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Abstract: COVID-19 is an infectious disease caused by the SARS-CoV-2 virus, originating in
Wuhan, China in December 2019, and rapidly spreading worldwide. The main cause of the severe
condition of COVID-19 is identified as the onset of a cytokine storm, with a key indicator being
elevated levels of interleukin-6 (IL-6). Assessing the clinical severity as well as monitoring cytokine
concentrations such as IL-6 and cytokine storm scores (CSs) play an important role in monitoring,
treatment, and prognosis, helping to reduce the mortality rate of the disease. This study was
conducted on 190 COVID-19 patients divided into two groups, including 169 severe patients and
21 mild patients. The results revealed that plasma IL-6 concentrations were higher in the severe
group compared to the mild group at admission and after 5 - 7 days of treatment. An IL-6 threshold
higher than 19.99 pg/ml had a prognostic value for severe clinical progression, with a sensitivity of
68.0% and specificity of 71.4%. There was no difference in cytokine storm scores between the
severe and mild groups at admission. After 5 - 7 days of treatment, positive CSs were significantly
higher in the severe group compared to the mild group, with CSs > 2 being valuable in assessing
disease severity, showing a sensitivity of 97.6% and specificity of 50.0%. Elevated plasma IL-6
levels were significantly correlated with positive CSs in severe COVID-19 patients.
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nong do interleukin-6 huyét twrong va thang diém
con bao cytokine (CSs) trén bénh nhan COVID-19
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Tém tit: COVID-19 1a bénh truyén nhiém do vi-rat SARS-CoV-2 géy ra, xuét phat & Vii Han,
Trung Qudc vao thang 12 ndm 2019 sau d6 nhanh chong lan rong trén toan thé gidi. Nguyén nhan
chinh gdy tinh trang nghiém trong cua bénh COVID-19 dugc chi ra boi sy khéi phat con bao
cytokine ma tién dé 1a sy gia tang ndng do interleukin-6 (IL-6). Do d6, viéc danh gia muirc d6 1am
sang ciing nhu theo dbi ndng d6 cac cytokine nhu IL-6 va thang diém con béo cytokine (CSs) ¢6 vai
trd quan trong trong theo ddi, diéu tri va tién lugng bénh. Nghién ctru mé ta hdi ctru trén 190 bénh
nhan COVID-19 chia thanh hai nhom, bao gdm 169 bénh nhan nhém nang va 21 bénh nhan nhém
nhe, diéu tri tai Bénh vién Bénh nhiét d6i Trung wong. Két qua: ndng do IL-6 huyét twong ting cao
& nhém ndng so v6i nhom nhe khi nhap vién va sau diéu tri 5 - 7 ngay. Ngudng IL-6 > 19,99 pg/ml
c6 gia tri tién lugng tién trién nang trén lam sang véi d6 nhay 68,0% va d6 dac hiéu 1a 71,4%. Thang
diém con bio cytokine khong c6 su khac biét gitra nhom nang va nhém nhe ¢ giai doan nhap vién.
Sau diéu tri 5 - 7 ngay, CSs dwong tinh ting cao & nhom ning so véi nhom nhe va CSs > 2 ¢6 gia tri
trong danh gia mirc d6 nang cua bénh v6i do nhay 97,6%, do dic hiéu 50%. Nong do IL-6 huyét
tuong tang cao c¢6 mbi tuong quan cd ¥ nghia v6i thang diém CSs duong tinh & cac bénh nhan
COVID-19 nang.

Tir khéa: COVID-19, 1L-6, thang diém con bio cytokine (CSs).

1. Mé dau

Bénh Coronavirus 2019 (COVID-19) do
coronavirus-2 (SARS-CoV-2) gly ra hoi ching
ho hip cap tinh nghiém trong v6i hon 6 triéu ca
tr vong trén toan thé gidi tinh dén cudi ndm 2022
[4]. Khi co thé nhiém SARS-CoV-2 sé& kich hoat
phan tng mién dich gidi phong cac cytokine vao
mau. Trong bénh canh COVID-19 nghiém trong,
he thdng mién dich hoat dong qua mirc dan dén

