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Ti LE TANG PUONG HUYET
O BENH NHAN DOT CAP BENH PHOI TAC NGHEN MAN TiNH
NHAP VIEN CO DUNG GLUCOCORTICOID
Dodn Minh Yén Ha?, Tran Quang Nam>
TOMTAT

Dt vdn dé: Glucocorticoid (GC) la diéu tri quan trong trong dot cdp bénh phéi tdc nghén man tinh
(BPTNMT). Tuy nhién, sir dung GC cé nguy co gdy ting duwong huyét (DH).

Muc tiéu: Xdc dinh ti 1¢ ting DH & bénh nhin mic dot cdp BPTNMT nam vién c6 ding GC, thoi diém
tang DH va cdc yéu td'lién quan.

Déi twong va phuong phdp nghién cibu: Nghién ciru cit ngang mo td & bénh nhin mic dot cip BPTNMT
chua biét ddi thio dwong (DTD) nam vign 6 dimg GC. Ting DH dugc dinh nghia la ¢6 it nhat 1 lin DH >
10mmol/L trong t6i da 5 ngay ké'tir liic dimg GC.

Két qua: Ti I¢ bénh nhin ting DH la 74,5%. Ting DH sau ding GC xudt hién trong hai ngay diu ding
glucocorticoid gap trén 72,4% bénh nhan. DH ting cao thuwong xay ra liic 16 -17 gio va 19-20 gio. Yéu td'lién hé
v6i ting DH gom tudi = 65 va dj loc ciu thin wéc dodn < 60 ml/phit/ 1,73 m? da.

Két lugn: 74,5% bénh nhin mic dot cdp BPTNMT ding GC c6 ting DH, xdy ra chil yéi trong hai ngay diu dimg GC, vao
liic 16 -17 gio va 19-20 gio. Tudi > 65 va df loc ciu thin wéc dodn <60 ml/phit/ 1,73 m? da la cdc yéu t6'lién hé v6i ting DH.

Tir khéa: ting duwong huyét, glucocorticoid, bénh phdi tic nghén mén tinh
ABSTRACT

HYPERGLYCAEMIA PROPORTION IN HOSPITALIZED PATIENTS WITH AN ACUTE
EXACERBATION OF CHRONIC OBSTRUCTIVE PULMONARY DISEASE USING
GLUCOCORTICOID ADMINISTRATION
Doan Minh Yen Ha, Tran Quang Nam
* Ho Chi Minh City Journal of Medicine * Vol. 25 - No. 2 - 2021: 15 - 21

Background: Systemic glucocorticoids (GCs) are efficacious in the treatment of acute exacerbation of chronic
obstructive pulmonary disease (AECOPD). However, GCs potentiate hyperglycaemia.

Objective: Dertemine the proportion of hyperglycaemia in hopspitalized patients with an AECOPD and GC
administration, the time of hyperglycaemia and related factors.

Methods: Cross-sectional, observational study was conducted in patients hospitalized due to AECOPD with
unknown diabetes. Capillary blood glucoses and factors associated with hyperglycaemic proportion were collected.
Hyperglycaemia was defined as at least a blood glucose level > 10 mmol/L within a maximum of 5 days after GC
administration.

Results: The proportion of glucocorticoid-induced hyperglycaemia was 74.5%. Among those with
hyperglycaemia, it had developed within 48 h in 72.4% of subjects. High glucose levels were usually detected from
4 to 5 P.M and from 7 to 8 P.M. Associated factors of glucocorticoid-induced hyperglycaemia were age > 65 and
estimated glomerular filtration rate <60 ml/min/ 1.73 m?.

Conclusion: Glucocorticoid induced hyperglycaemia occured in 74.5% of hospitalized patients with
AECOPD. Hyperglycaemia mainly developed within 48 hours after the administration of the first dose of GCs.
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High blood glucose levels often occured from 4-5 P.M and from 7-8 P.M. Age 265 and estimated glomerular
filtration rate <60 ml/min/1.73 m? were associated with hyperglycaemia.

Keywords: hyperglycaemia, glucocorticoid, chronic obstructive pulmonary disease

PAT VAN bE

Bénh phdi tic nghén man tinh (BPTNMT)
dwoc du doan sé tro thanh nguyén nhan gay ti
vong hang dau trong tat ca cac loai bénh tat
khong truyén nhiém trong 15 nam t6i®. Dot cdp
BPTNMT 1a qud trinh dién tién ty nhién cta
bénh, thuwong phai nhdp vién va can dung
glucocorticoid (GC) duong toan than. Tuy nhién,
bénh nhan st dung GC c6 nguy co gap cac tac
dung phu, thuong gap la tang DH.

