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HO!I THAO KHOA HOQC VE HOI SUC CAP cUU VA CHONG POC

NGHIEN CU’'U POC TINH THAN TREN BENH NHAN SO’ DUNG COLISTIN
TAI KHOA HOI SU"C TiCH CU'C BENH VIEN BACH MAI

Pao Xuin Co' Dwong Thanh Hai', Trin Nhan Thing',
P4 Thi Hong Gim', Vii Dinh Hoa?, Nguyén Hoang Anh’.

TOM TAT

Colistin la khang sinh cii, c6 doc tinh than cao
nén da bi ngung st dung trén ngudi. Tuy nhién,
trudc sy gia téng nhiém khudn do vi khudn Gram
am da khang thuc, colistin da dugc tai st dung
trén 1dm sang. Nghién cifu xdc dinh ty 1& phat
sinh, déc diém ddc tinh than va cac yéu t§ nguy
¢ nh&m hd trg cho bac si trong viéc kiém sodt
i ich va nguy cd khi st dung thudc.

Phuong phdp nghién ciu: nghién clu
thuan tap, h6i ctru trén bénh nhén dudc chi dinh
dung colistin tai khoa hoéi sirc tich cuc (HSTC)
trong thdi gian tir 1/6/2014 dén 1/6/2015. Pdc
tinh than dugc dinh nghia la tdng ndéng do
creatinin huyét thanh trén 1,5 lan hodc téc dd
loc cau than gidm trén 25% so vdi gia tri tai thdi
diém trudc khi bat dau ding thudc, duy tri trong
it nhét 24 gi¢ va xay ra sau it nhét 2 ngay diing
colistin. Bénh nhé&n nghién clru dugc chia lam 2
nhém: nhdm co ddc tinh thén va nhdém khdng ¢d
ddc tinh than dé xac dinh cac yéu t& nguy cd lién
quan dén doc tinh thén bang phuong phap hbi
quy Cox da bién.

Két qua: c6 131 bénh nhan ding colistin
trong khoang thoi gian tUr 1/6/2014 dén
1/6/2015 dugc chon vao nghién clru, chd yéu la
nam gidi (63,6%), cd trung vi tudi 1a 59 (45 —
71). Cac bénh nhén cd trung vi diém APACHE II

" Bénh vign Bach Mai,

2 Truong Pai hoc Duoc Ha Noi

Chiu trach nhiém chinh: Pao Xuin Co
Email: daoxuanco@gmail.com

Ngay nhén bai: 13/1/2016
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la 12,5 (9-16) va trung vi diém SOFA 13 4 (2-6).
Déc tinh thén cdp xay ra trén 30/131 bénh nhan,
chiém 22,9%. Trung vi thdi gian khéi phat doc
tinh la 7 (4 -13) ngay sau khi bdt dau ding
thuSc. Mirc dé ddc tinh: nguy <o (53,3%), ton
thuang (30,0%) va suy (16,7%). C6 8/30 bénh
nhan (26,7%) hdi phuc déc tinh, 22 trudng hgp
khéng xac dinh dugc do 7 trudng hop chuyén vé
tuyén dudi diéu tri ti€p va 15 trudng hop tr
vong. Tudi cao, cin ning I8n, ting bilirubin toan
phan > 85,5umol/L, st dung liéu cao > 4mg
CBA/kg/ngay, dung kém thudc Igi ti€u va ding
kém thudc van mach 1a cac yéu t8 nguy cd ddc
lap lién quan dén phat sinh ddc tinh thdn cla
colistin.

Két ludn: ty 1& phat sinh dbc tinh than 13
22,9%, tuong ddi thdp hon so vdi cac nghién
cltu trudc do. Boc tinh than thudng khdi phat
trong vong 2 tudn ddu diéu tri. Tudi cao, can
nang Ian, téng bilirubin toan phan > 85,5umol/L,
st dung ligu cao = 4mg/kg/ngay CBA, dliing kém
thudc Igi ti€u va ding kém thudc van mach la
cac yéu t6 nguy cd ddéc 1ap lién quan dén doc
tinh than cla colistin.

Tur khéa: colistin, hdi sirc tich cuc, ddc tinh
than.

SUMMARY
A STUDY OF COLISTIN NEPHROTOXICITY IN
INTENSIVE CARE PATIENTS IN BACH MAI
HOSPITAL
Background: Colistin is an old antibiotic which
has been withdrawn from human use due to high
rate of nephrotoxicity. However, over the last 2
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decades, there has been a tremedous increasing
the prevalence of infections caused by multi-drug
resistant Gram-negative, colistin has
reintroduced into clinical practice. This study
aimed to determine the incidence of and risk
factor for colistin-associated nephrotoxicity in
Intensive Care Unit. Methods: a retrospective
cohort who
intravenous colistin in Intensive Care Unit from
June, 2014 to June, 2015. Nephrotoxicity was
defined as increase in serum creatinine level over
1.5 times or decrease in glomerular filtration rate
over 25% compared to the baseline value,
sustained for at least 24 hours, after at least 2
days of colistin treatment. Cox proportional
hazard models were used to explore risk factor

study of patients received

for colistin—associated nephrotoxicity. Resuits:
131 patients were enrolled in the study. 63.6%
patients were male, median age was 59 (IQR 45-
71). Median APACHE II score and SOFA score
were 12,5 (IQR 9-16) and 4 (IQR 2-6),
respectively. Nephrotoxicity was obsevered in
30/131 (22.9% ) cases. The median onset time
was 7 (IQR 4 -13) days after the begining of
colistin. Patients who experienced nephrotoxicity
were in the Risk (53,3%), Injury (30%) or
Failure (16,7%) categories per RIFLE criteria.
8/30 (26.7%) cases had renal recovery, 22 cases
were not recorded due to hospital referral in 7
cases and death in 15 cases. Advanced age,

weight, hyperbilirubinemia (> 85,5umol/L),
colistin  dose  higher than  4mg/kg/day,
concomitant  diuretics and  concomitant

vasopressor were identify as independent risk
factors of nephrotoxicity in patients who received
intravenous colistin.

