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BUOC PAU NGHIEN CUU PAC PIEM MQT SO YEU TO NGUY CO
VA BIEN THE GEN O NGUOI BENH HUYET KHOI TINH MACH NAO

Nguyén Minh Tudn', Nguyén Vin Huong'
Vo Hong Khoi?, Nguyén Thi Trang"

Tém tit
Mouc tidu: M6 ta mot sd yéu td nguy co va bién thé gen lién quan dén qud trinh
déng mdu & ngudi bénh (NB) huyét khdi tinh mach ndo (HKTMN). Phuwong
phdp nghién ciru: Nghién ciru md ta cit ngang trén 54 NB > 18 tudi, dugc chan
doan xac dinh HKTMN béng chup cong huong tur tinh mach nado tai Bénh vién
Bach Mai va Bénh vi¢n DPai hoc Y Ha Noi tu thang 6/2022 - 7/2023. St dung k¥
thuat Real-time PCR dé xdc dinh mot sb bién thé gen li€n quan dén HKTMN.
Két qud: Tubi trung binh ctia BN 1a 43,76 + 12,376; tudi trung binh ctia nam gidi
cao hon nir giéi 12 8 tudi; ty 1&é nam va nit 14 tvong dwong nhau. Khing dong
lupus, ting homocystein mau va ding thudc tranh thai 13 cdc yéu td nguy co
chiém ty 1¢ cao nhat, 1an luot 1a 24,1%, 22,7% va 20,4%. Chua ghi nhan dot bién
yéu t6 V Leiden va yéu t6 IT G20210A; dot bién gen MTHFR C677T va A1298C
c6 ty 1& 1an luot 14 31,5% va 40,7%. Két lugn: Nghién ciru nay déng gép thong
tin quan trong vé yéu té nguy co va ty 18 xut hién cta cdc bién thé gen lién quan
dén qud trinh dong mau & NB HKTMN. Pé hiéu 6 hon vé dic diém cua yéu t6
nguy co trong quan thé ngudi Viét Nam, can thyc hién thém cdc nghién ctru mo rong.

Tir khéa: Yéu td nguy co; Huyét khéi tinh mach ndo; Pong mdu; Bién thé gen.

INITTIAL STUDY ON RISK FACTORS AND GENETIC VARIANTS
ASSOCIATED WITH CEREBRAL VENOUS THROMBOSIS

Abstract

Objectives: To describe some risk factors and genetic variants related to
blood coagulation in patients with cerebral venous thrombosis. Methods: A
cross-sectional descriptive study was conducted on 54 patients whose ages > 18,

"Truomg Dai hoc Y Ha Nji
*Bénh vién Bach Mai
*T4c gia lién hé: Nguyén Thi Trang (trangnguyen @hmu.edu.vn)
Ngay nhan bai: 22/8/2023
Ngay duge chip nhan ding: 26/9/2023
http://doi.org/10.56535/jmpm.v48i8.480
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were diagnosed with cerebral venous thrombosis by magnetic resonance
venography at Bach Mai Hospital and Hanoi Medical University Hospital from
June 2022 to July 2023. The Real-time PCR technique was applied to detect
some genetic variants associated with cerebral venous thrombosis. Results: The
average age was 43.76 £ 12.376; the average age of the male group was 8 years
older than that of the female group; the male/female ratio was equal. Lupus
anticoagulant, hyperhomocysteinaemia, and oral contraceptive drugs were risk
factors accounting for the highest percentages of 24.1%, 22.7%, and 20.4%,
respectively. Mutations in the factor V Leiden and factor II G20210A genes were
unrecorded. while mutations in the MTHFR C677T and A1298C genes were
31.5% and 40.7%, respectively. Conclusion: This study provides important
information on risk factors and the prevalence of gene variants related to blood
coagulation in patients with cerebral venous thrombosis. To better understand the
characteristics of risk factors in the Vietnamese population, more extensive
studies are required.

Keywords: Risk factors; Cerebral venous thrombosis; Blood coagulation;
Genetic variant.
PAT VAN PE d6, théng ké cho thay s6 lugng ca mac

Huyét khéi tinh mach ndo 1a thuét méi HKTMN gia tang ting nam [2],

ngir chi hién tuong tac nghén hoic han
ché dong méu trong céc tinh mach nio,
bao gom ca hé théng tinh mach siu va
cdc tinh mach vé ndo. HKTMN c6 thé
gy ra dot quy nao, dac bi¢t & nguoi tré
tudi. Vi ty 1é tir 0,5 - 1% trong cic
truong hop dot quy yéu cau nhap vién,
ty 1& tr vong xap xi 5%, va nguy co
méc tinh trang tan tat sudt doi 1én t6i
20% [1], HKTMN c¢6 anh hudng
nghiém trong dén stc khoe va chat
lugng cudc sdng cua NB. Thém vio

6

dat ra thdch thirc rdt 16n ddi véi hé
thong y té.

Du dd cé nhiéu nghién ciru vé cic
yéu t6 nguy co lién quan dén HKTMN,
nhung van con mot ty 18 tir 13 - 25%
cdc truong hop khong thé xdc dinh
nguyén nhan cy thé [3]. Dic biét, trong
nhitng nim gan diy, vai trd quan trong
cia yéu t6 di truyén dd dugc nhan
manh hon trong viéc hiéu 16 qué trinh
phit trién cia HKTMN. NB mang céc
dot bién gen gdy ra tinh trang ting
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dong ndng doi hoi st dung céic loai
thudc chéng déng duong ubng trong
thoi gian dai.

Vi viy, dé tim hiéu siu hon vé vai
trd ctia cdc dot bién gen trong viéc gy
ra nguy co HKTMN va tr d6 x4c dinh
phuong phdp chan dodn va diéu tri
hiéu qua hon, ching t6i dd tién hanh
nghién ctru v61 muc ti€u: Mo ta mot )
yéu t6 nguy co va bién thé gen lién
quan dén qud trinh dong mdu & NB
HKTMN.

POI TUQONG VA PHUONG PHAP
NGHIEN CUU

1. P6i twong nghién ciu

Gom 54 NB dugc chan dodn xdc
dinh HKTMN diéu tri tai Trung tam
Than kinh, Bénh vién Bach Mai va
Pon vi Noi Than kinh, Khoa N6i Tong
hop, Bénh vién Pai hoc Y Ha Noi tu
thang 6/2022 - 7/2023.

*  Tiéu lya NB

> 18 tudi; NB duoc chan dodn xdc dinh

chudn chon:
mic HKTMN bang chup cong hudng
tr mach ndo 1,5 Tesla; NB dong y
tham gia nghién ctru.

* Tiéu chuan loai trie: NB co6 nhdi
mdu ndo, nhdi mdu chay médu nio do

tac dong mach ndo kem theo; NB c6

chay méu ndo do v& di dang mach méau

nao kém theo.

2. Phwong phap nghién ctiru

* Thiét ké nghién ciru: Nghién ctru
mod ta cit ngang trén 54 ca bénh dugc
chan doan HKTMN.

* Phwong phdp chon mau: Chon
mau thuén tién.

* Quy trinh nghién cuu: NB duogc
thu thap cdc thong tin chung cling nhu
cdc thong tin vé tién sur, bénh sir va
tham kham lam sang. Sau khi duoc
chan dodn xdc dinh mac HKTMN, NB
dugc chi dinh lam xét nghiém chan
dodn nguyén nhan va xét nghiém tim
bién thé gen lién quan dén HKTMN.
Mau miu cia NB dugc tich chiét
DNA va ddnh gid d¢ tinh sach, tiép d6
k¥ thuat real-time PCR duogc thyc hién
bing bo kit
polymerase va hon hop phan ung chira
cdc mdi can thiét véi 2 dau do 1a HEX
va FAM) dat chuan IVD cta héng
Lytech (Nga), cudi cing phin mém
trén may CFX96 (BioRad) s€ ty dong

doc va phién giai két qua; két qua dugc

Folaty (gom Tag

hién thi trén mdy nhu sau: 11 (wild
type) 12 ddng hop tir binh thuong, 12
(heterozygote) 1 di hop tir bién thé va
22 (mutant) 12 dong hop tir bién the.
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c6 khao sat thi tinh mach

Quy trinh nghién ctru.

* Xup Iy va phdn tich sé liéu: Str dung phan mém SPSS 20.0.
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3. Pao dirc nghién ctru

Nghién curu da duogc chép nhan thuc hién tai Bénh vién Bach Mai va Bénh
vién Pai hoc Y Ha Noi va thong qua Hoi déng tai Truong Pai hoc Y Ha Noi
(Quyét dinh s6 4027/QD-PHYHN ngay 29/9/2022).

KET QUA NGHIEN CUU

Nghién ctru thuc hi¢n trén 54 NB, trong d6 c6 50 NB tai Bénh vién Bach Mai
va 4 NB tai Bénh vién Pai hoc Y Ha Noi, thu dugc két qua nhu sau:

1. Pic diém chung cia ddi twong nghién ciru

Bang 1. Dic diém chung.

S6 NB n (%)
Nhém tudi Nam giéi Nir gidi Tong s6
n =26 (48,1) n =28 (51,9) n = 54 (100)

18 - 30 3 (5,6) 5(9,3) 6 (14.,8)
31 -40 5(9,3) 10 (18,5) 15 (27.,8)
41-50 8 (14,8) 11 (20,4) 19 (35,2)
51-60 5(9,3) 1(1,9) 6 (11,1)
> 60 5(9,3) 1(1,9) 6 (11,1)

Tudi trung binh 47,88 £12,981 39,93 + 10,632 43,76 £ 12,376

Khoang tuoi 25-173 19-74 19 -74

Trong s& 54 NB, ty 1& nam va nit 1an luot 12 48,1% va 51,9%. Tudi trung binh
ciia nhém nghién ciru 1a 43,76 + 12,376; trong d6, tudi nho nhét 1a 19, tudi 16n
nhat 12 74. Tubi trung binh ctia nhém NB nam 1a 47,88 + 12,981 va nhém NB nit
1 39,93 + 10,632, tudi trung binh ctia nhém NB nam cao hon NB nif ¢6 y nghia
thong ké, voi p = 0,018 < 0,05, d tin cdy 95%.
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2. Cac yéu t6 nguy co HKTMN
Bang 2. Tuong quan yéu t6 nguy co HKTMN & ca hai giéi.

Yéu to nguy co Nam N Tong p
n (%) n (%) n (%)

Khédng dong lupus 9 (34,6) 4(14,3) 13/54 (24,1) 0,081
Tang homocystein mau 3(23,1) 2(22,2) 5122 (22,7) 0,684
Diing thudc tranh thai duong udng - 11 (39,3)  11/54 (20,4) -
Tién str huyét khdi tinh mach 3 (11,5) 4(14,3) 7/54 (13) 0,543
V6 can® 3(11,5) 3(10,7) 6/54 (11,1) 0,629
Thiéu hut antithrombin III 2(8,3) 3(13,) 5/47 (10,6) 0,666
Thiéu huyt protein C 3(12) 2(8,3) 5/49 (10,2) 0,520
Nhiém trung than kinh trung uwong 3(11,5) 2(7,1) 5/54 (10) 0,663
Thiéu hut protein S 0(0) 2(18,2) 2/22(9,1) 0,476
Bénh tuyén gidp 1(3,8) 3(10,7) 4/54(74) 0,612
Thiéu mau 2(7,7) 2(7,1) 4/54 (71.4) 0,666
Khéng thé khang cardiodipin 2(7,7) 2(7,1) 4/54 (74) 0,666
Nhiém tring ddu mit co 3 (11,5) 0 (0) 3/54 (6) 0,105
Khdng thé khang nhan (ANA) 0(0) 3(10,7) 3/54 (5,6) 0,237
Tién str sdy thai/ nao hiit thai - 3 (10,7) 3/54 (5,6) -
Mang thai - 3(10,7) 3/54 (5,6) -
Chan thuong s nio 1(3.8) 0(0) 1/54(1,9) 0,481
Hoi ching than hu 1(3,8) 0 (0) 1/54(1,9) 0,481
Thoi ky hau san - 1(3,6) 1/54 (1,9) -
U mang nio 1(3.8) 0(0) 1/54(1,9) 0,481

*Pa bao gom cdc yéu 16 nguy co: Dot bién V Leiden, dot bién yéu t6 11

va bién thé gen MTHFR C677T

Trong céc yéu td nguy co HKTMN, khang d6ng lupus, ting homocystein va
diing thudc tranh thai duong udng chiém ty 1& cao nhét 1an luot 12 24,1%, 22.7%
va 20,4%. C6 11,1% s6 NB chua tim dugc yéu té nguy co gy bénh nao. Khong

10
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6 su khéc biét c6 ¥ nghia thong ké nao vé ty 18 gip cdc yéu td nguy co & ca hai
gidi (ngoai trir nhirng yéu t nguy co dic trung cho gidi gdm: Dung thude tranh
thai duong udng, mang thai, thoi ky hau san va tién str sdy thai/nao hit thai).
3. Ty 1é mét so bién thé gen lién quan dén qua trinh dong mau
Bang 3. Ty 18 céc bién thé gen lién quan dén qud trinh déng m4u.

Co bién the Khﬁng co
Bién thé n (%) bién thé  Tong sb
Dihgp DPdnghep Chung 1 (%)
FII G20210A 0(0) 0 (0) 0 (0) 54 (100)
FVL 0 (0) 0 (0) 0 (0) 54 (100)
MTHFR67IT  1527.8) 2(3.7) 17315 37(685) 54
MTHFR 21 (38,8) 1(1,9) 21 (40,7)  32(59,3)
A1298C ’ ’ ’ ’

Bién thé gen MTHFR C677T va A1298C chiém ty 1& khd cao lan luot 1a
31,5% va 40,7%; ty 1¢ gap dong hop tir dot bién MTHFR C677T va A1298C la
tuong dwong nhau (3,7% va 1,9%). Khong gip trudng hop nao mang dot bién
gen ctia yéu té V Leiden va yéu t6 I1 G20210A.

Bang 4. Tan s6 dot bién gen MTHFR C677T va A1298C.

677CC 677CT 677TT
Kiéu gen (Binh thuong) (Di hop) (Pdng hop)
n (%) n (%) n (%)
1298AA (Binh thuong) 19 (35,2) 11 (20,4) 2 (3,7)
1298AC (Di hop) 17 (31,5) 4 (7,4) 0 (0)
1298CC (Pdng hop) 1(1,9) 0 (0) 0 (0)

C6 35,3% truong hop khong mang dot bién. Ty 1& gip dong hop tr dot bién
C677T va A1298C khong cao lan luot 12 3,7% va 1,9%. C6 7,4% trudng hop
mang di hop tir két hop dot bién gen MTHFR. Khong c6 trudng hop dong hop tir
kép va dong hop mot dot bién két hop véi di hop tir dot bién con lai.

11
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BAN LUAN

Nghién ctru thyc hién trén 54 NB
voi tudi trung binh 1a 43,76 + 12,376,
cao hon so vo6i nghién ctru cia Trinh
Tién Luc va CS [4] (p < 0,001) va
Ferro va CS [3] (p = 0,008). Sy khac
biét nay la do nghién clru ctia chuing t6i
chi Iyra chon dbi twong > 18 tudi. Tudi
trung binh cua nhém nam gigi cao hon
nhém nir gi6i 1a 8 tudi, twong dong voi
nghién ctru Ranjan va CS [5]. Ty ¢
nam va nit trong nghién cuu la tuwong
duong nhau va tuong tu nghién ctu
cia Trinh Tién Luc va CS [4]
(p = 0,319 > 0,05); tuy nhién, c6 su
khdc biét c6 y nghia thong ké voi
nghién ctru Ferro va CS [3] (p = 0,000)
va nghién ctru cua Duman va CS [6]
(p =0,002).

