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TOM TAT
Dt vin dé: Soc nhiém khuan 1a tinh trgng nguy hiém, de doa tinh mgng. Néu bénh nhan
c6 suy thuwong than cap, Viéc diéu tri sé tré nén khé khan hon. Viéc chan dodn duoc tinh trang suy
thuong than cap va kip thoi bo sung glucocorticoid c6 thé dong vai tro quan trong trong gua trinh
diéu trj. Muc tiéu: Xdc dinh ‘moi lién quan gitta nong do cortisol mdau ciia bénh nhdn soc nhiém
khudn c6 suy thirong thdn cdp véi mire dé ning ciia bénh theo thang diém SOFA va thang diém
APACHE II. Banh gid hiéu qua cua viéc bé sung glucocorticoid trén bénh nhéan séc nhiém khudn
co suy thuong théan cap. Déi tugng va phu’o‘ng phdp nghién ciru: MO ta cat ngang trén 86 bénh
nhén drgc chan dodn soc nhiém khudn c6 suy thirong than cdp va dwroc bé sung glucocorticoid tai
khoa Hai sizc tich cuc-Chong déc, Bénh vién Pa khoa Trung wong Can Tho tir 05/2017 dén thang
04/2019. Két qua: Ti 1¢ niz/nam l1a 1,1/1. Tuéi trung binh 1a 67,50 + 13,94. Nong dé cortisol mau
trung binh 1& 13,63 + 12,62ug/dl. Ti ¢ <15ug/dl la 57% va >15ug/dl 1a 43%. Khéng ghi nhdn su
khAc biét vé nong dg cortisol mau theo gidi (p = 0,854) va theo dé tusi (p = 0,296). Cortisol mau
c6 su twong quan véi thang diém SOFA Véi r = 0,369 va p<0,001. Chua ghi nhdn méi tiong quan
giita cortisol mdu va thang diém APACHE Il véi p = 0,072. Ti 1é bénh ndng khi dd bé sung
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hydrocortison 1& 73,3%. Khong c6 mi lién quan gizza cortisol mau va két qua diéu tri (p=0,674).
C6 mai lién quan giiza mitc do ndng theo thang diém SOFA va APACHE 11 (p = 0,000). Két ludn:
Cortisol mau firong quan véi diém SOFA. Ti |é bénh nhéin dwoc diéu tri bang hydrocortison dién
tien nang con cao. Khdng ¢ si lién quan giiza cortisol mau va két qua diéu tri.

Tir khoa: séc nhiém khudn, suy thirong than cdp, hydrocortison.

ABSTRACT

SERUM CORTISOL AND OUTCOME IN PATIENTS WITH SEPTIC
SHOCK RELATED TO RELATIVE ADRENAL INSSUFICIENCY
TREATED BY GLUCOCORTICOID AT ICU DEPARTMENT AT CAN
THO CENTRAL GENERAL HOSITAL

Doan Duc Nhan, Ngo Van Truyen
Can Tho University of Medicine and Pharmacy
Background: Septic shock is a critical condition which may threaten life. In case of
relative adrenal insufficiency (RAI), treatment would be more complicated. Diagnosing of RAI and
interventing opportune with glucocorticoid may occupies an imperative task during treatment.
Obijectives: To investigate the correlation between serum cortisol and the severity levels on SOFA,
APACHE II scale in patients with septic shock related to RAI. To evaluate the outcome of whom
were treated by hydrocortisone. Materials and methods: A cross-sectional descriptive study in 86
patients diagnosed of septic shock related to RAI and treated with hydrocortisone at ICU
Department in Can Tho Central General Hospital. Results: The ratio of female/male was 1.1/1.
Mean age was 67.50 £ 13.94. Mean serum cortisol was 13.63 + 12.62ug/dl. Patients with serum
cortisol <I5ug/dl was 57% and ones with that >15ug/dl was 43%. There was no significant
difference in serum cortisol related by sex (p=0.854) and age (p=0.296). This study has shown the
positive significant correlations between serum cortisol and SOFA scale (r=0.369 and p<0.001).
Serum cortisol did not correlate with APACHE 1l scale (p=0.072). Patients with severe status
after treated by hydrocortison was 73.3%. Serum cortisol of the improved group and severe one
was not significantly different (p=0.674). The severity status significantly correlated with SOFA
and APACHE 11 (p=0.000). Conclusion: Serum cortisol correlated with SOFA scale. Patients who
developed worse after treated with hydrocortisone occupied a considerable proportion. Serum
cortisol did not make an impact on the outcome.
Keywords: septic shock, relative adrenal insufficiency (RAI), hydrocortisone.

