trwéc ban chan 52,6% va phdng nuwéc & cb ban
chan gap 2/38 (52%). Co ché chan thwong:
ban chan xoay ngoai v&i 33/38 (87,7%) trong do
ban chan nglra- xoay ngoai cé 21/38 trwdong
hop va sép - xoay ngoai 13/38 trworng hop.

- Dac diém trén phim chup XQ: Gay 3 mét ca:
20/38 (52,63%); gay 2 mat ca: 17/38 (44,74%);
gay 1 mat ca ngoai don thuan: 1/38 bénh nhan
(2,63%); gdy mat ca chan loai B gap nhiéu nhat
23/38 (60,5%) theo phan loai Denis- Weber;
100% bénh nhan c6 doadng mdng chay mac;
100% bénh nhan c6 ban trat khép xwong sén ra
ngoai, 20/38 bénh nhan (52,6%) c6 xwong sén
vira ban trat khép ra ngoai vira ban trat khop ra
sau. Trén 20 bénh nhan cé gay mét ca sau déu
c6 hinh &nh gay chéo vat mat ca sau trén phim
X quang nghiéng, co 4/20 bénh nhan (20%) co6
d4u hiéu duong vién kép va 16/20 (80%) bénh
nhan cé dau hiéu dwdng gay phia sau trén phim
X quang thang.
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KHAO SAT NONG DO KIDNEY INJURY MOLECUL-1
TRONG NU'OC TIEU &' BENH NHAN DAl THAO BUONG TYP 2
CO BIEN CHIPNG THAN TAI BENH VIEN 19-8, BO CONG AN

TOM TAT

Dai thao dwong (DTP) mét trong nhirng bénh
khéng lay nhiém phd bién trén toan céu, dw
doan vao ndm 2040, con sb nay sé ting téi
khodng 642 triéu nguoi; trong do rat nhiéu bénh
nhén DTD type 2 bj bénh trong thoi gian dai ma
khéng biét nén da dan dén nhung bién chung
nghiém trong, trong do bién ching than dugc
coi la nguy hiém va tén kém nhét. Viéc dénh gia
bénh than & bénh nhéan dai thao dwdong hién nay
duroc xac dinh dua trén sw thay déi néng do

Chiu trach nhiém: Pham Nguyét Minh
Email: phamnguyetminhtb@gmail.com
Ngay nhén: 19/10/2020

Ngay phan bién: 19/11/2020

Ngay duyét bai: 03/12/2020

PHAM NGUYET MINH, NGUYEN THI NHUNG,
VU TH| CAM THACH, NGUYEN THI| CHINH
Bénh vién 198 - B6 Céng an

Microalbumin niéu (MAU). Microalbumin niéu
hién dwoc coi 1a ddu hiéu c6 do nhay va d¢ dac
hiéu cao trong chén doan tén thuong than & giai
doan nay, tuy nhién MAU cé thé ciing xuét hién
trong cac bénh ly tim mach. Viéc tim ra mdt dau
&n sinh hoc c6 thé danh gié nhiing tén thuong &
than trwéc khi c6 nhing sw bién déi vé
Microalbumin niéu va murc loc céu than la diéu
ma nhiéu nghién ciru tap trung huéng dén. Gan
day c6 nhiéu nghién ctru da tim ra nhiéu chét chi
diém sinh hoc c6 gia tri trong chan doén giai doan
sém tén thuong than do déi théo duong trong dé
c6 Kidney Injury Molecule - 1 (KIM-1). Vi vay
chung téi tién hanh nghién ciwu: tim hiéu méi lién
quan gitta néng dé KIM-1 nwéc tiéu véi mot sé
chi sb 14m sang, cén Idm sang & bénh nhan dai
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duong typ 2.

Péi twong va phuong phap: nghién ciru mo
t4 cdt ngang trén 61 bénh nhén DTP typ 2 dén
kham va diéu tri tai Khoa Noi tiét, Khoa Kham
bénh cta Bénh vién 19-8 B6 céng an va nhém
ching gém 30 nguoi khée manh.

Két luan: Néng do KIM-1 tdng dan tir nhém
chiing khée manh (57,29 + 25,91 pg/ml) dén
nhém DTP c¢6 UACR < 30 mg/g (167,06 + 44,01
pg/ml) dén nhém PTP cé uACR > 30 mg/g
(203,72 + 59,49 pg/ml), khac biét c6 y nghia
théng ké (p < 0,05); khéng cé tuong quan véi
tubi, thoi gian phat hién bénh, glucose mau,
HbA1c, uré mau, cholesterol, HDL-C, LDL-C,
triglycerid (r < 0,03; p > 0,05).