Conclusiom: The nephrotoxicity incidence was
22.9%, than  previous  studies.
Nephrotoxicity usually onset within the first 2

lower

weeks of treatment. Advanced age, weight,
hyperbilirubinemia (> 85,5umol/L), colistin dose
higher than 4mg/kg/day, concomitant diuretics
and concomitant vasopressor were independent
risk factors for colistin-associated nephrotoxicity.
Keywords: colistin, intensive care, nephrotoxicity.

I. DAT VAN BE

Colistin duoc ra doi tir ndm 1949 nhung
do doc tinh than nén thudc da dan din duoc
thay thé tir nhing nam 1970 boi céc khang
sinh m&i an toan hon. Thudc chi dugc tai su
dung tr¢ lai trén ldm sang nhitng nam gin
day véi vai tro 1a vii khi cudi cling dé chéng
lai cac chung vi khuin Gram am da khang
thudc. Tai bénh vién Bach Mai néi chung va
khoa Hoi strc tich cuc néi riéng, colistin da
dugc dua vao st dung tir ndm 2011 va van
dang duogc gia tang s dung. Bénh vién da
ban hanh hudng dan sir dung colistin va trién
khai dénh gia hiéu qua diéu trj voi cac ché do
liéu khic nhau trén bénh nhén tai khoa
HSTC. Bén canh mbi quan tim vé hiéu qua
diéu tri thi tro ngai 16n nhét cua cac béc si
lam sang khi sir dung colistin chinh 1a ddc
tinh than. Méc du dgc tinh than da duoc bao
céo ¢ cac nghién ctu trén thé gidi, tuy nhién
tin suét xay ra doc tinh, dac diém doc tinh
than gitta ec nghién ciru rdt khac nhau, chi
yéu do su khdc biét vé qun thé bénh nhan.
Tai Viét Nam, chua ¢6 nghién ciu nio vé
doc tinh than cua colistin. Nghién ctru nay
duoc tién hanh voi muc tiéu xac dinh ty 1&
phat sinh, ddc diém doc tinh than va céc yéu
td nguy co ¢6 lién quan dén doc tinh thin
nhim cung cip thong tin hd tro cho bac si
lam sang trong viéc cén nhic gitta loi ich va
nguy co khi sir dung thude.
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1. D3I TUONG VA PHUONG PHAP NGHIEN CU'U

2.1. Péi twong nghién ciru: tit ca ho so
bénh 4n ciia bénh nhan diéu tri tai khoa
HSTC dugc chi dinh dung colistin trong
khoang thoi gian tir ngay 1/6/2014 - 1/6/2015
loai trir hd so bénh 4n cua bénh nhan c6 mot
trong cac dac diém nhu sau: ding colistin it
hon 72 gio, tré em dudi 18 tuéi, phu nit cé
thai, loc mau ngay trude khi dung colistin,
suy thdn ning phai loc mdu chu ky, chirc
ning thdn dao ddng tir trudc (dugc dinh
nghia la cé tdng hodic giam creatinin huyét
thanh 16n hon 50% trong vong 72 gi¥ trude
khi ding thubc), bénh nhan xuét hién doc
tinh than trong vong 2 ngay sau khi dung
thudc, bénh nhén ding 2 dot colistin lién tiép
cach nhau dudi 14 ngay, truong hgp dung
cich nhau trén 14 ngay thi chi dot didu tri
d4u tién duoc lua chon vao nghién clru

2.2.Phuong phap nghién ciru: Nghién
ctru thudn tép hdi ciru.

Bdng 2.1.Tiéu chi phdn

- Béc tinh thdn dugc dinh nghia 1a ting ndng
do creatinin huyét thanh (SCr) trén 1,5 lan
hodc tbc db loc ciu than giam trén 25% so
voi gia tri tai thoi diém trude khi bit déu
dung thudc, duy tri trong it nhit 24 gio va
xdy ra sau it nhit 2 ngay dung colistin. Téc
d6 loc cdu than (GFR) dugc tinh toan theo
cong thirc Cockroft — Gault. Dgc tinh thén
duoc quan sat ké tir ngay bat déu dung thube
cho dén khi bénh nhéan két thuc diéu tri tai
bénh vién.

- Céc dic diém doc tinh than nghién ctru bao
gdm: thoi gian khoi phat ddc tinh ké tir khi
bit dau dung thude, phéan loai muc d¢ néng
theo tiéu chudn RIFLE (bang 2.1). Kha ning
hdi phuc doc tinh, duoc dinh nghia la khi
ndng do SCr tro vé gié tri ban dau + 25% va
duoc theo doi cho dén khi bénh nhan roi
khéi bénh vién

loai mikc dj doc tinh thdn

Mirc do

Tiéu chi xac dinh

R - Nguy co Tang ndng dd creatinine trén 1,5 [an hodc GFR gidm > 25%

I - Ton thuong | Téng ndng dd creatinin trén 2 [an hodc GFR giam = 50%

F - Suy Téng ndng dd creatinin trén 3 [an hodc GFR gidm > 75%

Tiép theo, ching tdi tién hanh so sanh
cac dic diém gitra 2 nhom d& xac dinh cac
yéu t6 nguy co (YTNC) c6 lién quan dén
xuét hién ddc tinh than trén bénh nhan sir
dung colistin trong nghién ctru. Cac yéu tb
dua vao nghién ciru bao gdm:

Nhém YTNC thudc vé dic diém bénh ly
cia bénh nhan: tudi, gi6i tinh, diém
APACHE II, diém SOFA, diém Charlson,
bénh dai thdo duong, ting huyét &p, tiéu co
van, xo gan, chirc niang than trude khi ding
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colistin, cac tinh trang bénh ly xay ra trong
qua trinh diéu tri:séc nhidm khudn duge xac
dinh 1a tinh trang tut huyét 4p dai ding do
nhidm khuén mac du da duge hdi sirc bu dich
day du, tut huyét ap (huyét 4p trung binh <
70mmHg), giam thé tich mau (BUN/SCr >
20), giam albumin méau (< 32g/L), tang
bilirubin mau (> 85,5umol/l).