I. DAT VAN PE

Nhiém khuan huyét 1a su rdi loan chirc nang co quan de doa tinh mang gay ra boi
mat sy diéu hoa trong qua trinh dap (g cua co thé ddi véi tinh trang nhidm trung Séc
nhidm khuan 1a mot phan nhém caa nhiém khuan huyét, trong d6 tinh trang tuan hoan
dudi mic binh thuong va nhitng van dé bit thuong vé chuyén héa té bao co thé 1am ting
dang ké ti 1& tir vong. Tuyén thuong than 1a mot tuyén sinh mang cua co thé con ngudi.
Khi co thé doi mat voi stress hay tinh trang bénh nang, s& c6 sy kich thich truc ha ddi-
tuyén yén- tuyen thuong than gia ting hoat dong dan dén tang tiét cortisol. Tai Viét nam,
nghién ctu ve cortisol mau cling nhu danh gia hiéu qua cua viéc bo sung glucocorticoid
trén bénh nhan sbc nhiém khuan chua duoc nghién ctu rong réi. Trén thé giéi da c6 cac
nghién ciru vé van @& ndy va van con nhiéu tranh cai. Viéc chan doan dugc tinh trang suy
thuong than cip va kip thoi bd sung glucocorticoid cd thé dong vai trd quan trong trong
qua trinh diéu tri. Ching tdi thuc hién nghién ctu nay véi muyc tiéu: 1. Xac dinh mdi lién
quan gitta ndng do cortisol mau ctia bénh nhan sdc nhiém khuan cé suy thuong than cap
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v6i thang diém SOFA va APACHE II, 2. Panh gid hiéu qua cia viéc b sung
glucocorticoid trén bénh nhan s6¢ nhieém khuan cé suy thuong than cap.

II. POI TUQNG VA PHUONG PHAP NGHIEN CUU

Péi twong nghién ciru: Bénh nhan tir da 16 tudi tré 1én duoc nhap vién va diéu tri
tai Bénh vién Da khoa Trung wong Can Tho tir thang 05/2017 dén thang 04/2019 va duoc
chan doan séc¢ nhidm khuan c6 suy thuong than cap.

Tiéu chuin chon miu: Bénh nhan tir du 16 tudi tré 1én dugc chan doan séc nhidm
khuan theo Sepsis-3 (2016) [13], cortisol mau bat ky <25ug/dl va duoc bd sung
hydrocortison trong khi diéu tri.

Tiéu chuin loai trir: Bénh ly tuyén thuong than di duoc chan doan; da phau thuat
tuyén thuong than; sir dung cac thudc nhu ketoconazole, etomidate, phenytoin, rifampicin;
sir dung steroid trong vong 3 thang trudc khi nhap vién; bénh nhan hoac ngudi than khéng
ddng y tham gia nghién cuu.

Thiét ké nghién cieu: Ma ta cit ngang.

Phwong phap chon miu: Chon mau thuan tién.

Néi dung nghién ciru: Cortisol mau; phan tich mdi lién quan giira cortisol mau va
thang diém SOFA, APACHE II va d4nh gia két qua bo sung hydrocortison qua dién tién
bénh (cai thién: bénh nhan 6n, xuat vién; nang: bénh nhan tir vong hoic ning, ngudi nha
Xin xuat vién).

Phwong phap xir Iy sé liéu: Cac bién sé dwoc nhap va xa ly bang phan mém
SPSS 23.0. M6 ta ti I¢; trung binh; so sanh cac gia tri trung binh vai kiém dinh T-test
(phan phdi chuan), Mann-Whitney U test hoic Kruskal-Willis (kndng phan phéi chuan);
xac dinh hé sé twong quan bang hé sé twong quan Pearson (phan phdi chuan), hoac
Spearman (khong c6 phan phéi chuan). Khéc biét c6 y nghia théng ké khi p < 0,05.

I1. KET QUA NGHIEN CcUU

Tir thang 05/2017 dén thang 04/2019, chiing 51 di thu thap duoc 86 miu Véi cAc
két qua nhu sau:

Pic diém chung

Nam giGi chiém 47,7% va nit gigi chiém 52,3%. Ti 1& nit/nam 1a 1,1/1. Tudi trung
binh 12 67,50 + 13,94 (34-96 tudi).

