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Pic diém ton thwong gan & bénh nhin COVID-19 mirc d6
ning va nguy kich tai Bénh vién Da chién Truyén nhiém 5G

Liver injury in severe and critical COVID-19 patients treated at
Infectious Field Hospital No.5G

D(fi Son Hai*, Nguyén Thi Di¢u Lién**, *Bénh vién Qudn y 103, Hoc vién Quan Y,
Tong Tho Thang*, L& Thanh Son* **Bénh vién Pa khoa Ha Péng, Ha Noi
Toém tat

Muc tiéu: M6 ta dac diém tdn thwong gan & bénh nhan (BN) COVID-19 mrc 6 nang va nguy
kich diéu tri tai Bénh vién D& chién truyén nhiém 5G. Tim hiéu méi lién quan gitra mirc d6 tbn
thwong gan va ty |& t&r vong. Péi tuong va phuwong phép: Nghién ciru thuan tap, hdi ciru trén 156
BN COVID-19 mirc d6 nang va nguy kich diéu tri tai Khoa Hbi sirc cip ctru-Bénh vién Da chién
Truyén nhiém 5G-Thanh phd H& Chi Minh tir thang 8 dén thang 11/2021. Két qua: C6 92,9% sb
BN t6n thwong gan, trong dé chi yéu & mirc d6 nhe (46,8%). Nném BN COVID-19 nang c6 dinh
lwong ALT, AST, GGT, bilirubin toan phan (TP), bilirubin trwc tiép (TT), prothrombin trung binh
thap hon va dinh lwong albumin trung binh cao hon nhém BN COVID-19 nguy kich. Ty & t& vong
tang dan tlr nhém khoéng tén thwong gan dén nhém nhe, vira va nang (54,5%, 76,7%, 84,2% va
91,2%). Sw khéac biét nay cé y nghia théng ké (p=0,0067). Két ludn: BN trong nhém nghién clru
hau hét c6 ton thwong gan va phan Ién & mirc d6 nhe. Nhém BN COVID-19 nguy kich c6 tn
thwong gan trdm trong hon so véi nhém BN COVID-19 ndng. Mirc dd tén thwong gan c6 méi
twong quan thuan véi ty 1é t&r vong.

Tir khod: Tén thwong gan, COVID-19.

Summary

Objective: To describle liver injury in severe and critical COVID-19 patients, who were treated
in Infectious Field Hospital No.5G. To find out the relationship between liver injury and the
mortality. Subject and method: A respective cohort study on 156 severe and critical COVID-19
patients at ICU of Infectious Field Hospital No.5G- Hochiminh city from August to November 2021.
Result: There were 92.9% of the patients had liver injury, 46.8% of these were mild level. The
severe COVID-19 group had lower average of ALT, AST, GGT, total bilirubin, direct bilirubin,
prothrombin and higher average of albumin than the critical COVID-19 group. The mortality rate
gradually increased from the group without liver injury to the group of mild, moderate and severe
liver injury (54.5%, 76.7%, 84.2% and 91.2%). This difference was statistically significant
(p=0.0067). Conclusion: Most of the patients had liver injury and the majority of them were mild
level. The critical COVID-19 group had more serious liver injury than the severe COVID-19 group.
The more severe liver damaged, the higher mortality rate increased.
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1. Dat van dé

Pai dich COVID-19 la mét dai dich bénh
truyén nhiém véi tdc nhan 1a virus SARS-CoV2
va cac bién thé clia né dang dién ra trén pham vi
toan ciu. Khéi ngudn vao cudi thang 12 nam
2019 vé&i tam dich dau tién tai thanh phd Vi Han,
tinh dén thang 8 nam 2021 da cé hon
200.000.000 ca mac COVID-19 va hon 4 triéu
ngwdi tir vong trén toan thé gi¢i. O Viét Nam,
ngay 23 thang 1 nam 2020 da ghi nhan trwdng
hop nhiém COVID-19 dau tién tai TP. HO Chi
Minh va cho dén nay con sé nay da Ién hon 10
triéu ngwdi méc, sb ca tlr vong dwoc ghi nhan [
hon 43.000 ca.

