NGHIEN CUU KHOA HOC

MOI LIEN QUAN GIUA HbA1c
VA NGUY CO NHIEM KHUAN HO HAP LIEN QUAN PEN THO MAY

Vii Quéc Pat', Nguyén Thiy Hang!

Bat van dé: Nhiém khuan ho hép lién quan dén thd may (VARI) 1a phé bién & khoa hdi sic tich cuc
(ICU). Nghién ctru vé mbi lién quan gitra dai thio dudng va VARI con it va khong thdng nhét.

Muc tiéu: So sénh dac diem 1am sang va khdo sat moi lién quan gitra cac nhom HbA 1c va nguy co mac

VARI.

Phirong phdp: Nghién ctiru mo ta hoi ctiru st dung s6 liéu thir cip gdm 562 bénh nhan chia lam 3 nhom
HbAlc (<5,7%, 5,7 - 6,4%, > 6,5%), theo doi su xuat hién VARI trong 90 ngay.

Két qua: Nhom HbAlc > 6,5% co tudi, ty 1¢ dat catheter dong mach, chi sb6 Charlson va APACHEII cao
hon cac nhém HbA I¢ < 6,5%. Thoi gian nam ICU dén khi xuét hién dot VARI dau tién giita 3 nhom khéc
biét khong co y nghia thdng ké (P = 0,0603). Nguy co miac VARI & nhém HbAlc 5,7 - 6,4% (aHR = 0,88)
va > 6,5% (aHR = 0,88) so voi nhom HbA l¢ < 5,7% khac biét khong c6 ¥ nghia théng ké (p > 0,05).

Két ludn: Chiing t6i khong tim thiy mbi lién quan gitra HbA lc va VARIL

Tir khéa: Nhiém khuan ho hép lién quan dén thé may, HbA Ic, dai thao dudng, khoa hdi stc tich cuc.

DAT VAN BE

Nhiém khuan ho hdp lién quan dén thé may
(VARI) bao gdm viém phdi lién quan dén thé may
(VAP) va viém khi quan lién quan dén thé may
(VAT), 14 tinh trang nhiém khuédn bénh vién dudng
ho6 hap xuat hién & nguoi bénh sau khi dat ng nodi
khi quan it nhét 48 gio'.

Mot tong quan hé thdng va phan tich gop & chau
A nam 2019 cho biét ty 1€ VARI ¢ bénh nhan tai cac
khoa hdi strc tich cuc (ICU) 1a 12,7%?2. V& két cuc,
mot nghién ctru & Thé Nhi Ky cho thiy thoi gian
nam khoa hdi stc tich cuc & bénh nhan méc VAP
1a 23,8 ngay, cao hon gip 4 1an so vdi bénh nhan
khong mic VAP. Hon nita, bénh nhan VAP c6 nguy
co tir vong cao hon 14%?* va phai chiu chi phi 16n
hon $39,828".

O céc nude c6 thu nhap trung binh thap va trung
binh cao, ty 16 méi méc twong tmg cua VAP 1a 18,5
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va 15,2 truong hop/1000 ngay thd may, cao hon &
cac nudc co6 thu nhap cao (9 truong hop/1000 ngay
thé may) (p = 0,035)2. Can nguyén phd bién nhat &
cac nude thu nhap trung binh thap 13 Acinetobacter
baumannii va Pseudomonas aeruginosa*.

Dai thdo dudng 1am ting nguy co nhiém khuin
theo nhidu co ché. Nhiém khuin hé hép 1a nhiém
khuan chinh lién quan dén dai thao duong®. Tuy nhién,
céc nghién ctru vé mdi lién quan gitra dai thio duong
va VARI con it va c6 két qua khong théng nhat. Trong
khi mot nghién ctru trén bénh nhan trén 40 tudi & Ty
Ban Nha cho thiy mdi trong quan dong bién giita dai
thao duong typ 2 va VAP thi mdt phan tich gop lai
dan dén két luan rang dai thdo duong khong phai 1a
yéu t6 nguy co ctia VAP (p > 0,05)". Tuy nhién, trong
nhing nghién ctru trén, dai thio dudng chu yéu duoc
chan doan dua vao tién sir bénh tat hodc khong dé cap
dén tiéu chuan chin doan dai thao duong. Piéu nay
c6 thé gay ra sai sd phéan loai vi ¢6 nhitng bénh nhan
chua dugc chan doan.

