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PHAN TICH PQC TINH TREN THAN POI VOI BENH NHAN
PUQC CHI PINH COLISTIN TAI BENH VIEN QUAN Y 103

Nguyén Thi Van Anh’, Té Thi Thu Hia’, Nguyén Hitu Duy®*

Tém tit
Muc tidu: M6 ta mot s6 dic diém vé doc tinh trén than va phan tich mot sb
yéu td nguy co ddi véi viée xuat hién doc tinh khi bénh nhan (BN) sir dung
colistin tai Bénh vién Quan y 103. Phuwong phdp nghién ciru: Nghién ctiru hoi
ctru mé ta 102 bénh 4n diéu trj ndi trd cua BN st dung colistin tir thang 01/2022 -
6/2023. Két qua: Pa sb BN 1a nam gi6i (79,4%), chu yéu 1a ngudi cao tudi.
Nghién ciru cho thay ty 1¢ 16n BN diéu tri tai Trung tim Hoi stc cap ctu va
chéng doc (73,5%). Viem phdi va nhiém khuan huyét 13 chi dinh chinh cia
colistin trong nghién ctru. C6 30/102 BN (29,4%) xuét hién doc tinh trén than va
chi ¢6 7 BN (23,3%) hoi phuc chtc ning than. Tut huyét 4p (HR = 2,80; 95%CI:
1,13 - 6,91; p = 0,026), dung cung thube van mach (HR =2.91; 95%CI: 1,30 - 6,51;
p = 0,009), thudc loi tiéu furosemid (HR = 2,62; 95%CI: 1,26 - 5,54; p = 0,012)
1a 3 yéu t6 nguy co doc lap tang doc tinh trén than khi dung colistin. Két ludn:
Pa s6 BN diing colistin dugc diéu tri tai Khoa Hoi stic, Truyén nhiém voi ty 16
xuat hién doc tinh than tuong d6i cao. Thoi gian xuat hién bién ¢ chu yéu trong
vong 8 ngay dau. Tut huyét dp, ding cung thudc van mach, thudc loi tiéu
furosemid 12 3 yéu t& doc lap lam gia ting nguy co doc tinh trén than cua colistin.

Tiwr khéa: Colistin; D9c tinh trén than; Bénh vién Quan y 103.

INVESTIGATION OF NEPHROTOXICITY IN PATIENTS
USING COLISTIN AT MILITARY HOSPITAL 103

Abstract

Objectives: To describe characteristics of nephrotoxicity and potential risks of
nephrotoxicity associated with colistin at Military Hospital 103. Methods: A
retrospective, descriptive study was conducted on 102 patients using colistin from
January 2022 to June 2023. Results: 79,4% of patients were male, primarily
elderly individuals. The majority (71.3%) of patients were treated in the Intensive
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Care Unit (ICU). Pneumonia and sepsis were the main indications for colistin in
the study. Nephrotoxicity was observed in 30/102 (29.4%) patients. Hypotension
(HR = 2.80; 95%CI: 1.13 - 6.91; p = 0.026), concomitant use of vasopressor
medications (HR = 2.91; 95%CI: 1.30 - 6.51; p = 0.009), and concomitant use of
diuretic furosemide (HR = 2.62; 95%CI: 1.26 - 5.54; p = 0.012) were identified
as independent risk factors for increased renal toxicity associated with colistin
use. Conclusion: The risk of nephrotoxicity in patients using colistin was high.
The time of occurrence of the event was the first 8 days. Hypotension,
concomitant use of vasopressors, and concomitant use of diuretic furosemide are

3 independent factors that increase the risk of colistin nephrotoxicity.

Keyword: Colistin; Nephrotoxicity; Military Hospital 103.

PAT VAN PE

Colistin dugc coi 1a khang sinh du
trir trong truong hop diéu tri nhiém
khuin Gram 4m khang thudc di that
bai hodc khong dap trng véi cdc khang
sinh khic [1]. Tuy nhién, colistin c6
doc tinh cao trén than, do d6 viéc su
dung can hét suc than trong va theo doi
chit ch&. Céc nghién ctru cho thdy doc
tinh trén than 12 bién cd bat loi 6 ty 18
xuat hién cao nhat lién quan dén viec
st dung colistin [2, 3]. Bénh vi¢n Quan
y 103 1a bénh vién da khoa hang 1, mot
s chuyén khoa tuyén cudi, cic BN
dén vién trong bénh canh ning, phirc
tap, thuc hién nhiéu thu thut, nam
vién dai ngay va ty 1¢ nhiém khuan
bénh vién cao. Trong nhitng nim gan
day, colistin da dugc st dung nhiéu
hon do xu huéng dé khdng cua vi
khuan Gram am. Mic du vay, chua c6
nghién ctru ndo thyc hién dé danh gia
doc tinh cua BN duoc chi dinh colistin.

