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ABSTRACT

Objective: To determine the prevalence and characteristics of peripheral neuropathy
(PN) using the Toronto Clinical Neuropathy Score (TCNS), and to analyze the association
between the duration of Metformin use and PN in patients with tipe 2 diabetes (T2DM).

Subjects and Methods: A cross-sectional descriptive study was conducted on 400
T2DM patients treated with Metformin at Thai Binh University Hospital from June 2024
to May 2025. PN was assessed using TCNS. The association was analyzed using logistic
regression.

Results: The prevalence of PN was 44.5%, with mild neuropathy accounting for the
majority (34.0%). The most common symptoms were abnormal hand sensations (57.8%)
and numbness of the feet (55.0%). On physical examination, the most frequent findings
were decreased ankle reflex (66.3%) and decreased knee reflex (57.0%). Metformin use
for more than 5 years was associated with a 2.5-fold higher risk of PN compared with use
for 1-5years (OR = 2.5; 95% CI: 1.7-3.3).

Conclusion: Nearly half of T2DM patients treated with Metformin had peripheral
neuropathy. Long-term Metformin use was an important risk factor associated with this
complication.
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ABSTRACT

Muc tiéu: X4c dinh ty |&, dac diém bién chirng than kinh ngoai bién (TKNB) bang thang
diém Toronto (TCNS) va phéan tich méi lién quan gilra thai gian si dung Metformin vdi bién
ching nay & bénh nhan dai thdo duong (DTD) tip 2.

Pai twong va phuong phap: Nghién clru mé ta cat ngang dugdc thuc hién trén 400 bénh
nhan DTD tip 2 dang diéu tri bang Metformin tai Bénh vién Dai hoc Y Thai Binh tir 06/2024
dén 05/2025. Bién chirng TKNB dugc danh gia dua trén thang diém TCNS. Méi lién quan
duoc phan tich bang héi quy logistic.

K&t qua: Ty L& bénh nhan co bién chirng TKNB la 44,5%, trong dé mic dd nhe chiém da
s6 (34,0%). Cac triéu ching co nang thudng gap nhat la cam giac bat thudng & ban tay
(57,8%) va té bi ban chan (55,0%). Kham thuc thé ghi nhan gidm phan xa got (66,3%) va
giam phan xa géi (57,0%) la pho bién nhat. Thoi gian st dung Metformin trén 5 ndm c6 mai
lién quan véi nguy co mac TKNB cao hon 2,5 lan so véi nhém dung tir 1-5 nam (OR = 2,5;
KTC 95%: 1,7-3,3).

Két luan: Gan mét ntra s8 bénh nhan BTD tip 2 dung Metformin cé biéu hién TKNB. Thoi
gian sir dung Metformin kéo dai la motyéu té nguy co quan trong lién quan dén bién ching
nay.

Tir khéa: Dai thao duong tipe 2, bi€n chirng than kinh ngoai bién, thang diém Toronto
Clinical Neuropathy Score.

1. DAT VAN DE

Dai thao dudng (BTD) tip 2 la mot van dé sirc khoe
toan cau vdi ty lé mac bénh ngay cang gia tang, dac
biét tai cac quéc gia dang phat trién nhu Viét Nam
[1]. Metformin la thuéc diéu tri nén tang dugc céac
hiép héi chuyén nganh L&n trén thé gidi khuyén céo
nh& hiéu qua kiém soat dudng huyét tétva lgiich tim
mach [2]. Tuy nhién, viéc str dung Metformin dai han
c6 lién quan dén mot s6 tac dung phu, trong do cé
nguy co thiéu hutvitamin B12, mot yéu té c6 thé gép
phan gay ra ho&dc lam nang thém bién chirng than
kinh ngoai bién (TKNB) [3].

Bién ching TKNB la mot trong nhitng bién ching
phé biénva gay tan phé& nhat cha DTD, lam gidm chét
lwgng cudc séng va tang nguy cao loét chan, nhiém
trung va cat cut chi. Viéc chdn doan sém va chinh
xac TKNB la cuc ky quan trong. Thang diém lam sang

*Tac gia lién hé

Toronto (TCNS) la mdt cong cu da duge chuén hoa,
c6 db nhay va dé dac hiéu cao, cho phép danh gia
TKNB mot cach dang tin cdy ngay tai phong kham
[4].