Hién nay, theo khuyén cao cua Hi¢p hoi bai thao
duong Hoa Ky (ADA), xét nghiém HbAlc la mot
trong bdn tiéu chi chan doan bénh dai thao duong,
bao gdm: (1) Glucose huyét tuong lac doi > 126
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mg/dl (7,0 mmol/L); (2) Glucose huyét trong sau 2
gi0 lam nghiém phap dung nap glucose > 200 mg/
dl (11,1 mmol/L); (3) HbA1C > 6,5% (48 mmol/
mol) hodc (4) Trén nhiing bénh nhan c6 cac tri¢u
chung kinh dién cua ting duong huyét hay duong
huyét ting rat cao, dwdong huyét bt ky > 200 mg/dl
(11,1 mmol/L). Két qua xét nghiém HbA 1¢ cho biét
mirc duong huyét trung binh trong 2 - 3 thang va c6
lién quan chat ch& dén cac bién ching cua dai thao
duong va khong bi anh huéng nhiéu boi cac tinh
trang cap tinh.

Vi vay, muc tiéu cua chung toi trong nghién cuu
ndy 1a: Panh gia mdi lién quan va gia tri cua két
qué xét nghiém HbA I¢ trong dy doan nguy co mic
nhidm khuan ho hip lién quan dén thd may & bénh
nhan khoa hdi strc tich cye.

D0l TUONG VA PHUGNG PHAP
Poi twong

Tiéu chudin lwa chon: Ching t6i lwa chon nhirng
bénh nhan théa mén tt ca cac tiéu chi sau, bao gém
(1) bénh nhan > 18 tudi, (2) da duoc dat ndi khi quan
trong < 24 gio tai thoi diém thu tuyén vao nghién
ctru nham loai trir nguy co nhiém tring bénh vién
tai thoi diém xét nghiém HbA ¢, (3) can dit noi khi
quén it nhat 48 gio ¢& danh gia xac xuit xuat hién
nhiém trung bénh vién, (4) c6 thong tin HbAlc lic
nhép vién.

Tiéu chudn logi triv: (1) D3 timg tham gia nghién
clru nay, (2) dat noi khi quan trong 14 ngay qua, (3)
hep khi quan, nhuyén khi quan, thé rit nghi ngo thir
phat sau chin thwong khi quan.

Phwong phap: Nghién ctru quan sat tién ctu,
thir cap tir mot thir nghiém ddi ching ngau nhién.

C& mdu va chon mau: Tt 600 bénh nhan trong
thir nghiém ngau nhién c6 dbi chimg ban dau, chung
t6i loai trir 38 bénh nhan khong c6 thong tin HbAlc
khi nhap vién. 562 bénh nhan du diéu kién.

- Ngi dung/chi s6 nghién ciru: Sy xuit hién cua
VARI trong vong 90 ngay ké tir ngdy phan nhom.

- Quy trinh tién hanh nghién ciru: Bénh nhan duoc
phan loai thanh 3 nhém (HbAlc <5,7%; HbAlc 5,7
- 6,4%; HbAlc > 6,5%) theo hudéng dan cia Hiép

hoi Dai thao duong Hoa Ky (ADA). Ching t6i so
sanh sy khéc biét vé cac dic diém co ban, lién quan
gitra mirc HbAlc va thoi gian tir khi nhép vién cho
dén khi xuét hién dot VARI dau tién va nguy co mic
VARI. Theo ddi bénh nhén trong vong 90 ngay dén
khi xut vién, roi khoa hoi st tich cuc, duoc chan
doan VARI (gdm tat ca cac dot VARI), khi rat khoi
nghién ctru hoac khi tur vong.

- Bién so:

+ Bién doc lap: Nhan khau hoc (tudi, gidi tinh),
tinh trang ltic nhap vién (c6 dugc dat catheter tinh
mach trung tam hay catheter dong mach khong,
diém APACHE II va CCI).

+ Bién phu thudc: Ty 1€ hién mic, ty sudt mat do
méi mac VARI, thoi gian ndm khoa hoi strc tich cuc
dén khi xuét hién dot VARI dau tién, nguy co méc
VARI.

- Phwong phdp xir Iy sé liéu: Céac bién phan loai
duoc phan tich bang kiém dinh Chi binh phwong
hodc kiém dinh Fisher. Tinh chudn cia cac bién
lién tuc dugc danh gia bang kiém dinh Skewness/
Kurtosis. Cac bién phan phdi chuan dugc phan tich
v6i T test. Cac bién phan phdi 1éch chuan dugc phan
tich bang test Mann Whitney. P < 0,05 duoc coi 1a
c6 ¥ nghia théng ké. Thoi gian ndm vién cho dén
khi xudt hién dot VARI déu tién duoc thé hién qua
dudng cong Kaplan-Meier va duoc kiém dinh bing
log-rank. P& uéc tinh ty sé nguy co (hazard rate)
miac VARI giita 3 nhém HbA lc va céc yéu té nguy
co tiém 4n khac, chung t6i st dung md hinh hdi quy
Cox. Tién hanh phan tich don bién dé xac dinh yéu
t6 nhidu. P4i voi cac bién phan loai, sir dung log-
rank test. D6i v6i cac bién lién tyuc, sir dung hoi quy
Cox don bién. Yéu tb nao co p < 0,25 s€ dugc thém
vao md hinh da bién. Mé hinh chua hiéu chinh chi
bao gém cac nhém HbA Ic.

