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phan bd khéng déng déu & cac dic diém hinh
thai phdi do d6 can nhiéu nghién ctu hon dé xac
nhan cling nhu bd sung thém két ludn vao
nghién clfu cla ching toi
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KHAO SAT BIEN CO POC TiNH THAN TREN CAC BENH NHAN
PUO'C CHi PINH COLISTIN TAI BENH VIEN E

Nguyén Bao Kim!, Nguyén Trung Nghia2, Nguyén Thi Ha2, Bui Son Nhit!

TOM TAT

Muc tiéu: Khao sat cac dic diém va yéu t& nguy
cd lién quan dén bién cd doc tinh than trén cac bénh
nhan dugc chi dinh colistin tai bénh vién E. D6i
tugng va phucng phap: Nghién cltu cdt ngang mé
ta dugc thuc hién trén 61 ho so bénh an cla cac bénh
nhan s dung colistin tir thang 01/2021 dén thang
12/2021 tai Bénh Vién E. K&t qua: Tat ca cac bénh
nhan déu dugc gidm sat creatinin huyét thanh vao
nhitng ngay dau (4-5 ngay dau) st dung colistin, sau
dé tan suat giam dan; vao ngay th(r 24, ty 1€ bénh
nhan dugc xét nghiém creatinin chi con 2%. Chulng toi
ghi nhén dugc 18/61 bénh nhan cé xay ra dbc tinh
than cap lién quan dén s dung colistin (29, 5%),
trong d6 mirc do doc tinh than nguy cc (27,8%), ton
thudng (44,4%), suy than (27, 8%) vGi thdi gian xuat
hién doc tinh than trung vi la 9 ngay. Kha nang xay ra
doc tinh than trén bénh nhan dL‘Jng colistin cé Xxu
hudng tang dan theo thai gian. C6 mai lién quan cé y
nghia thong ké glLra kha nang xuat hién déc tinh than
vdi cac yéu t8: tudi, giam albumin huyét thanh, thdi
gian dung colistin, va dung kem furosemid. Két Iuan
Doc tinh trén than la mét van dé can luu tém & nerng
bénh nhan st dung colistin, d3c biét & nerng nguGi
I6n tudi va cd thdi gian dung colistin dai cting cac tinh
trang di kém nhu gidam albumin huyét thanh va ding
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kém furosemid. T& do6 cho thay sy can thiét cac blen
phap nhdm chi dinh thudc va diéu ch|nh liéu hdp ly ca
thé hoéa theo chifc nang than dé giam thiéu ti 1& doc
than ciing nhu hiéu qua diéu tri cho bénh nhan.

Tur khoa: colistin, doc tinh than, phan ng co hai
ctia thudc

SUMMARY

REVIEW OF COLISTIN UTILISATION

AT E HOSPITAL

Objectives: Evaluate the characteristics and the
potential risk factors of nephrotoxicity in colistin-
treated patients at E hospital. Study population
and methods: A descriptive cross-sectional study
was performed on 61 medical records of patients using
colistin from January 2021 to December 2021 at E
hospital. Results: All patients were checked for blood
creatinine during the first 4-5 days of colistin
administration, then the frequency rapidly dropped; by
day 24, only 2% of patients received tests for
creatinine. We identified 18/61 individuals (29.5%)
who experienced acute nephrotoxicity as a result of
colistin usage, with the degree of risk nephrotoxicity
(27.8%), damage (44.4%), and renal failure (27.8%),
and a median duration of nephrotoxicity of 9 days.
The probability of nephrotoxicity in colistin patients
increases over time. The following indicators have a
statistically significant link with the probability of
nephrotoxicity: age, reduced serum albumin, length of
colistin therapy, and concomitant usage of furosemid.
Conclusion: Nephrotoxicity is a challenge in colistin-
treated patients, particularly those who are older, have
a long history of colistin usage, and have concomitant
diseases such as elevated blood bilirubin and reduced
serum albumin. It, therefore, demonstrates the
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necessity for measures to prescribe medications and
modify the dose correctly, customized based on renal
function, in order to reduce the risk of nephrotoxicity
and the efficacy of therapy for patients.