Twr khoa: Bénh than man tinh, dai thao
duong.

SUMMARY

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). So we conducted the study: Find out
the relationship between the concentration of
KIM-1 in urine with some clinical and subclinical
indicators in patients with type 2 diabetes.

Objects and 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, HbA1c, blood urea,
cholesterol, HDL-C, LDL-C, triglycerides (r <
0.03; p > 0.05).

Keywords:
diabetes. ‘

DAT VAN DE )

bai thao duwdng (BTD) typ 2 la bénh ly roi
loan chuyén hoéa co6 ty 1& mac va ty & t& vong
cao. Udc tinh c6 khoang 425 trieu ngudi mac
DTD trén toan thé gidi, va cé thé ting thém 48%
vao ndm 2045. Gan 90% bénh nhan PTD sé
xuét hién bién chirng mach mau 1&n va mach
mau nhd. Bénh than do BTD duwoc coi la mot
trong nhirng bién chirng nghiém trong nhat, anh
hwéng dén 20 — 40% bénh nhan bi BDTD, phan
Ién 1a DTD typ 2. Bénh than do DTD tién trién
dan va khéng héi phuc, co ché bénh sinh clia no
thwdng lién quan téi nhirng thay ddi vé cau tric
va chirc nang cla té bao than do chju sy tac
dong cua tang glucose kéo dai, thdng qua sw
kich hoat cac co ché chuyén hoéa lién két voi
mat can bang oxi hda khir va phan trng viém.

Bénh than do PTD dwoc dac trung bdi roi
loan chirc nang than kéo dai trong khoang thoi
gian Ién hon hodc bang 3 thang, dwoc dic
trung b&i albumin nwéc tiéu > 30 mg/24h hoac
ty sO albumin/creatinine niéu = 30 mg/g hoac
murc loc cau than (GFR) < 60 ml/phut/1.73 m?
sau mot giai doan tang muc loc cau than
(MLCT), bén canh d6 la cac bat thwong vé cau
tric cla than & nhixng bénh nhan da dwoc chan
doan BTD tw trwdre.

Chén doan va diéu tri sém déng mét vai tro
quan trong trong BTD. Hién nay, microalbumin
nwée tidu 1a mot cong cu chi yéu dé chan doan
bénh than do BTD v&i gia tri cut-off la 30
mg/24h; nhung c6 moét cau hoi dat ra la cac
bénh nhan DTD c6 microalbumin niéu thap hon
gia tri cut-off thi da co tén thuwong than hay
chwa. Thém vao do, phan I&n cac nghién ctru
tap trung vao s bién ddi cau than, nhwng 1/3
sO bénh nhan c6 microalbumin niéu binh thwong
trong thyc té da cé bénh cau than trén mé hoc.
Hién nay, ngay cang nhiéu nghién ciru nhan
thay tbn thwong éng than déng moét vai trd quan
trong trong co ché bénh sinh cla bénh than do
bTD [1, 2], va mdt s cac nha nghién ctru da
cho rang tén thwong éng than ciing déng gop
mot phan vao khéi phat ciia microalbumin niéu
bénh nhan DTD [3]. C6 mot vai protein va cac
enzyme 6ng than lién quan t&i ton thuwong 6ng
than nhw N-acetyl-B-D-glucosamidase, gamma-

Chronic  kidney  disease,
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glutamyltransferase,  neutrophil  gelatinase-
associated lipocalin (NGAL) va kidney injury
molecule-1 (KIM 1) [2]. KIM-1 la mét loai protein
mang typ 1 & mang dinh cla té bao éng lwon
gan. Phan ngoai cua n6 dwoc tach ra va giai
phéng vao éng than va xuét hién trong nuwéc
tiéu [4]. Marker sinh hoc nay khong thé phat
hién néu than binh thwong, do d6 day la mot
marker nhay va dac hiéu cho bénh ly & than [6].
Cac nghién ciru trén thé gi¢i da dua ra cac
bang chirng dang ké& cho thdy néng d6 KIM-1
thay ddi trong bénh DTD [6,7]. KIM-1 thay dbi rét
sém trwdc khi co ton thuwong than dwoc xac
dinh bang chi s& Albumin/Creatinine trong nuwéc
tiéu (Albumin to Creatinine Ratio - uACR), do do
c6 thé sir dung KIM-1 nhw |& moét marker dé xac
dinh tén thwong than som & bénh nhan dai thao
duwong. O Bénh vién 19-8 B6 cdng an chwa co
nghién clru nao vé lien quan néng dd KIM-1
nwéc tiéu & bénh nhan dai thdo dwdng cé ton
thudng than, vi vay chung t6i tién hanh nghién
ctu: Tim hiéu méi lién quan gitra nong do KiM-1
nwéc tiéu voi mot sé chi sb 1am sang, can Ia,m
sang & bénh nhan dai dwong tip 2 co bién
ching than.