Ti 1é ting duong huyét (DH) trén nhom
bénh nhan dot cdp BPTNMT nam vién c6
dung GC chiém tr gan % dén hon % dan
s0@%%, ching to ting PH la mot hién tuong
pho bién va can nhiéu luu tam khi diéu tri GC.
MGi lién quan gitra tang DH va két cuc bat loi
0 bénh nhéan noi vién da dwgc tim thady qua
nhiéu nhém dan s6 bénh nhan khac nhau,
nhitng bénh nhan noi vién tang DH sé tang ti
18 tr vong va kéo dai thoi gian ndm vién so véi
nhém c6 DH binh thwong. Tuy nhién, 6 nhitng
bénh nhan chua biét DTD trude d6 co st dung
GC, viéc theo doi DH hang ngay chua duoc
cht trong va quan tam diang mutic.

Tai Viét Nam va thanh phé H6 Chi Minh,
van chua c6 cong trinh nghién cttu vé ti 18 tang
DH trén bénh nhan dot cdp BPTNMT nam
vién ¢6 st dung GC. Do d6, nghién cttu nay
khao sat ti 1é tang PH trén nhom bénh nhan
nay va cac yéu td lién quan nham xac dinh
mitc lrru tAm can thiét vé viéc theo doi DH khi
stt dung GC noi vién.

POITUONG-PHUONG PHAPNGHIEN CUU
Dé6i twgng nghién ciru

Nhitng bénh nhan nhip vién dwogc chan
doan dot cdp BPTNMT chua biét DTD trude do,
c6 st dung GC. Nghién cttu thiee hién tai khoa
ho hdp bénh vién Dai hoc Y Duoc va khoa ho
hdp bénh vién Nguyén Tri Phuong tir thang
12/2019 dén thang 7/2020.
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Tiéu chudn chon vao

Bénh nhan duwoc chon khi ¢6 dic diém sau:
Bénh nhan tudi 218, nhap vién vi dot cap
BPTNMT, chua biét DTD trude dé (duoc xac
dinh trén cac xét nghiém DH hoac HbAlc 6
thang gan nhat cua bénh nhan: BH déi <126
mg/dL, DH bat ky hodc sau &n <200 mg/dL,
HbAlc <6,5%; truong hop bénh nhan khong cé
cac xét nghiém trén sé dua vao chan doan trén
ho so bénh an hodc toa thudc cli ctia bénh nhan),
o stt dung GC durong toan than.
Tiéu chudn loai trir

DH 210 mmol/L tai thoi diém nhap vién, thoi
gian nam vién dudi 48 gid, bénh nhan khong
dong y tham gia nghién ctru.
Phuwong phap nghién cttu
Thiét ké'nghién citu

Catngang md ta
Comau

2

- PP

N: ¢& mAu, z: tri s6 t6i han ctia do tin cay (o),
z=1,96 v6i a=0,05, p: ti 1é du kién trudc trong
quan thé theo y van cua tac gia Baker M@ la
43,75% d: d6 chinh xac tuyét d6i mong mudn,
d=0,1. Vay & mau t5i thiéu N=95 bénh nhan.
Quy trinh nghién ciiu

Bénh nhan c6 2 lTan DH mao mach >10
mmol/L sé duoc két thic nghién ctu, vi ltc nay
gia tri DH ¢ thé bi anh huong boi can thiép diéu
tri. Sau khi két thuc nghién ctru cac qui trinh
theo doi va diéu tri tang duong huyét thuc hién
theo qui dinh tai bénh vién (Hinh 1).
Bién s6 nghién citu

Tong liéu tich liiy GC trong hai ngay dau
duoc dung dé phan chia cac bénh nhan thanh 3
nhém theo tam phan vi: liéu thdp (tam phan vi
tht 1 ctia liéu glucocorticoid), liéu trung binh
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(tam phéan vi th 2) va liéu cao (tam phan vi thi
3). Hai ngay dau dugc chon lam thoi gian tinh
tong liéu tich Ity GC vi day la thoi gian bao gom
day du 24 gio st dung GC.

Tang DH duoc xac dinh khi bénh nhan c6
mot Jan PH mao mach >10 mmol/L theo khuyén
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cao muc tiéu kiém soat PH noi vién cta Hiép
hoi Dai théo duong Hoa ki 20196

Thoi gian dén luc xay ra ting DH 1a khoang
thoi gian tinh tir lac bat dau st dung GC dén lic
ghi nhan tang PH lan dau tién.