“con bao cytokine” dac trung bdi viée giai phong
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luong rat 16n cytokine vao mau nhu IL-6, TNF-
a, IL-6, IL8, IL-10,... [2]. Pac biét IL-6 dugc
biét dén nhu yéu td khoi mao cho mdt loat cac
phan g mién dich qua man sau d6 giy ra phan
g viém tai chd va toan than, dan dén rdi loan
chtrc nang da co quan va tr vong ¢ bénh nhan
COVID-19. Pé phuc vu chan doan, theo ddi va
tién lwong COVID-19 can co cic xét nghiém
dinh luong truc tiép vé cytokine nhu dinh luong
IL-6, IL8, IL-10, TNF-a, IFN...hodc gian tlep
qua thang diém cytokine dya vao cac chi s6
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D-dimer, lactate dehydrogenase (LDH), ferritin
va protein phan ung C (CRP). Vi vdy chang toi
thyc hién nghién ctru nay nhim mé ta dic diém
14m sang va cén 1am sang ¢ bénh nhan COVID-
19, khao sat va tim hiéu méi lién quan gitra nong
d6 IL-6 huyét twong va thang diém con bio
cytokine (CSs) ¢ bénh nhan COVID-109.

2. Poi twong va phwong phap nghién ciru
2.1. DBéi twong nghién ciru

Ching t6i thu thap dugc 190 bénh nhén
COVID-19 diéu tri tai Bénh vién Bénh nhiét doi
Trung wong tir thang 12/2021 dén thang
06/2023, chia lam 2 nhém dya trén phan do
COVID-19 theo Quyét dinh sé 250/QP-BYT
ngay 28/01/2022 ciia BO Y té [3]:

+ Nhom nhe: 21 bénh nhan khéng kho tho
hoic kho thd nhe nhip thé < 25 lan/phat; SpO, >
94%; ton thuong trén XQ < 50% (twong dwong
muc 1,2,3 theo tiéu chuin phan loai cia Bo Y té).

+ Nhom nang: 169 bénh nhan c6 nhip thd
> 25 lan/phat; kho thé ning, co kéo co hd hip
phu; SpO2 < 94% khi thé khi phong hoac suy ho
hap can dat noi khi quan thong khi xdm nhap
hoic ¢6 sbc hodc co suy da tang; ton thuong trén
XQ > 50% (twong duong muirc 4 va 5 theo tiéu
chuan phan loai ciia B Y té). Trong nhom nay
bao gom 68 bénh nhan tir vong tai vién hodc xin
vé do khong dap tmg diéu tri.

Tiéu chuéan lva chon:

+ Bénh nhan tir 18 tudi tr& 1én;

+ C6 mot trong cac tri€u chimg cia COVID-
19, duoc chan doan nhiém SARS CoV2 bang k¥
thuat RT-PCR hoic bang test nhanh theo hudng
dan chan doan va diéu tri COVID-19 cua Bo Y
té, Quyét dinh sb 250/QD-BYT ngay 28 thang
01 nam 2022;

+ C6 biéu hién 1am sang & cac mirc do khac
nhau theo phan loai cia Bo Y té;

+ Pugc 1am xét nghiém IL-6 luc nhdp vién
va sau diéu tri 5 - 7 ngay;

Tiéu chuén loai trir: bénh nhan diéu tri ung
thu (sir dung liéu phap diéu tri mién dich), bénh
nhan suy than, nhiém HIV, suy glam mién
dich hodc dang sir dung thudc (rc ché mién dich
kéo dai.

2.2. Phuong phap nghién ciru

Thiét ké nghién ctru:

- Nghién ctru mo ta cit ngang, hoi ciru.

- Chon mau thuén tién, toan bd bénh nhan da
tiéu chuén luya chon vao nghien cuu.

Phuong phap thu thap sO liéu: thu thap cac
thong tin (tudi, gisi, tién sir bénh, thoi gian nam
vién), triéu ching 1am sang, nong d6 IL-6 huyét
twong, thang diém con bdo cytokine
(Lymphocyte, D-dimer, LDH, Ferritin, CRP).

Nghién ciru cia tac gia Stefano Cappanera
va cong su (2021) da xay dung thang diém con
bao cytokine (CSs) dwa vao céac chi sé D dimer,
LDH, Ferritin va CRP [2]. Céch tinh thang diém
con bdo cytokine (CSs): Bach cdu Lympho
< 1.000 G/L (tiéu chi bat budc):

— D-dimer > 1000 ng/mL (1 diém);

— LDH > 300 IU/L (1 diém);

— Ferritin > 500 ng/mL (1 diém).

Con bdo Cytokine dwong tinh khi tong diém
> 2 hoic dat 1 diém va CRP > 10 mg/dL.