DOI TWONG VA PHUONG PHAP NGHIEN CU'U

1. Péi twong nghién ciru

Nhém bénh: 61 bénh nhan dai thao dwdng
typ 2 chia thanh 2 nhém c6 mdc uACR trén va
dwai 30 mg/g.

Nhém chiing gdbm 30 nguwdi tinh nguyén,
khée manh.

Tiéu chuén chon bénh nhan dai thao dwdng:

+ Bénh nhan da dwgc chan doan xac dinh
dai thao dwdng

+ Bao gébm ca nam va ni.

2. Dia diém nghién ctru

Khoa Noi tiét, Khoa Kham bénh, Khoa Hoéa
sinh ctia Bénh vién 19-8.

3. Phwong phap nghién ctru

M6 ta cat ngang, so sanh doi chirng.

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

+ Cac xét nghiém dwoc thyc hién trén hé
thdng may xét nghiém tw déng AU 680 ctia hang
Beckman Coulter, may mién dich CI2000 cua
hang Abbott.

+ Dinh lwgng ndng dé KIM-1 nwéc tiéu bang
phuong phap ELISA.

4. Xt ly so liéu

Theo chwong trinh Excel 2010 va phan mém
Stata. . )

KET QUA NGHIEN cUrU

1. Pac diém bénh nhan nghién ctru

Bang 1. Thoi gian phat hién bénh BTD

Thoi gian phat | Nhom DTD Nhom DTD
hienbénh | ACR 230 mg/g | ACR < 30 mglg
<5 nam 12 | 38,71 11| 36,67
5-<10nam | 17 | 54,84 | 13 | 43,33
> 10 nam 2 6,45 6 | 20,00
Téng 31 100 30 | 100%

X+ SD 542 + 2,99 6,03 +3,57

572 + 3,28

_ Khdng co sy khac biét co y nghia thong ké
vé thdi gian mac bénh trung binh gilka nhém
DTD d cé bién chirng than va nhém DTD chua
c6 bién chirng than theo uACR (p > 0,05)

Bang 2: Bac diém BMI cla cac dbi twong nghién cliru

BMI Nhom DTD Nhom DTD Nhém chirng P
(kg/m®) UACR < 30 mg/g (n = 30) | uACR 230 mg/g (n = 31) (n = 30)
n % N % N %
<23 17 56,67 16 51,61 21 70,00 P12 > 0,05
=23 13 43,33 15 48,39 9 30,00 P13<0,05
X + SD 22,75 £ 3,20 22,31£2,385 21,06 £ 2,43 P23<0,05

SO bénh nhan BTD typ 2 thira can (BMI = 23) chiém ty 1&é cao hon so vé&i nhém chirng (p < 0,05).
BMI trung binh cia nhom BTD cao hon ¢é y nghia thong ké so v&i nhoém chirng (p < 0,05).
Bang 3. Dac diém kiém soat glucose mau lic doéi cia déi twgng nghién clru

Kiém soat Glucose Ca hai nhém Nhém BDTD Nhém BDTD P
(mmol/l) uACR < 30 mg/g uACR =30 mg/g
n % N % n %
Tt (4,4 —6,1) 9 14,75 3 10,00 6 19,35 > 0,05
Chap nhén (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
Tdng 61 100% 30 100% 31 100%
X+ SD 8,94 +4 17 9,71+524 8,19 £ 2,66

Bénh nhan kiém soat dwong mau luc doi kém chiem ty 1€ cao (67,21%). Khéng co sw khac biét
c6 y nghia théng ké gitra dwdng mau luc déi trung binh va ty 1& kiém soat dwéng mau lic déi gitra

hai nhém.
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2. N6ng dé KIM-1 va méi lién quan véi mét s6 chi sé
Bang 6: Nong d6 KIM-1 & déi twong nghién ctru

Chi s6 Nhém BTD Nhém BTD Nhém chirng P
UACR < 30 mg/g (n = 30) UuACR =230 mg/g (n = 31)
KIM-1 167,06 + 44,01 203,72 £ 59,49 57,29 + 25,91 p12 < 0,05
(pg/mli) P13 < 0,05
P23 < 0,05

C6 sw khac biét cé y nghia théng ké vé ndng
dd KIM-1 niéu trung binh gitka nhém BTD ¢ tbn
thwong than va BTD chwa co ton thwong than
theo uACR

Bang 5: Lién quan gitra KIM-1 v&i thoi gian
phat hién bénh

Th&i gian phat hién KIM-1
<5 nam 169,55 + 55,25
5-<10nam 198,63 + 53,63
210 nam 183,56 + 55,069

P anova > 0,05

Nhan xét: Khdong cé sy lién quan gilra ndng
ddé KIM-1 v&i thdi gian phat hién bénh.