Nong do cortisol méu
Bang 1. Nong do cortisol méu

Cortisol (pg/dl) Tan s6 (n) Ti I8 (%) Trung binh
<15 49 57,0
>15 37 430 13,63 + 12,62
Tong 86 100,0

Ti 1& bénh nhan c6 cortisol mau <15pg/dl va >15pg/dl gan nhu nhau.
Bang 2. Nong d6 cortisol mau theo gigi

Cortisol mau (pg/dl)
Gi61 Tan so (n) Trung binh P
Nam 41 13,33 +£5,94
N 45 13,89 + 6,69 0.854

Cortisol mau ¢ hai gisi khéng cé su khac biét.
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Bang 3. Nong d6 cortisol mau theo nhém tudi

Z Cortisol mau (pg/dl)
Tuol Tan sé (n) Trung binh P
<45 4 17,25+ 6,79
46-60 22 16,64 + 6,12 0,296
>60 60 13,01 + 6,33

Sy khac biét vé cortisol mau & cac nhom tudi khong co y nghia thong ké.
Bang 4. Nong do cortisol mau va diém SOFA

Cortisol mau (ug/dl)

SOFA 318 (n) Trung binh P

<8 26 9,69 £ 6,26 0,001 (SOFA<8 va SOFA 9-16)
9-16 55 15,08 + 5,68 0,011 (SOFA<8 v2 SOFA>17)
>17 5 18,02 + 3,63 0,525 (SOFA 9-16 va SOFA>17)

Cortisol mau cd su khac biét co y nghia thdng ké gitra nhém c6 SOFA 9-16 Vi
SOFA <8; nhom >17 v6i nhom <8.

Bang 5. Nong d6 cortisol mau va diém APACHE Il

Cortisol mau (pg/dl)
APACHE 1 Tan so6 (n) Trung binh P
<9 3 13,63 + 4,24
10-19 36 12,55 £ 6,35
20-29 36 13,73 + 6,67 0.279
>30 11 16,82 +£ 4,81
Chua ghi nhan sy khéc biét vé cortisol méau giira cac nhoém diém APACHE 1.
4000 r=0,369 40009 r=0,195
p=0,000 p=0,072
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Biéu do 2: Méi twong quan giita
cortisol mau va diém APACHE I
Cortisol mau va diém SOFA c¢6 mdi tuong quan thuan mirc do yéu. Chua ghi nhan
mdi trong quan gitra cortisol mau va diém APACHE 1.
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Bang 6. Tinh trang bénh nhan khi b6 sung glucocorticoid

Tinh trang bénh nhan Tan so6 (n) Ty 18 (%)
Cai thién 23 26,7
Nang hon 63 73,3
Tong 86 100,0
Da s6 cac trudng hop dién tién ning hon vdi ti 16 73,3%.

Bang 7. Méi lién quan giira nong do cortisol mau va tinh trang bénh

Cortisol mau (pg/dl)
Gi61 Tan so6 (n) Trung binh P
Cai thién 23 12,02+6,41 0.674
Nang hon 63 14,21+6,22 ’

Cortisol mau khdng cé sy khac biét gitra nhém cai thién va nhém nang.
Bang 8. Piém SOFA theo tinh trang bénh nhan

Tinh trang Trung binh Min Max p
Cai thién 7,96 + 1,26 5 10 0.000
Ning hon 11,29 + 3,06 5 17 ’

Nhom ning c6 diém SOFA cao hon nhom cai thién.
Bang 9. Biém APACHE I theo tinh trang bénh nhan

Tinh trang Trung binh Min Max p

Cai thién 15,91 + 5,05 5 30 0.000

Nang hon 22,75+ 6,84 9 41 ’
Nhom ning c6 diém SOFA cao hon nhom ci thién.