Trong cdc yéu t6 nguy co HKTMN,
chua tinh dén cdc bién thé gen lién
quan dén qué trinh dong mdu thi khéng
dong lupus, tang homocystein va dung
thudc tranh thai dudng ubng chiém ty
1¢ cao nhat trong nghién ciu nay.
Nghién ctru ctia Trinh Tién Luc va CS
cho biét ty 1é cdc yéu to nguy co nhu
sau: Dung thubc tranh thai chiém
38,1% (trong s6 84 NB nir), thiéu hut
protein S, protein C va antithrombin III
lan luot 1a 24,2%, 18,3% va 12,4%,

viém mang nio chiém 7,8%, cic y€u to

12

nguy khic chiém ty 1é thap [4]. Nhu
vay, so v&i cac nghién clru cua céc tac
gid Vi¢ét Nam, nghién ctru ctua ching
t6i tvong dong vé ty 1¢ dung thudc
tranh thai va thap hon vé ty 1¢ thiéu hut
protein S, protein C va antithrombin
II. Ty 1& cic yéu t6 ting dong di
truyén trong nghién ctru cia Ranjan va
CS chiém xap xi 50% o ca hai gidi, c6
58,9% s6 NB nit ding thudc trénh thai
va ty 1& chan thuong so ndo cao hon &
nam gioi (9% so vo1 1,9%) [5]. Nghién
ctru clia Ferro va CS cho biét ¢6 54,2%
ding thudc tranh thai va 22,4% lién
quan dén ting déng di truyén [3]. C6
thé thiy rang ty 1& dung thubc tranh
thai & phy nit Viét Nam thap hon déng
ké so v6i cdc nghién ctru & chiu Au va
Bic My nhung van 1a yéu t6 nguy co
hang dau giy HKTMN ¢ phu ni.
Khong c6 su khiac biét c6 y nghia
thong ké nao vé ty 1& gip cdc yéu td
nguy co ¢ ca hai gigi trong nghién ctu
cta ching t6i (ngoai trir nhitng yéu td
nguy co dic trung cho giéi gdm: Ding
thudc tranh thai duong udng, mang
thai, thoi ky hau san va tién sir sdy
thai/nao hit thai). C6 su khdc biét vé
cic yéu td nguy co HKTMN & nghién
clru cua ching td1 so v6i ciac nghién
ciu ¢ trong nudc cling nhu ngoai

nudc. Diéu nay c6 thé do c¢d& mau
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nghién ctru cua chung t61 chua du 16n
va chua mang tinh dai di¢n, su khéc
bi¢t gira chung toc cling nhu cic han
ché vé mat xét nghiém.

Hai phén tich gop trén c& mau rat
16n cua Green va CS va Marjot va CS
da chi ra dot bién yéu td prothrombin
(FII) G20210A va dot bién yéu t6 V
Leiden lam ting nguy co mac HKTMN
1én gip 5,5 va 2,5 lan; nguy co tuong
dbi c6 xu hudng cao hon so v6i nhém
nhdi mdu nio dong mach [7]. Nghién
ciru cua ching t6i khong ghi nhan dot
bién yéu t6 V Leiden va yéu t6 II
G20210A, trong khi theo nghién ctru
ctia Duman va CS ty 1& ddong hop tir
dot bién V Leiden va ty 18 dot bién FII
lan luot 1a 5,1% (37/729) va 2,6%
(19/729) [6], tham chi trong nghién
ciru cua Ranjan va CS, ty 1€ gap hai
dot bién nay déu xap xi 50% [5]. Piéu
nay c6 thé giai thich do su khac biét vé
chung toc, hai dot bién nay gip chu
yéu & chung toc da tring va thap hon ¢
chung téc gbc A va gbe Phi [8, 9], hon
nita ¢& mau ctia nghién ctru nay chua
da 1om.

Hai d6t bién C677T va A1298C cua
gen MTHFR lam giam hoat tinh cua
enzym Methylentetrahydrofolat reductase
(MTHFR) - xuc tac cho phan Uing khtr
homocystein thanh methionin, tor dé
gy ting homocystein médu. Dot bién

C677T da duoc chimg minh 13 mot yéu
t6 nguy co gdy HKTMN, déng hop tr
dot bién nay lam giam 75% hoat tinh
cua enzym MTHEFR trong khi di hop tu
két hop dot bién C677T va A1298C
gdy giam 52% hoat tinh enzym.
Nghién ctru cua ching td61 ghi nhan ty
16 dot bién gen MTHFR C677T la
31,5%, tuong tu nghién ctru cua Gogu
va CS (38,59%, p = 0,283) [10]; ty 1€
dot bién A1298C 1a 40,7%, cao hon
nhiéu so v&i nghién ctru cua Gogu va
CS (14,03%, p = 0,000) [10]. Pdong
hop tir C677T chiém 3,7% tuong tu
nghién ctru cia Duman va CS la 6,3%
(p = 0,583 > 0,05) [6]; di hop tur két
hop hai dot bién chiém 7,4%. Hién
nay, cdc nghién ctru dang tiép tuc dugc
thuc hién dé xdc dinh mébi lién quan
giita dot bién A1298C v6i HKTMN.,

Nghién ctru gép phan 1am ro nhing
khia canh quan trong vé HKTMN va 1a
tién dé cho cdc nghién ctu thiép theo
vé cdc yéu t6 nguy co va bién thé gen
lién quan. Tuy nhién, can luu y rang c&
mau nghién ctru va su da dang vé dia
1y c6 thé anh huong dén tinh chinh xac
ctia két qua. Tiép tuc nghién ctru trong
twong lai voi ¢& mau 16n hon va su
quan tdim dén méi lién quan giita cdc
yéu td nguy co va bién thé gen sé& gitip
ching ta c¢6 cdi nhin toan dién hon vé
tinh trang nay.

13
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KET LUAN

Nghién ctru thyc hién trén 54 NB,
tudi trung binh 1a 43,76 + 12,376, tudi
trung binh cuia nam gi¢i cao hon nir
gidi 8 tudi, ty 186 nam va nit twong
duong nhau. Khiang dong lupus, tang
homocystein va dung thudc tranh thai
1a cdc yéu td nguy co chiém ty 18 cao
nhat lan luot la 24,1%, 22,7% va
20,4%. C6 11,1% s6 NB chua tim
duoc yéu tb nguy co gay bénh nao.

Chua ghi nhan dot bién yéu t6 V
Leiden va yéu t6 II G20210A trong
nghién ctru. Dot bién gen MTHFR
C677T va A1298C chiém ty 1é khé cao
lan luot 1a 31,5% va 40,7%, ty 18 di
hop tr kép 1a 7,4%.

Nhu vay, nghién clru cua ching toi
budc dau nghién ctru céc yéu td nguy
co va bién thé gen lién quan dén
HKTMN. Khéing dong lupus, tang
homocystein va ding thudc trdnh thai
da dugc xdc dinh 12 nhitng yéu té quan
trong. Su tuwong quan gitta tudi tdc va
su da dang cua cdc dot bién gen thé
hién tam quan trong cua vi¢c hiéu 16
hon vé ban chét phic tap cia HKTMN.
Can tiép tuc nghién ctru dé khdm phé
thém vé sy twong quan nay va dp dung
két qua vao thuc té 14m sang.

Loi cam on: Ching t6i xin chan
thanh cam on ban lanh dao Trung tam
Than kinh, Bénh vién Bach Mai va

14

Khoa Noi Tong hop, Bénh vién Dai hoc
Y Ha Noi ciing nhu cdc dong nghiép
da hét 1ong hd tro ching toi va 54 NB
d3 dong y tham gia nghién ctru.
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THIET LAP QUY TRINH TINH SACH VA NUOI CAY TANG SINH
KHOI TE BAO GIET TU NHIEN (NK) PHAN LAP TU MAU NGOAI VI
BENH NHAN UNG THU TUYEN TIEN LIET

Nguyén Trong Phiic', Phiang Thé Hdi', Nguyén Hoang Phuwong'
Nguyén Ngoc Tudin', Hoang Trung Kién', Lé Viét’
D6 Anh Tudn’, Lé Vin Pong', Pé Khic Dai'”
Tém tit
Mouc tiéu: Thiét 1ap quy trinh tinh sach té bao giét ty nhién (natural killer -
NK) va quy trinh nudi ciy ting sinh tao khdi té bao NK ctia bénh nhan (BN) ung
thu tuyén tién liét (UTTTL) trong phong thi nghiém. Phwong phdp nghién ciru:
Phén 14p 3 miu mdu ngoai vi tir BN duoc chan doan UTTTL duogc thu thap dé
tach té bao don nhan va sau d6 st dung cong nghé hat sidu nhod c¢6 tir tinh
Microbead (hdang Miltenyi/Dtc) dé tao khdi té bao NK c6 do tinh sach cao (ngay
Dy) tir khéi té bao don nhian mdu ngoai vi (peripheral blood mononuclear cells -
PBMCs) nay. Khéi té bao NK sau tinh sach dwoc chuyén nudi cdy ting sinh
trong moi truong chuyén biét KBM (Kohjin-Bio/Nhat Ban) va dugc thu hoach ¢
ngay thir 14 (D4). Két quad: Ty 1 tinh sach khéi té bao NK dat 93,4% & ngay D,
va 94,9% & ngay Dy4; v6i s6 lugng té bao NK dat 385,3 x 10° té bao va ting gip
192,7 1an so véi ngay Dy. Két lugn: Ching toi da thiét 1ap va trién khai thanh
cong quy trinh tinh sach va nu6i cy tao khéi té bao NK trén BN UTTTL.
Tir khéa: Ung thu tuyén tién liét; Té bao NK; Quy trinh tinh sach; Quy trinh
tang sinh.

A PROTOCOL FOR THE PURIFICATION AND EXPANSION
OF PERIPHERAL BLOOD NATURAL KILLER CELLS DERIVED
FROM PROSTATE CANCER PATIENTS

Abstract

Objectives: To establish a protocol for the purification and expansion of
Natural Killer cells (NK cells) derived from prostate cancer patients in vitro.

'B$ mén Mién dich, Hoc vién Quén y
’Khoa Ngoai Tiét niéu, Bénh vién K Trung wong
“TAac gia lién hé: Pd Khic Pai (dokhacdai @ vmmu.edu.vn)
Ngay nhan bai: 03/8/2023
Ngay dwogc chip nhan ding: 28/9/2023
http://doi.org/10.56535/jmpm.v48i8.446
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Methods: We collected peripheral blood samples from 3 patients diagnosed with
prostate cancer for peripheral blood mononuclear cells (PBMCs) separation and
generated high-purity NK cells by using Microbeads (Miltenyi/Germany) from
the PBMCs (day O - D). The NK cells were cultured in a KBM-specific medium
(Kohjin-Bio/Japan) for expansion and harvested on day 14 (Dy4). Results: The
purification rate of NK cells was 93.4% on day D, and 94.9% on day D,4. The
average number of harvested NK cells at D4, was 385.3 x 10° cells (which
increased by 192.7 times than that of day D). Conclusion: We have successfully
established and implemented successfully the process of purifying and culturing
NK cells in prostate cancer patients.

Keywords: Prostate cancer; NK cells; purification process; proliferation process.

PAT VAN DE

Té bao giét ty nhién 12 nhiing té bao
bach clu lympho thudc hé mién dich tu
nhién, v&i chirc nang sinh hoc 1a kha
ning nhan dién va giy doc giét té bao
dich tryc tiép. Trong nhiing nim gan
day, nhidu cong nghé nudi cy ting
sinh va truyén té bao NK tu than hoac
dong loai trong mot s6 loai bénh ung
thu da dugc nghién ctu, img dung &
nhiéu nudc ¢é nén y hoc tién tién nham
diéu tri bd trg ting cuong mién dich
(AIET) cho mét sb loai ung thu nhu
ung thu phodi, ung thu duong tiéu
héa...[1, 2].

Pbi véi UTTTL, nhiéu nghién ctu
da chi ra trong vi mdi truong khoi u, té
bao ung thu giai phéng ra nhiéu yéu to
rc ché cédc hoat dong ché tiét, nhan
dién va tidu diét cua t& bao NK [3]; vi
vdy, viéc nudi ting sinh khoi té bao

phan 1ap tir nguoi mac ung thu ¢ thé
gap khoé khan hon.

Trong qud trinh nudi cdy ting sinh
NK, hoat chét sinh hoc chinh dugc sir
dung & cic bo sinh pham 1a Interleukin
2 (IL-2) [4], hoat chét nay c6 tic dung
kich thich NK sinh truong nhung dong
thoi ciing hoat héa ting sinh céc té bao
mién dich khic, dic biét 1a té bao T.
Diéu nay dan toi do tinh sach cua khoi
san pham NK khong cao va tap nhiém
nhiéu loai t& bao khdc, 1am cho sb
lwong va chat luong cta qud trinh nudi
cdy NK khoéng dat yéu cau; doi khi c6
thé dan toi nhiing tic dung khong
mong mudn trong nghién ctru va Gng
dung 1am sang.

Vi viy, can c¢6 nhitng phuong phép
xt Iy dé c6 khdi NK dat do tinh sach
cao ngay tir khi bat dau nudi cay, gitp
dam bdo cho qud trinh tang sinh dat
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hiéu qua t6i vu. Bén canh d6, cong
nghé tinh sach cdn dam bao khong cé
nhitng nguy co doc tinh cé thé xdy ra
khi truyén trén ngudi dé c6 thé thuc
hién céc thir nghiém lam sang. Do do,
chiing t6i lya chon tinh sach bang cong
ngh¢ tr st dung cac hat sinh hoc si€u
nhé (MicroBead) dé loai bo cdc té bao
khic té bao NK c6 trong khdi té bao
bach ciu don nhan (PBMCs) trong
mdu ngoai vi; khdi té bao NK sau thu
hoach duogc nuoi céy tang sinh tao khdi
bang bd sinh pham thuong mai KBM
cua Nhat Ban. Nghién ctuu nay duoc
thuc hién nham hai muc tiéu: Thiét lap
quy trinh tinh sach khéi té bao NK &
mdu ngoai vi; Thiét ldp quy trinh nudi
cdy tang sinh té bao NK ¢ BN UTTTL.

POI TUQONG VA PHUONG PHAP
NGHIEN CUU

1. Poi twong nghién ciru

* Doi twong nghién ciu: Khoi té
bao NK méau ngoai vi dugc phan 1ap tur
3 BN dugc chian doian UTTTL tai
Khoa Ngoai tiét niéu, Bénh vién K
Trung wong. BN hién khong méc bénh
1y ung thu khic di kém va dong y tu
nguyén tham gia nghién ctru.

* Thoi gian va dia diém nghién civu:

Thoti gian nghién ctru: Nghién cuu
dugc tién hanh tr thiang 10/2022 -
3/2023.
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* Pia diém nghién ciru: Quy trinh
tinh sach, nudi cdy ting sinh va cic k¥
thuat xét nghiém st dung trong nghién
cuiu duoc thuc hién tai Labo xét
nghiém mién dich va Phong thi nghiém
nudi cdy té bao, B6 moén Mién dich,
Hoc vién Quan y.

2. Phwong phap nghién ciru

* Thiét ké nghién ciru: Nghién ctu
duoc thiét ké theo hinh thic thyc
nghiém labo.

* Cdc chi s6 - bién sé nghién ciiu:
Téng s6 PBMCs truéc va sau tinh
sach, ty 18 % té bao T, ty 18 % va sb
lugng NK trude va sau tinh sach, ty 1€
thu hdi NK Dy, ty 16 NK tinh sach &
ngdy D4, tong s6 té bao thu hoach
ngay Dy, va sb lan ting sinh. Két qua
dugc so sanh véi cédc thir nghiém bang
phuong phdp tuong ty di dugc tién
hanh trén nguodi khoe manh dé xic
dinh muac do thanh céng cua thu
nghiém.

* Quy trinh tinh sach té bao NK tir
mdu ngoai vi:

Khdi t& bao don nhan tir mdu ngoai
vi cua BN UTTTL duoc thu hoach
bang phwong phdp tich gradient ty
trong st dung Ficoll; sau d6, khbi
PBMCs dugc ching t6i st dung bo kit
tich t¢ biao NK cua hing Miltenyi
Biotec (#130-092-657) dé thu khdi té
bao NK. Té bao NK sau tinh sach duogc
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stt dung dé nudi cdy ting sinh ¢ budc
tiép theo va dé danh gid do tinh sach
trén hé théng mdy dém té bao dong
chay (Flow cytometry) cua hang Agilent
Technologies (Novocyte 2060R).

Thyc hién quy trinh: PBMCs sau
tach ficoll dugc nhuém thudc nhudm
xanh trypan (trypan blue) dé ddnh gid
ty 1& séng/chét va xdc dinh sb luong
bang budng dém; tiép theo, hoan
nguyén té& bao véi 40uL Running
buffer cho mdi 10 té bao trong 6ng
15mL. B6 sung 10uL Cocktail Biotin-
Antibody cho 107 té bao. Tron déu va
trong 5 phuit & nhiét 4 2 - 8°C (khay
lanh). B6 sung 30uL dung dich dém
cho 10 té bao. B6 sung 20uL Cocktail
MicroBead NK cho 107 té bao, u 10
phit ¢ nhiét do 2 - 8°C; gén cOt tr vo
tring vao thiét bi tach; ria cot tir bang
3mL dung dich dém PBS; dung pipet
ImL hdt toan bd san phdm d3 U nho
vao budng tich trén cot, thu san pham
vao 1 béng vo trung loai 15mL; rora
(trdng) cOt béng 3mL dung dich dém,
san pham 1a khdi NK tinh sach. Lay
cot ra khoi vi tri gén (cot sir dung 1
1an); két thic tinh sach, 1dy mau kiém
tra té bao, chia thé tich twong tng voi
s6 luong té bao can dé nudi cdy hoic
cho céc thir nghiém khéc. Vi phan té
bao chuyén nudi cdy, bé sung dung
dich dém t&i 10mL vao ong san pham,

ly tAm rira véi tbc do 1500 vong/phiit
trong 5 phut (2 lan). Loai bo dung dich
rira, bo sung mdi truong nudi cay té
bao theo quy trinh nudi cdy NK.