Bang 6: Twong quan gitra KIM-1 v&i mot sb
chi so

Chi so KIM-1
P R
Tudbi > 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
HbA1c > 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
BAN LUAN

DPic diém bénh nhan nghién ciru ]

DTD typ 2 Ia mt bénh ly man tinh, da sb cac
bénh nhan méc DTD typ 2 déu dién bién thdm
l&ng trong nhiéu ndm. Vi vay bénh c6 thé duoc
phat hién 1 cach tinh c& khi ngwdi bénh di kham
strc khée dinh ki, hodc di kham bénh khac. Thoi
gian mac bénh BTD trong nghién ctvu chung toi
la 5,72 + 3,28 nam, trong d6 s6 bénh nhan mac
bénh tir 5 nam dén 10 nam chiém ty 1& cao nhét
49,18%, tiép theo la s6 bénh nhan mac bénh
dwéi 5 nam chiém ty & 37,70 %. Twr do go’l y
cho chang ta thay rang, khong phai thoi gian
cang dai thi ty 1& xuét hién blen chirng cang cao,
né phu thudc vao rat nhiéu yeu td khac ché do
van dong, ché do an, ché do dung thudc, mirc
do kiém soat duong huyét. Ching toi thay réng
véi trinh dd hiéu biét, sy quan tam vé BTD ngay

mot tang cua nganh y t& n6i chung va bénh
nhan nai riéng, sw tién bd trong cac bién phap
dw phong va diéu tri DTD da va sé goép phan
dang ké lam cham xuét hién va tién trién cac
bién chirng cta DTD, kéo dai thoi gian séng
thém cho bénh nhan. Tuy nhién nghién ctru cla
chung t6i cung khong thé dai dién cho mét cong
doéng noi chung do ¢& mau chua nhiéu.

Nghién clru cla chung t6i thay rang nhém
DTD c6 BMI trung binh cling nhuw ty 1é thtra can
béo phi cao hon so v&i nhém chirng (45,90 %
va 30,00 %). Ket qua nghién clru cia chung toi
twong tw nhw két qua cta nghién cliru dieu tra
dich t& hoc bénh BDTD toan qudc cia Bénh vién
Noi tiét Trung wong (2012) thay rang c6 50,47%
bénh nhan DTD bj thira can va béo phi.

Trong tét ca kiém soat da yéu té & bénh nhan
DTD typ 2, thi kiém soat tét du(‘)’ng mau la mét
yéu té quan trong nhat lam gidm cac bién chirng
va ty lé tr vong & bénh nhan BTD typ 2. Két qua
nghién ctru cla chung téi thay thay rang nong
doé glucose mau trung binh cta tat ca cac bénh
nhan BTD, nhém DTD c¢é bién chirng than va
DTD chwa ¢ bién ching than theo UACR Ian
lwotla (8,94 £4,17; 9,71+ 5,24, va 8,19 + 2,66).
C6 161 67,21% bénh nhan BTD kiém soat duwong
mau luc déi kém, chi cé 14,75% bénh nhan BTD
trong nghién clru ctia chung toi 1a kiém soat tét
dwong méy. Khéng c6 sw khac biét coé y nghia
thdng ké vé ty 1 kiém soat duwéng mau gitva hai
nhom. Ty 1& bénh nhéan khong dat muc tiéu kiém
soat dwdng mau van con cao, co thé 1a do bénh
nhan kém hiéu biét nén viéc tuan tha ché do
diéu tri khong tét, diéu kién kinh t& kho khan.
Kiém soat glucose huyét kém ddng nghia v&i
viéc gia tang nhiéu bién chirng man tinh & nhom
bénh nhan BTD.