IV. BAN LUAN

Trong nghién ciu ndy, nam chiém 47,7% va nix chiém 52,3%. Ti 1é nam va nir theo
tac gia Lv Qing-quan gan twong dwong nhau, 1an luot 1a 56,89% va 43,11% [11].
Tudi trung binh 1a 67,50 + 13,94 (34-96 tudi). Két qua nay gan tuong tu VGi Cac
nghién cau cua tac gia Sprung C. L 1a 63£14 [14] va Lv Qing-quan 1a 68,8 £ 12,6 [11].
Cortisol mau
Chung t6i ghi nhan dugc nong do cortisol trung binh 1a 13,63 + 12,62ug/dl.
Theo Kwon Y. S, chi s6 nay ¢ nhém séc nhiém khuan cé suy thuong than cap cao hon
ching toi 1a 24 + 15pg/dl. Trong khi d6, nhom khéng c6 suy thugng than cap co cortisol
méu thip hon so voi nhom co suy thuong than 1a 11 + 3pg/dl [10]. Két qua cua Sprung C.
L ciing cao hon chung t6i 1a 30 + 2pg/dl [14]. Su khac biét nay 1 c6 thé do su khac nhau
trong cach chon mau. Chang tdi chon mau ngau nhién vai nong do cortisol méu bat ky
duéi 25pg/dl, trong khi Kwon Y. S thi dua vao test kich thich corticotropin. Vi thé, ca hai
tac gia ghi nhan ca nhitng bénh nhan cé cortisol mau >30ug/dl. Tuy nhién, két qua nay lai
tuong ddng véi caa Marik P. E khi cortisol mau 1a 15,8 + 5,3ug/dl [12]. Sy twong dong
nay la do ching t6i c6 cung tiéu chuan chon mau. Tac gia Elsouri ghi nhan cortisol méau
trung binh 12 16,4 + 7,3pg/dl [8], gan tuong tu két qua caa ching toi.
Théng ké cho thdy khong c6 su khac biét vé cotisol méu giira hai gi¢i. Khac
biét vé cortisol mau gitra ba nhém tuéi ciing khong c6 ¥ nghia théng ké.
Cortisol mau theo SOFA
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Nghién ctu caa ching t6i ghi nhan ndng do cortisol mau trung binh ¢6 su thay doi
theo thang diém SOFA. Nhom c6 diém SOFA cang cao thi cortisol mau cang 16n. Panh
gid mdi twong quan, két qua thu dwoc r = 0,369 vai p < 0,01. Cortisol méau c6 sy tuong
quan thuan & mic do yéu voi diém SOFA, hay diém SOFA cang cao thi bénh nhan s& c6
nong d¢ cortisol mau cang cao. Diéu nay c6 thé hop Iy bai vi trong bénh canh sbé¢ nhidm
khuan 1a bénh nang, cling la mot stress 16n dbi véi co thé nén dé dap ung, tuyén thuong
than phai tang tiét cortisol. Nghién ciru cua tac gia Tran Viét An ghi nhan giira cortisol
mau va thang diém SOFA c6 mdi twong quan nghich véi r = -0,423 va p = 0,002. Két qua
nay trai ngugc véi ching t6i. Sy khac biét nay la do Tran Viét An da khao sét ca nhom co
suy thuong than (cortisol <I15ug/dl) va khong suy thuong than [1].

Cortisol mau theo APACHE 11

Nong d6 cortisol mau trung binh caa cac nhém diém APACHE 1l gan tuong duong
nhau. Chiing t6i chua ghi nhan sy khéc biét c6 y nghia thong ké vé cortisol mau giira 4
nhém (p>0,05). Trong nghién cuu cua tac gia Duong Thién Phudce ciing chua ghi nhéan
mbi tuong quan gila cortisol mau va diém APACHE Il (r=0,121 va p=0,251) [4]. C6 thé
thdy rang thang diém APACHE II d4nh gia d6 nang voi do nhay va do dic hiéu kha tét.
Tuy nhién, nd lai khéng c6 su twong quan véi cortisol mau va cé 1& do ¢ nhitng théng s6
khéc khong phai 1am sang va can 1am sang nhu tudi, tién sir bénh ..