* Quy trinh nuéi cdy tang sinh té
bao NK mdu ngoai vi:

Ching toi st dung khdi té bao NK
sau tinh sach & budc ké trén dé nudi
cdy ting sinh, st dung bo kit KBM
hang Kohjin Bio (#16030210) trong
14 ngay.

Thuc hién quy trinh: Gieo té bao
(ngay dau nudi cay/Dy); khdi té bao (té
bao) NK dugc bd sung modi trudng
nudi cdy NKCC1 + 10% huyét thanh
tu than, chinh mat d6 nuéi cay dat 0,5 -
1,0 x 10° t& bao/mL, hiit toan bd hdn
hop nudi ciy sang chai T25, chuyén ti
dm 37°C (Memmert, ICO105MED)
v6i 5% CO,, d6 am 96%; Kiém tra té
bao: Sau 48 gid, kiém tra chai nudi
ciy, kém tra mau sic moi trudng bang
mit thudng, chup hinh, 14y mau dém té
bao, bo sung mdi truong NKCC1 +
10% huyét thanh ty than dé dat mat do
0,5 - 1,0 x 10° t& bao/mL; thay moi
truong; dén ngay thr 4 (D), hit moi
truong nudi cdy chuyén sang 6ng
corning 15mL va ly tim tdc do 1.200
vong/phit trong 5 phit, loai bo moi
truong NKCC1, b6 sung mdi trudng
NKCC2 v6i 5% huyét thanh ty than dé
t¢ bao dat mat do 0,5 - 1,0 x 10° té
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bao/mL; kiém tra chai nudi ciy sau
mdi 2 - 3 ngay, lap lai cdc budc bd
sung NKCC2; chuyén chai nudi cay
dién tich 16n hon (T75) hoac tdi nudi
khi thé tich méi trudng 16n hon; thu
hoach t& bao (Dy,): Kiém tra té bao,
chup hinh, tron déu chai (td1) nudi céy,
liy miu kiém tra t& bao, 1dy mau
thuc hién cac xét nghiém dinh danh té
bao bang ky thuat té bao dong chay.
Tinh todn tong thé tich sin pham,
tong luong té bao thu hoach, sb lan
ting sinh va do tinh sach khdi té bao
NK (la quan thé c6 dinh danh:
CD45+CD56+CD3-
cytometry).

trén mday flow

3. Dao dirc nghién ciru

Nghién ctru 12 mot phan ndi dung dé
tai “Nghién ctru kiéu hinh mién dich va
hiéu qua ting sinh té bao NK & bénh
nhan ung thu tuyén tién liét c6 hoat
tinh NK thip” di duoc Hoi dong
Pao dac. Hoc vién Quéan y chép thuan
ngdy 04/10/2022; sb: 02/2022/CNChT-
HDDD.

KET QUA NGHIEN CUU
VA BAN LUAN
1. Quy trinh tinh sach té bao NK
tir mau ngoai vi BN UTTTL
Dé chuin bj miu cho hai quy trinh
tinh sach va nudi ciy, chdng toi st
dung phuong phdp tich PBMCs tu

20

12mL mdu ngoai vi bang dung dich
Ficoll véi ty 1€ 1:1 cho phép thu dugc
s6 lugng bach cau don nhan du dung
cho nghién ctu. Vé dic diém, ca 3
mau déu duoc thu thap tir BN ung thu
giai doan 4 v&i do tudi trung binh 1a
57,7. Bang 1 cho thiy lugng PBMCs
trung binh dat 17,8 + 6,7 x 10° té bao
don nhan, trong d6 quan thé lympho T
chiém 54,1 + 5,0%. Vi ty 1& té bao
NK ctia 3 miu nay trung binh 22,9 +
1,6% (dao dong tir 21,5 - 24,6%), sb
luong té bao NK trudc tinh sach 1a 4,2
x 10° t& bao (dao dong tir 2,71 - 6,2 x
10%; day la s6 lugng té bao dau vao
dép tmg tot nhu cau nudi cay & quy mod
nhdé cho muc dich nghién ctru va thu
nghiém lam sang.

Vé miat ky thuit, voi sé luong
PBMCs dau vao, theo huéng din cia
nha san xuét, ching tdi st dung 1 cot
tir loai LS (cho phép téch tbi da 10° té
bao dugc danh dau) cho mdi BN.
Luong khdng thé gin biotin va
Microbead theo quy trinh v&i mdi
10uL biotin va 20uL Microbead cho
107 té bao. Vi du: Truong hgp miu BN
tht 1 (BN1) c6 sb luong PBMCs la
25,3 x 10° ching tdi sir dung toi 25uL
biotin va 50uL. Microbead. Theo do,
sau tinh sach thuc hién kiém dinh béng
ky thuét té bao dong chdy, ching toi
thu dugc két qua nhu sau:
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Hinh 1. Két qua phén tich ty 16 % NK ¢ cic thoi diém ciia mau BN thir 3
(BN3-ma héa PNK22) trén mdy té bao dong chay.

A. Ty 1¢ NK trong PBMCs sau tach Ficoll;

B. Ty 1€ NK sau tinh sach tai thoi diém trudc khi nudi tang sinh (Dy);

C. Ty 1¢ NK trong moi trudng nudi cdy ngay 14 (D).

Cich thirc phan tich trén méyqdém té bao dong chay NK tai Dy (thude do,
“gating”...) dugc diéu chinh do kiéu hinh NK thay do6i sau qua trinh nudi cay tang
sinh va hoat hoéa.

Bang 1. Mot s6 dic diém mién dich va két qua tinh sach, ting sinh.

Pic diém BN 1 BN2  BN3 X +SD
Do tudi 60 50 63 57,7 +6,8
PBMCs (10% 25,3 12,6 15,5 17,8 6,7
T (%) 53,1 59,5 49,7 54,1 +5,0
NK (%) 24,6 21,5 22,7 229+ 1,6
S6 lwong NK trude tinh sach (10°) 6,2 2,71 3,52 42+1,8
S6 lwong PBMCs sau tinh sach (10%) 4,3 2,7 3,1 34+0,8
NK tinh sach Dy (%) 95,1 92,9 92,2 93,4+ 1,5
) luong NK sau tinh sach (106) 4,09 2,51 2,86 3,2+0,8
Ty 18 thu hdi NK Dy (%) 65,70 92,59 8123  79,8+135
NK tinh sach D4 (%) 97,8 92,0 94,9 94,9 +2.9
Téng s6 té bao (10°) 480 216 460 3853 +147,0
S6 1an tang sinh (1an) 240 108 230 192,7 + 73,5
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Két qua tinh sach cho thiy str dung
cot tir cho phép thu dugc san pham c6
ty 1¢ NK cao 1én t61 93,4 £ 1,5% (dao
dong tir 92,2 - 95,1%) véi s6 luong té
bao thu dugc trung binh dat 3,4 + 0,8 x
10° t& bao, dat hiéu suat thu hdi trung
binh 79,8% luong té bao NK trong
khéi PBMCs dau vao. Quan trong hon,
trong tmg dung liéu phdp truyén té bao
mién dich, dic biét trong ghép dong
loai 1a d6 tinh sach ctia quan thé NK ¢
ngay thu hoach (Dy4). Berg 2010 [5] da
c6 phan tich vé tinh an toan va hiéu
qua cta san phim ting sinh va truyén
trén nguoi can dat do tinh sach 1a tir
90% té bao NK trong khéi té bao tro
1én. Két qua cua ching t6i cho thay
nhiéu trién vong khi ty 1& té bao NK &
ngay thu hoach (D;4) trung binh dat
94,9% v6i dao dong tir 92,0 - 97,8%.

Nhu viy, két qua cho thay khi s
dung phuong phép tinh sach té bao NK
bang ¢t tir cho phép thu duoc ty 18 té
bao NK dau vao cao cho nudi ciy
(93,4%); tir d6, dat duoc do tinh sach ¢
kh6éi san phdm sau nudi cdy cao
(94,9%). Két qua ndy twong tu nhu
mot sb tac gia da sir dung phuong phép

nay trudc dé [6], va cao hon mdt so
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phuong phdp ding khang thé khang
CD3, CD52 don thuén [7, 8]. Bén canh
d6, phuong phap con cho thay c6 nhiéu
uu viét khac nhu: Str dung hat tu tinh
(Bead) sinh hoc si€u nho (Microbead)
khong anh huong téi dac tinh va doi
song cta té bao; thoi gian thyc hién
nhanh (30 - 45 phit), gidp t& bao
nhanh chéng duoc xur ly dé dua vio

moi truong nudi cay chuyén dung.

2. Quy trinh nudi cay ting sinh
té bao NK ¢ BN UTTTL

Két qua nudi cdy cho thiy sb lan
tang sinh trung binh cia 3 BN dat
192,7 + 73,5 vé6i s6 lugng té bao trung
binh 1a 3853 + 147,0 x 10° t& bao.
Mic di sb 1an ting sinh nay chua phai
1a cao nhung diéu nay phan nao ciing
da duogc ly gidi bdéi nghi€én clru cua
Pasero va CS [3] dd ching minh rang
TGF-B1 dugc tiét nhidu & moi trudng
UTTTL va lam trung gian cho cic tac
dong tang cuong tc ché mién dich 1én
té bao NK. Nhu vay, nhimng tic dong
tir vi mdi truong khdi u trong mot thoi
gian dai c6 thé 12 nguyén nhin anh
huong dén sy ting sinh cua té bao nay

trong phong thi nghiém.
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PNK22-D0

A

Hinh 2. Hinh anh qud trinh tang sinh cia mau BN3 (PNK22)
& mot sd thoi diém duoc chup dudi kinh hién vi ddo nguoc.

A. Ngay Dy, té bao phan bd déu trén
bé mit chai nudi cdy; B. Ngay Ds, té
bao tao thanh cdc cum nhd, sb luong
bat dau ting sinh; C. Ngay D, giai
doan tang sinh manh, té bao tao nhirng
cum I6n trong moi truong nudi, moi
truong ¢6 mau vang chanh ciing 1a du
hiéu can bd sung méi trudng hoidc thu
hoach té bao.

Tuy nhién, quy trinh nudi cdy ting
sinh dugc ching t6i dp dung la s dung
bd sinh phdm KBM (Kohjin-Bio, Nhat
Ban) van cho thiy ty 18 ting sinh ding
ké cua té bao NK véi trung binh 1én toi
gan 200 lan so véi lugng NK dau vio,
két qua ndy c6 thé so sianh vi nhém
tdc gia Fangming Wang [7] té bao NK
tang trén 100 1an & nguoi khoe manh
va nhém tdc gia Kazuhiro Nagai [6] té
bao NK tang trén 200 lan & mot s6 loai
ung thu tang dic. Dén nay, trén thé
gidi dd c6 nhiéu thir nghiém truyén bd

tro té bao NK trong nhiéu mat bénh
ung thu khéc nhau, liéu té bao NK trén
mot lan truyén luén c6 su bién dong
(tir 10° té bao/lan truyén [6] cho t&i 2 x
10” té bao/ lan truyén [9]) véi trung
binh duoc nudi cay tir 20 - 40mL mdu
ngoai vi. Mot tho nghiém 1am sang
khac vao nam 2014 [10] trén 4 BN ung
thu duong ti€éu héa di cén cling cho
thdy luong té bao truyén dao dong tir
5,0 - 9,0 x 10° v6i do tinh sach chi tir
39,7 - 78% NK. Nhu vy, v6i thé tich
mdu ngoai vi 12mL ching t6i nudi cay
dat s luong té bao trung binh 3,85 x
10° té bao véi dd tinh sach cao > 90%.
Pay 1a luong té bao c6 thé dép tng
dugc yéu cdu vé lidu cho nhing thu
nghiém 1am sang dé danh gid tinh an
toAn ctia san pham, v6i nhitng nghién
cuu danh gia tinh hi¢u qua va cé quy
mod 16n hon; chdng t6i khuyén cdo st
dung gip db6i thé tich mau ban dau la
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24mL va 2 cot tir dé thu duoge luong té
bao nhiéu hon vo&i d tinh sach cao
hon, tir d6 ¢6 thé t6i wu hiéu qua cia
cac nghién ctru thur nghiém.

Trong nghién ctru nay, ching t61 mo
ta quy trinh tinh sach va nudi cy ting
sinh t& bao NK mau ngoai vi tir BN
UTTTL duoc thuc hién trén ¢& mau rat
nho (n = 3); vi vdy, két qua do tinh
sach va mic do tang sinh té bao NK
thong qua quy trinh nay can duoc xic
dinh 5 trong nghién ctru tiép theo voi
¢& mau 16n hon.

KET LUAN

Thiét 1ap thanh cong quy trinh tinh
sach va nudi ting sinh khéi té bao NK
phuc vu cho nghién ctru va thir nghiém
vé t& bao NK & BN duoc chin dodn
UTTTL.

Thong qua quy trinh da thiét 1ap va
budc dau thir nghiém trén miu mdu
ngoai vi ciia 3 BN UTTTL cho thiy:
Ty 1¢ tinh sach sau nuoi céy dat 94,9%;
ty 16 ting sinh dat 3,85 x 10° t& bao
v6i sO 1an ting sinh gp 192,7 lan sau
14 ngay.
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PANH GIA GIA TRI CUA KY THUAT DPIEN DI HUYET SAC TO
TRONG SANG LQC NGUOI MANG GEN THALASSEMIA

Nguyén Thi Hong Hanh"’, Nguyén Bd Tung’, Trin Danh Cwong"?
Nguyén Ngoc Son’, Pham Quang Anh®, Nguyén Thi Trang""

Tém tit

Mouc tiéu: M6 ta ty 1é xuat hién thé a va p-Thalassemia bang k¥ thuat dién di
huyét sic td mao quan va so sanh két qua xdc dinh thé bénh Thalassemia giita k§
thuat dién di huyét sic té mao quan va k§ thuat xét nghiém lai phan tr nguoc
Globin Strip Assay. Phwong phdp nghién ciru: Nghién ctru hdi cru, md ta cat
ngang trén miu mau cta 383 thai phu dén sang loc bénh Thalassemia tai Bénh
vién Phu san Trung wong tir thang 01/2012 - 02/2023. Thu thap tét ca cdc két qua
xét nghiém: Tong phan tich té bao mdu ngoai vi, st va ferritin huyét thanh, dién
di huyét sic t6, xét nghiém lai phan tir nguoc. Két qua: St dung k¥ thuat dién di
xdc dinh thé Thalassemia thu duogc: Thé o-Thalassemia (2,3%), thé B-
Thalassemia (14,4%), thé o va B-Thalassemia (0), thé Thalassemia phéi hop véi
HbE (3,4%) va HbE (6,8%). Gid tri cua ky thuat dién di trong sang loc
Thalassemia: B nhay = 36,2%, d6 dac hi¢u = 71,4%, gia tri tién dodn duong =
92,6%, gia tri tién doan am = 10,1% va do chinh xdc = 39,4%. Két lugn: Ky
thuat dién di c¢6 kha ning dinh huéng cdc thé B-Thalassemia cao; tuy nhién, c6
thé bo s6t nhiéu truong hop o-Thalassemia. K¥ thuat Globin Strip Assay c6 gid
trj chan dodn cao trong trudng hop a-Thalassemia ma dién di bo sét.

Tir khoa: Thalassemia; Pién di huyét sic té mao quan; Globin Strip Assay.