Phéi la co' quan bj tén thuwong chinh trong co
ché gay bénh cla virus SARS-CoV2. Tuy nhién,
SARS-CoV?2 ciing gay tén thwong cho nhiéu hé
thdng co quan khac nhw tim, than va gan [1].
Khoang 60% BN da duwoc bao cao cé cac muirc
do tén thwong gan khac nhau do COVID-19 [2].
Trong vu dich dau tién tai Trung Quéc, tang
alanine aminotrans (ALT) va bilirubin toan phan
chiém ty 1& 1an lwot 1a 28% va 18% [3]. Trong dai
dich hién nay, réi loan chirc nang gan da dwoc
thdy & 14-53% BN mac COVID-19, dic biét &
nhitng BN nhiém muirc d6 nang va nguy kich [4].
Dé&c biét, cac trwong hop tén thwong gan cép
tinh khién cho ty Ié t& vong cao hon [2]. Sw &nh
hwéng ciia SARS-CoV2 t&i gan lién quan dén
tac dung gay chét té bao truc tiép cha virus do
tao phan trng mién dich mat kiém soat. Ngoai ra,
virus con tao méi trwéng cho nhiém khuan huyét
va ton thwong gan do thubc s dung trong qua
trinh diéu tri [5]. Nhiéu nghién ctru |1am sang da
ghi nhan méi twong quan gitra tdn thwong chirc
nang gan thoi diém nhap vién va mic do nang
ctia BN COVID-19 [5, 6, 7].

Trong lan séng I&n lay lan cia dai dich, vao
thang 8 nam 2021 vira qua tai thanh phé H6 Chi
Minh, bénh vién da chién truyén nhiém 5G da
dwoc thanh 1ap tai dé thu dung cap ciru diéu tri
BN COVID-19 muc d6 nang va nguy kich. Qua
thwc tién diéu tri tai day, ching t6i nhan thay
rang, viéc nghién clru dac diém tén thwong gan
& BN COVID-19 la mét yéu cau cap thiét dé phuc
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vu cho viéc danh gia mét cach tbng quan cac tac
dong cua virus déi véi BN; ciing nhu lam rd
dwoc mdi twong quan clia mire dd tdn thuwong
gan voi ty Ié t& vong cla ngwdi bénh. Vi vay,
chung téi thye hién dé tai nay nhdm hai muc tiéu:
M6 ta dic diém tén thuong gan & BN COVID-19
murc d6 ndng va nguy kich diéu tri tai Bénh vién
da chién truyén nhiém 5G. Tim hiéu mbi lién
quan gilta mirc dé tén thuong gan va ty 1é tir
vong.

2. Doi tugng va phuong phap
2.1. Déi tuong

Céac BN dwoc chan doan COVID-19 murc
dd nang va nguy kich, dwoc diéu tri tai Khoa Hoi
strc cap clru- Bénh vién Da chién truyén nhiém
5G -Thanh phd H& Chi Minh tir thang 8 dén
thang 11 nam 2021.

Tiéu chuén lwa chon bénh nhén

Xét nghiém dich ty hdu dwong tinh voi
SARS-CoV-2 theo phwong phap RT-PCR.

BN trén 18 tudi, dwoc chan doan Covid-
19 mirc d6 nang va nguy kich theo phan loai cta
Bo Y té trong quyét dinh sb 250/QD-BYT:

Mirc d6 nang: H6 hap c6 dau hiéu viém phdi
kém theo bat ky mot trong cac dau hiéu sau: nhip
thé > 25 lan/phut; khé thé ndng, co kéo co hé
hép phu; SpO, < 94% khi thé khi phong. Chup X-
quang nguc va cat lIép vi tinh ngwe: Co6 tbn
thwong trén 50%. Siéu am thay hinh anh séng B
nhiéu, khi mau déng mach: PaO,/FiO, khoang
200-300.

Mirc d6 nguy kich: FO cé biéu hién thé
nhanh > 30 lan/phat hodc < 10 lan/phat, cé dau
hiéu suy hé hap ning, th& gang strc nhiéu, thé
béat thwdng hodc can hd tr ho hap bang thé oxy
dong cao (HFNC), thd may. Y thirc ngudi bénh
gidm hodc hén mé. Huyét ap tut, tiéu it hodc vo
niéu. K&t qua X-quang nguwc va cét 1&p vi tinh
nguc phat hién cé ton thuwong trén 50%. Siéu am
hinh anh séng B nhiéu, khi mau déng mach:
PaO./FiO, < 200, toan hdé hép, lactat mau >
2mmol/L.