Bénh nhan duoc chan doan dot cap BPTNMT, chua biét DTD
triede do, c6 chi dinh dung GC dwong toan than

bong y tham gia nghién ctiu

Héi bénh st va kham lam sang

Theo doi duong huyét mao mach hang ngay dén khi 2 Ian PH mao mach > 10
mmol/L, t6i da 5 ngay

/\

C6 tang duong huyét

Khong tang duong huyét

e —

Thu thap va xt ly s6 liéu

Hinh 1: Quy trinh nghién ciu

Phuong phdp xu lij s6'liéu

Dt liéu duoc xtt ly v6i phan mém STATA IC
14 v6i ngudng y nghia thong ké p <0,05.
Y diic

Nghién ctru nay dwoc thong qua boi Hoi
dong Dao durc trong nghién ctru Y sinh hoc Dai
hoc Y Duoc TP. HCM, s6 572/PHYD-HDDD,
ngay 31/10/2019.
KET QUA

Nghién cttu c6 102 bénh nhan bao gom 82
bénh nhan ¢ bénh vién Dai hoc Y dwoc thanh
phd H6 Chi Minh va 20 bénh nhan ¢ bénh vién

Chuyén Dé Noi Khoa - Lio Khoa

Nguyén Tri Phuong tir thang 12/2019 dén thang
7/2020. Tubi trung binh 1a 73,7 + 11,2 nam, trong
ddé nam gidi chiém 88,2%. Chi s6 khdi trung binh
cua dan s6 nghién ctru la 21,4+4 kg/m? trong d6
14,7% bénh nhan béo phi. Vong eo trung binh la
87,6 + 14,9 cm, trong d6 51% bénh nhan ¢ tang
vong eo (tang vong eo khi vong eo ¢ bénh nhan
nam >90 cm va vong eo ¢ bénh nhan ni >80 cm).
Liéu twong duong methylprednisolone trung
binh/ngay la c6 trung vi la 40 mg (khoang t&
phan vi 1a 40-66,7 mg), tong liéu twong duong
methylprednisolone hai ngay dau ¢ trung vi la
80 mg (khoang t¢t phan vi la 80-120 mg).
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Hinh 3: Tan sudt xudt hién ting dwong theo ngay

Hinh 2: Ti I¢ tang dwong huyeét cua din s6 nghién citu ciia din so'nghién cieu

Chi c6 48 bénh nhan dwoc chi dinh xét mmaliL =001 trudc va sau ép u:“hiéu v trundc &n sang va

; : ’ ’ truprc antrus

nghiém HbAlc vi ¢6 két qua DH bat ky >10
mmol/L hoac PH déi >7mmol/L. 10 g1

Trong d6, c6 10 bénh nhan (20,8%) c6 HbAlc 9 ' 87
26,5%, duoc xem la PTD mdi phat hién va 38
bénh nhan (79,2%) c6 HbAlc <6,5%. B 74 7.6

Trong sO 10 bénh nhan DTD mdi phat hién
(HbAlc 26,5%), c6 9 bénh nhén (90%) xut hién 7
tang DH. R

Trong sO 38 bénh nhan HbAlc <6,5%, co 32 Trugcin  Trudcntrua Tredcén  Saudn chigu
bénh nhan (84,2%) xuét hién ting DH. Hai i 16 sEng(5-6h)  (10-11R)  chigu(16-17R)  (19-20k)
nay khong khac biét c6 y nghia thong ké. Hinh 4: Duong huyét trung binh theo thoi diém

trong ngay ctia din so' nghién ciru
Bang 1: Phin tich don bién vé lién quan giiva tang dwong huyét va cic yéu to’

< iz Khéng tang BH Ting BH
Bac diem (<10 mrgrlmolll)g,l n=76 =10 mmglll), n=26 P
Tudi = 65 (%,n) 50 (13) 80,3 (61) 0,003
Béo phi (%,n) 3,6 (1) 18,4 (14) 0,07
Tang vong eo (%,n) 34,6 (9) 56,6 (43) 0,10
Gia dinh méc BTD (%,n) 7.7 (2) 21,1 (16) 0,12
Dang hut thuéc 14 (%,n) 30,8 (8) 21,1 (16) 0,28
HbAlc (%) 6,120,5 6,120,6 0,84
eGFR <60 ml/ph(it/1,73 m2 (%,n) 38(1) 15,8 (12) 0,17
CRP (mgl/L) (trung vi, khodng t(r phan vi) 16 (4,2-25,2) 18 (6,7-93,8) 0,30
Téng lidu tich Iy GC 2 ngay dau *
Thép (%,n) 19,2 (5) 18,4 (14)
Trung binh (%,n) 38,5 (10) 38,2 0,99
Cao (%,n) 11 (42,3) 33 (43,4)