Méi lién quan giitra KIM-1 vé&i mot sé dic
diém lam sang va can lam sang

Microalbumin trwéc day dwoc coi nhw la yéu
t6 tién lwong chac chéc cha qua trinh tién trién
t&i protein niéu nhwng cac nghién ctru gan day
da nghi ngd vé gia tri tién lwgng cua
microalbumin niéu khi moét sy giam tw phat da
duwoc bao cao & mobt ty 1€ I&én bénh nhan dai
thao dwdng. T d6 cac marker sinh hoc maéi la
can thiét dé tién lwong cac bénh nhan sé tién
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trién dén bénh cau than do dai thao dwong hodc
la nguy co cao tién trién dén bénh than giai
doan cubi. Cac bang chu’ng gan day da tap
trung vao tam quan trong cua van dé xac dinh
tén thwong 6ng than va méi lién quan cla chung
véi tén thwong than & bénh nhan cé ton thwong
than do DTD. Nghién ctru cua Nauta va cong sy
[9] danh gia nong d6 cua KIM-1 niéu ¢ nhém doi
twong khéng bi dai thao dwdng véi doi twong bi
dai thao dwdng dwoc chia lam 3 nhém: albumin
niéu binh thwdong, microalbumin niéu va
macroalbumin niéu. Tac gid thdy rang KIM-1
niéu cao hon & & nhdm bénh nhan dai thao
dwong coé albumin niéu binh thuwdng so voi
nhom chirng nhwng khéng co sy khac biét gitra
cac nhém phan loai theo albumin niéu & bénh
nhan DTD. Nielsen va céng sy ciling da khao sat
do tin cay cta KIM-1 niéu nhw mét marker cua
su tién trién cta bénh than do DTD [8].

_ Két qua nghién ctru clia chung t6i thay réng
nong dé KIM-1 tang dan t&r nhém chirng (ngu&i
khée manh) dén nhém BTD chwa cé tén thwong
than (UACR < 30 mg/g) va nhom DTD da co tf;n
thwong than (UACR > 30 mg/g). Sau khi tién
hanh hiéu chinh theo creatinine niéu, ciing cé
két qué tvong tw (p < 0,05). Ngoai ra mét vai
nghién ctu cling da cho ket qua twong ty la
nong d6 KIM-1 trong nwéc tiéu & nhém bi dai
thao dwong cé microalbumin niéu cao hon cé y
nghia théng k& so v&i nhéom BTD chwa cé
microalbumin niéu va nhém ching khée manh
nhw nghién clu cla Jose Antonio M. de
Carvaho va cdng sy (2015) nghién ctru trén 117
bénh nhan DTD typ 2 duoc chia lam ba nhom
theo chi s6 UACR, tac gia cling thay rang co sw
khac biét c6 y nghia thong ké vé néng do KIM-1
trung binh gitra nhém BTD typ 2 véi uUACR < 10
mg/g, UACR 10 — 30 mg/g va uACR > 30 mg/g
[7]. Mot sb nghién clru cGng cho két qua twong
tw nhw nghién ctru Zylka va cong sw (2018) [10].

Tw ket qua trén chung toi thay rang ton
thwong 6ng than ciing nhw cau than cé thé xuat
hién ngay tai giai doan sdm cta bénh than do
DTD. Diéu nay co thé duoc goiy rang qua trinh
tién trién nhuw sy day Ién cha ong than va hoat
doéng van chuyén cac ion hiru co, da duoc
chirng minh trwée khi cé albumin niéu va cé kha
nang bat dau ti thoi diém 6ng than chiu sy tac
dong cua sw thay ddi vé huyét dong va cac nhan
td6 chuyén héa di kém véi dai thdo duong. Do
do, tang ndng do KIM-1 co thé cho biét mirc do
thay dbi tién lam sang va tang cac marker ng
than c6 thé dai dién cho nhirng thay dbi cia
than trwdc khi tdn thwong than xuat hién.

Két qua cla chung téi thdy rang KIM-1 cé

méi twong quan thuan mic dd vira véi chi sb
UACR (r = 0,48, p < 0,05. KIM-1 khéng co twong
quan v@i cac chi s6 sinh héa khac nhw glucose,
ure, creatinine, chole§terol, HDL-C, LDL-C,
triglyceride, HbA1c. Ket qua nghién clru cla
ching téi twong tw nhw két qua nghién ctu
Agnieszka Zylka A va cong s (2018). Cac tac
gia thay rang khéng c6 moi twong quan gitra
KIM-1 v&i cac chi sé khac ciing nhw thoi gian bj
bénh DTD nhung c6 sw tirong quan murc df vira
gitra KIM-1 v&i chi s6 uACR (r = 0,39, p < 0,001)
[10]. Nghién ctu cua Jose Antonio M. de
Carvaho va céng sw (2015) cling thay rang co
st twong quan thuén giika KIM-1 niéu véi chi s6
UACR (r= 0,64, p <0,001) [7]
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