Tiéu chuén loai trce
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C6 tién st ubng ruou.

Co6 bénh ly gan twr trwéece.
2.2. Phuong phap
Thiét ké nghién ctru va c& méu

Nghién ctru thuan tap, héi ciru, mé ta cat
ngang.

C& mau thuan tién, tién hanh thu thap div
liéu trén bénh an clta cac BN COVID-19 muirc d6
nang va nguy kich diéu tri tai Khoa Hoi sirc cap
clru, Bénh vién D3 chién Truyén nhiém 5G trong
th&i gian nghién clu.

NGi dung nghién coru
Mot sé dac diém lam sang:
Tudi, gioi,
Tién st tiém vaccine COVID-19.

Cac bénh nén: Chia thanh cac nhém
bénh nén, mot BN co thé cé nhiéu bénh nén.

Mé ta déc diém tén thuong gan:

Mo ta theo hai nhém: nhém BN COVID-19
nang va nhom BN COVID-19 nguy kich cac chi
tiéu sau:

Phan dd m&c d6 tén thwong gan theo
Phipps [3]: Tén thuwong gan khi cé biéu hién tang
men gan ALT, chia thanh 3 mc do:

Mirc d6 nhe: Tang ALT < 2 lan ngwéng cao
cua gia tri binh thwong.

Mirc d6 vira: Tang ALT 2-5 lan ngwéng cao
cua gia tri binh thwong.

Mirc 6 nang: Tang ALT > 5 lan ngwéng cao
cua gia tri binh thwong.

Nguéng cao cua gia tri binh thwong ALT la
40U/.

Cac chi s6 mo ta dac diém tdn thuwong gan:
AST, ALT, GGT, bilirubin toan phan (Bilirubin
TP), bilirubin tryc tiép (Bilirubin TT), albumin,
prothrombin dwoc thu thap t&r mau mau cta BN
tai thoi diém maoi nhap vién. Cac xét nghiém nay
dwoc thwc tai Khoa Sinh héa- Bénh vién da
chién 5G.

Mirc dd tén thwong gan lién quan tdi ty 1é tor
vong: Tim hiéu méi lién quan gitva ty & t& vong

cac cac nhém BN khéng tén thwong gan, ton
thwong gan mirc dd nhe, vira va nang.

2.3. Xur ly sé liéu

X0 ly s6 liéu bang may vi tinh v&i phan mém
SPSS 22.0.

Ap dung thuat toan kiém dinh y* d& danh gia
méi lién quan gitra mirc d6 tén thwong gan va ty
lé t&r vong. Kiém dinh nay c6 y nghia théng ké
khi p<0,05.

2.4. Dao diic nghién citu

Nghién cru quan sat, mé ta, khéng can
thiép, tac dong dén qua trinh chan doan, diéu tri
bénh.

Pbi twong nghién clru dwoc hwdng 100%
bdo hiém y té theo quy dinh ca nha nwéc,
khéng phai chi trd thém bat clr mét chi phi nao.

Péi twong nghién ctru dwoc bi mat théng
tin, cac dy liéu dwoc cong bd 1a nhirng div liéu
khéng xam pham dén théng tin ca nhan.

3. Két qua

Trong thoi gian tlr thang dén thang, chung
t6i nghién ctru trén 156 BN théa man tiéu chuan
chon. Trong d6 c6 67 BN duogc chan doan
COVID-19 ndng va 89 BN dwoc chan doan
COVID-19 nguy kich theo tiéu chuan cia B6 Y
té.

3.1. Mét sé ddc diém lam sang

Tubi

Tudi trung binh: 68,3 + 10,3 tudi.

Tudi thap nhét: 33 tudi.

Tudi cao nhét: 91 tudi.