Do d6, nghién ctru nay dugc thuc hién
véi muc tiéu: Mé td mér s6 dac diem
s dung, doc tinh trén than cua colistin
va phén tich mét s6 yéu t6 nguy co doi
véi viée xudt hién déc tinh trén than
cua BN sur dung colistin.

POI TUQNG VA PHUONG PHAP
NGHIEN CUU

1. P6i twong nghién ciu

Gom 102 bénh 4n ndi tri ciia BN sir
dung colistin tai Bénh vién Quan y 103.

* Tiéu chuan lwa chon: Dit liéu
bénh an noi trd cua BN truong thanh
(> 18 tudi) c6 sir dung colistin tai Bénh
vién Quan y 103 tu thang 01/2022 -
6/2023.

* Tiéu chudn loai trir: Dit liéu bénh
4n khong tiép can dugc; BN ¢ thoi
gian str dung colistin ngan (< 48 gio).

2. Phwong phap nghién ctiru

* Thiét ké nghién ciru: Nghién ctu
hdi cliru md ta.
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*Cong cu nghién cuu va ky thudt
thu thdp thong tin: Qua trinh nghién
ctru gdm cdc bude nhu sau:

- Budc 1: Thu thap danh sach BN s
dung colistin tai bénh vién.

- Budc 2: Sang loc bénh an cua BN
str dung colistin d4p tng tiéu chuan Iya
chon va tiéu chuan loai trir.

- Bu6c 3: Thu thap thong tin cua
BN st dung colistin qua bénh 4n di¢n
tir va bénh 4n gidy. Céc thong tin thu
thap bao gom: Théng tin chung cua
BN (tudi, gidi tinh, cin ning, chiéu
cao), bénh mic kém, lidu ding, dudng
ding colistin, két qua xét nghiém
(billirubin, albumin, creatinine).

* Quy woc nghién ciru:

- PBinh nghia doc tinh trén than trong
nghién ctru:

Churc nang than cua BN dugc danh
gid thong qua muc loc cdu than duoc
tinh todn theo cong thitc Cockroft - Gault.

Doc tinh trén than dugc dinh nghia la
taing nong do creatinine huyét thanh
> 1,5 1an hodc muc loc cu than giam
tr 25% trd 1én so voi gia tri tai thoi
diém trudc khi bat ddu dung colistin,
duy tri trong it nhat 24 gio va xay ra
sau it nhat 48 gio ding colistin [4].

Poc tinh trén than duoc ghi nhan ké
tir thoi diém bat dau ding colistin cho
dén khi BN két thiic diéu trj tai bénh
vién. Trén BN xuét hién doc tinh, chuc
ning than duoc coi 1a hoi phuc khi
néng dd creatinine (Scr) tré vé gia tri
ban dau + 25% ké tir khi ngiing colistin
va dugc theo dbi cho dén khi BN ra
vién [5].

- Phan loai doc tinh trén than:

Miuc do doc tinh trén than duoc xac
dinh theo tiéu chuan RIFLE véi 3 mirc
do (Bang 1). Néu su thay doi n6ng do
creatinine huyét thanh (SCr) va muc
loc cau than (MLCT) ¢ 2 muc do khéc
nhau thi chon mirc d6 cao hon.

Bang 1. Tiéu chi phan loai mic d6 ton thuong than cap theo RIFLE.