Xt 1y s6 lidu: s6 liéu dugc nhap va xir ly
bang phan mém SPSS 20.0.

DPao dic nghién ctru: nghién ctru dugc thong
qua bai hoi dong bénh vién, tat ca cac thong tin
cua bénh nhan duogc bdo mat, chi st dung cho
muc dich nghién ctru.

3. Két qua

Tir s6 liu ctia 190 bénh nhan COVID-19 dap
g du tiéu chudn, qua phan tich thu dugc cac
két qua chinh tai Bang 1.

D6 tudi trung binh cia nhom nghién ctru 1a
56,5 tudi (18-101), khong c6 sy khac biét dang
ké vé do tudi va ty 1¢ nam/nit giita hai nhom nhe
va nang. Tang huyét ap (31,6%) va dai thao
du’ong (18,9%) 12 hai nhom bénh chiém ty 18 cao
nhat trong cac bénh nhan COVID-19. Thoi gian
nam vién trung binh 14 22,1 ngay, thdi gian nim
vién nhom nang (23,3 ngay) dai hon c6 ¥ nghia
thdng ké so voi nhom nhe (12,7 ngay) (Bang 1).

Bénh nhan nhap vién chi yéu vdi cac triéu
chung kho thd (95,3%), mét mdi (63,7%), ho
(52,6%), s6t (40,5%). Ty 1& khé thd va mét moi
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Néqg d6 IL-6 huyét trong & nhom ning cao
hqn nhi€u so voi nth nhe khi nhap vién va sau
diéu tri, cd y nghia thong ké voi p < 0,05 (Bang 3).

& bénh nhén nhom ndng cao hon nhom nhe c6 y
nghia thong ké (p < 0,005) (Bang 2).

Bang 1. Pic diém chung ciia ddi twong nghién ciru

Nhom nhe Nhoém nang Chung
n=21 n = 169 n =190 P
Tudi trung 63,2 +21 55,6 + 21 56,5+ 21,3 0.105
binh = SD (28 - 95) (18 - 101) (18 - 101) ’
Gisi N 10 (47,6%) 101 (59,8%) 111 (58,4%) 0.287
Nam 11 (52,4%) 68 (40,2%) 79 (41,6%) ’
Tang huyét ap 10 (47,6%) 50 (29,6%) 60 (31,6%) 0,094
Dai thao dudng 8 (38,1%) 28 (16,6%) 36 (18,9%) 0,063
Tai bién mach mau ndo | 3 (14,3%) 10 (5,9%) 13 (6,8%) 0,161
A Phoi 1(4,8% 5 (3,0% 6 (3,2% 0,510
Tién str benh Suy tim ( 0 : 4 52,4%; 4 §2,1%§ 0,552
Gan mit 0 5 (3,0%) 5 (2,6%) 0,475
Gout 0 5 (3,0%) 5 (2,6%) 0,475
Khac 2(9,5%) 13 (7,7%) 15 (7,9%) 0,674
Thoi gian nam 12,7+38 23,3+17;3 22,1+16,9 0.001
vién (ngay) (4-31) (2-92) (2-92) ’
(Kiém dinh Mann-Whitney U)
Bang 2. Tri¢u chiing 1am sang khi nhép vién
Triéu chiing 1am Nhém nhe Nhoém nang Chung
sang n=21 n=169 n=190 P
Kho the 13 (61,9%) 168 (99,4%) 181 (95,3%) < 0,001
MEét moi 6 (28,6%) 115 (68,0%) 121 (63,7%) < 0,001
Ho 15 (71,4%) 85 (50,3%) 100 (52,6%) 0,067
Sot 11 (52,4%) 66 (39,1%) 77 (40,5%) 0,241
Tuc nguc 1 (4,8%) 11 (6,5%) 12 (6,3%) 1,000
Pau co 1 (4,8%) 2 (1,2%) 3(1,6%) 0,298
Tiéu chay 0 3(1,8%) 3 (1,6%) 1,000
(Kiém dinh Mann-Whitney U)

Béng 3. Thay ddi chi sb IL-6 & nhom nhe va nang luc nhap vién va sau diéu tri 5-7 ngay

A A NhAm nhe Nhém nang
Nong do IL-6 (po/mL) | ¢y noviior) | Trungvi (I0R) | P
- 14,47 36,95
Luc nhap vién (3,57 - 33,9) (151-112) | %001
. \ 9,58 34,7
Sau diéu tri 5 - 7 ngay (3,28 - 63,1) (11,8 - 98.7) 0,021
(Kiém dinh Mann-Whitney U)