040%
036%
030%

025% 022%

014%
015%

010% o12%
6
010% 007%
000%
30-39 A 9 70-79 >79

Biéu d6 1. Phan bd BN nghién ctru theo tudi

0-49 50-59 60-6
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Do tudi tr 50-59 tudi chiém ty 1& cao nhét

(35,9%) v&i 56 BN.

Gioi

Tién str tiém vaccine

S6 BN chwa tiém vaccine chiém ti 1& cao

nhat (64,7%).
P4 tiém 1 mdi: 34 BN (21,8%).

Ty lé nir cao hon nam, nir chiém 54,5% (85

BN), nam chiém 45,4% (71BN).

Céc bénh nén

ba tiém 2 mii: 21 BN (13,5%).

Bang 1. Cac bénh nén

Bénh nén $6 lugng (n) Tylé %

Suy than 5 3,2
Bénh ly than kinh 11 7,1
Dot quy ndo 10 6,4
Suy tim 6 3,8
Tang huyét ap 53 34,0
bai thao dwdng 41 26,3
Khéng méc 30 19,2

Téng 156 100,0

Tang huyét ap 1a bénh nén chiém ty 1& cao nhat (34%), sau d6 dén dai thao dwong (26,3%),

suy than c6 ty |1& thap nhét (3,2%).

3.2. Mé ta ddc diém ton thuong gan

Bang 2. Ty |é mirc dé ton thudng gan (Theo Phipps) [3]

Mirc do BN Covid-19 nang BN Covid-19 nguy kich Téng
ton thuong gan (n1=67) (n2 = 89) (n = 156)
Khéng ton thwong 7 (10,4%) 4 (4,5%) 11 (7,1%)
Nhe 31 (46,3%) 42 (47,2%) 73 (46,8%)
Vira 18 (26,9%) 20 (22,5%) 38 (24,4%)
Nang 11 (16,4%) 23 (25,8%) 34 (21,7%)

92,9% sb BN c6 tén thwong gan. Trong d6, BN tdn thwong gan mirc dd nhe chiém ty 1& cao nhat:
46,8%. Tuy nhién phan b tén thwong gan khéng déu: O nhém BN nguy kich, ty I tén thwong gan

mirc dd ndng cao hon va ty 1& khéng tén thwong gan thap hon.

Bang 3. Pac diém ton thucng gan

Cac chi sé danh gia BN COVID-19 nang BN COVID-19 nguy kich
(Gia tri trung binh) (n1 = 67) (n2 = 89)
ALT (U/L) 68,2 £ 9,1 72275
AST (U/L) 71,8184 95,5+ 14,8
GGT (Ul 75,5 £ 6,1 88,5+7,3
Bilirubin TP (umol/l) 30,9+4,5 36,5+6,6
Bilirubin TT (umol/l) 71+15 9,3+26
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Albumin (g/1)

29,1+41

27,2 £ 31

Prothrombin (%)

98,2+11,5

109,4 £+ 12,1

Két qua cho thay: Cac chi s6 ALT, AST, GGT, bilirubin TP, bilirubin TT va prothrombin trung binh
ctia nhém BN néng c¢6 gia tri thdp hon nhém BN nguy kich. Nguwoc lai, chi sé albumin trung binh cla

nhom BN nang lai cao hon.

3.3. Miic dé ton thuong gan lién quan téi ty lé tir vong

Bang 4. Ty Ié BN séng va tu vong

} $6 lugng -
Nhém - - Tylée %
BN nang BN nguy kich
Séng 30 1 19,9
T vong 37 88 80,1
Téng 156 100

Ty 1& sbng kha thdp 19,9%, con ti vong lén dén 80,1%. Hau hét bénh nhan COVID-19 nguy kich

déu tt vong (98,9%).