Key words: colistin, nephrotoxicity, adverse drug
reactions

I. DAT VAN DE

Mac du hiéu qua cua colistin d&@ dugc cong
nhan trong nhiéu thap ky, nhung ty 1& doc tinh
than, thdi gian dan dén doc tinh than va cac yéu
td nguy cc van chua dugc xac dinh r6 rang,
nhiéu nghién clfu da dugc thuc hién trong nhitng
ndm gan day. bong thuan Qudc té€ ndm 2019 vé
st dung polymixin da udc tinh ty 1€ phat sinh
doc than trén bénh nhan s dung colistin la 20-
50% [1]. Tuy nhién, ty I&€ nay da dudc bao cao
rat dao dong trong cac nghién ctu riéng 1é, tur
0% dén 60%. Thdi gian trung binh khai phat doc
tinh than ciing khac nhau, tuy nhién hau hét cac
truGng hgp déu xay ra trong vong 2 tuan dau,
thudng gap nhat la sau 5 dén 7 ngay diéu tri.
Nhiéu yéu t6 nguy cd gay doc tinh than lién quan
dén colistin da dugc bao cao, bao gom thgi gian
diéu tri bang colistin kéo dai, s& dung dong thdi
cac thudc gdy doc cho than, tudi cao, can ndng
cao han khong phu thudc vao liéu lugng, mirc do
nghiém trong clia cac bénh ly nén, chi’c nang
than ban dau, ha albumin mau, diém Charlson
cao, va cac bénh man tinh di kém nhu dai thao
dudng, bénh phdi tc ngh&n man tinh, bénh gan
man tinh va tdng huyét ap [1,2]. Cac déc diém
vé tdn thuong than cip lién quan dén st dung
colistin khdc nhau gitta cdc quan thé nghién c(.
Vi vady, ching t6i thuc hién nghién clru nay nham
danh gid cac dic diém va yéu t8 nguy cd lién
quan dén bién c6 doc tinh than trén cac bénh
nhan dudc chi dinh colistin tai bénh vién E.

Il. BOI TUQONG VA PHU'ONG PHAP NGHIEN CUU
Thiét k& nghién clru: M6 tugng cat ngang
Tiéu chudn chon mau: H6 sd bénh an

(HSBA) cla bénh nhan du 18 tudi trd l1én dugc

chi dinh st dung colistin bénh vién E tir 1/2021

dén 10/2021.

Tiéu chudn loai tri: HSBA khong tiép can
dugc. Bénh nhan st dung colistin <3 ngay. Bénh
nhan tir vong.

Phuong phap thu thap so liéu:

Pic diém BN: Tudi, gidi, can ndng, thdi
gian st dung colistin, ddc di€ém chdc ndng than.

Pac diém bién cd doc tinh than: Ty & ¢
xét nghiém creatinin theo thdgi gian, ty 1€ bénh
nhan xudt hién doc than, dic diém vé thdi gian
khéi phat déc tinh, dic diém vé mdc dé doc tinh
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than, cac yéu td nguy cgd lién quan dén déc tinh
than trén bénh nhan s dung colistin.
Phan loai mi'c do doc tinh than theo

RIFLE [3]
Phan mirc do MLCT hoac creatinin huyét
RIFLE thanh (hth)

Tang creatinin hth 1,5 [an hoac

R-risk (nguy cd) giam GFR > 25%

I-injury (tdn | Tang creatinin hth 2 [An hodc
thuong) giam GFR > 50%

F-failure (suy | Tang creatinin hth 3 [an hoac
than) giam GFR > 75%

Xt li dir liéu. SO liéu dugc nhap, quan li va
xr li bang EpiData, Microsoft 2016 va SPSS
Statistic 25. Kiém dinh théng ké déi véi bién lién
tuc cd phan phdi chuan dugc so sanh bang kiém
dinh t-test cho 2 mau doc |ap; bién lién tuc co
phan phéi khéng chudn dugc so sanh bang kiém
dinh phi tham s6 Mann-Whitney U; cac bién dinh
tinh dugc so sanh ti 1& bang kiém dinh Chi-
Square cho 2 mau doc lap. Khac biét co y nghia
thdng ké véi p < 0,05.