Két qua bo sung glucocorticoid

Két qua nghién ciru cua ching t6i ghi nhan s6 bénh nhan dién tién nang chiém ti 16 kha
cao 1én dén 73,3%. Nghién cau cia Arabi Y cho thay ti I¢ tir vong tai vién khé cao o ca hai
nhom dung hydrocortison la 87% va nhom dung gia dugc la 89% [6]. Ti € nay cao hon so voi
chiing t6i vi Arabi Y nghién ctiu trén bénh nhan séc nhiém khuan c6 xo gan c6 SOFA va
APACHE I cao hon so vé6i cua chiing t6i. Tac gia Hoang H tién hanh trén hai nhom véi
nhém 1 duoc tiém hydrocortison 50mg mdi 6 gio va nhom 2 duoc truyén tinh mach lién tuc
vGi 200mg hydrocortison. Két qua ghi nhan ti 1& tir vong ¢ nhém 1 va 2 lan luot 12 64% va
72% va sy khac biét giita hai nhom khong c6 v nghia théng ké [9]. So véi két qua caa ching
toi, ti I€ tor vong cua nhdm 1 theo Hoang H khong khac biét so véi ching t6i. Theo Tran
Nguyén Trong Phu, két qua gan twong tyr VGi ching toi khi co dén 70,9% nang hon co sur
dung. Téac gia nay ciing chi ra rang viéc str dung corticoid 1am ting nguy co that bai diéu tri
vai OR= 2,292 va p= 0,015 [3]. Theo Annane D, ti Ié tir vong tai bénh vién & nhom dung
corticoid 1a 39% [5], thép hon so véi nghién ciu caa chiing toi. Su khac biét ¢d thé do ching
t6i chi 4p dung hydrocortison liéu thap, con Annane ding hydrocortison va fludrocortison.
Nghién ciru caa Lv Qing-quan cho thay khdng co su khéc biét vé ti 1é tir vong giita nhém co
str dung hydrocortison va nhom dung gia dugc. Ti Ié tir vong ctia nhom co6 dung hydrocortison
1a 39,7% trong khi ctia nhém con lai 1a 31,7% [11]. Theo Venkatesh B, ti 1€ tir vong la 22,3%.
T4c gia ndy nhan thiy viéc st dung hydrocortison 200mg/ngay ciing khong gitip cai thién ti 16
tir vong trong 28 ngay [15].

Ti Ié tir vong trong cac nghién ctu ké trén thap hon nghién ciru cua ching toi c6
thé do két qua diéu tri con phu thudc vao nhiéu yéu té khéc, liéu phép hydrocortison cho
thay khong c6 ¥ nghia quyét dinh diéu tri.

Cortisol mau va tinh trang bénh

Cortisol mau & nhém cai thién va nhém nang khac biét khéng c6 ¥ nghia thong ké
(p = 0,674). Theo nghién ctu nay, c6 thé thiy nong do cortisol méu khong anh huéng dén
tién lugng caa bénh nhan. Tuy nhién, trong nghién ctu caa De Castro R, ndng d6 cortisol
méu & nhom séng s6t 1a 16,25ug/dl va nhém ti vong 1a 27,5ug/dl. Tac gia da ghi nhan su
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khéc biét c6 ¥ nghia thdng ké (p < 0,001). Nghién ctru ndy cho thay cortisol cang cao thi
cang ting nguy co tir vong va xem day 1a mot yéu td tién lwong tr vong, tham chi vuot
troi hon so véi SOFA va APACHE 11 [7].

Tinh trang bénh va thang diém SOFA

biém SOFA trung binh cta nhom cai thién la 7,96 + 1,26 va cia nhom nang la
11,29 + 3,06. Ching t6i nhan thay su khac biét c6 ¥ nghia thong ké vé tinh trang bénh theo
thang diém SOFA véi p= 0,001. Tac gia bang Van Hai cling ghi nhan két qua twong tu
vé6i két qua ching toi ghi nhan dugc véi diém trung binh & nhém tir vong cao hon nhém
cai thién véi s diém twong ung 1a 12,53 + 2,39 va 7,39 + 2,95 véi p<0,001 [2]. Nghién
ctru cua Tran Nguyén Trong Phti ¢6 diém trung binh ¢ nhém ning cao hon nhém cai thién
lan luot 12 10,9 + 2,7 va 8,8 + 2,17 vdi p < 0,001 [3]. Két qua nghién ciu ching toi thuc
hién giéng véi cac nghién ciu khac va phi hop vé mat bénh hoc.

Tinh trang bénh va thang diém APACHE I

Nghién ctu caa ching t6i cho thay su khéc biét vé diém APACHE Il trung binh
gitta hai nhém nang va nhdm cai thién véi sé diém lan luot 12 22,75 + 6,84 va 15,91 *
5,05 véi p < 0,001. Tac gia Pang Van Hai ghi nhan s diém nay & nhom ning la 25,87+
5,32 va nhom cai thién 1a 14,81 + 4,74 [2]. Theo nghién ctu caa tac gia Tran Nguyén
Trong Phi, diém nay la 24,1 + 6,46 va 18,2 7+ 6,38 lan luot & nhoém ning va nhom cai
thién [3]. Ca hai nghién ctru déu chi ra sy khac biét vé diém APACHE II trung binh gitta
tinh trang bénh nang va cai thién vaoi p < 0,001 [2], [3] giéng v6i chiing toi.

