0.55, 019 2021 —_—
Total (95% CI) 924 948 100.0%  -0.29 [-0.52, -0.06] <
Heterogeneity: Tau®= 0.24; Chi# = 120,98, df= 22 (P = 0.00001); F= 82% 5 3 r ; b

Testfor averall effect 2= 2482 (P =0.01})

Favours [experimental] Favours [control]

Hinh 4 Phan tich gop tac dong cua viéc bd sung vitamin D dén viéc giam luong HbALC ¢ ngudi bénh DTD type 2
(trich xuat tir phan mém Review Manager phién ban 5.4)

Trong tong s6 23 nghién ciru RCT, ¢6 21 thir nghiém
danh gia tac dong cua vitamin D dén viéc giam luong
HbAlc trén 1 872 nguoi bénh DTD type 2. Trong do
c6 thir nghiém cua Witham va cong su [9] tién hanh
trén 2 ndng d6 khac nhau ciia D3 (100 000 1U va

200 000 IU) va thir nghiém caa Forouhi va cong su [18]
phan tich song song trén 2 loai vitamin D la D2 va D3
S0 Vai gia dugc.

Nghién ctru ndy bao co vé sy anh huong caa nong do
vitamin D 1én HbA1c so voi nhom di chimg, trong d6
s6 lugng nguoi tham gia vao nhém bd sung thém
vitamin D 1a 924 va nhdm con lai 1a 948 nguoi bénh.
Hinh 4 thé hién 4 nghién ciru [20, 22, 25 va 29] ung ho
cho quan diém bé sung vitamin D gidp 1am giam lugng
HbAlc & nguoi bénh PTD, trong d6 nghién clru ctia
Razzaghi va cong su [20] dang st dung thudc
metformin va liéu phap insulin. Nghién ciru caa Upreti
va cong su [22] sir dung két hop metformin, aspirin va

statins. Omidian va cong sy [25] tién hanh mot nghién
chru trén cac d6i twong khong diéu tri bang thudc.
Nghién ciru cia Mozaffari va cong su [29] tién hanh
trén nhom ngudi bénh dang st dung nhiéu thude thude
nhiéu nhdm khac nhau, bao gdm metformin, gliclazide,
sitagliptine, acarbose, pioglitazone va repaglinide. Mat
khéc, két qua cua tirng nghién cau trong 17 RCT con
lai déu khéng chimg minh dugc su khac biét c6 y nghia
gitra nhoém can thiép bang vitamin D va nhém sir dung
gia duoc.

Tuy nhién, két qua cudi cing cia phan tich gop trén
t6ng s6 21 nghién ctru RCT cho thay tac dong cua viéc
bd sung thém vitamin D gilp lam giam HbA ¢ hon so
v6i nhom d6i ching MD =-0,29, C195 %:  (-0,52) —
(-0,06).

3.5 Tac dong cua viéc bd sung vitamin D dén viéc giam
lugng FBG ¢ nguoi bénh DTD type 2

@ Pai hoc Nguyén T4t Thanh
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Std. Mean Difference Std. Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl Year IV, Random, 95% CI
Mohammad Hassan Eftekhari -2 89.6 35 16 9847 35 6.0% -0.19[-0.66, 0.28] 2011 ——
Ramin Heshmat 16.2 29.2 21 87 30 21 5.3% 0.86[0.22,1.49] 2012

A Breslavsky 11.6 10715 24 28 1109 23 56% 0.08 [-0.48, 0.65] 2013 o
Esmaeil Yousefi Rad 0.2 8267 28 1004 7201 30 58% -0.12 [0.63, 0,400 2014 i
Mansour K Al-Zahrani -5.4 10093 91 108 108.32 92 B7% -015[0.44,0.14] 2014 - T
Ohk-Hyun Ryu -0.8 3784 79 -3z 35.3 79 BE% 0.06 [-0.25,0.37] 2014 -

A Sadiva 306 89.1 43 144 11014 33 53% 2.80([2.27,3.53] 2015 -
Seved Mohammad Mohammadi -4.2 2776 28 -26 2066 25 5T% -0.06 [-0.60, 0.48] 2016 I
Faterneh Imanparast 13.22  BOT7 23 BO0Z 1048 23 56% 0.08 [-0.50, 0.68] 2017 T
Reza Razzaghi -31.3 46.4 30 -134 45.3 30 549% -0.37 [0.88,0.14] 2017 —