Nhém YTNC lién quan dén dac diém sir
dung thubc colistin: liéu dung colistin hang
ngay, lidu tich ity colistin tinh theo don vi
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mg/kg colistin dang hoat tinh (CBA), tong
thoi gian str dung thube.

Nhém YTNC lién quan dén céc thube
dung kem c6 nguy co doc tinh than.
- Xir Iy s0 ligu: céc bién lién tuc c6 phan
phdi chudn dwoc mod ta bing gid tri trung
binh + d léch chuan, bién phan phdi khong

lI. KET QUA VA BAN LUAN

3.1. Dic diém chung ciia miu nghién ciru

chuin duoc mo ta bang trung Vi, khoéng tr
phén vi. Céc bién dinh tinh duoc md ta theo
s6 lugt va ty 1¢ %. Phan tich séng sét theo
md hinh hdi quy Cox (Cox propotional
hazard model) don bién va da bién duoc s
dung dé xéc dinh yéu tb nguy co doc lap lién
quan dén doc tinh thén.

Chung t6i lya chon vao nghién ctru 131 hd so bénh 4n tuong ung cua 131 bénh nhén nghién
ctru trong s6 316 bénh nhén dugc chi dinh ding colistin trong thoi gian nghién ctru. Dic diém
m&u bénh nhan nghién ctru duge trinh bay trong bang 3.2

Bing 3.2. Ddc diém chung ciia bénh nhén frong nghién ciru

Chi tiéu nghién ciru Két qua
Gidi tinh (Ni) 45 (34,4%)
Tuéi (ném) 59 (45 - 71)
Can nang (kg 55,6 + 10,28
Piém APACHE IT 12,5 (9 - 16)
Piém Charlson 2(1-3)
Diém SOFA 4 (2 - 6)

Chan doén nhiém khuin
- Viém phdi bénh vién ~

110 (84,0%)

- Nhiém khuén huyét 24 (18,3%)
- Nhiém khuén 6 bung 17 (13,0%)
- Nhi&m khudn than kinh trung uong 11 (8,4%)
- Nhiém khudn tiét niéu 9 (6,9%)
- Nhiém khuén khac 4 (3,1%)
Pdc diém phan I3p vi khuin
- S6 BN phén Iap dugc vi khudn 87 (66,4%)
- Cac chiing vi khudn phén I3p dugc:
Acinetobacter baumanii 64 (48,9%)
Pseudomonas aeruginosa 19 (14,5%)
Klebstella pneumonia 21 (16,0%)
Escherichia coli 4 (3,1%)
Stenotrophomonas maltophilia 4 (3,1%)
Khdc (Staphylococcus aureus, ...) 23 (17,6%)
Thoi gian ndm vién trude khi ding colistin (ngay) 9(4-13)
Thoi gian diéu tri tai khoa HSTC (ngay) 18 (12 - 26)
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Chi tiéu nghién citu Két qua
Thdi gian nam vién (ngay) 23 (18 - 32)

Két qua diéu tri tai khoa HSTC
- D3/khoi
- Nang v&/T\r vong

98 (74,8%)
33 (25,2%)

Nhin xét: cac bénh nhén trong nghién
ctru chit yéu 13 nam gidi chiém ty 18-63,6%.
Héu hét bénh nhan c6 d6 tudi kha cao, voi
trung vi 1a 59 tudi, khoang tir phan vi 45 - 71
tudi. Viém phé)i bénh vién 1a chi dinh nhiéu
nhét cua colistin trong nghién ctu, trong d6
cin nguyén gdy nhiém khudn thuong gap
nhét tai khoa HSTC 14 4. baumanii, tiép theo
14 K pneumonia va P.aeruginosa tuong ing
chiém ty 1& 12 48,9%, 16% va 14,5%. Miic
dd ndng cta cdc bénh nhan nghién ctru dugc
danh gi4 theo céc thang diém APACHE II,
SOFA tuong tng ¢é trung vi la 12,5 (9-16)
va 4 (2-6). Thoi gian diéu tri tai khoa HSTC

va thoi gian ndm vién dao dong rat khac
nhau giita cdc bénh nhéan trong nghién ctru
tuong Umg tr 3 - 49 ngay va 4 — 82 ngay voi
trung vi lan luot 14 18 va 23 ngay. Ty 1é tir
vong toan bd gip trong miu nghién ciu la
33/131 bénh nhén, tuong Ung la 25,2%.

3.2.Ty I phdt sinh vi dic diém déc tinh
thin

Trong sb 131 bénh nhén nghién ctru, doc
tinh thdn xudt hién & 30/131 bénh nhan,
chiém ty 1¢ 22.9% tbng s6 bénh nhén nghién
ctru. Pac diém doc tinh than duoc trinh bay
tom tét trong bang 3.2.

Badng 3.2, Ddc diém djc tinh thdn ciia nhém bénh nhdn nghién ciru

Chi tiéu nghién cifu : Két qua
Thoi gian khdi phat doc tinh (ngay)- 7 (4-13)
Trong d6: sau khi két thic diéu tri (n,%) 3 (10,0%)

Thoi gian n6ng d6 SCr cao nhat (ngay)

12 (6,7 - 17,5)

Phan loai mirc dd ddc tinh than

- Nguy cd (n,%) 16 (53,3%)
- Tén thudng (n,%) 9 (30,0%)
- Suy (n,%) 5(16,7%)

Kha nang hoi phuc déc tinh than
- 56 BN ¢d ddc tinh hoi phuc (n,%)
- Thai gian hoi phuc sau ngirng colistin (ngay)

8 (26,7%)
4,5 (3,0 - 13,5)
4 (13,3%)

