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TOM TAT

bai thao duong (DTD) mét trong nhimng
bénh khéng lay nhiém phd blen trén toan cau,
du doan vao nam 2040, con s6 ndy s& ting toi
khoang 642 triéu nguoi; trong d6 rat nhidu
bénh nhan DTD tip 2 bi bénh trong thoi gian
dai ma khong biét nén da dan dén nhung bién
chung nghlem trong, trong do bién ching than
duogc coi languy hiém va tén kém nhét. Viéc
danh gia bénh than ¢ bénh nhan dai thao duong
hién nay dugc xac dinh dua trén sy thay doi
néng d6 Microalbumin niéu (MAU).
Microalbumin niéu hién dugc coi la ddu hiéu
c6 do nhay va d6 dac hiéu cao trong chan doan
t6n thuong than & giai doan nay. Viéc tim ra
mdt ddu 4n sinh hoc ¢ thé danh gia nhitng ton
thuong & than trudc khi co nhiing sy bién doi
vé& Microalbumin niéu va mirc loc cau than la
diéu ma nhiéu nghién ctru tap trung hudng dén.
Gan ddy c6 nhiéu nghién ctru da tim ra nhiéu
chat chi diém sinh hoc c6 gia tri trong chan
doan giai doan sém ton thuong than do dai
thao duong trong d6 co6 Kidney Injury
Molecule - 1(KIM-1). Muc tiéu: tim hiéu mbi
lién quan giira ndng d6 KIM-1 nudc tiéu voi
mot s6 chi sb 1am sang, can 14m sang & bénh
nhan dai duong tip 2. Péi twong va phwong
phdp nghién cieu: Nghién cliu mo ta cat
ngang trén 61 bénh nhan DT tip 2 dén kham
va diéu tri tai Khoa Noi tiét, Khoa Kham bénh
cua Bénh vién 19-8 BJ cong an va nhom chiing
gdm 30 nguoi khoe manh. Két qua: Nong do
KIM-1 ting dan tir nhém chimg khoe manh
(57.29 + 25.91 pg/ml) dén nhém PTD co
uACR < 30 mg/g (167.06 + 44.01 pg/ml) dén
nhom DPTDP ¢6 uACR > 30 mg/g (203.72 +
59.49 pg/ml), khac biét c6 y nghia thong ké (p
< 0.05); khong c6 tuong quan voi tudi, thoi
gian phat hién bénh, glucose mau, HbAlc, uré
mau, cholesterol, HDL-C, LDL-C,
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triglycerid (r<0.03; p >0.05).
Tww khoa: Bénh than man tinh, dai thao
duong.

ABSTRACT

Survey on the concentration of kidney injury
molecul-1 (kim-1) in urine in patients
with type 2 diabetes at 19-8 Hospital,

Ministry of Public Security

Pham Nguyet Minh, Tran Thi

Ha Thu, Tran Thi Chinh

19-8 Hospital, Ministry of Public Security

Diabetes mellitus is one of the most
common non-communicable diseases globally.
It is predicted that by 2040, this number will
increase to about 642 million people; of which,
many type 2 diabetic patients have been ill for
a long time and do not know, leading to serious
complications, of which kidney complications
are considered the most dangerous and
expensive. The current assessment of kidney
disease in diabetic patients is determined by
the change in the concentration of
microalbuminuria (MAU). Microalbuminuria
is currently considered a marker of high
sensitivity and specificity in diagnosing kidney
damage at this stage, but MAU may also
appear in cardiovascular diseases. Finding a
biomarker that can assess kidney damage
before microalbuminuria changes and
glomerular filtration rate is what many studies
have focused on. Recently, many studies have
found many valuable biological markers in the
early diagnosis of diabetic kidney damage,
including Kidney Injury Molecule - 1 (KIM-
1). Objective: Find out the relationship
between the concentration of KIM-1 in urine
with some clinical and subclinical indicators in
patients with type 2 diabetes. Subjects and



Tap chi “Néi tiét va Ddi thdo dwong”

S6 45 - Nam 2021

methods: Cross-sectional descriptive study on
61 patients with type 2 diabetes to be examined
and treated at the Endocrine Department, 19-8
Hospital Department of Public Security and a
control group of 30 healthy people.
Conclusion: KIM-1 concentration increased
gradually from healthy controls (57.29 +£25.91
pg / ml) to diabetes group with uACR <30 mg
/g (167.06 = 44.01 pg / ml) to diabetes group
with uACR> 30 mg / g (203.72 + 59.49 pg /
ml), the difference was statistically significant
(p <0.05); There was no correlation with age,
time to detect disease, blood glucose, HbAlc,

blood wurea, cholesterol, HDL-C, LDL-C,
triglycerides (r <0.03; p> 0.05).