V. KET LUAN

~ Cortisol mau trung binh la 13,63 + 12,62pg/dl va c6 mdi twong quan thuan véi thang
diém SOFA. Ti I¢ bénh nhan nang hon sau khi dugc diéu tri bang hydrocortison kha cao.
Chua ghi nhan sy khac biét ve cortisol mau va két qua diéu tri.

TAI LIEU THAM KHAO

1. Tran Viét An (2004), Nong dé Cortisol mau ¢ bénh nhan nguy kich, Luan van Thac sy Y
hoc, Dai hoc Y Duoc Thanh phé Ho Chi Minh.

2. Bang Vin Hai (2014), Nghién citu gia tri nong do lactat mdu trong tién heong bénh nhan
soc nhiém khudn tai Bénh vién Pa khoa Thanh phé Can Tho, Luan &n chuyén khoa cip
11, Truong Pai hoc Y Dugc Can Tho.

3. Tran Nguyen Trong Phu (2018), Nghién ciru ddc diém 1am sang, cgn lam sang, mic do
choang nhiém tring va danh gid két qua diéu tri choang nhiém trung tei Bénh vién Pa
khoa Trung wong Can Tho nam 2016-2018, Lu4n van bac si ndi tra, Truong Pai hoc Y
Duoc Céan Tho.

4. Duong Thién Phudc (2017), Nghién cizu nguyén nhan, mét sé yéu té lién quan dén mirc
dé ngng va danh gia két qua diéu tri chodng nhiém tring tai khoa Héi sirc tich cuc-
Chéng déc, Bénh vién Pa khoa Trung wong Can Tho nam 2016-2017, Luan an chuyén
khoa cip II, Truong Pai hoc Y Duoc Céan Tho.

5. Annane D et al (2018), "Hydrocortisone plus Fludrocortisone for Adults with Septic
Shock", New England Journal of Medicine, 378(9), pp. 809-818.

6. Arabi Y. M et al (2010), "Low-dose hydrocortisone in patients with cirrhosis and septic
shock: a randomized controlled trial”", CMAJ : Canadian Medical Association Journal,
182(18), pp. 1971-1977.

7. De Castro R et al (2019), "Cortisol and adrenal androgens as independent predictors of
mortality in septic patients"”, PLOS ONE, 14(4), pp. e0214312.

81



TAP CHi Y DUQ'C HOC CAN THO - SO 26/2020

8. Elsouri Net al (2006), "Relative adrenal insufficiency in patients with septic shock; a
close look to practice patterns"”, Journal of Critical Care, 21(1), pp. 73-77.

9. Hoang H et al (2017), "Evaluation of Hydrocortisone Continuous Infusion Versus
Intermittent Boluses in Resolution of Septic Shock", Pharmacy and Therapeutics, 42(4),
pp. 252-255.

10. Kwon Y. S et al (2007), "Basal Serum Cortisol Levels are not Predictive of Response to
Corticotropin but Have Prognostic Significance in Patients with Septic Shock", J Korean
Med Sci, 22(3), pp. 470-475.

11. Lv Qing-quanet al (2017), "Early initiation of low-dose hydrocortisone treatment for
septic shock in adults: A randomized clinical trial”, The American Journal of Emergency
Medicine, 35(12), pp. 1810-1814.

12. Marik PE et al (2003), "Adrenal insufficiency during septic shock", Crit Care Med,
31(1), pp. 141-145.

13. Singer M et al (2016), "The third international consensus definitions for sepsis and
septic shock (sepsis-3)", JAMA, 315(8), pp. 801-810

14. Sprung C. L et al (2008), "Hydrocortisone Therapy for Patients with Septic Shock", New
England Journal of Medicine, 358(2), pp. 111-124.

15. Venkatesh B et al (2018), "Adjunctive Glucocorticoid Therapy in Patients with Septic
Shock", New England Journal of Medicine, 378(9), pp. 797-808.

(Ngay nhdn bai:02/10/2019 - Ngay duyét dang bai: 11/4/2020)

82