. KET QUA NGHIEN CU'U

Pac di€ém chung mau nghién ciru

Bang 5. Pdc diém chung cua bénh
nhan duoc chi dinh diung colistin

Chi tiéu nghién clru Két qua
GiGi tinh: Nam 50 (82%)
Tudi 59 (45-74)
Can nang (kg) 56,76 + 10,86
Thai gian str dung colistin 15 + 11

(ngay)

Pac diém chirc nang than cua
bénh nhan i
D0 thanh thai Clcr ngay trudc chi 86,22 (46,75

dinh colistin (ml/pht) 133,44)

Pic diém theo ddi chirc ndng than.
Trudc khi s dung colistin, tat cd 61 bénh nhan
(100%) dugc danh gid chdc ndng than theo
creatinin huyét thanh. Trong qua trinh diéu tri
V@i colistin, ty I& s6 bénh nhan cé theo doi chic
nang than theo creatinin dugc thé hién qua hinh 1.

T¥ Ié bénh nhin dwge theo doi creatinin tromg img vii
théi diém chi djnh Colistin

10%
4
! 2 8 5 42 4 S¢
Thiri gian lam xét nghiém creatinin so véi thoi diém chi dinh Colistin

Hinh 1. Ty Ié cd xét nghiém creatinin theo thoi gian
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Pic diém doc tinh than

_Bang 6. Bac diém déc tinh thin cua

mau nghién curu

Chi tiéu nghién clru

Két qua

Ty Ié bénh nhan xuat hién
doc tinh (n,%)

18 (29,5%)

Thai gian khdéi phat doc tinh

3 4-21
(ngay) 9( )
Phan loai mirc dd doc tinh
than
- _Nguy cg (n,%) 5 (27,8%)

- Ton thuong (n,%)
- Suy (n,%)

8 (44,4%)
5 (27,8%)

DE md ta cu thé hon vé nguy co doc tinh
than, chdng t6i s’ dung phan tich Kaplan -

Meyer biéu dién dudng cong tich Iy dbc tinh
theo thdi gian k€ tir khi bdt dau dung thudc

(hinh 2)

Thai gian

00

Hinh 2. 6 thi Kaplan-Maiyer mé ta xac
suéat tich ldy déc tinh than theo thoi gian
Nhan xét: Xac suat udc tinh xay ra doc tinh

than trén bénh nhan dung colistin c6 xu hudng
tang dan theo thdi gian, khoang 15% sau 1 tuan,
khoang 35% sau 2 tuan va han 80% sau 4 tuan.

Cac yéu t6 nguy co lién quan dén doc tinh than trén bénh nhan s dung colistin
Bang 7. So sénh dic diém giiia nhom co va khéng xudt hién BT