Keywords:  Chronic  kidney  disease,
diabetes.
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1. DPAT VAN DE

bai thao duong (DTD) tip 2 1a bénh ly r6i
loan chuyén hoa co ty 16 mic va ty 18 tir vong
cao. Udc tinh co khoang 425 tri¢u ngudi mac
DTD trén toan thé gidi, va c6 thé ting thém
48% vao nam 2045. Bénh than do BTD duoc
coi 1a mot trong nhiing bién chimg nghiém
trong nhéat, anh huong dén 20 — 40% bénh nhan
bi BTD, phﬁn l6n 1a BDTD tip 2. Bénh thén do
DTD dugc dac trung bdi roi loan chire nang
than kéo dai trong khodng thoi 16n hon hoéc
bang 3 thang, dugc dic trung boi albumin
nuéec tidu > 30 mg24h hoic ty sb
albumin/creatinine ni€u > 30 mg/g hodc muc
loc cau than(GFR) < 60 ml/phuat/1,73 m2 sau
mot giai doan ting mirc loc cau than (MLCT),
bén canh d6 1a cac bat thudng vé cu trauc cia
than & nhitng bénh nhan da duoc chan doan
DTD tir trude. Chan doan va didu tri sém dong
mot vai tro quan trong trong PTD. Hién nay,
microalbumin nudc tiéu 12 mot cong cu chu
yéu dé chan doan bénh than do DTD vdi gié tri
cut-off 1a 30 mg/24h. Hién nay, ngay cang nhiéu
nghién ctru nhén thiy tn thuong éng than dong

mot vai trd quan trong trong co ché bénh sinh
cua bénh than do DTD [1], [2] va mot sO cac
nha nghién ctru da cho rang t6n thuong dng than
cling dong gép mot phan vao khéi phat cua
microalbumin niéu bénh nhan DT [3].C6 mot
vai protein va cic enzyme dng than lién quan t6i
ton thwong 6ng than nhu N-acetyl-p-D-
glucosamidase, gamma- glutamyltransferase,
neutrophil ~ gelatinaseassociated  lipocalin
(NGAL) va kidney injury molecule-1 (KIM-1)
[2]. KIM-1 la m{t loai protein mang tip 1 ¢
mang dinh ciia té bao dng luon gan. Phan ngoai
ctia n6 dugce tach ra va giai phong vao dng than
va xuit hién trong nudce tiéu [4] [5. Cac nghién
ctru trén thé gidi da dua ra cac bang ching déang
ké cho thdy nong d6 KIM-1 thay doi trong bénh
DTD [6],[7]. KIM-1 thay doi rat som trude khi
¢6 ton thuong than dugc xac dinh bang chi s6
Albumin/Creatinine trong nudc tiéu (Albumin
to Creatinine Ratio - uACR), do d6 c6 thé sir
dung KIM-1 nhu 1a mot marker dé xac dinh ton
thuong than sém & bénh nhan dai thao duong.
O bénh vién 19-8 Bo cong an chua c6 nghién
ctru nao vé lién quan nong do KIM-1 nudc tiéu
0 bénh nhén dai thio dudng co ton thuong than,
vi vy chiing toi tién hanh nghién ctu: Tim hleu
moi lién quan giita nong do KIM-1 muéce tiéu
vOi mot 0 chi s6 lam sang, can lam sang ¢ bénh
nhan ddi dwong tip 2 c6 bién chirng than.

2. POI TUQONG VA PHUONG PHAP
NGHIEN CUU

2.1. Pbi twong nghién ciru

Nhom bénh: 61 bénh nhan dai thao duong
tip 2 chia thanh 2 nhom c6 mirc uACR trén va
dudi 30 mg/g.

Nhom chimg gdm 30 ngudi tinh nguyén,
khoe manh.

Tiéu chuan chan doan déi thao duong tip 2
theo ADA:

+ Nong do glucose huyét tuong lac doi >
126 mg/dl (7,0 mmol/l). Béi dugce dinh nghla
l1a khong co an/uong calorie tir it nhit 8 gio.