Mirc do

Tiéu chi xac dinh

R - Nguy co
I - Ton thuong
F - Suy

Tang Scr trén 1,5 1an hoac MLCT giam > 25%
Tang Scr trén 2 1an hoic MLCT giam > 50%
Tang Scr trén 3 1an hodc MLCT giam > 75%

* Xur 1y dir liéu: Dt 1iéu nghién ctru dugc phan tich va xu 1y trén Excel 2023

va phan mém RStudio. Cic yéu t6 nguy co dugc tong quan tir y vin. Phuong
phap BMA duoc sir dung dé lwa chon md hinh céc yéu t6 anh hudng dén doc tinh
trén thin cua colistin. Panh gid mirc d6 anh hudng cua cdc yéu td nay duogc thuc
hién bang hdi quy Cox da bién. Két qua dugc coi 1a ¢ y nghia thong ké khi gid
tri p < 0,05.
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3. Pao dirc nghién ciru

Thong tin va s6 liéu thu thap da duogc chi huy Khoa Dugc, Bénh vién Quan y
103 d6ng y cho sir dung vio muc dich nghién ctru. Nhém tdc gia cam két khong

c6 xung dot loi ich trong nghién ctru.

KET QUA NGHIEN CUU

1. Mot s6 dac diém lam sang cia BN va vi sinh trong nghién ctru

* Dac diem lam sang cua BN:

Trong thoi gian tur thang 01/2022 - 6/2023, chung t6i thu thap duoc dir licu
ciia 102 BN diéu tri ndi tra st dung colistin tai bénh vién, thod man ti€u chuan
lya chon va tiéu chuén loai trir dé dua vao phan tich. Bac diém cta 102 BN duoc

trinh bay ¢ bang 2.
Bang 2. Dac diém ctia BN duoc chi dinh colistin tai Bénh vién Quan y 103.
< ez S6 BN
Dac diém (n = 102)
Tudi® (nim) 61 (52-73)
Nam gidi, n (%) 81(79,4)

Can nang” (kg)

55,0 (50,0 - 60,0)

Thoi gian nam vién® (ngay)

28 (18 - 37,25)

Khoa phong diéu tri, n (%)
Hoi stc ngoai

Truyén nhiém

Hbi strc ndi

Phu thuat than kinh

Khéc

55(53,9)
24 (23,5)
20 (19,6)
13 (12,7)
8 (7.8)

Cl,; khi chi dinh colistin® (mL/phiit) (n = 64)

69,8 (46,1 - 93.5)

Phan loai Cl, trudc khi chi dinh colistin, n (%)
> 80 mL/phut

50 - < 80 mL/phut

30 - < 50mL/phut

10 - < 30mL/phut

24 (37,5)
24 (37,5)
7(10,9)
9 (14,1)

(“Trung vi, khoang tir phdn vi)
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Phan 16n BN cua nghién ctru 1a nam gidi (79,4%), trung vi tudi 1a 61 (51,75 -
73) tudi. Trong qud trinh diéu tri, BN ¢6 thé dugc chuyén sang céc khoa khéc
nhau. Nghién ctru ctia ching tdi ghi nhan 102 BN sir dung colistin dugc diéu tri
120 luot & céc khoa phong. Pa sé6 BN duoc diéu tri tai Khoa Hoi stic, Truyén
nhiém véi s6 ngay nim vién tuong ddi cao (trung vi 28 ngay). BN déu duogc kiém
tra chtic ning than (xét nghiém creatinine) trudc khi ding colistin. Trong s6 64
BN ghi nhan dugc thdong tin can ndng trong hd so bénh dn, 16 BN (25%) co6
Cl¢; < 50 mL/phuit.

* Pac diem chi dinh colistin tai Bénh vién Qudany 103:

Bang 3. Bac diém chi dinh colistin tai Bénh vién Quan y 103.

Pic diém Két qua
Chi dinh nhiém khuan, n (%)
Viém phoi 84 (48,6)
Nhiém khuan huyét 51 (29,5)
Nhiém khuén tiét niéu 19 (11,0)
Viém mang nio/Nhiém khuan than kinh trung wong 7 (4,0)
Nhiém khuan co quan khdc 12 (6,9)
Tong sb luot chan dodn 173 (100)
Liéu ding (X + SD)
Liéu nap (MUD)" 7,0+ 1,6
Liéu duy tri (MUI/ngay) 7.4 +1,7

("Tinh trén 63 BN sir dung liéu nap)

C6 173 luot chan dodn nhiém khuan ctia 102 BN sir dung colistin. C6 66 BN
(64,7%) nhiém khuan tai nhiéu vi tri. Viém phdi 12 nhiém khudn phd bién nhat
v6i ty 1& 48,6%. Tiép theo 1a nhiém khuan huyét (29,5%) va nhiém khuan
tiét niéu (11,0%). Liéu nap trung binh 1a 7,0 + 1,6 MIU, dao dong tir 4 - 9 MIU.
Trong khi d6, liéu duy tri trung binh 12 7,4 + 1,7 MIU/ngay, trong khoang 2 - 12 MIU.