Pic diém '::‘;'“12; ";‘T"a ';h:;)?’ P | OR(95% CI)
Pac diém bénh nhan
Gidi tinh nam (n=50) 15 (83,3%) 24 (81,4%) | 1,000 |1,14(0,27 - 4,91)
Tudi 75,5(67,8 —80,5) | 50 (37—67) | 0,001
Can nang (kg) 56,4 £ 9,0 58,7 £ 13,4 0,505
Chtrc nang than nén
CLer (mi/phit) 93,8 £ 57,7 952 + 72,2 | 0,945
Bénh ly nén
Dai thao dudng (n=10) 4 (22,2%) 6 (14,0%) 0,462 |1,76(0,43 — 7,19)
T&ng huy&t ap (n=15) 5 (27,8%) 10 (23,3%) | 0,750 |1,27(0,36 — 4,43)
Xd gan (n=1) - 1(2,3%) 1,000 |1,02(0,98 — 1,07)
Tinh trang di kém
Tang b"'r(‘ﬁ]bf ;‘g)yet thanh 14 (77,8%) 22 (51,2%) | 0,054 (01953?;‘1,80)
Giam albumin huyét thanh (n=40)| 16 (88,9%) 24 (55,8%) | 0,013 |6,33(1,29-31,01)
S6¢ nhiém khuan (n=11) 4 (22,2%) 7 (16,34%) | 0,717 |1,47(0,37 - 5,81)
Pac diém vé s dung thubc
Liéu duy tri hang ngay (MIU) 4,83 + 1,62 4,86 + 2,4 0,965
Lidu cao = 9 MIU/ngay (n=7) - 7 (16,3%) 0,093 |1,19 (1,05 — 1,36)
Liéu tich Ity 59,86 = 14,11 58,24 + 8,88 0,117
T6ng s6 ngay dung colistin 17 (9,8 - 29) 10 (8 — 15) 0,007
Dac diém thudc dung kém
Furosemid (n=37) 17 (94,4%) 20 (46,5%) | 0,000 (2,3913';530,28)
ThuBc van mach (n=34) 13 (72,2%) 21 (48,8%) | 0,094 2,72 (0,83 - 8,97)
Amphotericin B (n=1) 1 (5,6%) 0 0,295 |0,94(0,84 — 1,06)
Corticosteroid (n=18) 6 (33,3%) 12 (27,9%) | 0,672 |1,29(0,39 — 4,22)
Thuoc can s fg;dng tinh machl 4 (22 30 11 (25,6%) | 1,000 (0,2%'23331,07)
ACEI/ARB (n=23) 10 (55,6%) 13 (30,2%) 0,063 |2,88(0,93 - 8,97)
NSAIDs (n=2) 0 2 (4,7%) 1,000 |1,05(0,98 — 1,17)
Vaproic acid (n=3) 2 (11,1%) 1(2,3%) 0,205 |5,25(0,98 — 1,12)
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Khang sinh nhém aminoglycosid 1,10
(ned) 0 4 (9,3%) 0310 | (100" 121)
Ciprofloxacin (n=19) 8 (44,4%) 11 (25,6%) 0,147 |2,33(0,73 — 7,39)
Teicoplanin (n=2) 0 2 (4,7%) 1,000 [1,049 (0,98 -1,12)
IV. BAN LUAN cac nghién ctru. Nghién cltu tai Bénh vién nhan

T4t cd cAc bénh nhan trong mau nghién cltu
déu co xét nghiém creatinin trudc dung colistin
vGi ty 1&é 71% vao ngay chi dinh colistin va 54%
trudc s dung colistin 1 ngay. Cac bénh nhan
dugc giam sat creatinin huyét thanh vao nhing
ngay dau (4-5 ngay dau) s dung colistin, sau do
tan suat vé sau giam dan, vao ngay th( 24, ty lé
bénh nhan dugc xét nghiém creatinin chi con
2%. Nghién cru cla cta Ko va cong su bao cao
rdng trong s6 54,6% bénh nhan cd AKI cb 70%
xay ra sém (trong vong 7 ngay dau cla dot diéu
tri), 30% con lai xay ra sau 7 ngay [4]. Nhu vay,
viéc theo doi creatinin chat ché trong vong 14
ngay dau cé thé gitp phét hién ra doc tinh trén
than cda colistin va c6 nhitng can thiép kip thdi.