"Truwong Pai hoc Y Ha Ni

*Bénh vién E

*Hoc vién Quén y

*Bénh vién Phy san Trung wong

*Bénh vién Pai hoc Y Ha Noi

STruwomg Pai hoc Y Duge Thai Binh

*T4c gia lién hé: Nguyén Thi Trang (trangnguyen@hmu.edu.vn)
Ngay nhén bai: 18/8/2023
Ngay duge chip nhan ding: 25/9/2023

http://doi.org/10.56535/jmpm.v48i8.472
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ASSESSMENT OF THE VALUE OF CHROMOPHORE
ELECTROPHORESIS TECHNIQUE IN
SCREENING THALASSEMIA CARRIERS

Abstract

Objectives: To describe the prevalence of a and PB-Thalassemia by the
capillary hemoglobin electrophoresis technique and compare the results of
Thalassemia identification between the capillary hemoglobin electrophoresis
techniques and the Globin Strip Assay reverse molecular hybrid assay. Methods:
A retrospective, cross-sectional descriptive study on 383 pregnant women, who
came for Thalassemia screening at the National Hospital of Obstetrics and
Gynecology from January 2012 to February 2023. Gather all test results:
Peripheral blood cytology, iron, ferritin, hemoglobin electrophoresis, and reverse
molecular hybrid test (Globin Strip Assay). Results: Using capillary hemoglobin
electrophoresis technique to determine Thalassemia types, the following results
were obtained: a-Thalassemia (2.3%), PB-Thalassemia (14.4%), o and J-
Thalassemia (0), Thalassemia in combination with HbE (3.4%), and HbE (6.8%).
Value of HST electrophoresis technique in Thalassemia screening: Sensitivity =
36.2%, specificity = 71.4%, positive predictive value = 92.6%, negative
predictive value = 10.1%, and accuracy = 39.4%. Conclusion: Capillary
hemoglobin electrophoresis technique demonstrates a high ability to identify
various [-Thalassemia types; however, it may miss several cases of a-
Thalassemia. The Globin Strip Assay reverse molecular hybrid assay holds
significant diagnostic value, particularly in cases of a-Thalassemia that may be
missed by Capillary hemoglobin electrophoresis technique.

Keywords: Thalassemia; Capillary hemoglobin electrophoresis technique;
Globin Strip Assay.

PAT VAN DE

Thalassemia 12 bénh 1y réi loan huyét
sdc to (HST) giy ra do bat thudng gen,
dan dén su giam hodc mat kha nang
tong hop mot loai chudi globin cua co
thé. O Viét Nam, Thalassemia 12 mot
trong nhitng bénh di truyén phd bién
nhét v4i khoang 2000 tré em sinh ra

mic bénh mdi nam, khoang 5,3 tri¢u
ngudi mang gen trong cong dong [1].
Thalassemia c6 hai thé bénh thudng
gdp la o-Thalassemia va B-Thalassemia.
Theo Suthat Fucharoen (2011), vung
bién gidi gilta cic nudc Thai Lan,
Lao va Campuchia c¢6 s6 ngudi mang gen
bénh a-Thalassemia 1én td1 30 - 40% va
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sO ngudi mang gen bénh B-Thalassemia
la 1 - 9%; 50 - 60% mang gen bénh
HbE [2].

Hién nay, cac ky thuat sinh hoc
phan tr ludn duoc coi 1a tiéu chuan
vang dé chan dodn bénh Thalassemia.
Tuy nhién, ¢ Viét Nam, nhiéu bénh
vién tuyén co so hién nay gip nhiéu
khé khin trong chan dodn bénh
Thalassemia do thiéu héa chit, trang
thiét bi phtt hop va gid thanh cua xét
nghi¢m... Vi vay, k¥ thuat dién di HST
v6i nhiéu vu diém (d& thuc hién, gid
thanh ré...) ¢6 thé thuc hién duoc & rat
nhiéu tuyén co s s& gidp phan tich
duoc cic thanh phan Hemoglobin c6
trong mau ciia ngudi bénh, tir cic bat
thuong d6 nham gidp xdc dinh dugc
cdc thé bénh thalasssemia. Do do,
ching t6i tién hanh nghién ctru nay
nham: Mo td ty 1é xudt hién thé a va
B-Thalassemia bang ky thudt dién di
HST mao quan va lai phan tur nguoc;
dong thoi xdc dinh gid tri chan dodn
thé bénh o va B-Thalassemia cia kj
thuat dién di HST mao quan.

POI TUQONG VA PHUONG PHAP
NGHIEN CUU
1. P6i twong nghién ciru
* Poi twong nghién ciru: Mau mau
ciia cdc thai phu dén khdm sang loc
Thalassemia tai Bénh vién Phu san
Trung wong tir thang 01/2012 - 02/2023.
* Tiéu chuan lwa chon: Thai phu
duoc 14y mdu 1am xét nghiém va c6 két
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qua dién di HST; thai phu c6 két qua
xdc dinh dot bién Thalassemia bang k¥
thuat Globin Strip Assay; hd so ghi
chép day du thong tin.

* Tiéu chudn logi trir: HO so bénh dn
khong day du théng tin can nghién ciru.

2. Phwong phap nghién ctru

* Thiét ké nghién ciru: Nghién ctru
hoi ctru, md ta cit ngang.

* Phwong phdp chon mau: Chon
mau thuan tién.

* Chi tiéu nghién ciru:

- Kiéu dot bién gen giy bénh
Thalassemia trén gen HBA, HBB:
Duong tinh (c6 mang dot bién gen)/Am
tinh (khong c6 dot bién gen).

- Thanh phan HST: HbA (96,5% -
98,5%), HbA2 (2% - 3,5%), HbF
(0 - 2%), HbE va Hb khéc.

- Chi s6 hong ciu mau ngoai vi:
RBC (4-52T/L) , HGB (120 - 160 g/L),
MCV (80 - 100fL), MCH (28 - 32pg)
va RDW-CV (11 - 15%).

- Chi s6 xét nghiém héa sinh: Sit
(9 - 30,4 pmol/L), ferritin (13 - 150 pg/L).

* Quy trinh nghién cuu:

- bién di HST: 2mL mau mdu dugc
chéng déng bang EDTA ctia mdi thai
phu dugc tién hanh dién di phan tach
thanh phan HST trén mdy Minicap
Flex Piercing, hang Sebia - Phap tai
Bénh vién Phu san Trung uvong. Dai
binh thuong cua k¥ thuat nay sir dung
theo dai binh thuong dp dung tai Bénh
vién Phu san Trung uong.
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Hinh 1. Hinh 4nh két qua dién di HST Hinh 2. Hinh anh két qua dién di HST
cua 1 truong hop HbH va Hb Bart’s.  ctia ngudi méc p-Thalassemia thé nhe.

- Ky thuat lai phan to¢ ngugc Globin Strip Assay: St dung kit Globin Strip
Assay do hing ViennaLab Diagnostics GmbH ctiia Ao phat trién, dya trén k¥
thuat Reverse Hybridization. Ky thuat nay phat hién duoc 22 dot bién trén gen p-
globin va 21 dot bién trén gen a-globin. La k§ thuat phdi hop multiplex-PCR va
lai DNA dé phat hién cting mét ltc nhiéu dot bién khac nhau, két qua lai DNA s&
duoc ddi chiéu véi thang chuin dé xdc dinh loai dot bién va tinh trang déng/di
hop tir & cdc mau phan tich dya trén san pham ADN duogc tich chiét va khuéch
dai DNA bang PCR.

=
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Contro
e 31 [A>G] mutant  c.-81A>G
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= s G i
= e cape1 (A0 mutant 504G
= g
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8 A>T U C.5285T
| i () codon 19 [A>G] Malay mutant  c.!
g — F— 10 codon 26 [G>AJHPE  mutant  .79G>A
P | Iy «codon 27/28 [+C] mutant  ¢.84_85insC
Il o G>T] mutant  ¢.92+1G>T
y === Veaioy Lohy o
— Wisiron i memoTTT
g} L s o5 — codon 43 [G>T] mutant  c.1:
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1 = ; T
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% —— L2 i e
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9A/B 10A/B P vislon dafe: Av2Bv4 03/2010 revision date: v3 03/2010

Hinh 3. Hinh anh cip s6 9 mang dot Hinh 4. Hinh dnh két qua strip - test
bién di hop tir SEA, cip sb 10 mang d6t bién di hop tir
khong phit hién dot bién gen a- globin. & don vi ma hod sb 17.

* Xt Iy 56 liéu: Thu thap bang Excel 2019, phan tich bang phan mém SPSS 20.0.
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3. Pao dirc nghién ctru

Nghién ctru nay 1a san pham thudc Dé tai Khoa hoc cip Nha nude: “Nghién
cuu xay dung h¢ théng tri tué nhan tao hd trg tam sodt trude sinh cho mot sb bat
thudng hay gip tai Viét Nam”, ma s6 KC-4.0-08/19-25. S liéu va tiéu chuan lwa
chon da duoc thong qua Hoi df)ng Y duc cua Bénh vién Phuy san Trung uvong s6
1042/CN-PSTW ngay 29/12/2020.

KET QUA NGHIEN CUU

1. Pic diém xét nghiém huyét hoc sinh héa ciia thai phu
Bang 1. Dac diém mot sb xét nghi¢m sang loc Thalassemia cua thai phuy.

Chi s6 (n = 383) X +2SD Min - max
RBC 4,89 +0,53 2,75 - 6,64
HGB 105,64 + 10,42 54 - 137
MCV 68,33 + 5,67 46,6 - 87,4
MCH 21,71 +2,07 14,9-29,5
RDW-CV 16,31 +4,24 10,2 - 40,8
Sét huyét thanh 16,21 +5,99 1,6 - 34,25
Ferritin 73,9 + 61,32 2,32 -334,7

2. Két qua x4c dinh thé Thalassemia bing di¢n di HST va Globin Strip Assay

S6 lwong hong cau (RBC) trung binh binh thuong. Lugng HST (HGB) trung
binh giam. Thé tich trung binh hong cau (MCV) nhé rd rét, Hemoglobin trung
binh hdéng cau (MCH) giam r5, hong cau c6 hinh dang khong déng déu, to nho
khac nhau, sat huyét thanh va ferritin huyét thanh binh thudng.

Ty l¢ xuit hién cac thé bénh Thalassemia héng ky thuat dién di HST

2.3

® alpha thalassemia
= beta thalassemia
® HbE
alpha va beta thalassemia
m Thalassemia/HbE
® Khéng xuat hién cdc thé thalassemia

Biéu d6 1: Két qua sang loc Thalassemia bang k§ thuat dién di HST mao quan.
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Dua theo két qua dién di HST: Ty 1¢ thai phu phat hién thé p-Thalassemia Ia
cao nhat véi 55 truong hop (14,4%), thé o-Thalassemia 12 thdp nhat véi 9 truong
hop (2,3%). C6 280 trudng hop khong phat hién céc thé Thalassemia.

Bang 2. Ty 18 phét hién thé a-Thalassemia va a-Thalassemia/HbE
bang k¥ thuat dién di HST mao quan.

Khong c6 HbE HDbE tang (> 0)
(HbE =0); n = 344 n=239
Loai Hb
S6 lrong () Min-max S6lwong(m) Min - max
Chi c6 Hb Bart’s 0 0
Chi c6 HbH 5 7,3-17 0
C6 it nht 1 loai Hb khac:
1 0,8 1 1,7

HbCs, HbQs, Agrinio....
C6 ca Hb Bart va HbH 1 0
C6 ca Hb Bart va Hb khac 0 0
C6 ca HbH va Hb khac 1 0
C6 ca HbH, Hb Bart va | 0
Hb khac
Tong 9 1

Ty 18 thai phu xuét hién thé bénh a-Thalassemia bang k¥ thuat dién di HST Ia
9 trudng hop (2,3%). Ty 18 thai phu xuit hién thé bénh o-Thalassemia phdi hop
v6i HbE bang dién di HST 1a 1 (0,003%), véi két qua dién di HbCs = 1,7.
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Bang 3. Ty 1¢ phét hién thé B-thalassemia, HbE don thuan va p-Thalassemia thé
phéi hop voi HbE bang k§ thuat dién di HST mao quéan (n = 383).

Céc trudng hop xic dinh kh?)ll?gEC(t’)iIl{llg) l(;l:l)g ,(n) khﬁngli(l':z):’:cg l(f;’)i I-}i:))i;léc (n)
EE? Zbil;?fgiinggg;o}f)%) 26 (1) 280 (2)
gg??aﬁiigz%g = 0(3) 6 (4)

EE? iitri? %h(;c‘yiﬁ ((7;)2%) e 42 (6)
gg??ﬁ; %>(>2;)5 " 1(7) 7(8)

Ty 1é thai phu méic bénh HST bat thuong HbE xdc dinh bang k¥ thuat dién di
HST 1 26 trudng hop (1) chiém 6,8%. Ty 1¢ thai phu nghi ngo xuat hién thé p-
Thalassemia bang k¥ thuat dién di HST chiém ty 1 cao nhat (14,4%) véi 55
truong hop [(4) + (6) + (8)]. Ty 1é thai phu nghi ngd xuét hién thé B-Thalassemia
phdi hop v6i HbE bang ky thuat dién di HST 1a 12 trudng hop [(3) + (5) + (7)]
chiém 3,1%.

Ty 1é phat hién cac thé Thalassemia bang ky thuat Globin Strip Assay
® alpha thalassemia

m beta thalassemia

u HbE

 alpha va beta thalassemia

® Thalassemia/HbE

® Khong xuat hién céc thé thalassemia

Biéu d6 2. Ty 1¢ phat hién cdc thé Thalassemia bang k¥ thuat Globin Strip Assay.

Ty 1¢ thai phu mang dot bién gen giy bénh a-Thalassemia cao nhat véi 260
truong hop (67,9%), mang dot bién gen gdy bénh a phdi hop B-Thalassemia thap
nhat véi 7 truong hop (1,8%). Ty 18 thai phu khéng mang dot bién gen giy bénh
Thalassemia 1a 35 truong hop (9,1%).
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3. Gia tri ky thuat dién di HST trong sang lgc Thalessemia

Bang 4. Gia tri cua k¥ thuat dién di HST trong sang loc Thalassemia.

Két qua
. i i o ~ Giatri  Giatri bo
Két qui Globin Strip Assay P PH 3 : > ’ ’
. h sc hid tién doan tién doan chinh
digndi  Amtinh Duwongtinh 0hay dichieu —. o am xdc
HST (n =348) (n =35)
Duong tinh
126 10
(n=136)
Am tinh - 36,2%  71,4% 92,6% 10,1%  39,4%
(n=247)

Két qua cua k¥ thuat dién di HST trong sang loc b¢nh Thalassemia c6 d§ nhay
va d6 dac hi€u chénh I¢ch nhau véi do nhay 1a 36,2% va d6 dac hiéu la 71,4%.
Gid tri tién dodn duong cao, 1a 92,6% khac bi¢t voi gia tri tién dodn am 1a 10,1%.

D0 chinh xac cua k¥ thuat dién di HST mao quan trong sang loc Thalassemia

12 39,4%.

BAN LUAN

1. Pic diém mét s6 chi sé huyét hoc
va sinh héa trong sang loc Thalassemia

Trung binh RBC = 4,89 + 0,53 T/L,
nam trong gii han binh thuong. Két
qua nay thip hon két qua nghién ctu
cia tic gia Nguyén Thi Thuy (2018)
nghién ctru trén cdc bénh nhan dén
kham sang loc Thalassemia lan dau tai
Bénh vién 19-8 B6 Cong an, véi RBC
= 5,79 £ 0,996 T/L do c6 su khac nhau
vé doi tuong nghién cuu [3].

Chi s6 Hgb trung binh giam nhe Ia
105,64 + 10,42 g/L. Két qua nay twong
duong voi két qua cua tic gia Dinh
Hiéu Nhén véi gid tri trung binh Hgb &

thai phu Thalassemia l1a 117 + 16,48
g/L [4]. Lugng HST giam c6 kha nang
do boi chua loai trir Thalassemia vi
thai phu 12 nhém déi tuong c6 kha
ning cao bi thiéu mau. MCV va MCH
déu giam thé hién phan da cic doi
tugng nghién ciru déu ¢6 hong cau kich
thudc nho, nhuoc sic. Két qua nghién
clru cua tac gida Hoang Thi Ngoc Lan
(2019) trén nhém phuy nt mang thai c6
mang dot bién gen gdy bénh
Thalassemia, gid tri MCV trung binh Ia
67,56 + 5,16 fL [5], twong duong v&i
két qua cta ching t6i. Luong sit va
ferritin huyét thanh déu nam trong gidi
han binh thuong.
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2. Xac dinh thé bénh Thalassemia
bang ky thuiat dién di HST va
Globin Strip Assay

* Xdc dinh thé bénh Thalassemia
bang kj thudt dién di HST:

Thé bénh o-Thalassemia: Thu duoc
két qua 1a c6 9 thai phu xuat hién thé
a-Thalassemia (2,3%).

Thé bénh a-Thalassemia phdi hop
v6i HbE: Thu dugce két qua 1a 1 thai
phu (0,003%) véi két qua dién di la:
HbA = 84,1%, HbA2 = 2,0%, HbE =
12,2% va HbCs = 1,7.