Nhgn xét: thoi gian xuét hién doc tinh duoc
phét hién sém nhat 14 ngay thir 3 va mudn
nhat 1a ngay thir 20 ké tir khi bét ddu dung
thudc véi trung vi 1a 7 (4 — 13) ngay. Phan
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- S6 bénh nhan phai loc mau cap ctru (n,%)

bd bénh nhan xudt hién doc tinh than theo
cac muc do “Nguy co”, “Tén thuong” va
“Suy” tuong ung la 53,3%, 30,0% va 16,7%.
Chung t6i khong phén loai dugce hau qua cua
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ddc tinh than theo cac mitc d6 “MAt chirc
ndng” va “Bénh thdn giai doan cudi” nhu
tiéu chudn RIFLE do bénh nhén trong miu
nghién ctru khéng dugc theo déi du thoi
gian. 8/30 bénh nhan (26,7%) duoc x4c dinh
c6 hoi phuc doc tinh thén trong qua trinh
diéu trj. Trung vi thoi gian hdi phuc dbc tinh
trén 8 bénh nhn nay la 4,5 ngay sau khi
diing thudc. Trong sb 22 bénh nhan con lai, 7
bénh nhédn duoc chuyén vé bénh vién tuyén

Xac
sudt
doc
tinh
than

dudi didu tri tiép va 15 benh nhan ning xin
vé hoic tu vong. Trong s nay, c6 4 truong
hop phéi can thiép loc mau cip cim, tuy
nhién 3/4 bénh nhan c6 két cuc tr vong.

Dé mo ta cu thé hon vé nguy co doc
tinh thén, ching t6i st dung phan tich
Kaplan — Meyer biéu dién dudng cong tich
lity doc tinh theo thoi gian ké tir khi bt ddu
dung thudc (hinh 3.1).
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Hinh 3.2. P6 thi Kaplan -Meyer mé ta xdc sudt tich lily déc tinh than theo thoi gian

Nhin xét: xic sut xay ra doc tinh than trén bénh nhin dung colistin ¢6 xu huorng ting
dan theo thoi gian, khoang 15% sau 1 tudn, khoang 35% sau 2 tuin va trén 55% sau 3 tun.

3.3. Xdc dinh cdc yéu to nguy co lién quan dén dic tinh thin cia colistin

Dé tim hiu cac cac yeu tb nguy co (YTNC) lién quan dén xuét hién ddc tinh than trén

bénh nhan str dung colistin trong nghién ctru, ching t6i nghién ctru céc dic diém bénh nhan,
dic diém sur dung thudc colistin va dac diém sur dung céac thube dung kém giita 2 nhém cé
xudt hién va khong xuét hién doc tinh (DT) than. Céc dac diém cua 2 nhom duge trinh bay

nhu trong bang 3.3.

Bing 3.3. Pdc diém nghién ciru ciia 2 nhém xudt hién va khéng xudt hién DT thin

Pic diém

Nhom DT
(n = 30)

Nhom khéng
BT (n =101)

Gidi tinh ni¥ (n=45)

11 (36,7%) 34 (33,7%)

Tuéi 64,5 (53,5 -74,0) | 57 (42,5~ 71,0)
Cin ndng (kq) 59,3 + 10,5 54,5 + 10,0
Diém APPACHE 12,5 (10,5 -17,3) 12,0 (9 - 16)

125



HOI THAO KHOA HOC VE HOI SUC CAP cUU VA CHONG BOC

Creatinin huyét thanh (umol/L)
GFR (ml/phat)

88,5 (63,5 — 117,3)
64,9 30,6

Pic diém Nhém BT Nhém khdng
(n = 30) BT (n =101)
Diém SOFA 5(2-6,3) 4(2-6)
Diém Charlson 2(1-3) 2(0-3)
Chirc ndng thian nén

78 (62,0 — 99,5)
69,2 + 32,1

bai thao duong (n = 28)

6 (20,0%)

22 (21,8%)

Tang HA (n = 62)

13 (43,3%)

49 (49,1%)

Xo' gan (n = 8) 3 (10,0%) 5 (5,0%)
Tut huyét &p (n=41) 17 (56,7%) 24 (23,8%)
Téng bilirubin (n = 4) 2 (6,7%) 2 (2,0%)
Gidm thé tich méu (n =10) 2 (6,7%) 8 (7,9%)
Giam albumin (n = 89) 23 (76,7%) 66 (65,3%)
Séc nhiém khuén (n = 15) 8 (26,7%) 7 (6,9%)
Liéu diung hang ngay (mg/kg) 3,53 + 1,27 3,15+ 1,26

Liéu colistin = 4mg/kg/ngay

14 (46,7%)

21 (20,8%)

Téng sé ngay ding
Trude khi xay ra ddc tinh
Toan bd dot diéu tri

7 (3 - 20)
16,5 (10,7 — 19,0)

10 (7,0 - 14,0)

Liéu tich Iy (mg/kg)
Trudce khi xay ra doc tinh
Toan bd dot diéu tri

22,97 (12,40 — 43,21)
39,88 (23,96 — 83,18)

27,27 (18,76 — 47,03)

Thuéc sir dung dong thoi:

T’ vong (n =33)

Thudc lgi ti€u (n = 74) 25 (83,3%) 49 (48,5%)
Thudc van mach (n = 45) 18 (60,0%) 27 (26,7%)
Uc ch& men chuyén (n=12) 3 (10,0%) 9 (8,9%)
KS g lycopeptid (n = 57) 15 (50,0%) 42 (41,6%)
KS aminosid(n = 33) 9 (30,0%) 24 (23,8%)
Rifampicin (n =6) 3 (10,0%) 3(3,0%)
Thudc can quang dudng tinh mach (n = 46) 13 (43,3%) 33 (32,7%)
NSAIDs (n = 18) 4 (13,3%) 14 (13,9%)
Corticosteroid (n = 32) 11 (36,7%) 21 (20,8%)
18 (60%) 15 (14,9%)