2. Pic diém doc tinh trén than cia BN

Ty 1€ xuat hién doc tinh trén than gﬁn 30% (29,4%). Poc tinh trén than khoi
phét sau trung vi 4,5 ngay (khodng tr phan vi 3 - 8,3 ngay) sau khi dung colistin.
Trong d6, thoi gian xuat hién doc tinh trén than sém nhét 12 3 ngy va mudn nhat
1a 28 ngay sau khi ding colistin. Theo thang phén loai RIFLE, mét ntra s6 BN c6
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muc d6 doc tinh trén than 12 I - ton thuong than va 30,0% BN muc do F - suy
than. Nhém nghién ctru chi ghi nhan 7 BN hdi phuc chirc ning than sau khi xudt
hién doc tinh.

Bang 4. Dic diém doc tinh trén than ctia BN trong nghién ciru.

Dic diém dc tinh trén thin ciia colistin S0 BN
: : : (n=102)

Thoi gian xuat hién doc tinh® (ngay), n (%) 4,5((3-8,3)
Min - max 3-28
Phan loai dgc tinh trén than, n (%)
Mtrc 6 R - nguy co 6 (20,0)
Mirc d6 I - ton thuong 15 (50,0)
Muc dg F - suy 9 (30,0)
Kha niang hoi phyc doc tinh than, n (%)
Hbi phuc 7 (23,3)
Khong hdi phuc 10 (33,3)
Khong dénh gia dugc 13 (43,3)

Xdc suat tich luy doc tinh trén than theo thoi gian dugc thé hién qua do thi
Kaplan - Meyer tai hinh 1.

Db thi xc suit tich luy dc tinh trén thin theo thoi gian

0.6

0.4

0.2

Xéc suat tich lu§ doc tinh trén than

0.0

0 20 40 60 80
Thoi gian (Ngay)

Hinh 1. Ddc tinh trén thén tich luy theo thoi gian cua colistin.
Xdc suat tich liiy doc tinh than trén BN dang diing colistin ¢6 xu huéng ting

cao trong 20 ngay sau khi str dung colistin.
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3. Phan tich yéu to anh hwong dén doc tinh trén than cua colistin

Nhém nghién ctru xdy dyng md hinh hdi quy Cox bang phuong phiap BMA
theo thoi gian diing colistin v6i doc tinh trén than 1a bién cd. Céc bién cb duoc
dua vio md hinh phan tich gém c6 dic diém BN, thudc dung keém va dic diém sir
dung colistin. Két qué phan tich da chon ra 5 m6 hinh c6 xéac suét hau dinh cao
nhat. Két qua dugc trinh bay tai bang 5

Bang 5. Két qua sang loc md hinh hdi quy Cox xédc dinh yéu t6 anh huong.

Yéll t(/i Xé’c Mo Mo Mo Mo Mo
suat hinh1 hinh2 hinh3 hinh4 hinh$5
Gidi tinh 34,8 - -0,71 - - -
Creatinine 4,9 - - - - -
Tudi 27,3 - - - - .
Tang huyét ap 8.8 - - - - _
DPao thiao duong typ 2 26,5 - - - 0,77 -
Xo gan 49,9 - - - 1,58 1,19
Sbc nhiém khuan 3,0 - - - - -
Tut huyét 4p 56,5 0,98 1,15 - - 0,90
Tang bilirubin toan phan 15,5 - - - - _
Gidam albumin mau 2,6 - - - - -
Thudc van mach 953 1,05 0,94 1,27 1,19 1,11
Thubc loi tiéu furosemid 90,7 0095 1,02 0,92 0,98 1,01
ACEI/ARB 3,8 - - - - -
Glycopeptid 3,6 - - - - -
Aminoglycoside 5,0 - - - - -
Fluoroquinolon thé hé 2 4,7 - - - - -
Thubc can quang 3,6 - - - - -
NSAIDS 6,9 - - - - -
Acid valproic 34 - - - - -
Thubc khang ndm 4,7 - - - - -
Liéu duy tri 10,6 - . - - _
Liéu tich luy 3,0 - - - - .
S6 ngay dung colistin 3,6 - - - - -
S6 yéu té trong mo hinh (nVar) 3 4 2 4 4
BIC -14,14  -13,62  -13,50  -13,36  -13,34
Xic suat hau dinh (Post prob) 0,012 0,010 0,009 0,008 0,008