Tai Viét Nam, du da cé nhiéu nghién ctru vé DTD,
nhung céc di¥ liéu vé ty [& TKNB dugc danh gia mot
cach hé théng bang thang diém TCNS trén nhém
bénh nhan s* dung Metformin dai han con rat han
ché, dac biét tai cac bénh vién tuyén tinh nhu Thai
Binh, ngicé nhitng dac thu riéng vé kinh té-xa hoi. Do
dé, chung téi thyc hién nghién ciru ndy nham muc
tiéu: (1) Xac dinh ty L& va dac diém bién chirng TKNB
bang thang diém TCNS & bénh nhan BTD tip 2 dang
diéu tri véi Metformin; (2) Phan tich méi lién quan
gilra thoi gian s&r dung Metformin va bién chirng nay.
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2. DOI TUONG VA PHUONG PHAP NGHIEN CUU
2.1. Thiét ké nghién ctru

Nghién citu mé ta cat ngang.

2.2. Péi tugng, thai gian va dia diém nghién ciru

Nghién ctu dugc thuc hién trén 400 bénh nhéan
dugc chéan doan BTD tip 2 dang diéu tri ngoai tra
bang Metformin tai Bénh vién Pai hoc Y Thai Binh.
Thoi gian thu thap di liéu tlr thang 06/2024 dén
thang 05/2025. C& mau dugc lua chon bang phuong
phap thuan tién.

- Tiéu chuan lya chon

+ Bénh nhan dugc chan doan DTD tip 2 theo tiéu
chuan ctiaBd Y t& nam 2020.

+ CO thdai gian st dung Metformin lién tuc trén 6
thang.

+ Bé&nh nhan dong y tham gia nghién ctru va ky vao
phiéu chép thuan.

- Tiéu chuan loai trir

+ Bénh nhan DTD tip 1, BTD tip 2 khéng dung Met-
formin hoac dung dudi 6 thang.

+ Bé&nh nhén cé céac bién chirng cép tinh cua DTD,
bi€n chirng than kinh trung uwong.

+Bénh nhan cé bénh than man véi murc loc cau than
udctinh (eGFR) <30 ml/phut/1,73m2, bénhlyactinh,
bénh vé& mau. Ngudng eGFR <30 ml/phut/1,73m?
dugc chonduatrén cac khuyén cdo hién hanh (ADA,
KDIGO) nham dam bao an toan cho bénh nhéan va
tang tinh khai quat cia mau nghién ctru.

+ Bénh nhan da cat cut chi hoac nghién rugu.
2.3. Phuong phap thu thap dir liéu

D{ lieu dugc thu thap théng qua phc’Jn~g van bénh
nhén va kham ldm sang theo mdt mau bénh an
nghién clru théng nhat.

2.4. Céac bién sé nghién ctru

- Bién s& phu thudc: Tinh trang mac TKNB (C6/
Khong) va mic d6 TKNB dugc xac dinh bang thang
diém Toronto (TCNS). Thang diém nay danh gia céac
triéu chirng conang, cdm gidc va phan xa gan xuong,
vdi tong diém t6i da la 19. Viéc phan loai mic do
dua trén cac ngudng diém da dugc xac thuc: khong
c6 TKNB (diém <5), nhe (6-8 diém), trung binh (9-11
diém), va nang (12-19 diém) [4].

- Bién s6 doc lap: Thai gian sir dung Metformin (chia
thanh 3 nhém: 6-12 thang; >1-5 nam; >5 nam) va
lidu lwgng Metformin hang ngay.

2.5. Cac chi sé nghién clru

Triéu chirng co nang, thuc thé bénh ly TKNB theo

thang diém TCNS, Ty & bénh ly TKNB theo thang
diEmTCNS, méilién quan gitta bénh ly TKNB (TNCS)
V@i thai gian dung Metformin, lieu lwgng Metformin.

Bang 1. Thang diém bénh ly than kinh ldm sang

Toronto (TCNS)
Piém triéu Piém kiém tra - ,
chirng cam giac biém phan xa
Pau chan
Té chéan Binh ghim , "
Ngda Nhiét do Phan X2 dau
Yéu Cham nhe Phéngxa mat
Mat diéu hoa Rung dong o4 chan
Triéu ching chi | Cam giac vi tri
trén
L o Cach tinh
Cac tinh diém ?(?épnzl?rg cggenr:] diém phan xa
triéu ching gidc 0= binh
0=knONgCo | o= binh thung }ZL;‘I’;%
1= bat thuong 2= mat
TCNS t6i da la 19 diém.