Thoi gian va dia diém nghién ciru: Khoa hoi stc
tich cuc tai 3 bénh vién: Bénh vién Bénh Nhiét déi
(HTD), Bénh vién Cép ciru Trung Vuong (TVH) tai
Thanh phd H6 Chi Minh va Bénh vién Bénh Nhiét
ddi Trung wong (NHTD) tai Ha Ndi trong thoi gian
18 thang (tir thang 11 ndm 2016 dén thang 3 2018).
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n 2
KET QUA
Bang 1. Dac diém cla bénh nhan theo nhém HbA1c
L A HbA1c (%)
Dic diém Tatcabenh nhan ™57 57-6,4 > 6,5 o
. n =562
(n = 305) (n =139) (n=118)
390 229/305 87/139 74/118
Gioi tinh 9 0,006
101 tinh nam (%) (69.4%) (751%) | (626%) | (62.7%)
Tudi (nam), (trung vi, IQR) 41,0 95 35,6 111 0,000
Catheter tinh mach trung tdm (n,%) 0,0 4 1,5 4 0,154
Catheter dong mach (n,%) 0,0 " 4.1 " 0,049
225/305 88/139 32/118
0 345/562 (61,4% 0,000
(61.4%) (73,8%) (63,3%) (27,1%)
38/305 31/139 46/118
y 1-2 115/562 (20,5%
Chi sb ( ) (12,5%) (22,3%) (39,0%)
Charlson 22/305 9/139 23/118
3-4 54/562 (9,6%
(9.6%) (7,2%) (6,5%) (19,5%)
20/305 11/139 17/118
25 48/562 (8,5%
(8,5%) (6,6%) (7,9%) (14,4%)
APACHE Il (trung vi, IQR) N = 554 17 (13 - 22) 16 18 20 0,000
gvi (12 - 21) (14 - 23) (16 - 24) ’

Ttr 600 bénh nhén trong thir nghiém ngiu nhién c6 d6i chirg ban dau, ching t6i loai trir 38 bénh nhan
khong c6 théng tin vé HbA lc khi nhap vién. 562 bénh nhan dap ung tiéu chuin lya chon. 305 bénh nhin
(54,3%) c6 HbA 1¢ < 5,7%, 139 bénh nhan c6 HbAlc 5,7 - 6,4% (24,7%), 118 ngudi c6 HbA1c>6,5% (21%).

Dic diém cua bénh nhan duoc thé hién & Bang 1. Gan 70% sb bénh nhan 14 nam gidi. Tudi trung vi cia
bénh nhan 1a 57, APACHEII trung vi la 17, trong d6 bénh nhan c6 HbAlc > 6,5% co tudi trung vi va diém
APACHEII trung vi cao nhét trong 3 nhom bénh nhan. “CCI = 0" chiém chu yéu (61,4%); ty 1& “CCI = 0" cao
nhat & nhém HbA lc < 5,7% (73,8%), “CCI > 5” 14 it ph6 bién nhét (8,5%); ty 18 “CCI > 5” cao nhat & nhém
HbAlc> 6,5% (14,4%).

Bang 2. Ty 1& hién mac va ty suat mat dd maéi mac VARI

Ty Ié VARI/1000

Mac VARI

HbA1c (%) Tt ca bénh nhan Khéng mac VARI p N
ngay thé& may
562 143 (25,4%) 419 (74,6%) 17,1
<57 305 (54,3%) 94/305 (30,8%) 211/305 (69,2%) 0,003 20,2
5,7 - 6,4 139 (24,7%) 31/139 (22,3%) 108/139 (77,7%) 14,2
26,5 118 (21,0%) 18/118 (15,3%) 100/118 (84,8%) 11,9

143 bénh nhan (25,4%) mic it nhat 1 dot VARI. 167 dot VARI di duoc ghi nhan. Ty 1é mic VARI l1a
khac nhau giita 3 nhoém bénh nhan (p = 0,003). Ty suat mat d6 méi méc cua bénh nhan c6 HbAlc > 6,5%
13 11,9/1000 ngay thd may, thap hon cac nhém bénh nhan c6 HbAlc < 6,5%.
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Biéu d6 1. Pudng cong Kaplan Meier vé thdi gian dén khi khéi phat dot VARI dau tién

Thoi gian nam khoa héi stre tich cuc dén khi xuét hién dot VARI dau tién khac biét khong c6 ¥ nghia
thdng keé giita 3 nhém bénh nhan (p = 0,0603).