"Téng liéu tich liiy GC trong hai ngay ddu dwgc chia thanh cic nhom thdp, trung binh va cao theo tam phin vi liéu
glucocorticoid cuia diin s6' nghién civu (lidu thip: 16-79,9 mg, trung binh: 80-119,9 mg, cao: 120-320 mg)
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Bang 2: Phin tich hoi quy da bién Cox vé lién quan
Qi t sudt tang dwong huyét va cic yéu to’

Sz Khoang tin ca
Bien so HR 93% 24 p
Téng lidu tich Ity GC 2 ngay dau
Théap 1
Trung binh 1,11 0,57-2,14 0,75
Cao 0,97 0,51-1,84 0,92
o 'QCHiT;;gE?” <60 206 1,08-3,92 0,03
Tudi = 65 2,11 1,19-3,76 0,01
Béo phi 1,72 0,94-3,16 0,07
Tang vong eo 1,17 0,74-1,87 0,48
Giadinh mécDTPD| 1,12 0,62-2,04 0,71

HR 2,06; KTC 95% 1,08-3,92; p=0,03
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—— D8 loc c&u than = 60 mlphit/1,73m2 da
—— D6 loc c4u than < 60 mi/phat/1,73m2 da

Hinh 5: Duwong cong Kaplan Meier so sanh ti sudt
tang DH giiva hai nhém tudi

00

HR 2,11; KTC 95% 1,19-3,76; p=0,01
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Hinh 6: Dirong cong Kaplan Meier so sanh ti sudt
tang DH giita hai nhém do loc ciu than
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BANLUAN
Ti lé tang DH

V6i dan s6 nghién cru 1a bénh nhan mac
dot cadp BPTNMT, nghién cttu ctia ching toi va
cua tac gia Baker J]M® déu lay ngudng DH >10
mmol/L lam ngudng tang DH. Nghién ctru ctia
Baker 1a nghién hoi cttu nén cac gia tri PH thu
thap duoc c6 18 kha ngau nhién va dé bo sot
tang DH, nhat 1a trén bénh nhan khéng mac
DTD va DH duoc thit khong phai DH sau an.
Nghién cttu cta chung toi la nghién ctru tién
cru, mdi bénh nhan trong nghién ctu déu
duoc thir duwoc huyét it nhat 1 Tan/ngay trong
t61 da 5 ngay lién tuc. C6 1€ vi vay ma ti 1€ ting
DH trong nghién cttu ching t6i cao hon
nghién ctru trén. Nghién ctru cua tac gia Burt
MG® dung mdy do DH lién tuc bado cdo ti 1é
tang DH 1a 52,5%, cao hon nghién cttu cta tac
gia Baker nhung van thdp hon nghién cttu cua
chuing t6i, c6 1€ do trong nghién cttu nay, bénh
nhan chi duoc theo doéi PH tdi da 2 ngay va
ngudng tang DH tac gia chon la 11,1 mmol/L
so vOi nghién cttu cua chang toi la =10
mmol/L. Trong nghién ctru cua tac gia Koeskla
HO®, bénh nhan dwoc tht PH 7 lan trong
ngay dau tién, va dinh nghia ting PH bao
gom ca DH ddi >6,9 mmol/L va DH sau an
>11,1 mmol/L. C¢é 1€ vi vay ma ti 1é tang DH
bao cao trong nghién ctru nay rat cao, 79% so
voi nghién cttu cta chiang t6i la 74,5%. Nhu
vay, qua nhiéu nghién ctu, c6 thé thdy tan
sudt thit duong cang nhiéu va thoi gian the
dwong cang dai, ti 1€ ting DH do GC phat hién
dwoc cang cao.
Thoi di€ém xuat hién ting PH

Trong s6 76 bénh nhan tang duong huyét (cd
it nhat 1 [an duong huyét 210 mmol/L), c6 55
(72,4%) bénh nhan xay ra tang duong huyét phat
hién trong 2 ngay dau dung GC. Két qua nay
cling twong tu két qua trong nghién ctru cua tac
gia Fong AC vdi ti 1€ 1a 70%©. Mot nghién ctru
khéac cta tac giad Burt M® bdo cdo i 1¢ tang
duong huyét (it nhat 1 lan duong huyét 11,1
mmol/L) 1a 52,5%. Nhu vay, c6 thé thdy tang
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duong huyét xay ra cht yéu trong 2 ngay dau stv
dung GC. Do d6 theo ddi duong huyét som
trong 2 ngay dau st dung GC sé gitp phat hién
phan 16n cac truong hop tang duong huyét.