+ Hoic ndng dd glucose huyét tuong sau
2 gio > 200 mg/dl (11,1 mmol/l) khi lam
nghiém phap dung nap glucose. Nghiém phap
phai dugc thyc hién theo qui trinh cia WHO,
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dung lugng glucose tai twong duong voi 75 g
glucose khan hoa tan trong nudc.

+ Hoac HbA1C > 6,5% (48 mmol/mol).

+ Hoac bénh nhan c6 nhiing tri€u chung
kinh dién cua ting dudng huyét hoic con ting
dudng huyét, mot két qua glucose huyét tuong

2.3. Phuwong phap nghién ciru

Mo ta cat ngang, so sanh d6i ching.

Phuong phap xac dinh cac chi s6 hoa sinh
mau, nude tiéu

+ Cac xét nghiém dugc thyc hién trén hé
théng may xét nghiém tu dong AU 680 cua

1y ngau nhién > 200 mg/dl (11,1 mmol/I). hing Beckman Coulter, may mién djch CI8000

Tiéu chuan chon bénh nhén dai thao duong: ~ cua hang Abbott. _

+ Bénh nhén dugc chin doan déi thao duong _+ Dinh luong nong d6 KIM-1 nudc tiéu

+ Bao gém ci nam va nit bang phuong phap ELISA.

2.2. Pia diém nghién ciru 2.4. Xir 1y 0 li¢u .

Khoa Néi tiét, Khoa Kham bénh, Khoa Hoa ‘Theo chuong trinh Excel 2010 va phan
mém Stata.

sinh cua Bénh vién 19-8.

3. KET QUA NGHIEN CU'U
3.1. Pac diém bénh nhan nghién ciru
Bang 1. Thoi gian phat hién bénh DTD

« Nhém PTD Nhém DTD

TGPH bénh ACR > 30 mg/g ACR < 30 mg/g
<5nim 12 38.71 11 36.67
5-<10 nim 17 54,84 13 43.33
>10 nim 2 6.45 6 20.00
Tong 31 100 30 100%

5.42 +2.99 6.03 +3.57
X+SD 5.72+3.28

Khong c6 su khac biét co y nghia thong ké Vé thoi gian mic bénh trung binh gitra nhom DTH
da c6 bién chimg than va nhom DTD chwa 6 bién chimg than theo uACR (p > 0.05)
Bang 2. Bic diém kiém soat glucose mau ltc doi ciia doi tugng nghién clru

. Nhom DTD
Kiém sodt Glucose | Ci hainhém | \pom DTD WACR > 30
uACR <30 mg/g p
(mmo/l) mg/g

n % n % n %
Tt (4,4 —6,1) 9 14,75 3 10,00 6 19,35 | >0,05
Chap nhan (6,1 — 7,0) 11 18,03 6 20,00 5 16,13 | >0,05
Kém (> 7,0) 41 67,21 21 70,00 20 64,52 | >0,05

Tong 61 100% 30 100% 31 100%
X +SD 8,94 +4,17 9,71 + 5,24 8,19 +£2,66

Bénh nhan kiém soat duong mau luc d6i kém chiém ty 1¢ cao (67.21%). Khong c6 su khac biét
c¢6 ¥ nghia thong ké giira dudng mau luc doi trung binh va ty 16 kiém soat duong mau luc doi gitra
hai nhom.

Biang 3. Pic diém kiém soat HbA lc & bénh nhan PTD

Kidm soit C3 hai nhém Nhom DTD Nhom DTD
HbAlc (%) uACR <30 mg/g uACR >30 mg/g p
n % n % n %
Tét 23 37,71 10 33,33 13 41,94 > 0,05
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(< 6,5%)
Chap nhan (6,5
= 7.5%) 14 | 22,95 7 23,33 7 22,58 > 0,05
Kém
(>7.5%) 24 | 39,34 13 43,34 11 35,48 >0,05
Téng 61 | 100% | 30 100% 31 100%
X + SD 7,36 + 1,46 7,38 + 1,44 734+ 1,51 > 0,05

€6 60.66% bénh nhan kiém soat duge mirc HbAle <7.5%. Khong c6 sy khac biét c6 y nghia
thong ké gitra hai nhom veé ty 1€ kiém soat HbAlc.