Bang 3. Hoi quy Cox da bién: Cac yéu té nguy co cia VARI

Yéu t6 nguy co Hazard Ratio (95% Cl) p
Chuwa hiéu chinh
HbA1c < 5,7 - -
HbA1c: 5,7 - 6,4 0,73 (0,48 - 1,09) 0,125
HbA1c =26,5 0,60 (0,36 - 0,99) 0,044
Pa hiéu chinh
HbA1c < 5,7 - -
HbA1c 5,7 - 6,4 0,88 (0,58 - 1,34) 0,552
HbA1c 26,5 0,88 (0,50 - 1,56) 0,663
Gidi tinh: Nam 1,94 (1,27 - 2,97) 0,002
Tubi 1,00 (0,99 - 1,01) 0,734
APACHEII 0,99 (0,96 - 1,02) 0,554
CCI O
CCl1-2 0,56 (0,32 - 0,96) 0,036
CCl3-4 0,63 (0,30 - 1,31) 0,217
CClz5 0,40 (0,16 - 1,02) 0,054
Catheter dong mach 1,36 (0,96 - 1,93) 0,077

Sau khi phan tich don bién, chung t6i dua cac bién sau vao mé hinh hdi quy Cox da bién: Gidi tinh (p =
0,011), tudi (0,095), catheter dong mach (p = 0,016), 4 nhom CCI (p =0,0013), 3 nhom HbA 1c (p=0,0307),),
APACHEII (p = 0,0094). Trong md hinh chua hiéu chinh, nguy co méc VARI ¢ bénh nhén c6 HbAlc > 6,5
thap hon 40% so v4i bénh nhan c6 HbAlc < 5,7 (p = 0,044). Tuy nhién, trong md hinh d& hiéu chinh, HbAlc
khong lién quan dén nguy co méc VARI (p > 0,05), chi c6 gidi tinh 13 ¢6 lién quan (p = 0,002). Nam gidi co
nguy co mic VARI cao hon 94% so v&i nit gioi.
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BAN LUAN

Nghién ciru ctia chung t6i chi ra ring HbAlc
khoéng lién quan dén VARL Cu thé 1a thoi gian nim
khoa héi strc tich cyc dén khi khai phat dot VARI dau
tién va nguy co mic VARI khong khac nhau & cac
nhom HbAlc.

Theo y vin, ting duong huyét 1a mot yéu té nguy
co cua nhiém khuan theo nhiéu co ché, bao gém bat
thudng hé mién dich bam sinh, hé mién dich mac phai
va hé thdng tin hiéu cytokin®. Cu thé 1a c6 sy giam
dap tmg ciia lympho T, giam chtrc ning cia bach ciu
da nhan trung tinh, rdi loan chirc ning hé mién dich
dich thé, giam tiét cac cytokin viém, nudc tiéu co
glucose, bién chirng mach méu va than kinh cua dai
thao duong, r6i loan van dong duong tiéu hoéa. Hon
nira, bénh nhan nang nam trong khoa héi sire tich cuc
cling ¢6 xu huéng tang duong huyét (gan nhu 100%
s6 bénh nhan), va duong huyét nén duogc kiém soét
chat ch&. Do d6, ban dau ching t6i cho rang bénh
nhan c6 muc HbAlc cao hon s& co nguy co méc
VARI cao hon. Tuy nhién, cling c6 nhiing nghién ctru
ph nhan mdi lién quan nay. Mot phan tich gop gébm
céc nghién ctru thuan tap, nghién ctru bénh ching va
nghién ctru quan sat tir nam 1950 dén 2005 két luan
rang dai thao dudng khong phai 14 yéu t6 nguy co cia
VAP (p > 0,05)". Loi giai thich pht hop nhit c6 thé 1a
viéc mic VARI con lién quan dén nhiéu yéu t6 khac,
nhu thoi gian tho may, mirc d§ nang cua bénh, bénh
ddng mic chir khong chi c6 HbAlc. Chi riéng co
ché suy giam mién dich & bénh nhan dai thio duong
khong du dé 1am ting ty 16 hién mic ciia VARI.