2.6. Phan tich théng ké

S8 lieu dugc xir ly bang phan mém SPSS 20.0. Cac
bién dinh lwgng dugc trinh bay dudi dang trung binh
+ d6 léch chuén (X = SD). Céc bién dinh tinh dugc
trinh bay dudi dang tan s6 va ty l& phan tram (n, %).
M@i lién quan gilra viéc sir dung Metformin va bién
chitng TKNB dugc phan tich bang mé hinh hdi quy
logistic dé tinh ty s6 chénh (OR) va khoang tin cay
95% (KTC 95%).

2.7.Pao dirc nghién ctiru

Nghién ctru da dugc Hoi dong Dao dirc trong nghién
ctuy sinh hoc cuia Truong Pai hoc Y Dugc Thai Binh
thong qua. Moi bénh nhan tham gia déu dugc giai
thich ré vé muc dich nghién ctru va da ky gidy dong
y tham gia.

3. KET QUA NGHIEN cUU

400 bénh nhan DTD tip 2 c6 dung thuéc Metformin
dugc danh gia bénh ly TKNB theo thang diém TCNS
co két qua nhu sau:
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Bang 2. Dac diém nén cua déi tugng nghién citu

(n=400)
Pac diém (Trung b‘thiiéStlsihoéc n, %)
Tudi (nam) 68,4+8,6
Gidi tinh (N¥) 205 (51,2%)
Thai gi?nnémz)ilc bTD 8,5%4,2
Ch(iBSS |I)d(]|<6gi/cr:gz;hé 242es
H“yé(tmér?,,t_légT thu 135,5+14,2
i
H® so lipid
Cohn (mmol). 55511
e
i | oaes
DL cholcsterol

Déac diém » .
triéu chirng co nang S6lugng | Ty (& (%)
Kham cam giac lanh & ngén
chan cai bat thuong 105 26,3
Kham cam giac cham bang
monofilament ngén chan 33 8,3
cai bat thuong
Kham cam giac rung am
thoa & ngén chan cai bat 68 17,0
thudng
Kham cam giac vé vi tri & 18 45
ngdn chan cai bat thuong ’
Binhthudng | 167 41,8
Kham phan
xa dau goi Giam 228 57,0
bat thuong
Mat 5 1,2
Binh thudng 116 29,0
Kham phan
xa got bat Giam 265 66,3
thuong
Mat 19 4,7

Céc dac diém nhan khau hoc va lam sang ban dau
clla 400 bénh nhan dugc trinh bay trong Bang 2.
Quan thé nghién cu c6 d6 tudi trung binh cao, phan
l&n la nr giGi va co thoi gian mac bénh kéo dai. Cac
chi s6 ld&m sang cho thay tinh trang thira can (BMI
trung binh 24,2 kg/m?) va réi loan m& mau phé bién.

Bang 3. Dac diém triéu chirng co nang bénh ly
TKNB theo thang diém TCNS (n=400)

Déac diém » 2 A o
triéu chirng co nang S6lugng | Ty & (%)

Cam giac dau ban chan 109 27,3
Cam giac té bi ban chan 220 55,0
Cam giadc nglra & ban chan 89 22,3
Céam giac yéu ban chan 99 24,8

Cam gidc mat thang bang
& chan 104 26,0

Cam giac dau, té bi, nglra,
yéu ban tay 231 57.8

Kham cam giac dau bang
dau dinh ghim ngén chan 62 15,5

céi bat thudng
Kham cam gidc néng &

ngén chan cai batthuong | 0% 26,0
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CAc triéu chirng co nang va thuc thé dugc trinh bay
trong Bang 2 va Bang 3. Bang chu y, cam giac bat
thudng & ban tay chiém ty lé cao nhéat (57,8%), tiép
do laté biban chan (55,0%). V& kham thuc thé, giam
phan xa gét la d&u hiéu pho bién nhat (66,3%).

60 55,5%
50
40 34,0%
30
20
9,3%
10
1,2%
0
Khéng co Nhe Trung binh Nang

Bi€éu d6 1. Ty L& bénh ly than kinh ngoai bién cta

déi twong nghién ctru
Bi€u dd 1 duaraty lé chung vé bénh ly TKNB va phan
loai mirc d6 trong nhdm nghién ctru. K&t qua cho
thay ty l& d&ituong mac bénh ly TKNB 14 44,5%, trong
khi 55,5% d8&i tuong khéng mac bénh. Trong s6 céc
dé&i twgng dugc chan doan méc bénh, mic dd nhe
chiém ty l& cao nhat vai 34,0%, ti€p theo la mirc do
trung binh vdi 9,3% va muirc do nang vdi 1,2%. Diém
TCNS trung binh chung clia toan b6 nhdm nghién
cltu la 4,4+3,0.
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Bang 5. Dac diém kham test monofilament va kham rung &m thoa 128Hz cua ddi tugng nghién ctru