(Tut huyét ap: Huyét dp tam thu < 90 mmHg hodc giam huyét dp tam thu trén
40 mmHg so voi huyét dap ban dau; giam albumin huyét thanh: Albumin huyét
thanh < 32 g/L; tang bilirubin huyét thanh: Bilirubin toan phan > 5 mg/dL)
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Tur két qua nay, nhom nghién ctru lya chon dugc md hinh c6 xac suat hau dinh
cao, chi s6 BIC thdp nhat (bao gom cic yéu td: Tut huyét dp, dung ciing thude
van mach va ding cling l¢i tiéu furosemid). Két qua phén tich hoi quy Cox duoc
trinh bay trong bang 6.

Bang 6. Anh huong cta cic yéu té nguy co dén doc tinh trén than cta colistin.

Yéu t6 nguy co HR (95%CI) p
Tut huyét 4p 2,80 (1,13 -6,91) 0,026
Diing ciing thudc van mach 291 (1,30 - 6,51) 0,009
Dung cung loi tiéu furosemid 2,62 (1,23 -5,54) 0,012

Cic yéu to nguy co doc lap 1am ting doc tinh trén than dwoc chi ra 1a: Tut
huyét 4p trong qua trinh diéu tri, ding ciing thuéc van mach va diing cling thudc
loi tiéu furosemid (p < 0,05). Cdc BN c¢6 tut huyét dp, sir dung thudc van mach,
ding thudc 1oi tiéu furosemid c¢6 nguy co gip doc tinh trén than lan luot 1a 2,8

1an, 2,9 1an va 2,6 14n.

BAN LUAN

1. Dic diém ciia BN trong nghién ctru

BN trong nghién ctru chu yéu la
nam giéi (gan 80%). Phan 16n BN la
ngudi cao tudi voi trung vi tudi 13 61
tudi (khoang t&r phan vi: 52 - 73 tudi).
BN ctia Trung tdm Hoi stic cap clru va
chéng doc ciing chiém ty 1& cao
(73,5%). DPac diém nay kha tuwong
dong véi cac nghién ciu khac nhu
nghién ctru cua Nguyén Lé Hiép [1],
Duong Thanh Hai [6] v6i ty 1€ BN
phan bd & Khoa Hdi stc tich cuc lan
luot 14 61,6% va 57,6%. Da s6 BN su
dung colistin déu 1a cac bénh 1y nhiém
khuan nang, c6 cac bénh ly mic kém

can diéu tri & Khoa Hdi strc tich cuc.
BN déu dugc kiém tra chic nang than
thong qua xét nghiém creatinine trudc
khi ding colistin. Viéc theo ddi nong
dd creatinine giup danh gia duogc chuc
nang than ctia BN dé ca thé hoa liéu
duy tri, toi vu hoa diéu trji va theo ddi
tac dung khong mong mudn trén than
cua colistin.

2. Pic diém sir dung colistin

Céc chi dinh nhidm khuan thuong
duoc chi dinh colistin tai Bénh vién
Quin y 103 bao gém viém phoi, nhidm
khuan huyét va nhiém khuan tiét niéu.
Diéu nay twong d6i phi hop véi vi tri
ctia colistin trong diéu tri nhiém khuén.
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Cac huéng dan diéu tri hién nay déu
khuyén cdo sir dung colistin cho nhiém
khuan da xdc dinh do vi khuan Gram
am da dé khang céc khang sinh khic.

Vé liéu ding cua colistin, nghién
ctru cua ching t61 chi ra chi c6 63 BN
dugc st dung liéu nap. Liéu nap cua
BN trong nghién ctru dao dong tir 4 - 9
MIU, liéu nap pho bién nhét 1a 6 MIU
(41,3%). St dung lidu nap colistin 1a
can thiét giip thudc nhanh chéng dat
n6ng d6 diéu tri, dac biét 1a ¢ nhiing
BN nang.