Wirnal Upreti -277 6799 30 122 B1.26 30 59% -0.26 [0.76, 0.25] 2018 ———
Harnid Reza Talari -B.B4 4751 30 1.44 5014 3 5.9% -017 [0.67,0.34] 2019 —_—T
Mahsa Omidian -2248 333 3z -641 431 34 589% -0.43[-0.82,0.068] 2018 I
Cynthia El Haij -0 1.21 45 0.05 0.91 43 B.I% -0.14 [-0.56, 0.28] 2020 T

M. Barale -468  B91T 16 216 4987 14 49% -0.42[1.15,0.31] 2020 —_—

Maijid Mozaffar 6015 5553 40 748 5911 40 B.2% -0.03[0.46, 0.41] 2021 T
Milena Cojic 1 -11.52 63189 49 -3.06 4566 65 B.4% -0.16 [0.583,0.22] 2021 T

Total (95% CI) 644 654 100.0% 0.07 [-0.22, 0.35]

Heterogeneity, Tau®= 0.29; Chi®=99.88, df=16 (P < 0.00001); F= 24%
Testfor overall effect 2= 0.47 (P =0.64)

R 3
Favours [experimental] Favours [contral]

-

Hinh 5: Phan tich gop tac dong cua viéc bd sung vitamin D dén viéc giam luong FBG & ngudi bénh DTD type 2
(trich xuat tir phan mém Review Manager phién ban 5.4)

Nhimg thay d6i vé FBG duoc danh gia trong 17 thir
nghiém (n = 1 298) véi nhém bé sung thém vitamin D
la 644 va nhom st dung gia dugc la 654 ngudi tham
gia. Nhin chung, khong c6 sy khac biét vé mirc giam
FBG giita nhom can thiép va nhom d6i chang MD =
0,07, Cl 95 %: (-0,22)-(0,35) (Hinh 5). Khong c6
nghién ctru ndo hoan toan ung hd viéc bé sung vitamin
D s& mang lai nhiéu loi ich hon. Bao cdo cua Ramin
Heshmat cung cong su [5] va Sadiya cung cong su [17]
1a hai bai bao c&o duy nhat md ta rang lwong FBG cua
nhém dbi chang giam thiéu tét hon khi so voi nhom
can thiép. Phan 16n 15 nghién ctu con lai déu khong
dua ra mot két luan rd rang rang lidu viéc bd sung
vitamin D 14 can thiét cho nguoi bénh DTD type 2
hay khéng.

4 Thao luan

Li do d4u tién ma deé tai nay str dung mé hinh phan tich
gop vi day la mo hinh nghién ctru ¢6 d6 tin cay ding
thir 2 chi sau phac d6 va hudng din diéu tri. Tha hai,
phan tich gop chinh 1a phuong phap théng ké ting
nghién ciru RCT riéng Ié gitp danh gia chinh xac hon
mirc d6 tac dong, tir d6 giup ngudi doc ndm dugc két
qua caa nhidu nghién ctiru khac nhau thay vi phai doc
tung thie nghiém RCT. Thém vao d6, phén tich gop
gidp tra 161 cho nhing két qua khéng dong nhét y kién
véi nhau va dua ra nhin dinh r6 rang, duat khoat. Tuy
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nhién bén canh nhitng vu diém trén thi phuong phép
gop cac nghién caru dé phan tich van con ton tai nhiéu
han ché. Mot trong s6 d6 chinh 1a chat luong cua mot
bai nghién ciru phan tich gop sé& phu thudc vao chat
luong cua cac nghién ctu gdc. Phuong phap nay doi
hoi ngudi thuc hién phai cé chuyén mén cao, biét cach
phan loai nguén dir liéu dau vao va sang loc nguon di
liéu dau ra. Ngoai ra, tic gia cua mot s6 bai bao s& yéu
cau ngudi sang loc lién hé tryuc tiép vai ho dé xin phép
mua ban quyén, vay nén khi khong duoc tai tro kinh
phi thi s& c6 thé bo 16 mot sé nguon thong tin
quan trong.