Nhidn xét: bénh nhén trong 2 nhém muc d6 ndng, diém s6 bénh mac kém. Bénh
khong co6 su khéac biét dang ké vé gidi tinh, nhan trong nhém xuat hién doc tinh thén c6
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can ning trung binh cao hon so véi nhém
khong xay ra doc tinh than (59,3 kg so véi
54,7 kg). G nhém xuét hién doc tinh, bénh
nhin ¢6 tudi cao hon va chirc nang thén
truéc khi dung thubc gidm so véi nhém
khong xut hién déc tinh. Céc tinh trang sbc
nhiém khuén, tut huyét 4p chiém ty 1€ cao
hon rd rét & nhém bénh nhan cé doc tinh
thin. Nhom bénh nhan xuét hién doc tinh
thén cé lidu ding trung binh hang ngay cao
hon so v6i nhém khong xudt hién doc tinh
(3,53 mg/kg so véi 3,15 mg/kg), déng thot
duoc sir dung thude kéo dai hon va ¢é tng
lidu tich lily ctia toan bd dot didu tri Ién hon
dang ké so v&i nhom khong xay ra doc tinh.
Hau hét cac bénh nhan trong nghién ctru déu
ding kém thudc c6 nguy co doc tinh than.

Céc thude dugc ghi nhan nhiéu nhit trong
nghién ctu 1a thude loi tiéu, tiép theo la
nhém khéng sinh glycopeptid, thudc vén
mach va thudc cén quang dudng tinh mach.
Ty 1€ bénh nhan ¢6 str dung kém céc thude
¢o nguy co ddc tinh than cao hon & nhém
xuat hién doc tinh so v&i nhém khong xuét
hién dgc tinh than.

Tlep theo, dé xac dinh YTNC lién quan
dén xudt hién ddc tinh thén, ching t6i sir
dung phéan tich hoi quy Cox theo 2 huéng:
theo thoi gian stur dung thudc va theo lidu
colistin tich Iiiy. Liéu colistin tich lily dugc
tinh dén thoi diém xudt hién doc tinh thén
néu ¢6 hodc dén khi két thic diéu tri dbi véi
bénh nhan khong gip doc tinh. Két qua phéan
tich don bién duoc trinh bay trong bang 3.4.

Bing 3.4. Két qud phan tich cdc YTNC bing phicong phdp Hoi quy Cox dom hién

Theo thai gian diing thuéc | Theo lidu colistin tich ldy

YTNC nghién citu HR HR
(CI 95%) i (CI 95%) g

Tuéi ] 1,02(0,99-1,04) | 0,163 | 1,03(0,99-1,04) | 0,006
Gidi tinh ni¥ 1,26 (0,60 - 2,65) | 0,546 | 1,09 (0,52 -2,30) | 0,823
Cin ndng 1,03(1,00-1,07) | 0,044 | 1,04 (1,01 -1,08) | 0,012
Diém APACHE IT 1,01(0,94-1,09) | 0,718 | 1,03(0,95-1,10) | 0,508
Diém SOFA 0,99 (0,87-1,12) | 0,812 1,03(0,91-1,17) | 0,667
Diém Charlson 1,18(0,94-1,50) | 0,156 | 1,37 (1,07 -1,76) | 0,012
Chirc ndng thin nén
- Creatinin huyét thanh 1,00 (0,99 -1,01) 0,622 1,01 (0,99 - 1,01) 0,074
- Toc d6 loc ciu than 1,00 (0,99 - 1,01) | 0,484 0,99 (0,98 -1,00) | 0,063
Ddj thdo duong 0,87(0,35-2,12) | 0,756 1,37 (0,55 - 3,40) | 0,497
Tdng huyét ap 0,75(0,36-1,55) | 0,439 | 0,99 (0,48 —2,07) | 0,989
Xogan 2,30(0,69-7,64) | 0,175 3,17 (0,94 - 10,71) | 0,063
S6c nhiém khuén 3/47(1,54-7,84) | 0,003 | 3,47 (1,54 -7,84) | 0,001
Tut huyét ép 3,35(1,62-6,90) | 0,001 | 4,11(1,91-8,84) | 0,000
Gidm albumin méu 2,07(0,88-4,92 | 0,098 | 1,99 (0,84-4,72) | 0,116
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Theo thdi gian diing thudc | Theo liéu colistin tich liiy

YTNC nghién cifu HR HR
(CI 95%) 5 (CI 95%) B

Tang bilirubin mau 5,01 (1,41 -22,0) | 0,033 | 7,64 (1,68 - 34,75) | 0,008
Giam thé tich mau 0,86 (0,21 - 3,62) | 0,839 | 0,90 (0,21 -3,82) | 0,882
Liéu dung hang ngay 1,15 (0,88 - 1,49) 0,305 0,75 (0,54 - 1,04) 0,081
Lidu colistin = 4mg/kg/ngay| 2,37 (1,16 —4,87) | 0,018 | 1,09 (0,51 -1,32) | 0,822
Dung kém thuéc déc than
- Ldi tiéu 4,24 (1,62 - 11,09) | 0,003 | 5,05 (1,93 - 13,23) | 0,001
- Glycopeptid 1,27 (0,62 -2,60) | 0,510 | 1,42 (0,69 -2,92) | 0,337
- Thudc van mach 2,95 (1,42 - 6,14) | 0,004 | 3,21(1,53-6,70) | 0,002
- Aminoglycosid 1,29 (0,59 ~2,82) | 0,529 | 1,02 (0,46 —2,25) | 0,961
- Thudc can quang 1,10(0,53-2,67) | 0,806 1,08 (0,52 -2,24) | 0,834
- ACEI 0,82 (0,25 -2,70) | 0,740 | 1,58 (0,47 -5,39) | 0,461
- NSAIDs 0,85 (0,30 — 2,46) 0,768 | 0,89 (0,31 —2,56) 0,823
- Corticosteroid 1,71 (0,81 - 3,60) 0,159 1,64 (0,77 - 3,50) 0,197
- Rifampicin 0,158 2,39(0,71 ~8,02) | 0,159

2,37 (0,72 - 7,88)

Nhdn xét: trong phan tich don bién theo
thoi gian diing thube, cac bién sb ¢6 p < 0,05
bao gbm: can nang, sdc nhiém khuan, tut
huyét 4p, tang bilirubin mau, lidu colistin >
4mg/kg/ngay, dung kém thudc loi tiéu, thude
van mach. Trong phén tich don bién theo
lifu colistin tich iy, cac bién cé p < 0,05
bao gdm: tudi, can nang, diém Charlson, tinh
trang sbc nhidm khuan, tut huyét 4p, ting
bilirubin mau, dung kém thude lgi tiéu, diung
kém thudc vén mach.