3. Pic diém doc tinh trén thin va
mot s6 yéu to nguy co ddi véi viee
xuit hién djc tinh trén than cia BN
str dung colistin

Ty 1¢ BN xuéat hién doc tinh Ia
29,4% khi st dung colistin. Ty 1¢ nay
thip hon so v&i cdc nghién ctru nhu
cua Reem Almutairy va CS (2020) [2],
cao hon so voO1 nghién cou cua
Nguyén Thi Hién (17,9%) [3], tuong
duong véi nghién ctu ctia Nguyén
Thanh Hai (29,3%) [7]. Ty 1€ doc tinh
c6 thé khic nhau giita cdc nghién ctu
do dinh nghia ddc tinh trén théan
khic nhau hodc sé luong BN trong
nghién cru ¢6 sy khdc biét. Pac diém
quan thé nghién ctru khdc biét ciing c6
thé 12 mot nguyén nhan cho sy chénh
Iéch nay.
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Két qua nghién ctru chi ra rang trung
vi thoi gian xuit hién doc tinh la
4,5 ngay (khodng tor phan vi 3 -
8,3 ngay). C6 73,3% BN xuét hién doc
tinh trén than trong vong 1 tuan ding
colistin. Két qua nay tuong dong véi
cac nghién ctru vé doc tinh trén than
clia colistin véi thoi gian xuat hién tir 1
- 2 tudn sau khi bat dau diéu tri [8].
Phan 16n (80%) BN trong nghién ctru
xuat hién doc tinh trén than & 2 muc do
“Té6n thwong” va “Suy”. Trong khi d6,
nghién ctru cua Nguyén Lé Hiép [1],
Fatih Temocin va CS [9] déu c6 phan
I6n BN gdp doc tinh ¢ 2 muc do
“Nguy co” va “Ton thuong”. Nguyén
nhan cia sy khic biét nay c6 thé do
chtic ndng than ban dau ctia BN ¢6 su
khéc nhau gitra cac nghién ctru. Ngoai
ra, trong nghién ciu nay, mot s6 BN
khong dugc lam xét nghiém creatinine
lién tuc nén ddc tinh trén than cia BN
khong duoc phét hién som. Diéu nay
mot 1an nira nhan manh tam quan trong
cua vi¢c theo doi chdt ché chuc nang
than cia BN trong qud trinh diéu tri
Vi colistin.

Tut huyét 4p, ding cung thudc vén
mach, thudc loi tiéu furosemid duoc
xdc dinh 1a 3 yéu t& doc lap lam gia
tang nguy co ddc tinh trén thén cua
colistin. Cac nghién ctru trong nudc
gan ddy ciing dé xuat tut huyét 4p 1a
mot yéu td nguy co lam ting doc tinh
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than trén BN [1, 7]. Tir két qua nay,
ching t6i cho rang céc béc si lam sang
can gidm st chic ning than thudng
xuyén khi st dung colistin d6i voi
nhitng BN ¢6 nguy co ha huyét 4p cao
nhu BN huyét 4p thap, soc nhiém
khuan. Tuong ty két qua cua ching toi,
nghién ciru cia Nguyén Thi Hién [3],
Paul M [8] ciing ghi nhan mdi lién
quan c¢6 y nghia gitta furosemid va
thudc van mach v&i doc tinh trén than.
Pay la thudc c6 thé giy ra suy than
trén BN nang, diéu tri tai Khoa Hoi
stic. Do d6, can dic biét chd y gidm sét
chitc nang than trén BN dung kem
thudc nay dé han ché nguy co xuét
hién doc tinh khi stir dung colisitin.

KET LUAN

Ty 1& BN xuat hién doc tinh than khi
str dung colistin 12 29,4%, chu yéu xuat
hién trong vong 8 ngay dau sur dung.
Tut huyét dp, ding cling thudc van mach,
thudc loi tiéu furosemid 1a 3 yéu té doc
1ap lam gia tang nguy co dgc tinh trén
than cua colistin.

Loi cam on: Nhom nghién ciu
chéan thanh cam on cdc doi ngli bac si,
diéu dudng, ky thuat vién cua Bénh
vién Quan y 103, Hoc vién Quan y da
gidp d& chiing t6i trong qud trinh thu
thap dir liéu nghién cou. Chung toi
cam két khong c6 xung dot loi ich
trong nghién ctru.
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