Thé bénh P-thalassemia: Thu duoc
55 truong hop (14,4%), chiém ty 18 cao
nhat. Trong d6, trudng hop HbA?2 ting
don thuan chiém ty 1& cao nhat voi
42/55 truong hop (76,4%), 6/42 truong
hop HbF ting don thuan (10,9%), 7/42
truong hop ting dong thoi HbA2 va
HbF (12,7%). Két qua ndy tuwong
duong v6i két qua cia Pang Thi Van
Hong (2022), trong céc trudng hop p-
Thalassemia c6 751/860 truong hop co
HbA2 ting don thudn (87,2%), c6
1/860 truomg hop HbF ting don thuin
(0,1%) va c6 107/860 truong hop tang
dong thoi HbA2 va HBF (12,4%) [6].

Thé B-Thalassemia phdi hop véi
HbE: Thu dugc 12 truong hop (3,1%).
Khi tinh trén nhitng thai phy mang
bénh Thalassemia trong nghién curu, ty
1¢ thai phu mang thé B-Thalassemia
phéi hop véi HbE 1a 12/102 trudng

34

hop (11,8%). Khi so sdnh v&i nghién
clru cua tdc gia Dang Thi Hong Thién
(2017) trén 354 thai phu dugc lam dién
di HST cho thay: Ty 18 thai phy mang
thé B-Thalassemia phdi hop véi HBE 1a
29/110 truong hop (26,4%). Su khac
nhau giita hai nghién ctru c6 thé do
khdc biét vé vung mién, yéu td tic
dong tr moéi trudong,... cia cic do6i
trong nghién ctru tai hai thoi diém
khéic nhau tai Bénh vién Phu san Trung
uvong [1].

Thé bénh HST bat thuong HbE: Thu
duoc 26 thai phy méc thé HbE (6,8%).
Khi tinh trén nhitng thai phy mang
bénh Thalassemia trong nghién cuu, ty
1¢ thai phy mang thé HST bat thudng
HbE 1a 26/102 truong hop (25,5%).
Khi so sanh v&i nghién ctru cua tic gia
Ping Thi Hong Thién (2017) voi
22/110 truong hop (20%) thai phu
mang thé HST bat thuong HbE cho thy
turong dong gitra hai nghién ctru [1].

Thé o-Thalassemia va B-Thalassemia:
Khéng c6 thai phu nao xuét hién thé nay.

* Xdc dinh thé Thalassemia bang ky
thuat Globin Strip Assay:

383 thai phu dugc chi dinh xét
nghiém tim dot bién gen gdy bénh
Thalassemia cho ra két qua thé o-
Thalassemia 13 cao nhat véi 261
truong hop (68,2%), B-Thalassemia la
23 truong hop (6%), thé a phdi hop
B-Thalassemia la 7 truong hop (1,8%).
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Tai Bénh vién Pai hoc Y Ha Noi, tac
gia Poan Hiru Thién (2022) st dung
k¥ thuat Globin Strip Assay dua ra két
qua 1an luot vé cdc thé o-Thalassemia,
B-Thalassemia, o phdéi hop B-
Thalassemia 1an luot 12 55,6%, 41,8%
va 2,6% [7]. Ty 1¢ thé B-Thalassemia
ctia chdng toi thdp hon tic gia c6 thé
do bai sy khic nhau vé dan toc, dia 1y,
thoi diém cua d6i twong gilta hai
nghién ctru.

3. Do nhay, do dac hiéu cia ky
thuat dién di HST trong sang loc
Thalassemia

D0 chinh xic cua k¥ thuat di¢n di
HST 12 39,4%. Khi tién hanh ddnh gid
gia tri cia k¥ thuat dién di HST ching
toi thu duoc cic két qua: Po dic hiéu =
71,4%, gia tri tién doadn duong =
92,6%; tuy nhién, d§ nhay va gid tri du
dodn am twong ddi thap, lan luot la:
36,2% va 10,1%. Jie Zou va CS (2022)
tién hanh nghién ctru viéc sang loc
Thalassemia cho 2258 tré so sinh tai
Trung Qudc bang k¥ thuat dién di HST
da dua ra két qua do nhay, do dac hiéu,
gid tri tién dodn duong tinh va am tinh
cua k¥ thuét dién di HST mao quan di
véi bénh a-Thalassemia va B-Thalassemia
lan luot 1a: 84,83%, 99,14%, 95,98%,
96,41% va 88,75%, 98,73%, 76,34%
va 99,48%. Téc gia ciing dua ra két
luan dién di HST mao quan vdi md
hinh giai thich dugc tdi wu héa cho

hiéu qua dang tin cdy trong sang loc
Thalassemia so sinh, dugc dp dung dé
sang loc dan s6 quy mé 16n [8]. Két
qua vé do nhay va gid tri tién dodn Am
clia chiing t6i thap hon tic gia c6 thé
do boi d6i twong nghién ciru 1a khac
nhau do boi tré¢ so sinh va nguoi
truéng thanh cé khdc nhau vé thanh
phan ciing nhu ty 18 cua céc loai HST.
Bén canh d6, mot phﬁn viéc 4p dung
gi61 han binh thuong cua céac loai HST
nén duoc cu thé hon va bam sdt vao
khuyén cdo ngudng gid tri binh thudng
cua cdc dong mdy khéc nhau.

KET LUAN

Két quéa phat hién céc thé Thalassemia
bang k¥ thuat dién di HST mao quan:
a-Thalassemia (2,3%), B-Thalassemia
(14,4%), o va PB-Thalassemia (0),
Thalassemia phdi hop véi HbE (3,1%)
va thé HST bét thuong HbE (6,8%).
Gié tri cua k¥ thuat dién di HST trong
sang loc Thalassemia: PO nhay = 36,2%,
do dac hiéu = 71,4%, gia tri tién doan
duong = 92,6%, gid tri tién dodn am
=10,1% va d6 chinh xac = 39,4%.

Loi cam on: Nghién ctru dugc tién
hanh tai Bénh vién Phu san Trung
vong trong thoi gian tir thang 01/2012
- 02/2023, voi sy hd trg cia cic dong
nghiép tai Khoa Chan dodn trudc sinh,
Bénh
Nghién ctru 12 két qua thuc hién dé tai

vien Phu san Trung uong.

35



TAP CHI Y DUQC HQC QUAN SU SO 8 - 2023

cdp Nha nudc "Nghién ciu ung dung
tri tué nhan tao trong sang loc mot sd
bat thuong hay gip tai Viét Nam"
thudc chuong trinh KC4.0/2016-2020.
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MOI LIEN QUAN GIUA KHA NANG Y TE CO SO VA LAM SANG
VOI THOI GIAN PEN VIEN O BENH NHAN NHOI MAU NAO

D6 Pirc Thuan”, Vii Mai Quynh’, Pham Ngoc Thio'

Tém tit

Mouc tiéu: Khao sit mdi lién quan giira kha ning y té co so va 1am sang véi
thoi gian dén vién & bénh nhan (BN) nhdi mau nio. Phwong phdp nghién ciru:
Nghién ctru tién ciru mo ta cat ngang trén 86 BN dén vién trudc 4,5 gio va 170
BN dén vién sau 4,5 gio khai phat bénh, diéu tri noi tri tai Khoa Dot quy, Bénh
vién Quén y 103 tir thang 6/2022 - 3/2023. Két qud: BN c6 tién sir dot quy dén
vién trudc 4,5 gio 1a 32,6%, dén vién sau 4,5 gio 1a 22,9%, p = 0,031. BN c6
bénh nén dén vién sau 4,5 gio 1a 81,8%, dén vién trude 4,5 gio 69,8%, p = 0,043.
Chan do4n sai & nhém vao vién sau 4,5 gio 1a 38,8%, nhém vao vién trude 4,5
gio 12 22,1%, p = 0,011. Céc triéu ching liét nira nguoi, liét ddy than kinh so ndo
sO VII, r6i loan ngdn ngit gip ty 1é cao & nhém dén vién trude 4,5 gid so voi
nhém dén vién sau 4,5 gio, voi p < 0,05. Phan tich hdi quy logistic thdy chan doan
sai (OR, 0,297; 95%CI = 0,104 - 0,85; p = 0,024) va tién sir dot quy (OR =
1,294; 95%CI = 1,296 - 3,897; p = 0,032) 1a hai yéu t6 doc 1ap lién quan véi thoi
gian dén vién. Két lugn: Tién sir dot quy, c6 bénh nén, céc triéu ching liét nira
ngudi, liét day VII, rdi loan ngdn ngit ¢ lién quan dén thoi gian dén vién trudc 4,5
gio, trong d6 hai yéu to lién quan doc 1ap: Chan dodn sai vé dot quy 1am giam ty 18
BN dén vién trudc 4,5 gio, tién sir dot quy 1am tang ty 16 BN dén vién trude 4,5 gio.

Tir khoa: Nhoi mdu ndo; Pic diém 1am sang; Thoi gian vang.

THE RELATIONSHIP BETWEEN BASIC AND CLINICAL
MEDICAL CAPACITY AND HOSPITAL ADMISSION TIME
IN PATIENTS WITH CEREBRAL INFARCTION
Abstract

Objectives: To investigate the relationship between basic and clinical medical
capacity and hospital admission time in patients with cerebral infarction.

'Bénh vién Quan y 103, Hoc vién Quan y
*Hoc vién Quén y
#Téc gi lién hé: P§ Pirc Thuin (dothuanvien103@gmail.com)
Ngay nhan bai: 06/7/2023
Ngay duge chip nhin ding: 28/8/2023
http://doi.org/10.56535/jmpm.v48i8.424
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Methods: A prospective cross-sectional descriptive study on 86 patients who
came to the hospital before 4.5 hours and 170 patients who came to the hospital
after 4.5 hours of disease onset, having inpatient treatment at the Stroke
Department, Military Hospital 103, from June 2022 to March 2023. Results:
Patients with a medical history of stroke, who came to the hospital before 4.5
hours were 32.6%, and after 4.5 hours was 22.9%, p = 0.031. Patients with other
diseases who came to the hospital after 4.5 hours were 81.8%, and after 4.5 hours
were 69.8%, p = 0.043. Misdiagnosis in the group hospitalized before 4.5 hours
was 38.8%, and after 4.5 hours was 22.1%, p = 0.011. Symptoms of hemiplegia,
facial nerve palsy, and language disorders were high in the group who went to
the hospital before 4.5 hours compared to the group who went to the hospital
after 4.5 hours, with p < 0.05. Logistic regression analysis showed that
misdiagnosis (OR = 0.297; 95%CI = 0.104 - 0.85; p = 0.024) and past medical
history of stroke (OR = 1.294; 95%CI = 1.296 - 3.897; p = 0.032) were independent
factors associated with hospital admission time. Conclusion: Medical history of
stroke, other diseases, symptoms of hemiplegia, facial nerve paralysis, and language
disorder were related to hospitalization before 4.5, in which misdiagnosed and past
medical history of stroke were independent related factors.

Keywords: Cerebral infarction; Clinical characteristics; Golden time.

PAT VAN PE mdu ndo khé tiép can diéu trj trong cira
Dot quy la mit bénh c6 ty 18 tir vong so diéu tri 4‘1,5 la do: Hiéu Plet cu2}
va tan phé cao; trong d6, nhdi mau ndo NEUOl dan vé dot quy; hé thong y &

chiém ty 18 85% téng s6 BN bj dot quy con han che; ctra s6 diéu tri tdi thong

[1]. O Viét Nam, theo Trinh Viét mach cap hep; quy trinh diéu trj can

Thang (2011), ty 1¢ hién mic dot quy
ndo la 294,7/100.000 dan. Thoi gian
ctra sO vang cho diéu tri nhdi mdu nio
dugc xdc dinh la trong thoi gian 4,5
gi0 tinh tr khi khoi phét bénh [2]. Tuy
nhién, s6 luong BN nhdi mdu ndo dén
vién trong 4,5 gid du cua bénh con
thip [3]. Cdc nghién ctu trén thé gidi
cho thdy mét sb nguyén nhan BN nhdi
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nhiéu budc; quyét dinh chan dodn va
diéu tri ¢6 sy tham gia cua nhiéu linh
vuc nhu cép ctu, hinh anh, sinh hoa,
huyét hoc. Tuy nhién, ¢ Viét Nam
nghién ciru vé van dé nay con han ché.
Vi vay, chiing t6i tién hanh nghién ctu
nham: Khdo sdt moi lién quan giita kha
nang y té co s¢ va lam sang véi thoi

gian deén vién o BN nhoi mdu ndo.
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POI TUQNG VA PHUONG PHAP
NGHIEN CUU

1. P6i twong nghién ciu

Gom 256 BN dot quy nhdi mdu nio
duoc diéu tri tai Khoa Dot quy, Bénh
vién Quan y 103, Hoc vién Quan y tu
thang 6/2022 - 3/2023. BN duogc chia
thanh 2 nhém, nhém dén vién trudce
4,5 gi va nhém dén vién sau 4,5 gio.

* Tiéu chudn lva chon:

BN nhéi mdu ndo duoc chan dodn
theo dinh nghia dot quy nao cua WHO
(1980) [9] va sy dong thuin cua Tb
chtic Y té Thé gidi (2002), duoc chan
doan xac dinh trén hinh anh CLVT so
nao hoac MRI so nao [10].

* Tiéu chudn loai trir:

BN c6 hinh anh chay mdu ndo trén
CT hodac MRI so nao; BN khong déng
y tham gia nghién ctru; BN khong ro
gio khot phat bénh; BN khong cung
cép duoc cédc diéu kién dé khéng dinh
thong tin cung cép cho nha nghién ctru
la chinh x4c; BN khong hiéu va giao
tiép duoc tiéng Viét.

2. Phwong phap nghién ctru

* Thiét ké nghién ciru: Nghién ctru
tién ctru, md ta cit ngang, c6 nhém

chung.

* C& mdau nghién ciru: C§ mau
thuan tién.

* Tiéu chi sw dung trong nghién ciru:

Thoi gian dén vién trudc 4,5 gio 1a
thoi gian dugc tinh tir khi khéi phét
bénh dén khi BN duoc nhap tén trén hd
so dién tir ciia phan mém quan 1y Bénh
vién, Bénh vién Quan y 103.

Lién két tuyén 12 BN dén co so y té
tuyén dudi, dugc lién hé dé thong bdo
trudec cho Bénh vién Quéan y 103 san
sang tiép nhan sém BN.

Tro gitip y té 12 BN duogc luc luong
y té hd trg dé phat hién, chan dodn,
xtr tri budc diu trude khi dwa dén
bénh vién.

Chan doén sai: Chan dodn do nhan
vién y té chan dodn & BN va khéc véi
chan dodn dot quy, tai bién mach méu
ndo, nhdi mau nio.

* Xip Iy $6 liéu: St dung phan mém
thdng ké y hoc SPSS 20.0.

KET QUA NGHIEN CUU

1. Pic diém chung nhém nghién
ciru

Tudi trung binh & nhém nghién ctru
1a 67,16 + 11,71, lta tudi méic bénh
nhiéu nhét 12 60 - 80 (61,3%); trong

d6, nam gidi chiém ty 1& cao (67,3%).
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b = 0,002

S0% 47 6

o 32,5383

40%

30%

25%

A% 14 14
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10% 5.9

i - ] i

Khéng di hoc Ticu hoc Trung hoc co Trung hocphd  Bai hocva sau

S0¥ théng dai hoc

mNhom=45gi0d mMNhom>=45gid

Biéu @6 1. Méi lién quan trinh d¢ van héa véi thoi gian vao vién.
BN c¢6 trinh do hoc van cao c6 ty 1€ dén vién truée 4,5 gi0 cao hon so voi ty 1¢
dén vién sau 4,5 gio, v6i p < 0,05.
2. Cac yéu t6 lién quan dén thoi gian vao vién
Bang 1. Lién quan giita bénh nén va dén vién trudc 4,5 gio.