Dic diém tham kham S6 lwong Ty 1& (%)
Kham test Mat cam giac bao vé 32 8,0
monofilament Con cam giac bao vé 368 92,0
M4t cam giac rung 69 17,3
Kham rung 4m thoa 128Hz
Con cam giac rung 331 82,7

Céc két qua tir hai tham kham quan trong la test monofilament va rung am thoa dugc trinh bay chi tiét tai
Bang 5. Dai vdi test monofilament, c6 8,0% déi tugng dugc ghi nhan méat cdm gidc bao vé & ban chan. Déi

véi kham rung 4m thoa 128Hz, ty l& doi tugng bi mat cam giac rung la 17,3%.

Bang 6. Mai lién quan giira dac diém sir dung Metformin

v@i tinh trang bénh ly than kinh ngoai bién cuia déi twgng nghién cru

. Cé bénh Khong bénh
Pac diém si* dung metformin OR (95%Cl)
SL % SL %
>5 nam 143 51,1 137 48,9
Thai gian dung metformin 2,5(1,7-3,3)
1-5nam 35 29,2 85 70,8
<1000 25 43,1 33 56,9 1
Ligu lugng metformin (mg) 1000-1500 27 39,1 42 60,9 0,8 (0,4-1,7)
> 1500 126 46,2 147 53,8 1,1(0,6-2,0)

Bang 6 phan tich mai lién quan gilra cac dac diém sy
dung Metformin va tinh trang TKNB. K€t qua cho thay
thoi gian strdung Metformin cé mai lién quany nghia
théng ké vdi bénh ly nay. Cu thé, nhém déi tuong s
dung Metformin trén 5 ndm c6 xac suat mac bénh
cao hon 2,5 lan so v4i nhom sl dung tlr 6 thang - 5
nam (OR = 2,5; KTC 95%: 1,7-3,3). Trong khi do, lidu
luvgng Metformin hang ngay khéng cho thay mai lién
quan co y nghia thong ké vai TKNB trong nghién ctru
nay..

4. BAN LUAN

Nghién cttu clia ching téi cho thay ty 1& bién chirng
TKNB & b&nh nhan BTD tip 2 diéu tri bang Metformin
& 44,5%, mdt con s6 dang ké. Ty l& nay tuong dong
véi mot sd nghién clru tai Viét Nam st dung thang
diém Michigan (46,8%) [5] nhung cao hon nghién
cttu khac ciing dung thang diém Michigan (30,9%)
[6] va thdp hon nghién clitu dung thang diém cla
Vuong qudc Anh (54,1%) [7]. Su khac biét nay c6 thé
do céc cong cu chan doan cé tiéu chiva cach chdm
diém khéc nhau, cling nhu sy khac biét vé dac diém
quan thé nghién ctru. K&t qua clia chung tdi nhan
manh tdm quan trong clia viéc sif dung mot cong
cu chuan héa nhu TCNS dé c6 thé so sanh di liéu
gilta cac nghién clru. Cac nghién cltu tai Viét Nam
sr dung thang diém Michigan da béo céo céac ty &
khac nhau. Sy khéng ddng nhat nay nhan manh tam
quan trong clia viéc str dung mdt céng cu chuan hda
va da dugc xac thuc nhu TCNS dé dam bao tinh nhat
quan va kha nang so sanh d liéu gitta cac nghién

clu trong tuong lai.

Mot phat hién dang chu y la ty Lé triéu chirng & ban
tay (57,8%) cao hon ca & ban chan (55,0%), diéu nay
c6 phan bat thudng so véi dién tién dién hinh cla
TKNB do BTP theo kiu "mang gang, mang v4", noi
cac triéu chirng thuang khdi phat & chi dudi trude
khixuat hién & chitrén. Ty & cao nay c6 thé phan anh
sy hién dién ctia cidc bénh ly ddng méc khac nhu hoi
chirng 8ng cb tay, vén cing phé bién & bénh nhan
PTD, hoac do dac diém gbp chung céc triéu chitng
(dau, té, nglra, yéu) trong mot cau hoi duy nhat cua
thang do. Can c6 cac nghién cltu sdu hon dé phéan
dinh r6 nguyén nhan cua triéu chirng & chi trén trong
quan thé nay.