Trong nghién citu ctia ching t6i, trir thoi
diém bénh nhan nhdp vién bénh nhan c6 thé
dung glucocorticoid ngay ¢ cdp ctu, nhing
ngay sau ngay nhap vién GC luén duoc str dung
vao sau bita sang (khoang 8 gio) néu st dung 1
lan/ngay va cach mdi 8-12 gid tinh tir lidu sau
blta sang néu st dung 2-3 lan/ngay. Duong
huyét ctia bénh nhan dat dinh vao khoang 16-17
gio trong ngay voi duong huyét trung binh la
9,1#2,8 mmol/L. Puong huyét trudc an chiéu
(16-17 gio) va duong huyét sau an chiéu (19-20
gi0) cao hon c6 y nghia thong ké so véi duong
huyét doi (5-6 gio) va duong huyét trude an truea
(10-11 gio). Két qua nay phu hop véi dac diém
gdy tang duong huyét sau an cua GC va thoi
gian gdy ting duong huyét cta
methylprednisolone (la loai GC dwoc stt dung
chu yéu trong nghién cttu ctua chung toi) voi
dinh la 8 gio va kéo dai 12-16 gio. Tac dung nay
sé mat di tir khoang gitra dém dén sang, cé 1€ vi
vay ma duong huyét budi sang luc doi trong
nghién cttu chung t6i 1a 7,3+2,1 mmol/L, 1a mot
mttc duong huyét kha 6n. Chang t6i cling tim
thay két qua tuong tu ¢ nghién cttu cta tac gia
Burt M® véi dinh duong huyét xay ra luc 16 gio
(khi theo d&i bang méy do duong huyét lién tuc)
va 17 gio ( khi theo doi bang dwong huyét mao
mach). Nhu vay, c6 thé thay, theo doi duong
huyét trong khoang 16-17 gio ho&c19-20 gio sé
gitp phat hién tang duwong huyét néu st dung
GC vao khoang 8 gio sang, trong khi do theo doi
bang duong huyét déi c6 thé bo sot.
Yéu t6 nguy co ting PH khi st dung GC

Nhiéu nghién ctu da chi ra cac yéu td
nguy co cua tang DH do GC la liéu luwgng va
loai GC?, tudi®, HbAlc, BMI vong eo®, d6 loc
cau than®, tri s6 CRP, tinh trang hut thudc
149, Tuy nhién céc yéu t8 nay khéng hang
dinh & cac nghién cttu khac nhau. Sy khac biét
nay ¢ 1é duoc giai thich phan nao bai si khac
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biét vé dan s6 nghién cttu, dinh nghia ting
duong huyét, cach dung va liéu dung GC.
Trong nghién cttu ctia chung t6i, cac yéu to
lién hé vdi tang duong huyét lién quan GC
duoc phat hién gom cao tudi va giam do loc
cau than. C6 1€ cao tudi sé co chitc nang t€ bao
beta tuy suy giam, lam giam kha nang dung
nap glucose, do d6 ti 1& mac méi DTD tip 2 va
giam dung nap glucose tang cao(?. Bénh than
man c6 thé lam tang hodc ha duwong huyét, tuy
nhién co ché lam tang PH van chura dugc hiéu
18. C4c nghién ctru da cho thdy rang dé khang
insulin gia tang theo d¢ giam cua muc loc cau
than. Giam d¢ loc cau than gay giam thanh
thai glucose, tich tu cac hormone ddi khang
insulin, tang tinh trang dé khang insulin do
uré va cac phan ung viém la nhing co ché
quan trong gy tang duwong huyét). Hon nita,
than con la noi chuyén cortisol thanh cortisone
la dang khong c6 hoat tinh sinh hoc, nhw vay
suy than sé lam giam d6 thanh thai caa GC va
do d6 dé dan dén ting DH do GC®. Tat ca
nhitng co ché€ nay cé thé gbp phan giai thich
tai sao c6 moi lién quan gitta cac yéu t6 néu
trén voi sy xudt hién ting dwong huyét trong
nghién cttu chuing toi.

KET LUAN

Phan 16n bénh nhan méc dot c&p BPTNMT
c6 tang DH. Tang PH xay ra chu yéu trong hai
ngay dau st dung GC, trong d6 DH cao nhat
vao luc 16-17 gio va 19-20 gio trong ngay. Cac
yéu t0 lién hé véi tang DH lién quan
glucocorticoid gom tudi = 65 va dd loc cau than
rdc doan < 60 ml/phut/ 1,73 m? da.
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