Céc bién sb c6 gia tri p < 0,05 trong
phén tich don bién dugc chung toi lwa chon
dé dua vao phan tich da bién. Trudc khi dua
vao phan tich, chung t6i kiém tra hién tuong
da cong tuyén. C6 2 yéu té nguy co: ding
kém thudc van mach va tut huyét ap co lién
hé cong tuyén véi nhau, ching toi quyét dinh
loai bién tut huydt 4p ra khoi md hinh hdi
quy. Céc bién con lai dwoc dua vao phan tich
da bién theo mé hinh héi quy Cox, phuong
phap rit dan bién sb. Két qua cia phan tich
dugc trinh bay trong bang 3.5

Bing 3.5. Két qua phdn tich cdc yéu t6 nguy co theo phuong phdp hoi quy Cox da bién

Theo thdi gian diing thuéc

Theo liéu colistin tich liiy

YTNC nghién ciru

HR hiéu chinh

HR hiéu chinh

128

CI 95% - CI 95% 3
Tudi - 1,03 (1,01 - 1,05) | 0,020
Cén ndng (kg) 1,05 (1,01 -1,09) | 0,009 | 1,05(1,02-1,09) | 0,003
Séc nhiém khudn - -
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Diém Charlson - -
Tang bilirubin 4,14 (0,90 - 19,06) | 0,068 | 7,90 (1,63 - 38,22) | 0,010
Liéu colistin = 4mg/kg/ngdy 3,10 (1,41 -6,81) | 0,005 - -
Dung kém thuéc 1o tiéu 2,54(0,92~-7,00) | 0,072 | 3,03 (1,08 - 8,50) | 0,035
Dung kém thuée van mach 2,65 (1,21 -580) | 0,015 | 2,79 (1,27 -6, 14) | 0,011

Nhin xét: cac bién sbc nhim khudn, didm
Charlson ¢6 gia tri p < 0,05 trong phén tich
don bién nhung bi loai khéi mé hinh trong
phan tich da bién. Nhu vy, mé hinh héi quy
Cox da bién theo thoi gian dung thudc bao
gdm cac bién: can nang, tinh trang ting
bilirubin, liéu dung colistin > 4mg/kg/ngay,
dung kem thude loi tiéu va dung kém thudc
van mach. Trong d6, 3 yéu t8: bénh nhan co
cin nang l6m, dung lidu > 4mg/kg/ngay, va
yéu tb dung kem thudc vén mach duoc x4c
dinh la céc yéu td nguy co doc lap lam tang
déc t1nh thén véi p < 0,05. Céc yéu td nay co
ty sb nguy co sau khi da hiéu chinh anh
huong cua cac bién con lai trong mo hinh
(HR hiéu chinh) la: c4n nang voi HR=1,05;
liéu dung colistin > 4mg/kg/ngay véi
HR=3,1; dung kém thudc van mach vai
HR=2,65. Khi phan tich hdi quy Cox theo
lidu tich liy, ¢6 5 yéu t6 nguy co doc lap
dugc xdc dinh co anh huéng dén doc tinh
than 13 tudi cao, cin nang lon, tinh trang tang
bilirubin mau, sir dung kém thube vén mach,
su dung kém thudc loi tidu. Cac véu 6 nay
o ty sb nguy co sau khi dd hiéu chinh anh
huréng cua cac bién con lai trong mo hinh la:
tubi véi HR=1,03; can nang HR=1,05; ting
bilirubin mau HR=7,90 ding kém thuée loi
tiéu HR=3,03, ding kém thudc vin mach
HR=2,79. Hinh 3.2 minh hoa xéac suit déc
tinh than theo lidu tich Ifly (mg/kg) hoic theo

thol gian (ngay) & cdc nhém bénh nhan cé
hodc khoéng c6 cac yéu td nguy co ndi trén.

IV. BAN LUAN

St dung tiéu chuan RIFLE dé danh gia
doc tinh than. ching t6i ghi nhan duge
30/131 bénh nhan nghién ctru ¢6 xay ra doc
tinh than cép khi st dung colistin, tuong g
voi ty I€ phat sinh doc tinh than 1a 22.9%. So
voi cac nghién cuu s dung tiéu chudn
RIFLE, ty 1¢ gap doc tinh than trong nghién
cuu cua chung t6i tuong d6i thap hon [9].
Trong cic nghién ctru trén bénh nhan chau
A, nghién ctru cia Kwon J.A [6] va Kwon
K.H [7] c6 ty 1& doc tinh thén theo tiéu chudn
RIFLE déu trén 50%. Sy khéc biét nay c6 thé
do sy khic nhau vé dic diém bénh nhan va
déc diém sir dung thudc gitra céc nghién ciru.
Nghién ctru ciia Kwon K.H, bénh nhan dugc
su dung colistin véi liéu trung binh hang
ngay cao hon so véi nghién ciu cua ching
toi [7]. Mot sé nghién ctru con lai trén nguoi
chiu A nhu nghién ctru cua Ko, Lee, Cheng
va Rattanaumpawan, ty 1& xuét hién ddc tinh
than tuong tng 1a 54,6%, 43,5%, 14% va
52,5% [9]. Tuy nhién, c4c nghién ctru nay sur
dung cic dinh nghia déc tinh than khac nhau.
Chiing t6i cho rang tiéu chi dé x4c dinh doc
tinh thdn nén duoc thong nhét. Tiéu chuin
RIFLE hoac AKIN da dugc thAm dinh tir cac
nghién ciru 16n trong viée x4c dinh ty 18 phat
sinh ton thuong than cip. Chinh vi vay, cac
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tiéu chudn nay duoc tmg dung kha phd bién
@8 xac dinh doc tinh than caa thude [8]. Ty 1&
phat sinh ddc tinh than cling c6 thé bi anh
huéng mot phan bai thoi gian theo déi bénh
nhan. Két qua nghién ciru cia Hartzell cho
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thdy SCr van tiép tuc tang cao dang ké sau khi
két thuc diéu tri 1 tuan [5]. Do d6, ty 1& gap doc
tinh than trén thuc t c6 thé cao hon so vai ty 18
22,9% ghi nhén trong nghién ctru nay.