Nong d6 IL-6 huyét twong khi méi vao vién
¢6 AUC = 0,723 chip nhan véi ngudng tdi uu 1a
19,99 pg/ml (p < 0,005). Nong do IL-6 huyét
tuong khi sau diéu tri 5 - 7 ngay c6 AUC = 0,671
chip nhan voi ngudng toi uwu 1a 9,7 pg/ml

(p < 0,005). Nhirng bénh nhan khi méi vao vién
¢6 ndng do IL-6 > 19,99 pg/ml hodc nhitng bénh
nhan sau diéu tri c6 néng do IL-6 > 9,7 pg/ml
cho thay gia tri chan doan cao vé muc do ning
trén Iam sang (Hinh 1).
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Hinh 1. BPuong cong ROC cua IL-6 huyét trong nhap vién va sau diéu tri 5-7 ngay
Chir viet tat: AUC: dién tich dudi duong cong.

Béng 4. Thay ddi mot s6 chi sb xét nghiém lién quan dén con bio cytokine lic nhap vién

-87

NhAm nhe Nhédm ning p
Trung vi (IQR) Trung vi (IQR)
Bach cau lympho (1079/L) 0,9 0,7 0.022
n =169 (0,7 -1,1) (0,6 - 0,9) '
D-Dimer (ng/ml) 879 1906 0.004
n=168 (29 - 1562) (939 - 5640) ’
LDH (U/) 348 426 0.002
n =130 (196 - 494) (323 - 617) ’
Ferritin (ng/ml) 1515,5 795 0244
n=69 (729 - 1746) (167 - 1657) '
CRP (mg/dL) 5,8 7,66 0.289
n =165 (2,7-10,1) (3,75 - 11,91) '
(Kiém dinh Mann-Whitney U, Kiém dinh t tiy bién).

Bang 5. Thay déi chi s xét nghiém lién quan dén con béo cytokine sau 5 - 7 ngay diéu tri

Nhoém nhe Nhom ning p
Trung vi (IQR) Trung vi (IQR)
Bach cau lympho (10°9/L) 0,9 0,7 0.031
n=155 (0,7-1,1) (0,4-0,9) '
D-Dimer (ng/ml) 841 2324 <0.001
n=156 (321 - 1539) (1201 - 5477) '
LDH (U/l) 315 375 0.151
n=115 (222 - 412) (275 - 474) '
Ferritin (ng/ml) 1192 892 0.709
n=71 (523,6 - 1801) (303,9 - 1942) '
CRP (mg/dL) 2,48 5,74 0.031
n =147 (0,68 -6,4) (2,97 - 10,8) '
(Kiém dinh Mann-Whitney U, Kiém dinh t tly bién)

83

khéng cho thiy su khac nhau c6 y nghia thong
ké (Bang 4).

Sau diéu tri 5-7 ngay, & nhom ning cé sb
luong bach céu lympho giam hon, nong do

Khi nhép vién, & nhom niing gié tri Bach cdu
lympho gidm hon, D-dimer, LDH cao hon so v&i
nhoém nhe c6 y nghia théng ké véi p < 0,05.
Trong khi do, gia tri Ferritin va CRP ¢ 2 nhom
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D-dimer, CRP cao hon so v6i nhém nhe co y
nghia thong ké vai p < 0,05 (Béang 5).

Khi nhdp vién: ty 1€ bénh nhan c6 CSs duong
tinh & nhém nang khac biét khong c6 y nghia

thong ké so v6i nhém nhe. Sau diéu tri 5-7 ngay,
hau hét bénh nhan ning co6 thang diém cytokine
dwong tinh (97,6%) cao hon ¢ ¥ nghia théng ké
so voi nhom nhe (50%) (Bang 6).