Nhém < 4,5 gio Nhém > 4,5 gio

Cacly do n = 86 n=170 p
% (n) % (n)
Tang huyét ap 61,5 (53) 66,5 (113) 0,53
Tién sir dot quy 32,6 (28) 22,9 (39) 0,031
bdi thio duong 19,8 (17) 25,3 (43) 0,407
Réi loan lipid mau 16,3 (14) 15,3 (26) 0,707
Rung nhi 5,8 (5) 7,6 (13) 0,545
Gout 2,3(2) 1,2 (2) 0,868

Ty 1& BN c6 tién str dot quy dén vién trudc 4.5 gio 1a 32,6%, cao hon so véi
nhém dén vién sau 4,5 gio, voi ty 1€ da bi dot quy 1a 22,9%. Su khac biét ¢6 y
nghia thdng ké véi p > 0,05.
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Bang 2. Su két ndi va chan dodn & cic tuyén.
Nhém < 4,5 gio Nhoém > 4,5 gio

Cacly do n =86 n=170 p
% (n) % (n)
C6 lién két tuyén 38,4 (33) 40,6 (69) 0,836
Chan doén sai 22,1 (19) 38,8 (66) 0,011
Tro gitip y té 12,8 (11) 5,9 (10) 0,057
C6 BHYT 93,0% (80) 92,9% (158) 0,98

Ty 1é chan do4n sai & nhém vao vién sau 4,5 gid 1a 38,8% cao hon nhém vio
vién trude 4,5 voi ty 16 chan dodn sai 1 22,1%. Sy khdc biét c6 ¥ nghia théng ké
voip =0,011.

Bang 3. Lién quan dic diém 1am sang va thoi gian dén vién.

Nhém <4,5gi6 Nhém > 4,5 gior

Lam sang n =86 n=170 p
% (n) % (n)
Liét ntra nguoi 90,7 (78) 80,0 (136) 0,029
Liét day VII 82,6(71) 59,7 (105) 0,001
R6i loan ngdn ngir 68,6 (59) 44,1 (75) 0,000
Né6n 7,0 (6) 13,5(23) 0,176
Réi loan thing bang 1,2 (1) 2,4 (4) 0,516
Chéng mit 10,5 (9) 20,0 (34) 0,08
Ri loan phéi hop van dong 15,1 (13) 6,5(11) 0,44
NIHSS (X + SD) 9,67 + 5,439 6,14 £624  <0,001

Nhém dén vién trude 4,5 gior ¢6 ty 1é tridu chtng liét nira ngudi, liét ddy than
kinh so ndo sé VII, rbi loan ngdn ngir va diém NIHSS cao hon so v6i nhém dén
vién sau 4,5 gid, sy khdc biét 1a c6 y nghia théng ké véi p < 0,05.
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Bang 4. Phan tich hdi quy logistic yéu t6 lién quan véi
tho1 gian vao vién truoc 4,5 gio.

Yéu t6 danh hwéng OR 95%CI p
Liét nira ngudi 1,628 0,31 - 8,545 0,564
Liét day VII 2,733 0,75 - 9,96 0,127
Roi loan ngdn ngir 1,774 0,656 - 4,798 0,259
Tién st dot quy 1,294 1,296 - 3,897 0,032
Chan dodn sai 0,297 0,104 - 0,85 0,024

Phén tich hdi quy logistic thiy ring tién st bi dot quy, chan dodn sai vé dot

quy 12 nhitng yéu té lién quan doc 1ap, trong d6 chan doén sai vé dot quy lam
giam ty 16 BN dén vién trude 4,5 gid va tién sir bi dot quy 1am ting ty 16 BN dén

vién trude 4,5 gio dau.

BAN LUAN

Biéu d6 1 cho thdy BN c¢6 trinh do
hoc van cao c6 ty 1€ dén vién trudce 4,5
gid cao hon so véi ty 1¢ dén sau 4,5
gi0, voi p < 0,05. Nhitng nguoi bénh
¢6 trinh d6 hoc van cao c6 kha nang
hiéu biét, c6 diéu kién tiép can cdc
thong tin moi trén phuong tién truyén
thong. Kunisawa S. va CS nghién ctru
10.615 BN nhdi mdu ndo & 89 bénh
vién Nhat ban thdy rang BN c6 trinh
d6 vian hod cao c6 thoi gian dén vién
sém hon [4]. Theo bang 1, ty 1€ BN c¢6
tién stir dot quy dén vién trude 4,5 gio
la 32,6%, cao hon so v6i nhém dén
vién sau 4,5 gio véi ty 1€ tién str da bi
dot quy la 22,9%, khac biét c6 ¥ nghia
thong ké voi p < 0,05. Hién tai, Khoa
bot quy, Bénh vién Quan y 103 c6
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chuong trinh gido duc dinh ky vao
chiéu thir tw hang tuan cho nguoi nha
BN vé cdch nhan biét va tam quan
trong cua tiép can diéu tri s6Gm mit
bénh dot quy, cling nhu dot quy 1a mat
bénh c¢6 ty 18 tr vong, tan phé cao nén
khi c¢6 nguoi than bi dot quy thuong dé
lai mot bai hoc sdu sic cho nguoi nha
vé cdch phong chéng dot quy.

Bang 2 cho thdy ty 1& chan dodn sai
¢ nhém vao vién sau 4,5 gio 1a 38,8%,
cao hon nhém vao vién trude 4,5 gio
(22,1%), v6i p = 0,011. Trong nghién
ciru cua Eriksson M. (2010), BN vao
cdc don vi diéu tri dot quy boi bac si
than kinh, dot quy cé ty 1& diéu tri
thudc tiéu sgi huyét cao hon nhiing
don vi diéu tri tong quét [5] So v&i
nghién ctru Arch, A.E. va CS, ty I¢
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chan dodn sai ban dau BN dot quy nhoi
mdu ndo 1a 22% [6]. Tinh tong ca hai
nhém nghién ctru ty 1¢ chan doédn sai
cua ching t61 1a 33,2% cao hon so
nghién ctru cua tac gia Arch, A.E. Do
tdc gia Arch, A.E. nghién cttu & don vi
cap ctu than kinh, chiing t6i thu thap
thong tin chin dodn sai tir cic tuyén co
s& cap ctu chung. Tuy nhién, ching ta
can ning cao ning luc chin dodn, tu
van diéu tri dot quy cho cdc nhan vién y
té dia phuong, ddo tao cdc chuyén gia
dot quy.

Bang 3 cho thay cic triéu chimg liét
ntra ngudi, liét day than kinh so ndo s
VII, r6i loan ngén ngit 1a nhing tridu
ching gap ty 1€ cao va la cac tri¢u
ching c6 gid tri gitip BN dén vién
som, sy khac biét 1a c¢6 y nghia thong
ké v6i p < 0,05. T6 chtrc Y té Thé gidi
khuyén cdo s dung dau hiéu FAST
(face, arms, speech, time) bao gdm cac
dau hiéu 1am sang & mat, tay, ngdn ngir
va thoi gian dé nhan biét dot quy som
[7]. Bang 3 cho thdy BN dén vién
trudc 4,5 gio ¢ muc do 1am sang theo
thang diém NIHSS ning hon so véi
BN dén vién sau 4,5 gio, khéc biét c6 y
nghia thdng ké véi p < 0,05. Ching toi
cho rang mic d6 ning trén 1am sang
gitip ngudi bénh dé nhan biét sy bat
thuong ctia ban than dé thong bdo cho
nhin vién y té, nguoi than dé dua dén
vién som.

Bang 4 phén tich hoi quy logistic
cho thdy rang tién sir bi dot quy, chan
dodn sai vé dot quy Ia nhitng yéu to
doc lap lien quan dén thoi gian vao
vién sau 4,5 gid hay trudc 4,5 gio cia
nguoi bénh. Trong d6, tién sir bi dot
quy 1am tang ty 16 BN dén vién trude
4,5 gio> 1a 1,294 1an. BN dugc chan
doan ban dau khong phai 1a dot quy
lam giam ty 186 BN dén vién trudc 4,5
gio 12 0,297 l1an. Nhu vay, viéc ning
cao nhan thic vé dot quy nhu tic gia
Kunisawa S. va CS [4] ning cao trinh
d6 y té dia phwong nhu tic gia Arch,
A.E va CS [6] c6 vai trd quyét dinh
nang cao ty 16 BN dn vién trudc 4,5
gi0. Trong nghién ctru cua Ekundayo,
0.J. va CS trén 204.591 BN dot quy
thdy rang vai trd hé théng cip ctu
ngoai vién la yéu t6 doc lap lién quan
dén tang ty 16 BN dén vién trudc 4,5
gio [8]. Chiing t6i cho rang su khic
nhau nay do su khic biét vé trinh do
van hod, y té, co so ha ting cua noi
nghién cuu.

KET LUAN

BN trinh do vin hod cao, ¢6 tién su
dot quy, khoi phét bénh dién hinh voi
céc triéu chirng liét nira nguoi, néi kho,
méo mi¢ng, va c6 muc do lam sang
theo thang diém NIHSS ning c6 ty 18
dén vién trudc 4,5 gid cao hon so voi
dén vién sau 4,5 gid. BN c6 chan dodn
ban dau sai c¢6 ty 1& dén vién sau 4,5 gid
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cao hon so voi dén vién trude 4,5 gio.
Trong d6 tién st bj d6t quy va chan
dodn sai vé dot quy 1a hai yéu t6 doc
lap lién quan dén thoi gian vao vién,
v6i tién str dot quy lam tang ty 16 BN
dén vién trude 4,5 gio 1én 1,294 1an va
chan do4n sai lam giam BN dén vién
trude 4,5 gio xudng 0,297 lan.
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CA LAM SANG SOT THAN KINH SAU CHAN THUONG TUY SONG

Nguyén Thanh Nga'', Nguyén Thanh Bic', Nguyén Trung Kién'
Nguyén Quang Huy', Pham Vin Cong', Lé Ping Manh'
Tran Vin Tung', Nguyén Pdic Khoi', Nguyén Thi Kiéu Diém’

Tém tit

S6t than kinh 1a tinh trang hiém gip va c6 thé gdy tir vong ¢ bénh nhan (BN)
chan thuong tiy sdng. BN thudng khong ddp Gmg véi thude ha sét thong thuong
va dugc chan dodn st than kinh sau khi dd loai trir cdc nguyén nhin giy sot
khéc. Tinh trang nay duoc hiéu 12 do rdi loan chirc nang than kinh tu dong dan
dén suy giam chtic ning diéu nhiét. Ching t6i bdo cdo ca 1am sang: BN nam 42
tudi bi sot 41°C trong 4 ngdy sau chin thuong tiy séng lién quan dén cdc phan
doan C5-C6. S6t khong dap ung véi paracetamol. Sau khi loai trir ca nguyén
nhén giy st nhiém tring va khéng nhiém trung, ting than nhiét duoc cho 1a do
s6t than kinh. BN tiép tuc sdt cao, tién trién tiéu co van, suy chirc ning da tang va
tr vong sau 3 tuan. Thong qua trudng hop nay, chiing tdi nhan manh sy can thiét
phai nhan thirc dugc sy khic biét cua sbt than kinh voi cdc trudong hop sbt cao
khéc sau chin thuong tay sdng, dé chan dodn va cé thdi d6 xir tri sot phit hop,
gilp cai thién tién lugng BN.

Tir khoa: St than kinh; Chan thuong tuy séng.

CASE STUDY: NEUROLOGICAL FEVER
AFTER SPINAL CORD INJURY

Abstract

Neurological fever was a rare and potentially fatal condition in spinal cord
injury patients. Patients usually do not respond to conventional antipyretics and
are diagnosed with neurological fever after excluding other causes of fever. This
condition is understood to be caused by autonomic neurological dysfunction

'Bénh vién Quan y 103
*Té4c gia lién hé: Nguyén Thanh Nga (Hvan17021993 @ gmail.com)
Ngay nhan bai: 25/8/2023
Ngay duge chip nhan ding: 06/10/2023
http://doi.org/10.56535/jmpm.v48i8.486
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leading to impaired thermoregulatory function. We reported a clinical case: A
42-year-old male patient with a fever of 41°C for 4 days following a spinal cord
injury involving C5-C6 segments. Fever did not respond to paracetamol. After
excluding both infectious and non-infectious causes of fever, hyperthermia was
said to be due to neurological fever. The patient continued to have a high fever,
developed rhabdomyolysis and multiple organ failure, and died after 3 weeks.
Through this case, we emphasize the need to be aware of the difference between
neurogenic fever and other cases of severe fever after spinal cord injury to
diagnose and have an appropriate febrile management attitude, which improves

the patient’s prognosis.

Keywords: Neurological fever; Spinal cord injury.

DAT VAN DE

Chan thuong tiy sdng cap tinh c6 thé
tao ra phan (mg sot nghiém trong do ca
cin nguyén nhiém tring va khong
nhiém tring, véi ty 18 tir 47 - 85%. St
than kinh 12 mét tinh trang hiém gap va
c6 thé gy tr vong & BN chin thuong
tay séng. BN thuong khong ddp tng
v6i thudc ha sbt thong thudong va duge
chan dodn sdt than kinh sau khi da loai
trir cdc nguyén nhan giy sbt khac.

O Viét Nam, chua cé bdo cdo vé
tinh trang sot than kinh sau chan thuong
tuy song. Trong nghién ctru nay, ching
toi trinh bay: Ca bénh sot than kinh
sau chan thieong tuy song, dong thoi
ban lugn vé mér sé van dé vé chan
dodn va diéu tri tinh trang nay.

GIOI THIEU CA BENH

BN nam 42 tudi, ti€n st khoe manh,
vao vién vi liét tor chi sau nga cao,
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nhdp vién trong tinh trang: Y thuc tinh,
tiép xic dugc, dong tor 2 bén déu,
mach 67 chu ky/phdt; huyét dp
113/64mmHg. V& hd hip: BN tu thg,
oxy 51/p, ri rao phé nang nghe duoc,
khong c6 tran khi dudi da, SpO, 98%;
nhiét do 37°C. Thim khdm than kinh:
BN mit cam gidc tr ving dudi nén
o trd xudng, stc co tay 0/5, chan 0/5.
Cdc xét nghiém huyét hoc, sinh héa
mdu ldc vao vién trong giéi han
binh thuong. Siéu am: Chuc nang
tdm thu that trdi binh thuong, khong
¢6 tran dich mang phdi, mang bung.
Hinh anh cét 16p vi tinh cot sdng co:
Giy trat C5-C6, chén ép tiy co ngang
muc C6. Hinh anh chup X-quang
nguc thiang: Hai truong phdi sang.
Céc xét nghiém mién dich, ty mién:
Rét tiéc chiing t6i khong thyc hién
dugc xét nghiém nay vi mot s6 yéu td
khach quan.
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A
'
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Hinh 1. Hinh anh chup cit 16p vi tinh cdt séng cb.

Sau khi vao vién 2 gio, BN suy ho
hap do liét co hd hép, duoc dit dng nodi
khi quan. Sau 4 ngay nhap vién, BN
s6t cao lién tuc tir 40 - 41°C, mach
cham, kém theo huyét dp tim truong
tut dan; dugc su dung thude van mach
noradrenalin dé dam bao huyét 4p
trung binh > 65 mmHg; duoc ciy méiu
nhiéu 1an khi sot cao tai thoi diém chua
ding khang sinh; cdy nudc tiéu, cay
dich phé quan, xét nghiém cdc marker
nhidm tring nhu PCT, BC. Két qua
cdy cdc bénh pham déu am tinh, cic
marker nhiém trling trong gi¢i han
binh thuong, cac xét nghiém Dengue,
cim A, B déu am tinh. Khao sét cin
nguyén ndi tiét, xét nghiém hormon.
tuyén gidp trong giéi han binh thuong.
BN ciling dugc tam soat dé loai trir
huyét khdi tinh mach sau. Sau khi loai

trir cdc can nguyén khdc giy sét, chiing
t6i hudng dén chan dodn: Sot than kinh
sau chan thuong cot séng tuy séng. BN
dugc ha sot bang truyén paracetamol
1g mdi 6 gid, chuom lanh, chéng phit
tuy bang NaCl 3%; duoc st dung
khang sinh pho rong theo kinh nghiém
(meropenem, amikacin) dé diéu tri.
Tuy nhién, BN khong déap Uing voi céic
bién phép trén.

1 tudn sau khi nhdp vién, BN tién
trién tiéu co van (CKTP > 30000 U/L),
suy da tang, dugc loc mdu lién tuc,
diéu tri khang sinh theo kinh nghiém.
Trong qud trinh loc mdu, tinh trang st
giam nhung ngay sau khi dung loc,
nhiét do BN cao trd lai 40°C. Tinh trang
dién bién x4u hon, suy da tang khong
hoéi phuc, ddp ung kém véi thudc van
mach, BN tir vong sau 3 tuan.
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Biéu d6 1. Biéu do nhiét d6 ciia BN qua thoi gian.