G - — e——y
[ [N P

Hinh 3.2. Xdc sudt déc tinh thdn ¢ cdc nhém bénh nhén:
(A): I: BN diing kém thudc van mach; \1: BN khong ding kém thudc vdn mach

(B): I: BN diing liéu > 4mg/kg/ngdy ;
(C): I: BN dung kém thuoc lgi tiéu;
(D): I. BN tang bilirubin mdu;

Trung vi thoi gian khdi phat dgc tinh than
duoc ghi nhan trong nghién ciru cua ching
181 1a vao ngay thir 7 (4 -13) sau khi bat diu
ding thudc. Két qua nay phu hop voi céc
nghién ctru vé doc tinh thin cia colistin
duoc thue hién trude do, theo do, ddc tinh
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11: BN diing liéu < Img/kg/ngay
11: BN khong diing kém thuéc loi tiéu
11: BN khéng ting bilirubin mau

than duge béo cdo xuét hién chi yéu trong
vong 1-2 tudn dau diéu tri [9]. Phan lon cac
bénh nhén trong nghién ctru gip doc tinh chu
yéu & muc d6 “Nguy co”, phu hop véi két
qua cla céc tac gia Hartzel, Collins va
Temocin, trong khi mot sb téc gia khdc bao
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cdo mitc 4o “Tén thuong” va “Suy” gép
nhiéu hon [91,[10]. Piéu dang luvu y la,
nghién ctru nay va hau hét cac nghién ciu
trén thé gii déu ghi nhén ty 18 rét thip bénh
nhan phai ngimg thubc do ddc tinh hoic gay
tén thuong than khong hdi phuc. Pay c6 thé
13 d3c diém tn thwong than cua colistin hoic
cling c6 thé do han ché vé thoi gian theo dbi
ngudi bénh chua du dai trong tit ca cac
nghién ciru da cong bd. Trong sb 30 bénh
nhan gip doc tinh thin, c6 8 trudng hop
chiém 26,7% dugc ghi nhan c6 hdi phuc
trong vong 4,5 (3,0 -13,5) ngay sau khi két
thiic diéu tri, chu yéu ¢ nhém bénh nhén cd
murc d¢ “Nguy co”, con lai hon 50% bénh
nhén da tir vong do tinh trang bénh qua ning.
Két qua nay tuong tu voi nghién ctu cita Ko
nhung thip hon dang k& so voi cac nghién
ciu cua Balkan, Cheng, Dalfino, Kim va
Zaidi déu c6 ty 18 hdi phuc trén 50% [2],[9].
Su khac biét nay 1a do kha nang héi phuc doc
tinh thén phu thudc vao rat nhidu yéu tb
trong qua trinh diéu tri nhu: kha ning kiém
sodt dugce tinh trang nhiém khuan, kiém soat
huyét 4p, can bang dich trén ngudi bénh tai
khoa HSTC.

Nhiéu yéu t6 nguy co lién quan dén
xudt hién ddc tinh than cua colistin da duoc
d& xuat khac nhau trong cdc nghién citu bao
gdm céc yéu td thudc vé& bénh nhan nhu tudi
cao, cin ndng 1én, chiic ning thén suy giam
tr truée, séc nhidm khuén, giam thé tich
mau, gidm albumin, ting bilirubin, tut huyét
ap, mic kém nhiéu bénh 1y, tang huyét 4p,
dai thdo duong, cic yéu td lién quan dén st
dung colistin: liéu dung, sb ngay ding, liéu
colistin tich lily va sir dung dbng thoi cac
thuéc cé doc tinh thdn nhu aminosid,