Bang 6. Gia tri chin doan cta CSs khi vao vién va sau diéu tri 5-7 ngay

Thang diém CSs Nhom nhe Nhoém ning Chung p
Duong tinh 6 (75%) 101 (95,3%) 107 (93,9%) 0.076
Luc nhap vién Am tinh 2 (25%) 5 (4,7%) 7 (6,1%) ’
Téng 8 (100%) 106 (100%) 114 (100%)
N Duong tinh 2 (50%) 81 (97,6%) 83 (95,4%)
Sau di€u tri —— 0,009
5 - 7 ngay Am»tlnh 2 (50%) 2 (2,4%) 4 (4,6%)
] Tong 4 (100%) 83 (100%) 87 (100%)
(Kiém dinh chinh xac cua Fisher)
Béng 7. Méi lién quan giira ndng d6 1L-6 huyét twong va CSs
Liic nhap vién CSs am tinh CSs duong tinh Chung b
j j n=7 n =107 n=114
IL-6 0-7,0 4 (57,1%) 10 (9,3%) 14 (12,3%) 0.004
(pg/mL) >7,0 3 (42,9%) 97 (90,7%) 100 (87,7%) ’
(Kiém dinh chinh xac cua Fisher).

Nhoém c6 CSs duong tinh ty 1¢ bénh nhén c6
IL-6 > 7 pg/ml cao hon ¢ ¥ nghia thdng ké so
v&i nhoém co IL-6 <7 pg/ml (p = 0,004). Nhu vay
c6 mdi lién quan giira tang IL6 véi CS duong
tinh (Bang 7).

Xéc dinh ngudng cét toi wu cua thang diém
CSs 1a 2 diém v6i do nhay 97,6%, d6 dic hiéu
50% va dién tich dudi duong cong 1a 0,819 trong
chan doan mirc d6 ning ciia bénh nhéan (Hinh 2).

CBs sau didu tr) 5.7 ngay

0 shyy

Sre——

1- D¢ d3¢ hidu

Hinh 2. Puong cong ROC ciia CSs huyét tuong khi
nhdp vién va sau diéu tri 5 - 7 ngay.

5. Ban luin

Trong nghién cuu cia ching t6i, bénh nhan
COVID-19 gip & moi ltra tudi (18 — 101 tudi),
khong co sy khac biét dang ké vé do tudi va ty 16
nam nit. D9 tudi trung binh ctia nhom nghién ciru
14 56,5 tudi, két qua nay twong ty véi nghién ciru
clia tic gia Pham Minh Tuén [4] (57,3 tudi), tac
gia Fang Liu va tac gia Stefano Cappanera [2, 5].
Do cac dbi tugng nghién ctru da so déu nam
trong trung tam hoi strc tich cuc, do tudi khé cao
cling 1a mot yéu td tién luong doc lap trong
COVID-19. Ti 1& nam: nit ciing khong cho thiy
su khac biét dang ké, diéu nay giai thich tuong
tu khi cac bénh nhan da phan déu thudc nhom
nang, nhép vién tai khoa ICU. Bénh nhén chu
yéu mic cac bénh 1y nén di kém nhu tang huyét
ap, dai thao dudng, bénh 1y phdi va mot s6 bénh
1y khac. Trong d6 tang huyét ap (31,6%) va dai
thdo duong (18,9%) 1a hai nhom bénh chiém ty
1¢ cao nhét trong cac bénh nhan COVID-19. Hon
nira, cic bénh nhan nam trong ICU da phan c6
thoi gian diéu tri kha dai, khong chi khac nhau
vé dap ung diéu tri ma con phy thudc nhiéu yéu
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t6 khach quan nhu diéu kién co s6 vat chat, ché
d6 dinh dudng,... Didu d6 giai thich cho yéu t6
thoi gian nam vién trung binh ciia bénh nhan &
bénh vién chiing t6i 1a 22,1 ngay kha tuong dong
v&i nghién ctru cua tac gia Fang Liu [5] hay lau
hon so vdi nghién ctru cta tac gia Doan L& Minh
Hanh (13 ngay) [6]. C6 su khac biét giira hai
nhom, thoi gian nam vién ctia nhém nang (23,3
ngay) 1au hon thoi gian ndm vién ctia nhom nhe
(12,7 ngay). Su khac biét cua nhom nhe va nhom
nang cho théy su tién trién ctia bénh COVID-19
trong giai doan 5-7 ngay ddi véi mot bénh ho hap
1a d& hiéu.

Bénh nhén vao vién voi tri¢u chirng chinh la
kho thé (95,3%), mét moi (63,7%), ho (52,6%),
sOt (40,5%) ngoai ra mot sd it bénh nhan c6 tic
nguc, dau co va tidu chay. Két qua nay kha tuong
ddng véi cac triéu chig 1am sang hay gip trén
bénh nhan COVID-19 trong c4c nghién ctru cia
tac gia Pham Minh Tuén, tac gia Fang Liu [4, 5].