Chung t6i ghi nhan dugc 18/61 bénh nhan
c6 xay ra doc tinh than cap khi st dung colistin
(29,5%) dua theo tiéu chudn RIFLE. Pong thuin
Quoc t€ nam 2019 vé st dung polymixin da udc
tinh ti Ié phat sinh doc than trén bénh nhan sk
dung colistin 1a 20-50% [1]. Tuy nhién, ti I€ nay
da dudc bao cdo rat dao dong trong cac nghién
ctu riéng 1é, tir 0% dén 60%. So sanh véi mot
s& nghién cltu sir dung tiéu chuén RIFLE trén thé
gidi nhu nghién clu cua Al-Abdulkarim (2020)
[5], Ozel (2019) [6], Omrani (2015) [7] thi
nghién clu cla chung t6i cd ty |é xuat hién doc
tinh thap hon. Su khong dong nhat gilta cac
nghién clfu nay cd thé la do viéc s dung cac
dinh nghia khac nhau vé AKI, bao gbm cac quan
th€ bénh nhan khac nhau, ché d6 liéu st dung,
va su hién dién cla cac yéu t6 gy nhiéu tiém an
nhu s dung dong thdgi cac thudc gay doc cho
than khac. Trong cac nghién clru & Viét Nam,
nghién clfu cua tac gia Dudng Thanh Hai [8] va
biéu Thi Ngoc Chau [9] co ty |é doc tinh than
theo tiéu chudn RIFLE [an lugt 1a 22,9% va
21,4%, kha tuong dong véi ty 1€ 29,5% ma
chiing t6i ghi nhan dudc.

Trung vi thdi gian khdi phat doc tinh than
dugc ghi nhan trong nghién cru cta ching t6i la
vao ngay th 9, khoang tir phan vi 4 - 21 ngay.
Két qua nay la phu hgp v6i mot vai nghién cliru
vé doc tinh than cla colistin dugc thuc hién
trudc do, theo do, doc tinh than dugc bao cao
xudt hién chd yéu trong vong 1-2 tuan dau diéu
tri. Tuy nhién, thgi gian trung binh khéi phat doc
tinh than cling dugdc ghi nhan la khac nhau giira
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dan Gia Dinh ndam 2020 ghi nhan thdi gian khdi
phat ddc tinh than 4 ngay (3-5), c6 thé do liéu
duy tri hang ngay cao 6 MIU (4,5 -8) [10].

Trong nghién clu cla chdng t6i, déc tinh
than da dudc phan loai thanh ba mdc d6: "Nguy
cd," "Tén thuong," va "Suy," chiém ty 1é tuong
ing la 27,8%, 44,4%, va 27,8%. Két qua nay
cho thdy phan Idn cac bénh nhan trong nghién
cltu ching tdi gdp ddc tinh & mic dd "Ton
thuong" tuong doéng véi cac két qua dugc bao
cao bdi tac gia Omrani [7]. Trai lai, Temocin va
Al-Abdulkarim da bdo cdo ty Ié cao hon & muc
dd "Nguy ca" va "Suy" [5]. Diéu nay cd thé la do
dac diém ton thuong than gy ra bdi colistin,
hodc c6 thé do han ché vé thdi gian theo dbi
bénh nhan chua du lau trong tat cad cac nghién
ctu da dugc cong bo.