Phan tich gop nay co su twong ddng vé két qua FBG
Vv6i cong bd cii nhung két qua vé viéc giam luwong
HbA ¢ trén ngudi bénh DTD type 2 thi c6 diém khac
biét. Su khac biét nay la do nghién ctru duoc cap nhat
tiép tir ngay 31/03/2018 dén 30/11/2021. Bén canh do,
su khéc biét trong trong bai phan tich gop nay c6 thé la
do céch thiét ké tiéu chi lua chon va tiéu chi loai trix
chit ch& hon, dong thoi nhém tac gia ciing tién hanh
kiém tra lai chat lugng y van ting nghién citu RCT
truge khi tién hanh phan tich gop bang bang kiém
CONSORT 2010 dé giam thiéu sai sé6 dén mac nho
nhat nham mang lai nhiing két qua chinh xéac, do tin cay
cao. Py 1a mot trong nhitng han ché ma bai cong b
cuia tac gia Hu con ton tai vi chua thuc hién danh gia
chat luong cua céc nghién cau RCT theo tiéu chuan
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CONSORT 2010 trong khi chat luong mot bai nghién 5 Két luan va dé xuat
ctru bing phuong phép phan tich gop phu thudc vao
chat lugng cua ting nghién ciru RCT nhu da dé cap.
V& mit 1am sang, két qua tir phan tich gop nay di cung
c4p mot bang chimg dang tin cdy va hiéu qua khong
nhiing &p dung cho viéc giang day ma con vé tinh hinh
sir dung thubc & ngudi bénh DTD tai cac bénh vién Viét
Nam n6i riéng va trén toan thé gioi noi chung. Hon thé
nita, nghién caru gop mot phan vao viée dua ra két luan
vé viéc bo sung vitamin D d6i v6i ngudi bénh co duong
huyét cao va kéo dai khi van dé nay gay tranh céi kha
nhiéu trén thé gisi.

Cudi cting, viéc thuc hién mot nghién ciru phan tich gop
14 nghién ctiru khd mai tai Viét Nam, day sé la nghién
ctru tién dé gidp cac nha khoa hoc tai Viét Nam thuc
hién thém nhidu bai béo v& mé hinh nay hon, timg budc
g dung két qua nghién ciru vao viéc sir dung thube
hiéu qua duya trén bang ching khoa hoc rd rang va tin
cay.

Tir nhitng két qua phan tich duoc da chieng minh viéc
bé sung vitamin D qua duong udng gidp 1am giam luong
HbAlc trén nguoi bénh DTD type 2 nhung khong anh
hudng dbi véi lugng FBG.

Tuy nhién, can luu y mot sé diém sau:

- c4c nghién ctru theo doi dai han rét it, da sé cac RCT
déu c6 thoi gian thir nghiém ngan (12-24) tuan;

- ¢& mau qua nho chi dudi 100 nguoi cho mdi nhom
nguoi bénh;

- chura phan tich sau vé liéu ding, s6 lan dung ciing nhu
nhom vitamin D thudc D2 va D3 ¢6 tac dong khac nhau
nhu thé ndo.

Do d6, can ¢ thém nghién ciu bang phuong phéap phan
tich gop vé van dé nay.

Loi cdm on

Nghién ciru duoc tai trg boi Quy Phét trién Khoa hoc
va Cong nghé - Pai hoc Nguyén Tét Thanh, ma d¢ tai
2022.01.24
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Abstract A lot of previous randomized controlled trials (RCTs) have shown the impact of vitamin D
supplementation on reducing HbAlc and fasting blood sugar (FBG) in patients with type 2 diabetes. However,
some studies still disagree with that opinion. Therefore, it is necessary to conduct a meta-analysis of qualified RCTs
according to the 2010 Consolidated Standards of Reporting Trials (CONSORT 2010) criteria to reach a final
conclusion. Documents were collected on 3 databases Pubmed, Cochrane and Embase. The method of this study
was inverse variance with the random effect model (RE) and the confidence interval (Cl) being 95 %. Finally, 23
tests were taken, in which there are 21 tests on HbAlc and 17 tests on FBG with Mean Difference (MD) = -0.29;
95 % CI: (-0.52)-(-0.06) and MD = 0.07; 95 % CI: (-0.22)-(0.35), respectively. Conclusion: Oral vitamin D
supplementation reduces HbA1c levels in type 2 diabetes patients but has no effect on FBG levels.
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