Nghién ctru cta ching toi, nong do IL-6
huyét twong ting dang ké khi moi nhap vién.
Nong d6 IL-6 lic nhap vién & nhom ning 36,95
pg/ml (15,1-112) ting cao hon nhiéu so v&i
nhom nhe 14,47 pg/ml (3,57-33,9) voip = 0,001.
Két qua nay twong tu véi két qua nghién ctru cia
cac tac gia Yong Gao, Guang Chen [7, 8]. Do
mot trong nhing yéu t6 khoi phat ning hon &
bénh nhan COVID-19 la con bao cytokine trong
d6 sy gop mit cua IL-6 1a yéu t6 chu chdt, kéo
theo d6 1a mot loat cac phan ing mién dich qua
mAn sau d6. Nong do IL-6 thoi diém bénh nhan
vao vién va da phan chua sir dung thudc diéu tri
dac hiéu phan anh kha chinh xac anh huong cta
con bao cytokine 1én bénh nhan. Chung t6i xac
dinh ngudng cit tdi wu ciia ndng d6 IL-6 12 19,9
pg/mL véi do nhay 68,0% va do dac hi¢u 71,4%,
dién tich dudi duong cong ROC 1a 0,723 trong
phan anh mic d§ nang cua bénh nhan khi maéi
nhap vién. Két qua nay kha twong dong véi két
qua cua tac gia Fang Liu [5]. Tuong tw, nghién
ciru cua Hoang Qudc Trung va cong su véi
ngudng cit téi uu cua IL-6 trong tién luong tir
vong sau 30 ngay cta bénh nhan COVID-19 la
18,3 pg/mL (d6 nhay 83% va d¢ dac hi¢u 73,6%)
[9]. Pang chu ¥, chiing toi xac dinh ngudng tdi
uu cua IL-6 trong phan anh mirc d6 néng sau 5—

7 ngay cia bénh nhan 1a 9,7 pg/mL v6i d6 nhay
80,5% va do dac hiéu 52,9%, dién tich dudi
duong cong ROC 0,671 c6 gia tri trong du doan
muc d§ nang cia bénh nhin COVID-19. Sau
diéu tri ngudng cit cua IL-6 giam nhiéu so véi
lic nhap vién c6 thé giai thich do bénh nhan da
tiép nhan phac do diéu tri va tién luong theo
hudng tich cuc hon. Tuy nhién, c6 thé thay ndng
d6 IL-6 van cao nhiéu & nhdm ning sau 5-7 ngay
diéu tri cho thay vai tro ciia cytokine nay trong viéc
diéu hoa mién dich dic biét 1a con bdo cytokine ma
ching ta s& thdy mbi lién quan dudi day.

Nghién ctru ctia chung t6i, khi nhap vién,
bach cau lympho giam & nhém ning so v6i nhom
nhe c6 ¥ nghia thong ké. Két qua nay kha twong
ddng véi két qua cua tac gia Zhe Zhu [10]. Ngoai
ra, trong nghién ciru nay chi sé bach cau lympho
sau 5-7 ngay diéu trj ciing cho thiy giam dang ké
& nhom ning ¢ ¥ nghia théng ké. Co ché giam
bach ciu, mot trong nhiing dic diém phé bién
nhat gip phai & COVID-19 dugc giai thich 1a do
pha huy truc tiép té& bao lympho béi sy xam nhap
cua vi rat qua trung gian ACE2, hodc do té bao
lympho chet theo chuong trinh boi trung gian
cytokine tién viém, hodc do bach cau lympho
tham nhidm ning vao phdi lam giam sy c6 mit
cua chung trong mau. Mot kha nang khac 1a cac
cytokine gy viém nhu IL-6 gay ra tinh hudng
dong hoa hoc cua té bao lympho dén céc co quan
bach huyét, do d6 1am giam nong do tuan hoan.
Diéu nay cho thdy giam bach cau lympho trong
COVID-19 ning kha 1a phd bién va phu hop véi
két qua nghién ciru nay.