3.2. Nong @9 KIM-1 va mdi lién quan véi mot so chi so

Bang 4. Nong do KIM-1 ¢ ddi twong nghién ctru
Nhom PTD Nhém PTD Nhém
Chi sb uACR <30 uACR >30 chirng p
mg/g (n=30) mg/g (n=31)
() 2 (€)]
KIM-1 p12< 0,05
167,06 + 44,01 203,72 £59,49 57,29 + 25,91 p13< 0,05
(pg/ml)
P23 < 0,05

~ C6 sy khac biét c6 y nghia thong ké vé nong d KIM-1 ni¢u trung binh giita nhém DTD c6
ton thuong than va BTD chua c6 ton thuong than theo uACR

Béang 5. Lién quan giira KIM-1 véi thoi gian phat hién bénh

Thoi gian phat hién KIM-1
<5 nam 169,55 £ 55,25
5-<10 nam 198,63 + 53,63
> 10 ndm 183,56 + 55,069

P > 0,05

Khéng c6 sy lién quan giira nong d6 KIM-1 véi thoi gian phat hién bénh.
Bang 6. Tuong quan nong do KIM-1 v6i mot s6 chi s6 hoa sinh
0 nhém bénh nhan dai thao dudng nghién ciru

. X KIM-1
Chi so P R

Tubi > 0,05 0,05
TGPHB > 0,05 0,12
BMI > 0,05 -0,16
Glucose > 0,05 - 0,05
Ure > 0,05 - 0,09
Creatinin > 0,05 -0,15
HbAlc > 0,05 - 0,07
Cholesterol > 0,05 - 0,04
HDL-C > 0,05 0,07
LDL-C > 0,05 0,05
Triglycerid > 0,05 0,16
uACR < 0,05 0,48
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Nong do KIM-1 tuong quan vira voi chi s6
uACR. V6i cac chi s6 khac nong do KIM-1
twong quan rat 1dng 1éo.

4. BAN LUAN

4.1. Pic diém bénh nhéan nghién ciru

DTD tip 2 1a mot bénh 1y man tinh, da s6
cac bénh nhan mic DTD tip 2 déu dién bién
tham lang trong nhiéu nam, 46 % s6 bénh nhan
bi bo s6t chan doan.Thoi gian mac bénh DTH
trong nghién ctru chung t6i 1a 5,72 + 3,28 nam,
trong do s6 bénh nhan méc bénh tir 5 ndm dén
10 ndm chiém ty 1¢ cao nhat 49.18%, tiép theo
1a s6 bénh nhan mic bénh dudi 5 nam chiém ty
1& 37,70 %. Ty 1& bénh nhan c6 thoi gian mac
bénh trén 10 nam chiém ty 1 thép (13,11%).
Tur @6 goi y cho ching ta thay rang, khong phai
thoi gian cang dai thi ty 1¢ xuat hién bién ching
cang cao, nd phu thudc vao rat nhicu yéu to
khac ché do van dong, ché do6 an, ché d6 ding
thudc, mirc d6 kiém soat dudong huyét. Ching
t6i thdy rang véi trinh do hiéu biét, sy quan tim
vé DTP ngay mot ting ciia nganh y té noi
chung va bénh nhan noi riéng, sy tién b trong
cac bién phap du phong va diéu tri bTb da va
s€ gop. phan dang ké lam cham xuat hién va
tién trién cac bién ching cia DPTD, kéo dai thoi
gian séng thém cho bénh nhén.

Két qua nghién clru ctia chung toi thay thay
rang, phan 16n bénh nhan BTP tip 2 c6 nong
d6 glucose cao hon binh thudong, ndéng do
glucose mau trung binh ctia ca hai nhom, va
cia nhom DTP c¢6 bién chimg than va TP
chua c6 bién chimg than theo uACR 1an luot 1a
(8,94 +4,17; 9,71 + 5,24, va 8,19 &+ 2,66). Co
t6i 67,21% bénh nhan TP kiém soat duong
mau lac d61 kém, chi ¢c6 14.75% bénh nhan
DTD trong nghién ctru cua chung t6i 1a kiém
soat tdt duong mau. Khong c6 sy khac biét co
y nghia thong ké vé ty 1¢ kiém soat duong mau
giita hai nhom. Vé kiém soat HbAlc cua
DTNC chi c6 39,34% sb bénh nhan la kiém
soat HbAlc kém, con lai ¢co6 téi 60.66% bénh
nhan kiém soat HbAlc & mirc chép nhan duogc
va tot, HbAlc trung binh 7,36 + 1,46, khong
c6 su khac biét co y nghia thong ké vé HbAlc
trung binh ciing nhu ty 1& kiém soat HbAlc
giita hai nhém DTD da c6 bién chimg than va
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chua c¢6 bién ching than. Ty 1¢ bénh nhan
khong dat muc tiéu kiém soat duong mau van
con cao, cd thé 1a do bénh nhan kém hiéu biét
nén viéc tudn thu ché do diéu trji khong tdt, diéu
kién kinh té kho khan. Kiém soat glucose huyét
kém dong nghia véi viée gia ting nhiéu bién
chiing man tinh 6 nhom bénh nhan DTD.