BAN LUAN

Chén thuong tuy sdng cip tinh c6
thé tao ra phan ung s6t nghiém trong
do ca cidn nguyén nhiém trung va
khong nhiém tring, voi ty 18 47 - 85%
[1]. S6t than kinh 1a sbt khong do
nhiém tring, chiém 2,6 - 27,8% BN bi
chan thuong so ndao [2] hoac chan
thuong tuy cd, va 1a mot biéu hién cua
rdi loan than kinh ty dong [3]. Céc dic
trung cua r6i loan than kinh tu dong
bao gom: Tang than nhiét, thudng >
38,9°C va ddp ung kém voi céc thube
ha sdt, sbc, nhip tim cham, va md hoi
[4]. Sbt than kinh & BN chan thuong
cot séng tuy song 12 mot yéu td tién
luong ning, ty 1& tir vong cao néu nhu
khong duoc cip ciu va diéu tri kip
thoi. Trong nghién cltru cua Fatma
Ulger cho thiy 25 trong s6 52 BN
(48,1%) chan thuong cot séng tuy song
cép tinh duoc chan dodn bi sbt than
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kinh trong qud trinh theo doi cham séc
dac biét do rdi loan diéu hda nhiét,
khong dap ung voi diéu tri. Trong do,
c6 22/25 (88%) BN tur vong véi nhiét
dd trung binh 1a 40,2°C. Nghién ctu
cling chi ra rang & BN chén thuong tuy
song cap tinh, sot than kinh c6 ty 18 tir
vong cao hon so véi s6t do can nguyén
nhiém trung [S].

Co ché bénh sinh cua sét than kinh
sau chén thuong tuy séng con chua rd
rang. C6 nhidu gia thiét nhu cat dit
duong lién hé véi trung khu diéu hoa
nhiét & ving dudi doi-trung tim chinh
ctia ndo lién quan dén diéu chinh nhiét,
6 thé gay ra r6i loan diéu hoa nhiét va
dac biét la tang than nhiét.

Pé chan dodn sbt than kinh, can
danh gid mot cach hé théng va loai trur
cin nguyén nhiém khuan tai chd
(nhiém khuin vét mé, ap xe, viém
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xuong tuy xwong) cling nhu toan than
(xét nghi€ém mau, nudc tiéu). Ngoai ra,
cdc nguyén nhan gy s6t khong nhiém
tring nhu huyét khoi tinh mach sau,
thuyén tic phdi phai duoc loai bo. Vi
vay, chan dodn sbt than kinh 12 mot
chan dodn loai trr [3]. O BN cua
ching t61, sau khi loai trir cdn nguyén
nhiém tring, do vi rit, do cin nguyén
noi tiét, va ciing loai trir cin nguyén
tdc mach va viéc BN ddp tng kém voi
thudc ha sot, chiing toi huéng téi chan
dodn: S6t than kinh sau chdn thuong
cot séng, tuy song.

Nhi¢t d§ nao thuong cao hon nhiét
do do duoc ¢ trung tdm (tryc trang
hodc thuc quan) va tang than nhiét kéo
dai > 40°C c6 thé 1am thay doi cau tric
va chtrc ning ndo, do d6 can phai diéu
tri kip thoi. V& diéu tri, vé co ban la
dua than nhiét BN vé& binh thudng
bang nhidu bién phdp. C6 mot sd
nghién ctru chi ra c¢6 thé ding thudc
chen kénh Beta, clopromazin [6], h¢
théng ha than nhiét bé mat [7]. Viéc
kiém sodt than nhiét tich cuc & BN
gitip cai thién tién lugng trong diéu tri
[8]. B&i vi thudc chen kénh Beta 1a
mot loai thudc trc ché tinh trang ting
dong giao cam kich phat nhu tang than
nhiét, nhip tim nhanh, thé nhanh, gian
mach va ting tiét mo hdi. Betaloc 1a
mot thudc chen Beta khong chon loc
nhém lipophilic nén dé dang vuot qua
hang rao mdu nio va c6 thé duoc ding

dé diéu tri chtimg cuong giao cam kich
phét. BN cua ching t6i ban dau dugc
dung ciac bién phdp ha nhiét nhu
paracetamol 1g mdi 6 gid, chuom lanh,
truyén dung dich lanh 4°C, diéu tri
chéng phu tuy bing dung dich NaCl
3%. Tuy nhién, BN khong dap tng voi
cdc diéu tri ¢ trén. Ching tdi khong
ding thudc chen kénh Beta cho BN vi
mach c¢6 xu huéng cham. Sau 3 ngay
s6t cao lién tuc, BN c¢6 biéu hién tiéu
co van, suy chtic ning da tang tién
trién; duoc tién hanh loc mdu lién tuc
dé kiém sodt than nhiét va diéu chinh
roi loan chtc ning da tang. Tuy nhién,
sau d6 tinh trang tién trién xau hon dan
dén tir vong.

Tang than nhiét c6 thé dan dén tang
chuyén héa co, tiéu co van, nhiém toan
chuyén hod, giam thé tich tuan hoan,
giam nhip tim, rdi loan déng mau, hoai
tir 6ng than cip, ting enzyme gan, tién
trién suy chtic ning da tang. Ngoai ra,
tang than nhiét ciing kich hoat ting tiét
cytokin gép phan 1am suy chtc ning
da tang tién trién. O BN ciia chiing tdi,
sau 4 ngay sbt cao lién tuc c¢6 biéu hién
tieu co van (CKTP > 30.000 U/L), suy
than, suy tudn hoan vi tir vong sau
3 tuan.

Vi vay, nhan dinh ding tinh trang
BN va c6 thdi do xir trf sbt phit hop &
BN chén thuong cot séng tuy song 1a
can thiét dé gidp tranh cdc bién chimg
cua tang than nhiét.
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KET LUAN

BN c6 biéu hién sbt cao khong
nging sau chin thuong tuy séng c6 thé
dugc coi la sét than kinh sau khi céc
nguyén nhan nhiém trung va khong
nhiém trung khic di duoc loai trir.
Piéu nay c6 thé gitp ich trong tién
luong cling nhu trdnh viéc st dung
khang sinh khong can thiét.
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PANH GIA KET QUA PIEU TRI NGOAI TRU BENH NHAN
MAC BENH PHOI TAC NGHEN MAN TiNH TAI PON VI QUAN LY
BENH PHOI MAN TiNH BENH VIEN PHOI TINH PHU THOQ

Lé Hitu Kién"", Nguyén Quang An’, Pham Kim Lién’

Tém tit

Mouc tiéu: Déanh gid két qua diéu tri ngoai trd va mot sd yéu td lién quan téi
tuan thu dung thuéc & bénh nhan (BN) méc bénh phé)i tic nghén man tinh
(COPD). Phuwong phdp nghién ciru: Nghién ctu tién ctru, mé ta, theo doi doc,
c6 can thi¢p diéu tri trén 200 BN COPD diéu tri ngoai trd tai Bon vi quan 1y bénh
phdi man tinh (CMU), Bénh vién Phdi tinh Phd Tho. Dénh gid cai thién cic tri¢u
chtng 14m sang va cin 1am sang sau 3 thing so véi thoi diém bit diu nghién ciru
(BDNC). Két qua: Tudi trung binh 13 66 + 9. Ty 1é nam/nit = 5,89/1. Hit thudc 14
12 yéu t6 nguy co hay gip nhét voi 74%. Sau 3 thang diéu tri: Nném GOLD 2 di
giam tir 43% xudng 39% va GOLD 3 giam tir 30% xudng 28,5% (p > 0,05);
mMRC 2-4 giam tir 73,5% xudng con 64% (p < 0,05); CAT > 10 giam tir 49%
xudng con 45% (p > 0,05); BODE 7-10 giam tir 13% xudng con 10,5%
(p > 0,05). Céc yéu tb lién quan dén khong tuan thu diéu tri voi thude dang hit 12
trinh do hoc van thép hon, chi s6 BMI thép hon, diém mMRC cao hon, diém
CAT cao hon, diém BODE cao hon, chi s6 FEV1 thap hon va FEV1/FVC thap
hon tai thoi diém BDNC. Két ludn: Sau 3 thang diéu tri ngoai trd, BN COPD da
giam duoc déng ké mic d6 khé thé; tuy nhién, su cai thién muc d6 tic nghén
duong tha, diém CAT va diém BODE la chua c6 ¥ nghia.

Tir khéa: Bénh phoi tic nghén man tinh; CMU; Diéu tri ngoai tri.

'Bénh vién Phéi tinh Phii Tho
*Trwong Cao déing Y té Phii Tho
*Trwong Pai hoc Y Dwoc, Pai hoc Thai Nguyén
*Tac gia lién h¢: Lé Hiru Kién (kienbvl @gmail.com)
Ngay nhan bai: 25/7/2023
Ngay duge chip nhan ding: 22/9/2023
http://doi.org/10.56535/jmpm.v48i8.441
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ASSESSMENT OF CHRONIC OBSTRUCTIVE PULMONARY DISEASE
OUTPATIENT TREATMENT OUTCOME
AT CMU PHU THO PROVINCIAL LUNG HOSPITAL

Abstract

Objectives: To evaluate some results of outpatient treatment and factors
related to medication adherence in patients with chronic obstructive pulmonary
disease (COPD). Methods: A prospective, descriptive, longitudinal, and
interventional study on 200 outpatients with COPD at the chronic lung disease
management unit (CMU), Phu Tho Provincial Lung Hospital. The improvement
of clinical and sub-clinical symptoms was assessed at 3 months compared with
the initial time. Results: The mean age was 66 + 9 years old. The male/female
ratio was 5.89/1. Smoking was the most common risk factor, with 74%. After 3
months: GOLD 2 group reduced from 43% to 39%, and GOLD 3 reduced from
30% to 28.5% (p > 0.05); mMRC 2-4 reduced from 73.5% to 64% (p < 0.05);
CAT > 10 reduced from 49% to 45% (p > 0.05); BODE 7-10 points reduced
from 13% to 10.5% (p > 0.05). Some factors associated with non-adherence to
inhaled medication were lower education, lower BMI, higher mMRC score,
higher CAT score, higher BODE score, lower FEV1, and lower FEV1/FVC at
the initial time of study. Conclusion: After 3-month treatment, patients with
COPD
obstruction, CAT, and BODE scores were not significantly improved.

significantly reduced the severity of dyspnea; however, airway

Keywords: Chronic obstructive pulmonary disease; CMUj; Outpatient treatment.

PAT VAN PE Mic dit ¢6 thé phong ngira va diéu tri

COPD 1a bénh 1§ phé bidn trén thé €O MieW qud, wy nhién ty I¢ wr vong

o . B con cao. Theo bdo cdo vé ganh ndng
gioi, dac trung boi han ché luu luong A T
Yhi th , , L bénh tat toan cau giai doan 1900 -
i tho ra tién trién va ton thuong ga - A s

& 84y 2015, da c6 hon 3 triéu nguoi tir vong

phd hiy nhu mo phoi. Bénh thuong 4, (o3 thé gidi vi can bénh nay, ting

biéu hién boi cac trieu chirng ho, kho
thd va tang tie¢t dom, tién trién tu

khong triéu chirng dén céc bién ching.
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12% so v6i nam 1990 va khoang 90%
Xay ra & cic nudc c6 thu nhap thap va
trung binh [1].
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Tai Viét Nam, gin diy cé nhiéu
chuong trinh quéc gia gidp ning cao
nhan thuc trong quan 1y ngoai tru
COPD da dugc xay dung, dic biét la
huéng din cta BO Y té ban hanh tiéu
chi cho “Pon vi quan 1y hen va bénh
phéi tic nghén man tinh - CMU giai
doan 2017 - 2020 [2]; day 1a mo hinh
hét stc thiét thyc gidp két ndi gitra
diéu tri ndi trd va ngoai trd, gitr dugc
moi lién hé gitta BN va co s y té. Tur
d6, da c6 nhiéu don vi CMU ra doi tai
cdc tinh thanh. CMU - Bénh vién Phoi
tinh Phi Tho dugc thanh 1ap vao nam
2013 va hi¢n dang kham, chan dodn,
diéu tri, quan 1y rit nhiéu BN COPD
moi nim. Tuy nhién, van c¢6 nhitng BN
khong tudn thu diéu tri nhu dung thudce
khong ding phéc do, van tiép xdc yéu
t6 nguy co, ty mua thém thudc... din
dén sb6 BN nhdp vién vi dot cép van
con khd nhidu. Vi viy, chdng toi tién
hanh nghién ctru nham: Pdnh gid két
qua diéu tri ngoqi trii va mot so yéu to
lién quan téi viéc tudn thii dimg thudc
& BN COPD tai CMU, Bénh vién Phéi
tinh Phii Tho.

POI TUQONG VA PHUONG PHAP
NGHIEN CUU
1. P6i twong nghién ciru
* Poi twong nghién ciru: 200 BN
ngoai trd dugc chan dodn xdc dinh

COPD lan dau hodc da duoc chan doan
truée d6 va dang duogc theo doi, diéu
tri tai CMU, Bénh vién Phdi tinh Phd
Tho, tr thang 10/2022 - 7/2023.

* Tiéu chudn lya chon:

- BN duoc chan dodn COPD theo
GOLD (2021) dwa vao tién st (hiit
thudc 14, phoi nhidm véi céc yéu td
moi truong), tricu ching lam sang
chinh (kh6 tho, ho, khac dom, kho
khe) va do théng khi phdi c6
FEVI/FVC < 70% (sau kiém tra hdi
phuc phé quan) [3].

- BN duoc quan 1y, diéu tri ngoai trd
tai CMU trong thoi gian it nhat 3 thang
ké tir thoi diém BDNC.

- Tubi > 40, BN va ngudi nha dong
y tham gia nghién ctru.

* Tiéu chudan loai tru:

- Mic bénh 1y tdm than, khong hop
tac, khong tra 101 dugc cau hoi.

- Mic céc bénh gdy anh hudng
viée do va két qua do chirc ning thong
khi phoi.

- Mic céc bénh Iy ho hap kem theo:
Lao phoi, hen phé quan, chong 1ap hen
COPD,...

2. Phwong phap nghién ctru

* Thiét ké nghién ciru: Nghién ctru
tién ctru, mo ta, theo doi doc, ¢é can

thiép diéu tri.
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- Céc bién phdp quan ly, diéu tri tai
CMU thuc hién theo huéng dan ciia Bo
Y té vé chirc nang, nhiém vu cua don
vi CMU [2]: Tham khdm lam sang,
1am céc xét nghiém, cdp thude, tu vin
theo doi diéu tri (vé nguyén nhan, biéu
hién va bién phdp du phong COPD, tic
hai cta hit thuéc va bién phdp cai
thude, ché do an, hoat dong thé Tuc va
phuc hdi chirc ning ho hap, cich ding
thudc ubng, k¥ thuat sir dung binh xit
dinh liéu véi thude dang hit; phat hién
va xu tri dot cép...) va hen tai kham
dinh ky hang thang.

- Phic dd diéu tri dua trén phan
nhém BN, theo huéng dian cia GOLD
2021 [3]: Nhém A - mét thudc gidn
phé quan, nhém B - mot thudc gidn
phé quan tic dung kéo dai (LAMA
hoac LABA), nhom C - LAMA va
nhém D - LAMA hodac LABA+LAMA
(6 BN c6 nhiéu triéu chirng) hoac
LABA+ICS (¢ nhitng BN ¢6 tang bach
cAu 4i toan) [3].

* Chi tiéu nghién cuu:

- Thoi diém BDNC: Pic diém
chung (tudi, giéi tinh, hoc van, yéu t6
nguy co cua COPD); triéu chirng 1am
sang (kh6 thd, ho, khac dom); thang
diém khé thd mMRC, chat lwong cudc
song CAT, muc d6 bénh BODE, mirc
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do tac nghén FEV1 va giai doan bénh
COPD (A, B,C, D) [3,4].

- Sau 3 thang: Péanh gid hi€u qua
diéu tri ngoai tri bﬁng cach so sanh su
cai thién vé cic thang diém lam sang
mMRC, CAT, BODE va muc do tic
nghén so véi thoi diém BDNC; mot s$b
yéu to lién quan dén tuan thu ding
thudc hit theo thang diém TAI-10 [5].

* Xir Iy s6 liéu: Bang phan mém
SPSS 22.0: Tinh tan s6, ty 1& phan trim
(%) (bién dinh tinh); s6 trung binh
cong, d6 1éch chuan (bién dinh lugng).
So sdnh 2 ty 18 bang Chi-square test, so
sdnh 2 gi4 tri trung binh bang Student's
T-test. C6 ¥ nghia théng ké duoc cong
nhan véi p < 0,05.