Bang 5. Méi lién quan giira ty I1é tif vong va mirc dé ton thuong gan

Mirc dé ton thuong gan Tong sé BN T vong (%) Sdng (%) P
Khéng tén thwong 11 6 (54,5) 5 (45,5)
Nhe 73 56 (76.7) 17 (23,3)

. 0,0067
Vira 38 32 (84,2) 6 (15.8)
Nang 34 31 (91,2) 3(8.,8)

Ty lé t&r vong tdng dan tr nhém khoéng tén
thwong gan dén nhoém nhe, vira va nang (lan
lwot la 54,5%, 76,7%, 84,2% va 91,2%). Sw khac
biét nay c6 ¥ nghia théng k& véi p=0,0067<0,05.
4. Ban luan

4.1. Mét sé ddc diém lam sang

Tudi, gidi va tiém phong vaccine:

Qua sb6 liéu cta Biéu d6 1: Tudi trung binh:
68,3 + 10,3. Trong do6 do tudi tir 50-59 tudi chiém
ty 1& cao nhét (35,9%). Theo théng ké dan sb cua
thanh phé H6 Chi Minh nam 2021 cua vién
nghién cru phat trién thanh phé H6 Chi Minh [8],
sb lwong ngudi trong cac nhém tudi tv 30-39 va
40-49 1a cao nhét, d tudi trung binh tor 25-29
tudi. Tuy nhién co ciu vé& nhém tudi va do tudi
trung binh ctia nghién ctru chang tbi lai kha cao
(68,3 + 10,3). Nguyén nhan 1a do déi twong

nghién ciru 1a nhixtng BN n&ng va nguy kich, diéu
tri tai Khoa Hoi strc clp ctru ctia Bénh vién D3
chién 5G thwong la nguoi cao tudi nguy co mac
cac bénh ly nén nhu tadng huyét ap, dai thao
dwong, suy than,... nén dé& chuyén ndng. Con
nhém tudi tré thi thwérng mac COVID-19 nhe, co
khi khéng c6 triéu chirng va khéng phai nhap
vién, nén it nam trong ddi twong nghién ctru.
Trong nghién ctru, ty 1& BN nir nhiéu hon
(54,5%) va da phan cac BN chua tiém phong
vaccine COVID-19 (64,7%). Theo nghién ctu
cua Guo Guang Ma trén 109 BN COVID-19 &
Bénh vién Nhan dan Dai hoc Vi Han (H6 Béc,
Trung Quéc) tir 31/1 dén 29/2/2020 [5] thi sb
lwong ni gi¢i 1a 58 nguwoi, chiém ti 1& 53,2%,
Ciing so sanh véi tinh hinh thuc té, tai thoi diém
thu thap sb liéu nghién ciru 1a thang 8 dén thang
11 nam 2021, vaccine COVID-19 con chwa phd
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bién & nwéc ta, do do6 ti 1& tiém phong vaccine
COVID-19 con thap.
Bénh nén:

Phan Ién gap BN tang huyét ap (34%),
tiép theo la dai thao dwong (26,3%). Két qua
nghién cru cla ching t6i twong ddng véi nghién
ctu cla Bloom véi ty 18 tang huyét ap chiém da
s6 (23%) [4]. Singh S va cong s nghién ctu ty
lé cac bénh nén cia BN COVID-19 thdy: Tang
huyét &ap chiém phan Ion (22,8%), tiép theo 1a dai
thao dworng (10,7%), cac bénh ly tim mach chiém
5,4% [9].

4.2. Mé ta ddc diém tén thuong gan

Theo két qua nghién cru tr Bang 2 va Bang
3: 92,9% BN c6 tén thwong gan, trong d6 chu
yéu tén thwong mirc d6 nhe (46,8%), tiép theo la
tbn thwong mac do vira (24,4%) va tén thuwong
mirc d6 nang (21,7%). Cac chi s6 ALT, AST,
GGT, bilirubin TP, bilirubin TT va prothrombin
trung binh cia nhém BN néng cé gia tri thAp hon
nhém BN nguy kich. Ngwoc lai, chi s& albumin
trung binh cia nhém BN nang lai cao hon. Két
qua nay phu hgp véi bao cao cta Phipps nghién
ctu ton thwong gan cdp & BN COVID-19, thuc
hién trén 765 BN COVID-19 nang va nguy kich
tai ba bénh vién trong mang lwéi NewYork -
Presbyterian: 42,4% mic dd nhe; 26,1% vlra;
20,5% nang. So sanh cac chi sb xét nghiém gitra
2 nhém nang va nguy kich thay: AST tang dan
(75-123U/L), bilirubin TP ti&ng dan (28-46umol/L)
va albumin gidm dan (30-24g/l) [3]. Nghién clru
cla Lin Fu vé tén thwong gan cép tinh va méi
lién quan clta né véi nguy co t&r vong thyc hién
trén 350 BN COVID-19 tai Bénh vién Union thudc
Pai hoc Khoa hoc va Cong nghé Hoa Trung-Vi
Han va Bénh vién Nhan dan sé 2 -Phu Dwong-
An Huy thu duoc két qua la: ALT, AST, bilirubin
toan phan va tryc tiép tang dan theo mac do
nang cGa bénh COVID-19 [7]. Cac két qua nay
cho thay: nhém BN COVID-19 m&c d6 nguy kich
c6 tén thwong gan trdm trong hon so vé&i nhom
BN COVID-19 mirc d6 nang. Piéu d&c biét la gia
tri prothombin trung binh cia nhém nguy kich
cao hon nhém nang (109,4 £ 12,1 so v&i 98,2 +
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11,5). Diéu nay co thé ly giai la do anh huéng
b&i d&c diém gay déng mau, tdc mach cua virus
SARS-CoV2.