vancomycin, thudc loi tiéu, thube véan mach,
corticosteroid, NSAIDs, thudc tc ché men
chuyén angiotensin, @c ché calcineurin
(ciclosporin,tacrolimus), thubc can quang
duong tinh mach [9]. Trong nghién ciru nay,
tudi cao, can néng 16n hon, tut huyét ap, sbe
nhiém khudn. diém Charlson, tdng bilirubin
mau> 85,5umol/L, st dung liéu cao >
4mg/kg/ngay CBA, dung kém thubc loi tidu
va dung kém thudc van mach 1a cic yéu tb
nguy co lién quan doc tinh thdn duoc xdc
dinh trong phén tich don bién. Tuy nhién, khi
dua vao phén tich da bién theo thoi gian
ding thudc, c¢6 3 yéu td: can nang, liéu ding
trén 4mg /kg/ngdy va ding kém thudc vén
mach dugc xac dinh 1a cac YTNC doc lap.
Két qua nay tuong tu nghién ctru cua Tuon,
lidu ding hang ngay trén 9 triéu don vi natri
colistimethate (CMS) dugc xem la yéu b
nguy co doc lap khi phan tich hdi quy Cox
da bién theo thoi gian [11]. Con nghién ctru
cia Ceylan trén bénh nhin dung liéu cao
colistin (Smg /kg/ngay CBA). tac gia xdc
dinh duge 3 yéu t6 nguy co doc 1ap 1 tudi
cao, tdng bilirubin toan phin va giam
albumin mau [1]. Khi dua vao phén tich da
bién theo lidu colistin tich liiy twong tu
phuong phdp cua Kwon JA va Dalfino,
chung t6i xac dinh duoc 5 yéu t6: tudi, can
ning, ting bilirubin toan phan, ding kém
thube loi tiéu va diing kém thudc van mach
la YTNC doc lap. Trong khi nghién ciru cua
Kwon J.A, c6 4 YTNC doc 1dp duoce chi ra
la: nam gi6i, ting bilirubin toan phéan, giam
albumin mau va diing dng thoi thube irc ché
calcineurin, con nghién ciru cua Dalfino trén
bénh nhan sir dung ché d6 lidu cao (9 triéu
don vi CMS) da chi ra 2 YTNC doc lap la
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tudi cao va giam chirc nang than trude khi
ding thudc [2].[6]. Tat ca su khac biét nay,
nhu d3 duge ching tdi ly giai, chu yéu do
quéan thé bénh nhan duoc chon vao nghién
ctru khac nhau. Trong sé cac YTNC déc lap
d3 duoc chung toi xac dinh, c6 thé ly giai
duoc mdi lién quan giita tudi cao va s dung
liéu cao colistin v&i nguy co déc tinh than.
Céc yéu t6 ding kém thubc loi tidu va ding
kém thudc van mach cling da dugce xac dinh
cac nghién citu cia Cheng, Paul va DeRyke
[9]. Tuy nhién, ddy la cic nhém thudc
thuong phai sir dung tai khoa HSTC, dac biét
1a trén bénh nhén nhiém tring ning, do do,
cac yéu tb nay thuong xay ra dong thoi trén
bénh nhén sir dung colistin. V& yéu t§ can
ngng, nghién ctu cua Gauthier ciing chi ra
tinh trang béo phi véi BMI > 31,5 kg/m? 1a
mot yéu td nguy co doc lap lién quan dén
doc tinh thén [4]. Nghién ciru cua chung t6i
khong ghi nhan du thong tin chiéu cao dé xac
dinh BMI cua bénh nhan nhim phén tich sau
hon van @& nay, tuy nhién, két qua phén nao
cho thdy tinh trang thira c4n, béo phi la yéu
t6 ciing cin phai dwoc xem xét trude khi sir
dung colistin. V& yéu 4 tang bilirubin mau,
mdt sb nghién ctru da ghi nhan day 1a yéu tb
nguy co doc lap lién quan dén phét sinh doc
tinh thin nhu nghién ciu cua Ko va Kwon
J.A trén bénh nhan Han Quéc, nghién ciru
ctia Ceylan trén bénh nhan Thé Nhi Ky. Cho
dén nay, chua c6 nghién ctru nao lam sang to
mbi lién quan giita tang bilirubin toan phan
va ddc tinh than cua colistin. Can chu y 1a,
tang bilirubin mau da dugc chimg minh lam
tang doc tinh than ctia aminoglycosid, rat co
thé xay ra tuwong tu véi colistin [3]. Tuy
nhién, chung tdi khong loai trir tinh trang suy
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da tang cé xay ra dong thoi réi loan chuc
ndng thin va tang bilirubin mau & bénh nhin
dung thubc. Trong nghién ciru nay, sé bénh
nhén cd tang bilirubin mau (> 85,5umol/l) Ia
qué nho (4 bénh nhéan), do d6 can phai tién
hanh quan sat thém trén c¢& méiu 6n hon va
tap trung vao yéu td nay dé dwa ra duoc két
luén phu hop.

Mot trong nhiing han ché quan trong
clia nghién ctru 1 thiét ké hdi ciru va khong
¢6 nhom chimg. Thu thap héi ctru dan dén
thiéu s6t cac thong tin trong didn tién diéu trj
c6 thé anh huong dén két qua nghién cru.
Tuy nhién, thiét ké hdi ciru giup chung t6i
quan sét dugc trén mot ¢& mau 16n hon va la
lya chon phu hop véi thuc t& 1am sang. Céac
nghién ctru ¢6 nhém chimg, vdi nhdm chimg
1a placebo hodc 1a cac khang sinh khac nhu
aminoglycosid, carbapenem, quinolon...la
thiét ké ly tuéng dé danh gia doc tinh thén
cua colistin nhung khong kha thi trong diéu
kién nghién ctru ctia ching t6i bsi vi nhiém
khuan nang do vi khuin Gram 4m da khang
chiém ty 1€ rt cao tai khoa HSTC va lua
chon diéu tri duy nhét 1a colistin.

V. KET LUAN VA KIEN NGH]

Mic dit con mot sb han ché, day la
nghién ciru doc tinh than ddu tién trén quéan
thé bénh nhan HSTC tai Viét Nam. Nghién
ctru da cung cdp hinh anh vé ty 1¢ gap bién
cd, dac diém doc tinh thin va céac yéu t6
nguy co lam tang ddc tinh thén cua colistin,
hd trg cho céc bac si ldm sang trong viéc
d4nh gia loi ich diéu trj va nguy co trude khi
lya chon phac d6 didu tri colistin cho bénh
nhén tai khoa HSTC. Colistin 1a khang sinh
¢6 hiéu qua cao trong diéu tri nhiém khuin
do cac chung vi khuan Gram am da khéng,
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tuy nhién thudc cé doc tinh thin cao va
thuong gap, do dé, Hoi ddng Thube va Didu
tri cia bénh vién cén phai thudng xuyén cap
nhét thong tin hudng din st dung va cac
bién phap kiém soét chirc néng than trong
qué trinh dung thudc. Cac nghién ctru bénh —
chiing va nghién ctru duge dong hoc/duoc luc
hoc (PK/PD) cia colistin trén quin thé bénh
nhén tai khoa HSTC 12 rét cAn thiét dé t5i wu
héa str dung thudc trong thuc hanh 14m sang,
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