D-dimer 13 san pham thoai hoa cua fibrin
trong qué trinh tiéu soi huyét. Su ting cao bat
thuong nbng d6 D-dimer phan anh kha nang co
huyet khoi. bang chu y 1a huyet khdi gay thuyén
tac phdi 1a yéu t6 chinh din dén thiéu oxy trim
trong va gy tu vong ¢ bénh nhan COVID-19.
Mot nghién cuu tién ctru bao céo rang muc
D-dimer trung binh & bénh nhan COVID-19 khi
nhap ICU 1a 1000 ng/mL twong déng véi nghién
clru cua chung toi [11]. Nong do D-dimer trung
binh ¢ nhom néang 1a > 1000 ng/mL cao hon 2
14n so v&i nhom nhe va su khac biét gitra 2 nhém
¢6 y nghia théng ké. Qua do6 cho thay, D-dimer
1a mot chi ddu xac dinh bénh nhan nang, cling
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nhu tién lugng mic d¢ nghiém trong & bénh
nhan COVID-19.

Lactate dehydrogenase (LDH) la enzym xdc
tac chuyén doi pyruvat — lactat, c6 mat & hau
khip cac md ciia co the duogc gidi phong khi co
tinh trang pha huy té bao. LDH dugc cho 1a ¢o
lién quan dén nhitng bénh nhan COVID-19 ning.
Nghién clru ciia chung t61 véi gia tri LDH > 350
U/L 6 nhém nang va nhém nhe < 350 U/L, su
khac nhau 1a c6 y nghia. Tuong duong mot
nghién ctru gié tri trung binh & 90,9% bénh nhan
nang la > 300 U/L [5]. Hay gia tri trung binh &
nhom tr vong trong nghién ctru ctia nhom Hoang
Quédc Trung (2021) la 429 U/L kha twong dong
v&i nhom ndng cia ching t6i voi gia tri 1a 426
U/L [9].

Ferritin 1a mot protein du trit sit, c6 ca trong
va ngoai té bao, lvu hanh ¢ hau hét khap moi noi
trong co thé. Ferritin 1a chit trung gian ciia qua
trinh rdi loan diéu hoa mién dich, dugc biét dén
nhu protein tién viém c6 vai trd gop phan gy ra
con bio cytokine & bénh nhan mic bénh ly
nhidm tring. O bénh nhan COVID-19, gia tri
trung binh dugc bao cao ¢ nhiing bénh nhan nang
1a khac nhau, mot sd bdo cdo véi gia tri 440
ng/mL, cé béo cao > 800 ng/mL hay 614 ng/mL
[11]. Trong nghién ctru cua chung tdi Ferritin
ting ca hai nhom nhe va ning, trung binh déu
>700 ng/mL tuy nhién sy khac nhau khong c6 y
nghia. Véan dé ¢ ddy chi ra rang, Ferritin c6 y
nghia trong con bao cytokine nhung khéng chi
dac hiéu ¢ bénh nhan COVID-19 ma con ¢ nhom
bénh 1y nhiém trung khac. Cac nghién ctru khac
nhau dua trén cac bénh nhan COVID-19 véi cac
bénh 1y nén khac nhau, can thém nghién ciru
khac dé danh gia va di dén thong nhat.

Protein phan tng C (CRP) mét protein do
gan san xuat, duoc biét dén 1a chat chi diém cho
phan mg viém trong co thé. Khi xut hién tinh
trang viém cdp cing v6i su pha hiy mo s& kich
thich su san xuit CRP va ndng d6 trong huyét
thanh sé& ting nhanh va bai tiét vio mau vai gio
(khoang 6 gi®) sau khi xudt hién viém nhiém.
Khi tinh trang viém ket thuc, protein C phan img
s& nhanh chéng mat di. Chung t61 nhén thay
trong nghién cltu cua minh, nong do CRP cua
nhém bénh nhan nhe va niang déu ting tuy nhién

khong co6 su khac biét ltic vao vién, cé thé giai
thich rang khi nhdp vién ndng d6 CRP déu dang
tang trong giai doan cip ¢ ca 2 nhom va & nhom
nang luc nay su hoat dong manh mé hon ca la
cac cytokine dac biét IL-6. Sau 5-7 ngay, luc nay
méi nhan thdy sy khac biét CRP & nhom nhe va
nhom nang.