Phat hién quan trong nhat ctia nghién ctru la méilién
quan manh mé gitra thai gian str dung Metformin va
nguy co TKNB. Nhirng bénh nhan dung Metformin
trén 5 ndm c6 nguy co mac bénh cao hon 2,5 [an
s0 vGi nhém dung tir 1-5 nam. K&t qua nay cung
c6 cac bang chirng tir nhiéu nghién cltu trudc day.
M6t nghién clru hoi clru Ldn trén cac cuu chién
binh Hoa Ky cho thay viéc diéu tri bang Metformin
dai han lam tang nguy co TKNB lén khoang 2-3 lan
[8]. Co ché& dang sau mai lién quan nay dugc cho (&
do Metformin can trd su hap thu vitamin B12 & hoi
trang, dan dén thiéu hut B12 man tinh, tir dé gay tén
thuong than kinh [3]. Diéu nay goi y réng, bén canh
viéc kiém soat dudng huyét, cac bac silam sang can
guan tdm dén viéc theo ddi va b6 sung vitamin B12
cho nhitng bénh nhan phai s&r dung Metformin trong
thai gian dai.
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Nghién clru clia chung ti cling chi ra rang cac triéu
chirng co nang nhu té bi va cdm giac bat thuong &
tay chan la rat phé bién. Tuy nhién, kham thuc thé lai
phat hiénty l& cao bénh nhan bigiam hodc mat phan
xa gan xuong, ngay ca khitriéu chirng co nang khéng
rd rang. Diéu nay phu hop véiy van rang cé dén 50%
bénh nhan TKNB c6 thé khdng co triéu ching [9],
mot [an nira khang dinh vai trd khong thé thiéu cla
viéc tham kham lam sang dinh ky dé phat hién sdm
bién ching.

VGi thiét k& cat ngang, nghién citu nay khong thé
khang dinh metformin & nguyén nhan truc tiép gay
ra TKNB. Tuy nhién, méi lién quan manh mé dugc
tim thay ggi y mét ham y lam sang quan trong: can
nang cao nhan thirc vé nguy co nay. Cac huéng dan
hién nay cling da bat dau khuyén nghi viéc sang loc
vitamin B12 & nhirng bénh nhan s* dung Metformin
dai han, dac biét khico cac yéu té nguy co hodc triéu
chirng mdi clia thi€u méau, bénh ly than kinh. Do d6,
viéc tam soat dinh ky TKNB bang thang diém TCNS
va can nhac kiém tra ndng dé vitamin B12, dic biét
& nhitng bénh nhan dung Metformin trén 5 nam, la
mot chién luge hop ly dé phat hién sém va can thiép
kip thaoi.

Han ché clia nghién ctru

Nghién ctitu c6 mot s6 han ché. Th& nhat, thiét ké
cat ngang chi cho phép phat hién méi lién quan
ch& khéng thé khang dinh quan hé nhan qua. Can
c6 cac nghién ciu doc dé lam rd liéu thdi gian dung
Metformin cé thuc sy & mét yéu t8 nguy co gay
ra TKNB hay khong. Th& hai, nghién cliru da khéng
do ludng cac yéu t8 nhiéu quan trong nhu néng dé
vitamin B12 va mirc dd kiém soat dudng huyét dai
han (HbA1c), la nhitng y&u t8 c6 thé anh hudng dén
moi lién quan dugc quan sat. Tha ba, viéc phan
nhom lieu lugng Metformin chua tinh dén céac yéu to
nhu dang bao ché (phéng thich tire thoi/kéo dai) hay
murc do tuan thi diéu tri clia bénh nhan, diéu nay co
thé lam nhiéu két qua phan tich vé liéu lugng. Cudi
cung, viec chon mau thuan tién tai moét bénh vién cé
thé han ché tinh khai quéat cua két qua.

5. KET LUAN

Nghién clru cho thay gan mét nlra (44,5%) s6 bénh
nhan dai thdo dudng tip 2 diéu tri bang Metformin
tai Bénh vién Dai hoc Y Thai Binh c6 bién chirng than
kinh ngoai bién. Thai gian s&r dung Metformin trén 5
nam la mot yéu to lién quan quan trong, lam tang
nguy co mac bién ching nay lén 2,5 lan. K&t qua nay
nh&n manh sy cén thiét cla viéc tdm soat dinh ky
bién ching than kinh ngoai bién, dac biét & nhitng
bénh nhan c6 thai gian sir dung Metformin kéo dai,
dé c6 thé can thiép sdm va cai thién chat lugng cudc
s6ng cho ngudi bénh.
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