4.2. Mi lién quan giira KIM-1 véi mét s6
dic diém 1am sang va cin 1am sang

Nghién ctru ciia Nauta va cong su danh gia
néng d6 cua KIM-1 niéu & nhém dbi tuong
khong bi dai thdo duong véi dbi tugng bi dai
thdo dudng duoc chia lam 3 nhom: albumin
niéu binh thuong, uACR <30 mg/g vauACR >
30 mg/g [9]. Tac gia thiy ring KIM-1 niéu cao
hon & ¢ nhom bénh nhan dai thdo dudng co
albumin ni€u binh thudng so véi nhém ching
nhung khong cé su khac biét gitta cac nhom
phan loai theo albumin niéu & bénh nhan BDTD.
Nielsen va cong su ciing da khao sat dg tin cdy
ciia KIM-1 niéu nhu mot marker cia su tién
trién cuia bénh than do DTD [8].

Két qua nghién ctru cua chiing t6i thdy rang
néng dd KIM-1 ting din tr nhom ching
(nguoi khoe manh) dén nhém BTD chua cd
ton thuong than (UACR < 30 mg/g) va nhom
PTP di c6 ton thuong than (UACR > 30
mg/g). Ngoai ra mot vai nghién ctru ciing da
cho két qua tuong ty la nong do KIM-1 trong
nudc tiéu & nhom bi dai thdo dudng co
microalbumin niéu cao hon c¢6 ¥ nghia théng
ké so voi nhom DTD chua c6 microalbumin
niéu va nhom chirng khoe manh nhu nghién
ctru cua Jose Antonio M. de Carvaho va cong
su (2015) nghién ctru trén 117 bénh nhan DTH
tip 2 dugc chia lam ba nhoém theo chi sO uACR,
tac gia cling thay rang co6 su khac biét co y
nghia thdng ké vé& néng d6 KIM-1 trung binh
gitta nhém DTD tip 2 v6i uACR < 10 mg/g,
uACR 10 — 30 mg/g va uACR > 30 mg/g[7].
Mot sb nghién ciru ciing cho két qua twong tu
nhu nghién ctru Zylka va cong su [10].

Trong nghién ciru ndy ching t61 tién hanh
danh gid mdi lién quan gitta KIM-1 véi tudi,
gi61i, cac chi so sinh héa & bénh nhan BDTD tip
2. Két qua ctia chiing toi thdy ring KIM-1 ¢6
mdi tuong quan thuan muc d§ vira véi chi s6
uACR (r = 0,48, p < 0,05). KIM-1 khéng co
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tuong quan v6i cac chi sé sinh héa khac nhu
glucose, ure, creatinine, cholesterol, HDL-C,
LDL-C, triglyceride, HbAlc. Két qua nghién
ctru ctia chiing t6i twong ty nhu két qua nghién
ctru Agnieszka Zylka A va cong su. Cac tac gia
thdy rang khong c6 mdi tuong quan giira KIM-
1 v6i cac chi s6 khac ciing nhu thoi gian bi
bénh DTP nhung c6 sy twong quan muc do
vira giita KIM-1 véi chi s6 uACR (r = 0,39, p
< 0,001). Nghién ctru ctia Jose Antonio M. de
Carvaho va cong sy (2015) ciing thiy ring c6
su tuong quan thuan gitta KIM-1 ni¢u véi chi
s6 UACR (r = 0,64, p < 0,001).

5. KET LUAN

Nong do KIM-1 ting dan tir nhém ching
khoe manh (57.29 £ 25.91 pg/ml) dén nhém
DTD c¢6 uACR < 30 mg/g (167.06 + 44.01
pg/ml) d&én nhém PTD c¢6 uACR > 30 mg/g
(203.72 £ 59.49 pg/ml), khac biét c6 v nghia
thdng ké (p < 0.05); khong c6 twong quan voi
tudi, thoi gian phat hién bénh, glucose mau,
HbA1c, uré mau, cholesterol, HDL-C , LDL-
C, triglycerid (r<0.03; p >0.05).
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