Nghién ctru cua tac gia Stefano Cappanera
va cong su (2021) da xay dung thang diém con
bao cytokine (CSs) dua vao cac chi s6 Lympho,
D-dimer, LDH, Ferritin va CRP [2]. Bén canh
d6, nghién ctru ctia tac gia Hoang Qubc Trung va
cong su (2021) vé gia tri tién lwong tir vong cua
thang diém con bio cytokine va IL-6 & bénh
nhan COVID-19 v&i ngudng cit CSs 1a 3 dy bao
tor vong sau 30 ngay véi do nhay 54,7% do dac
hi€u 94,3% [9]. Nghién ctru cua ching t6i CSs
¢6 su khac nhau lic méi nhdp vién va sau diéu
tri. Thoi diém dau, ty 1¢ bénh nhan c6 CSs duong
tinh & nhém néng tang cao (97,7%) hon khong
dang ké so v6i nhom nhe (91,5%). Sau 5-7 ngay,
CSs c¢o su khac biét 1o rét gitra hai nhoém nang va
nhe, CSs duong tinh & 95,4% bénh nhan; ty 1€
CSs duong tinh & nhom ning ting cao dang ké
so v&i nhoém nhe, su khac biét rat co y nghia voi
p < 0,001. Chiing t6i xac dinh ngudng cat ti wu
cia thang diém CSs 1a 2 diém voi d6 nhay
98,8%, do dac hi¢u 60% va dién tich dudi duong
cong 1 0,859 trong chan doan murc d6 ning cia
bénh nhan sau 5-7 ngay diéu tri. Két qua tuong
tu v&i nghién clru cia Cappanera nhung khac so
v6i nghién ctru ctia Hoang Qudc Trung [2, 9].
DPiém miu chdt 1a thoi diém nghién ctu cua
chung t6i khac nhau. Di v6i cac bénh nhén tién
luong tir vong rat cao, nghién ciru chi 16 ra diém
CSs cling gia tang tuo‘ng ung.

Phén tich moi twong quan gilra noéng do
IL-6 va thang diém CSs cho thiy nong do IL-6
huyet tuong tdng cao co mdi tuong quan rét c6 y
nghia thong ké v&i thang diém CSs dwong tinh
(p = 0,004) & cac bénh nhan COVID-19. Két qua
tuong tu so véi cac bao cao trude d6. Nong do
IL-6 ting cao ngay tir giai doan dau khi bénh
nhan méi nhdp vién va c6 su khac nhau rat o
giita 2 nhém nhe va ning cho dén ca sau diéu tri
5-7 ngay. Trong khi d6, thang diém CSs duong
tinh khac nhau 5 rét gitra 2 nhoém bénh nhén thé
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hién mudn hon. Khi nhép vién, thang diém CSs
duong tinh tuy chua khac nhau gitta 2 nhom
bénh nhan nhe va nang nhung thé hién duoc mbi
lién quan c6 ¥ nghia voi sy ting nong do IL-6.
Diéu nay c6 thé cho thdy dugc gia tri ctia IL-6
trén 1am sang dong thoi c6 thé goi y cho céc bac
si diéu tri tham khao st dung thang diém CSs khi
khong c6 gia tri IL-6.

Tuy nhién, nghién ctru ctia chung t6i van con
mot s6 han ché. Khi s6 lugng ca bénh nhan nhom
nhe con it do bénh nhan nhap vién tuyén trung
wong chi yéu 1a nhém bénh nhén ning va nguy
kich, di hodc chua qua diéu tri. Mot sb dit liéu
lam sang con chua diy du. Can thém mot sb
nghién ctru khac chuyén sau hon dé danh gia day
du va lam rd hon tinh trang cua bénh nhan
COVID-19.

5. Két luan

Do tudi trung binh ciia nhom nghién ciru 1a
56,5 tudi. Bénh nhan chi yéu méc cac bénh ly
nén di kém nhu ting huyét ap, dai thio duong,
bénh 1y phdi. Nong d6 IL-6 lic nhdp vién & nhom
ning 36,95 pg/ml (15,1-112) ting cao hon nhiéu
so v6i nhém nhe 14,47 pg/ml (3,57-33,9).
Ngudng IL-6 > 19,99 pg/ml c6 gia tri danh gia
muc do ndng trén lam sang vdi do nhay 68,0%
va do dac hiéu 1a 71,4%. Nong do IL-6 huyét
tuong c6 gia tri chin doan sém va kéo dai trong
khi thang diém con bdo cytokine danh gia mudn
hon. Sau diéu trj 5 - 7 ngdy, CSs dwong tinh ting
cao & nhom nang so véi nhom nhe va CSs > 2 ¢6
gia tri trong danh gia muc do nang cua bénh voi
d6 nhay 97,6%, do dic hiéu 50%. Nong do IL-6
huyét twong ting cao c6 mbi lién quan rat c6 y
nghia v6i thang diém CSs duong tinh & cac bénh
nhan COVID-19.
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