4.3. Mirc do tén thuong gan lién quan
toity lé tir vong

O Bang 4 ta thay: Ty I& tr vong trong nhém
nghién clru kha cao, 1én t&i 80,1%. Diéu nay co
thé ly giai 1a do cac BN déu dwoc chan doan
nhiém COVID-19 mirc dd nang va nguy kich voi
nhiéu bénh ly két hop, diéu tri tai bac thang cubi
cung 1a khoa hdi strc cip ctru, cé ton thuwong
phdi nang, phan I&n phai can thiép d&t éng noi
khi quén va th& may nén tién lwong xau.

Méi lién quan gitva ty & t& vong va mkc do
tdn thwong gan dwoc thé hién & Bang 5: Ty & t&r
vong tang dan tr nhém khéng tdn thwong gan
dén nhém nhe, vira va nang (lan luvot 1a 54,5%,
76,7%, 84,2% va 91,2%). Sy khac biét nay cé y
nghia théng ké véi p=0,0067. Theo nghién ciru
cta Jia-Xin Shen vé cac yéu té nguy co va tién
lwong & BN COVID-19 va tén thwong gan trén
356 BN mac COVID-19 & Bénh vién Nhan dan sb
3 Nghi Xwong-Hé Béc tir 17/1 dén 26/2 /2020,
tdn thwong gan cang nang thi ty 1 t& vong cang
cao [6]. Tuy nhién, ty I t&r vong cla tac gia thap
hon nhiéu so vé&i ching t6i, chi 1a 15,7% [6].
Nguyén nhan clia sy khac biét nay 1a do dbi
twong BN trong 2 nghién cru. Sy lya chon BN
cua chung t6i la BN nang va nguy kich, con trong
nghién ctru cla Jia-Xin Shen thwc hién vao giai
doan dau nam 2020 trén cac tat cd BN Covid bao
gdm ca BN nhe va vira. Yang va cong su cling
cong bd két qua: BN COVID-19 c6 tén thuwong
gan thi cé ty l&é sdng thdp hon cé y nghia so vé&i
BN khéng c6 tén thwong gan (kiém dinh log-rank
42 = 15,8; p<0,01) [10].

5. Két luan
Qua nghién ctu trén 156 BN COVID-19
nang va nguy kich diéu tri tai bénh vién da chién
5G twr thang 8 dén thang 11/2021, chung téi thay:
BN trong nhém nghién ctru hau hét cé tén
thwong gan (92,9%) va phan Ién & mic do nhe
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(46,8%). Su bién thién ctia cac chi sé ALT, AST,
bilirubin TP, bilirubin TT, albumin, prothrombin
thé hién nhém BN COVID-19 nguy kich cé tdn
thwong gan trdm trong hon so véi nhém BN
COVID-19 nang.

Ty lé t&r vong tdng dan tr nhédm khoéng tén
thwong gan dén nhém tén thwong gan mic d6
nhe, vra va nang (54,5%, 76,7%, 84,2% va
91,2%). Sw khac biét nay c6 y nghia théng ké
(p=0,0067) cho thdy mwrc d6 tdn thwong gan cé
médi twong quan thuan véi ty Ié tir vong.
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