VEé cac yéu t6 nguy cd cua doc tinh than, khi
so sanh d3c diém gilta 2 nhdm cd va khdng xuét
hién doc tinh than, chdng t6i nhan thay vé dac
diém bénh nhéan, chi cd tudi va ty 1& bénh nhan
giam albumin huyét thanh & nhém xuat hién doc
tinh cao han cd y nghia théng ké so v&i nhom
khong xuat hién doc tinh. Bénh nhan trong nhém
xay ra doc tinh than cd tudi (trung vi 75,5), cao
hon ¢ y nghia thong ké so v8i nhom khong xay
ra doc tinh véi trung vi tudi la 50. Ly giai diéu
nay co thé do cac bénh nhan cé tudi cang cao thi
chlfc nang than suy giam két hop véi viéc sir
dung thém colistin, mét thubc cd doc tinh than,
dan dén nguy cd doc tinh tdng cao. Cac nghién
cfu cua tac gia Ozel [6] va Temocin ciing dé
Xuét tudi cao la mét yéu té nguy co lam tdng doc
tinh than trén bénh nhan. Cac bénh nhan cé tinh
trang giam albumin huyét thanh chiém ty Ié cao
hon & nhom cd doc tinh than. Nguy cg doc tinh
than trén cac bénh nhan nay la cao hon co y
nghia théng ké, ty s6 chénh (OR) va khoang tin
cdy 95% (CI 95%) cla chi s6 nay la 6,33.
Nghién cru ctla Omrani [7] va Giacobbe da chi
ra giam albumin huyét thanh la mét yéu t6 nguy
€O cla ddc tinh trén than. Tdng s8 ngay dung
colistin cling cé su khac biét cd y nghia théng ké
vGi p = 0,007 < 0,05. Cac thuGc dung kém cé
lién quan doc tinh thdn bao gbm: furosemid,
thu6c van mach, amphotericin B, corticosteroid,
thuéc can quang dudng tinh mach, ACEI/ARB,
NSAIDs, khang sinh nhém aminoglycosid va
ciprofloxacin. Nghién cru cua chuing t6i ghi nhan
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cac bénh nhan cd doc tinh than cé ti 1€ dung
kém furosemid cao hon cac bénh nhan khéng co
doc tinh than, 944% so V4 46,5%
(p=0,000<0,05). Yéu t6 nguy cd tuang tu cling
dugc bao cdo la cé lién quan téi kha nang xuat
hién doc tinh than trong nghién clru cta Gul va
cbng su.

V. KET LUAN

Doc tinh trén than la mot van dé can luu tam
@ nhitng bénh nhan sir dung colistin, dac biét &
nhitng ngudi I6n tubi va cé thdi gian dung
colistin dai cung cac tinh trang di kém nhu tdng
bilirubin huyét thanh, giam albumin huyét thanh.
TU d6 cho thay su can thiét cac bién phap nham
chi dinh thudc va diéu chinh liéu hgp ly ca thé
héa theo chirc ndng than dé& giam thiéu ti 1& ddc
than cling nhu hiéu qua diéu tri cho bénh nhan.
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NHAN XET MOT SO PAC PIEM LAM SANG, CAN LAM SANG
KHOI U BUONG TRU’NG XOAN TAI BENH VIEN QUAN Y 103

TOM TAT

Muc tiéu: Nhan xét mot s6 dac dlém lam sang,
can 1am sang kh6i u budng tring xoan (UBTX). Doi
tuong va phudong phap: 36 bénh nhan (BN) chan
doan xac dinh khdi u budng triing xoén Bénh vién
Quany 103 tr 1/2019 dén 12/2022. Két qua: Db tudi
trung binh cla bénh nhan trong nghién cltu la
31,86+10,76, nhém tudi chiém ty 18 cao nhéat 1a 20-35
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(61,11%). Da s6 bénh nhan khong co tién sir phau
thuat trudc do (72,22%). Tat ca bénh nhan déu cé
triéu chimng dau bung ha vi. Bubn non, non la triéu
chiing cd nang thudng gdp th& hai (47,21%). Khi
tham kham, 100% bénh nhan déu sd thay khdi u. Khoi
u kich thudc 5-10cm thudng so thdy khi thdm kham
(83, 33%) Cac khoi u budng tri’ng xoan & bén pha|
terdng gdp han (66,67%). Phan 16n la hinh anh trong
am (41,67%) va hon hdp am (36 11%) vdi su mat tin
hleu mach (50%) hodc giam t|n hiéu mach (25%) trén
siéu am. Kich thuc khéi u co ty |é xoan cao nhat la 5-
10cm. Két Iuan Nghlen cru nay cho thay kh0| u
bubng tring xodn c6 thé gdp § bat ky Iifa tudi nao,
nhung thufdng gap nhét & I0a tudi sinh dé. Pau bung
va buén nén, non la triéu tr’ng co nang thudng gap
nhat & bénh nhan khéi UBTX. Trén siéu am, kich thudc
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