Nghién ctru ctia chiing t61 chi ra nhoém bénh nhan
c6 HbA lc < 5,7% co ty suat mat do moi méc VARI
cao hon nhom HbAlc 5,7 - 6,4% va nhém HbAlc >
6,5%. Diéu nay c6 thé duoc gidi thich 1a dé bénh nhan
mic VARI thi can c¢6 du thoi gian ndm vién dé khai
phat bénh, va co thé c6 nhiing bénh nhén tir vong
truge khi khoi phat bénh. Thyc té, ty 18 tir vong &
nhom HbAlc < 5,7% (1%) nhé hon & nhém HbAlc
5,7 - 6,4% (2.9%) va nhom HbAlc > 6,5% (5,1%)
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(p < 0,05). Tuy nhién can phan tich thém vé ty 1& rai
ro canh tranh va thoi gian dén khi tir vong.

Trong nghién ctru nay, chung t6i cling xem xét
mdt s6 yéu t6 nguy co c6 thé lam ting nguy co mac
VARI. Nam gidi c6 nguy co miac VARI cao hon 94%
so voi nit gidi, diéu nay co thé do bat thuong qua
trinh thong khi héa xuong chiim, duong dan khi hep
hon, théi quen hut thube 14, anh hudéng caa hormon
gidi tinh dén hé thong mién dich.

Khong giéng nhu cac nghién ctru khéac, chung toi
sir dung VARI (bao gdm ca VAP va VAT) lam chi tiéu
danh gia. VARI c6 thé dugc xem nhu mot giai doan
chuyén tiép trudc khi tién trién thanh VAP. Vi sinh
vat khu tra ¢ khi quan c6 thé 1am khoi phat VAT va
sau d6 12 VAP. VAT va VAP c6 céc du hiéu va triéu
chimg 1am sang giéng nhau, chi khac 13 VAP thi chup
X-quang nguc thing s& thiy hinh anh thdm nhidm
moi xudt hién’. Nhung cac dinh nghia str dung trén
lam sang va trong nghién ctru 1a khac nhau dang ké.
Klompas va cong su chi ra rang dinh nghia vé cac
su kién lién quan dén thd may nay c6 nhimg han ché
khi duoc sir dung lam chi sé trong khoa héi sire tich
cuc'®.

Nghién ctru ctia ching t6i ¢6 mot vai diém han
ché. Thtr nhat, mac du dit liéu dugc thu thap tién ctu,
nghién ctru hién tai van la mot phan tich tha cép va
do d6 han ché lién quan dén phwong phap hi ciru 1a
khong thé tranh khoi. Do do, cin ¢ cac nghién ctu
thuan tap tuong lai dé xac nhan két qua ciia chung toi.
Thit hai, dit liéu ban dau khong duoc thiét ké cho cau
hoéi nghién cuu cta chung t6i. Thur ba, chung t6i da
loai trir nhitng bénh nhan khong c6 HbAlc khi nhép
vién, didu nay cé thé dan dén sai s lya chon.

KET LUAN

Qua nghién ctru thir cap trén 562 bénh nhan tai
khoa hdi strc tich cuc cua 3 bénh vién, chung t61 nhan
thdy HbAlc khong lién quan dén nguy co méc VARI
¢ bénh nhan phai thd may.
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GLYCATED HEMOGLOBIN (HBA1C) AND RISK OF VENTILATOR
ASSOCIATED RESPIRATORY INFECTION (VARI)

Background: VARIs are common hospital acquired infections (HAIs) in intensive care units (ICUs)
with worrisome clinical outcomes. Studies about association between diabetes and VARI is scarce and
controversial. However, diabetes was mostly diagnosed by patients’ medical histories which could cause
misclassification errors.

Subjectives: The aim of this study was to compare the clinical characteristics of individuals with different
levels of HbAlc and to investigate the association between HbA1c and the risk of developing VARI in ICU
population.

Methods: 562 adult patients intubated for < 24h at the time of enrolment were divided by their HbAlc
on admission into 3 categories (< 5.7%, 5.7 - 6.4%, > 6.5%). VARI episodes were recorded up to 90 days
after randomization.

Results: ICU stay until the appearance of the first VARI episode between the 3 groups of patients was
not statistically significant (P = 0.0603). The risk of developing VARIs was not different in patients with
HbAlc between 5.7% - 6.4% (anh huong R=0.88 [0.58 - 1.34], p = 0.552) and > 6.5% (aHR 0.88 [0.5 -
1.56], p=0.663) as compared to those with HbAlc < 5.7%. Conclusion: We found no association between
HbAlc and VARI.

Key words: Ventilator-associated respiratory infection (VARI), diebetes, HbA 1c, intensive care unit.
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