3. Pao dirc nghién ctru

Nghién cttu dugc thong qua Hoi
déng Y dutc truong DPai hoc Y Dugc,
bai hoc Thai Nguyén va Bénh vién
Phoi tinh Phd Tho. Nghién ctu chi
nham muc dich ning cao stic khoe cho
BN, khong nhim muc dich nao khdc.
Péi tuong tham gia nghién ctru dugc
giai thich rd muc dich nghién ctu va tu
nguyén tham gia. Tat ca céc thdng tin
ctia d6i twong nghién ciru déu dugce gitr
bi mat. BN ¢6 quyén rit khoi nghién
ctru bat ky khi no.
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KET QUA NGHIEN CUU
1. Pic diém ddi twong nghién ciru

Bang 1. Dac diém 1am sang cua doi tugng nghién ctru.

Pic diém S6 BN (n = 200) Ty 18 (%)

40 - 49 9 4.5
50-59 31 15,5

Tudi 60 - 69 88 44

> 70 72 36

X +SD 66 % 9 (40 - 86)
Nam 171 85,5
Gidi tinh
Nir 29 14,5
Mir chir 23 11,5
) Tiéu hoc 71 35,5
Hoc van

THCS 55 27,5
THPT tro 1én 51 25,5

Hut thudc 14 148 74

Yéu t6 nguy co Bui nghé nghiép 10 5
Khéi bép 15 7.5
Khé tho 147 73,5
Triéu ching hd hdp Ho 133 66,5
Khac dom 129 64,5

Tudi trung binh ctia nhém nghién ctru 12 66 + 9. Ty 18 nam/nit = 5,89/1. Trinh
d6 hoc van & muc tiéu hoc 12 35,5% va mu chit 12 11,5%. Hut thudc 14 1a yéu t6
nguy co hay gip nhit véi 74,0%. Ty 1& triéu ching khé tho 1a 73,5%; ho la
66,5% va khac dom 1a 64,5%.
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Phin nhém COPD ban dau (n = 200)

28%

1% _yr

w Nhom A (43) = Nhom B (93) = Nhom C (8) = Nhom D (56)
Biéu d6 1. Phan nhém COPD theo GOLD thoi diém BDNC.
Tai thoi diém BDNC, theo phan loai COPD ctia GOLD 2021, nhém B chiém

ty 1& cao nhat véi 46,5%, tiép theo 1a nhém D 28%, nhém A 21,5% va nhém C 1a
thap nhat 4%.

2. Két qua diéu trj sau 3 thang

Bang 2. Bién d6i muc d6 tic nghén dudng tho.

Mirc do tic nghén BDNC (n =200) Sau 3 thang (n = 200)
GOLD FEV1 n % n %
1 > 80% 39 19,5 49 24.5
2 50 - < 80% 86 43 78 39
3 30 -<50% 60 30 57 28,5
4 < 30% 15 7,5 16 8
p 0,194

Pénh gid cai thién mirc d6 tic nghén theo thang diém GOLD, chiing toi thiy
sau 3 thang nhém tic nghén muc do trung binh va ning (GOLD 2 - 3) di giam
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lan luot tir 43% xudng 39% va tir 30% xubng 28,5%; nhém GOLD 4 ting nhe
(7,5% 1&n 8%); tuy nhién, khac biét 12 khéng c6 ¥ nghia thdng ké véi p > 0,05.

Bang 3. Bién d6i cdc thang diém I1am sang.

Thang diém BDNC Sau 3 thang
(n =200) n (%) n (%)
0-1 53 (26,5) 72 (36)
mMRC 2-4 147 (73,5) 128 (64)
p 0,001
<10 102 (51) 110 (55)
CAT >10 98 (49) 90 (45)
p 0,152
0-2 82 (41) 86 (43)
3-4 57 (28,5) 57 (28,5)
BODE 5-6 35(17.,5) 36 (18)
7-10 26 (13) 21 (10,5)
p 0,448

Sau 3 thang, ty 1¢ BN kh6 thd mac do nang (mMRC 2 - 4 diém) giam tur
73,5% xubng con 64%; khic biét c6 ¥ nghia véi p < 0,05. Ty 1é anh hudng chat
lugng cudce séng nhiéu (CAT > 10) giam tur 49% xuéng con 45% va nhém diém
BODE cao (7 - 10 diém) giam tir 13% xudng con 10,5% nhung khic biét déu
khong c6 y nghia vai p > 0,05.
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Bang 4. Cic yéu t6 anh huong dén tuan thu ding thude hit.

Céc yéu td anh huéng

TAI-10 (n = 200)

C6 tuan thu (128)

Khong tuan thu (72)

Tudi (SD) 65,7 (9) 66,8 (9) 0,405
Gisi tinh Nam 106 (62) 65 (38) 0150
(n, %) Nit 22 (75.9) 7(24,1)
Mil chit 6 (26,1) 17 (73.,9)
Hoc vén Tiéu hoc 39 (54,9) 32 (45,1)
<0,001
(n, %) THCS 42 (76,4) 13 (23.6)
THPT 41 (80,4) 10 (19,6)
L C6 (n, %) 91 (61,5) 57 (38,5)
1cn
it thuéc Khong 37(71,2) 15 (28.,8) btz
(n, %)
BMI (SD) 20,5 (2) 19,9 (1,4) 0,018
S4 nam bi COPD (SD) 2,9 (3,2) 3,1 (1,5) 0,685
S6 dot cip/nam (SD) 1,3 (0,5) 1,4 (0,4) 0,148
mMRC (SD) 1,9 (0,8) 2,2 (0,8) 0,004
CAT (SD) 9,3 (4) 10,7 (3,9) 0,019
BODE (SD) 33(2) 3,9 (2,1) 0,047
FEV1 (SD) 62,3 (23,3) 55,0 (24.,6) 0,038
FEVI/FVC (SD) 57,7 (9,7) 53,6 (9.4) 0,005

Khi ddnh gid cdc yéu td anh huong dén viée tuan thu dung thude hit theo thang
diém TAI-10, ching toi nhén thiy trinh do hoc van thap hon, chi s6 BMI thap
hon, diém mMRC cao hon, diém CAT cao hon, diém BODE cao hon, chi sb
FEV1 thap hon va FEV1/FVC thap hon tai thoi diém BPNC lién quan c6 y nghia
v6i khong tudn tha diéu tri véi p < 0,05.
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BAN LUAN

1. Pic diém doi twong nghién ciru

Tubi trung binh trong nhém nghién
ciru 1a 66 + 9, khd twong dong véi
nghién ctu cua Phan Thanh Thuy [6]
1a 66,16 + 8,1 tudi. Pac diém nay phu
hop co ché bénh sinh cua COPD, khoi
phat mudn, thuong khéi phét ¢ Iira tudi
trung nién. Ty 1¢ nam gidi trong nghién
ciru cua ching toi chiém 85,5%, cua
Phan Thanh Thuy [6] 1a 85,8%. Trudc
day, hau hét cac nghién ciru da bdo cdo
ty 18 hién mic va ty 1& tir vong do
COPD ¢ nam gidi nhiéu hon nit gidi,
chu yéu lién quan téi tinh trang hit
thudc 14 cao hon & nam gi6i. Tuy
nhién, ngay nay phu nit hit thubc 14
dang gia tang, dac bi¢t & cac nudc phat
trién va cdc khu vyc thanh thi; do do,
trong thoi gian téi ty 1€ COPD ¢ niv
gidi clia cdc nudc pht trién c6 thé tiép
tuc tang 1én [3, 7]. Ngoai ra, ty 1¢ nam
gi¢i mic bénh COPD cao hon ciing
lién quan dén yéu t di truyén do thiéu
hut men o;-antitrypsin, 12 yéu t6 nguy
co giy bénh khi phé thiing.

Huit thudc 14 dugc biét dén 1a yéu td
nguy co chinh cia COPD, gip nhiéu
nhit trong nghién ctru cta ching toi
v6i 74,0%. Ty 1€ nay theo Phan Thanh
Thay ciing rat cao (82,7%) [6]. Nguoi
hdt thubc 14 mic cdc triéu chimg ho
hap c¢6 ty 1& cao hon, téc d6 giam
FEV1 hiang nim cao hon va ty 1& ti

vong cao hon so véi khong hit thude.
Ngoai ra, phoi nhiém véi khéi thude 14
(hit thudc 14 thu dong) ciing c6 thé dan
té6i COPD [3]. Ba tri¢u chiing co nang
ddc trung nhat cia COPD 1a khé tho,
ho va khac dom. Két qua cua ching toi
6 ty 18 cdc tridu chtng nay l1an luot 1a
73,5%; 66,5%; 64,5% va tuong ty voi
Molen T. la 72,5%; 58,7%; 63,6%
[10]. Céc triéu chirng nay thuong thay
d6i theo thoi gian phu thudc vao mirc
do bénh. Trong khi khé thd dugc coi 1a
trieu ching dac trung, ho thuong la
triéu chimg dau tién ctia bénh COPD.
Lic dau c6 thé chi c6 ho ngit quing,
sau d6 ho dai dang, ho khan hodc ho c6
dom, thuong khac dom vé budi sang.

2. Két qua diéu tri sau 3 thang

Sau 3 thdng, nhém tic ngh&n duong
thd mtrc d6 trung binh va nang (GOLD
2 - 3) déu giam nhung GOLD 4 lai
taing nhe, mdc du khiac biét nay la
khong c6 y nghia théng ké. Theo
Tottenborg S.S & Pan Mach giai doan
2008 - 2011, ty 1é tic nghén duong thd
mirc d6 nang (GOLD 3) va rat ning
(GOLD 4) c¢6 xu hudng giam dan qua
cic nam, trong khi ty 1é tic nghén mirc
dd nhe va trung binh lai tang dan:
GOLD 3 nam 2008 (24%), 2009
(23,4%), 2010 (22,6%), 2011 (22,7%);
GOLD 4 nam 2008 (42,7%), 2009
(41,6%), 2010 (39,8%), 2011 (38,3%)
[8]. Giai thich vé sy khac biét nay cé
2 1y do. Thtr nhat, thyc té theo dbi tai
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CMU, chiing t6i nhan thay nhing BN
c6 tac nghén nhiéu ngay tai thoi diém
BDNC (GOLD 4) thuong 1a nhitng BN
tudi cao, thoi gian mic COPD kéo dai,
c6 bénh dong mac va thé luc kém, do
d6 kha nang dung nap thubc kém din
t6i khé dat dugc sy cdi thién vé mic
d6 tic nghén. Thr hai, thoi gian theo
doi cua ching tdi khd ngin (3 thang),
su tuan thu diéu tri ciia BN ¢6 thé chua
cao vi ¢& mau con nho trong khi
nghi€én ctu cua tidc gia nguoi Dan
Mach dénh gid trén ¢& mau 16n 32.018
BN va thoi gian danh gid dai hon.

Céc BN cua ching t6i da cai thién
dang ké vé muc d6 khé thd (mMRC);
tuy nhién cai thién diém CAT va diém
BODE la chua c6 y nghia. Nghién ctu
cia Nguyén Trung Anh st dung tin
nhan nhic BN tuin tha diung thudc
cling thay hiéu qua cai thién ding ké
sau 6 thang, voi diém mMRC giam tir
1,7 + 1,1 diém xubng 1,5 + 0,9 diém;
p = 0,002 va diém CAT giam tir 17,8 +
7.9 diém xuéng con 14,8 + 5.4 diém;
p < 0,001. Trong khi nhém khong dugc
nhic bing tin nhin véi diém mMRC
ban dau 1a 1,9 + 1,1, sau 6 thing la
1,9 + 1,1; p = 0,45 va diém CAT trudc
can thiép la 18,1 £ 7,0, sau 6 thang la
18,6 + 6,1; p = 0,21 [9]. Piéu nay cho
thdy nhdn vién y té c6 vai trd rat quan
trong trong van dé tuan thu diéu tri cta
BN. Khi c6 nhan vién y té dong hanh
thuong xuyén, BN s& biét dung thudc
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ding céch, déu dan theo don, co niém
tin, do d6 ning cao hiéu qua diéu tri.

Vé viéc tuan thu diéu tri, nghién ctru
ctia Montes de Oca M. [5] cho két qua
kha twong dong véi ching toi: Cac yéu
t6 anh huong dén kém tuan thu ding
thudc hit theo thang diém TAI-10 ¢
khu vuc My La-tinh, d6 1a trinh d6 hoc
van thip (p < 0,001) va tién st hut
thudc 14 (s6 bao nim) (p = 0,018),
ddng thoi chinh viéc tuan tha diéu tri
kém dan t6i chat luong cudc sbng
kém - diém CAT cao hon (p < 0,001),
tac nghén dudng thd ning theo FEV1
(p = 0,002) va FEVI/FVC (p < 0,001).
Tuén thu diéu tri kém hay gip & cdc
d6i twong c6 16i song khong lanh
manh; ngoai ra c¢6 lién quan dén mot s6
yéu td khac nhu loai thudc duoc ké
don (s6 luong thudc can ding nhiéu,
duong dung, tudn thu phtc tap, tac
dung phuy, chi phi ...) hodc do cac
nguyén nhan khdc (tudi gia, suy giam
thé chiat va nhan thtc, khoéng dugc
huéng dan sir dung ro rang, kém tin
tudng vao cic diéu tri vi/hodc bic sy,
y chi khong quyét tim va ddnh gid thap
muc d0 nghiém trong cua bénh)...
[10]. Trinh d6 hoc van dnh huéng dang
ké dén tuin thu dung thudc; do vay,
can khéng nging ning cao trinh do
cho nguoi dén, tich cyc gido duc dé
g6p phan cai thién két qua diéu tri.



TAP CHI Y DUQC HQC QUAN SU SO 8 - 2023

KET LUAN

Sau 3 thdng quan ly, diéu tri ngoai
trd tai CMU, Bénh vién Phoi tinh Phi
Tho, cic BN COPD da giam duoc
déng ké vé& muc d6 khé thd; tuy nhién,
su cai thién mic do tic nghén duong
thé, diém CAT va diém BODE la chua
¢6 ¥ nghia. Céc yéu tb lién quan c6 y
nghia dén khong tuan thi diéu tri voi
thube dang hit 1a trinh d¢ hoc van thép
hon, chi s6 BMI thap hon, diém mMRC
cao hon, diém CAT cao hon, diém BODE
cao hon, chi s6 FEV1 thap hon va
FEV1/FVC thap hon tai thoi diém BDNC.
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MOT SO PAC PIEM DICH TE, LAM SANG VA KET QUA PIEU TRI
BENH SOT RET TAI BENH VIEN DA CHIEN CAP 1 VIET NAM
TAI PHAI BOQ UNISFA (ABYEI)

Nguyén Thi Thanh Hai'", Nguyén Thi Hong Quyén’, Lé Quang Pao’
Lwu Anh Tho', Pham Vin Hing', Nguyén Sy Tudn', Bii Thi Thu Trang'

Tém tit

Muc tiéu: M6 ta mot s6 dic diém dich t&, 1am sang va két qua diéu tri bénh st
rét tai Bénh vién Da chién cap 1 Viét Nam thudc phdi bdo UNISFA (Abyei), dé
xudt mot sd bién phdp ning cao hiéu qua dy phong, chan dodn va diéu tri bénh
sOt rét tai Abyei. Phwong phdp nghién ciru: Nghién ciru mo ta cit ngang trén 66
bénh nhan (BN) duoc chan doén sot rét diéu tri tai Bénh vién D3 chién cap 1 Viét
Nam tir thang 5/2022 - 6/2023. Két qud: BN 1a nam gi6i chiém da sé (90,9%),
nhém 20 - 35 tudi chiém ty 1é cao nhat (53,0%). C6 56 BN (84,8%) khong udng
thudc dy phong sot rét. Quan nhan chuyén nghiép (QNCN) khong phai nhan vién
y té c6 ty 16 mac st rét cao nhat voi 45 BN (68,2%). Miua dich sét rét dién ra vao
tir thang 4 - 10 trong nam, dinh dich vao thang 6 voi 28 BN (42,4%). Con st rét
dién hinh gip ¢ 34 BN (51,5%). Xét nghiém nhanh phat hién ky sinh tring sot
rét: 52 BN (78,8%) duong tinh v61 Plasmodium falciparum, 14 BN (21,2%)
duong tinh véi Plasmodium vivax. Két qua diéu tri: ¢6 59 BN 6n dinh, 07 ca
chuyén tuyén trén. Két ludn: Chan dodn st rét tai Abyei dua vao tién sir, dich t&,
1am sang va xét nghiém nhanh. Phan 16n cic ca bénh ddp ung tot véi diéu tri.
Can thyc hién tot céc bién phdp dy phong sot rét tai don vi, dong thoi trang bi
day du, kip thoi thude diéu tri sét rét va du phong sbt rét d6i v6i Bénh vién Da
chién cap 1 Viét Nam.

Tir khoa: Sét rét; Abyei; Poi Cong binh s6 1 Viét Nam; Bénh vién Da chién
cap 1.

'Bénh vién D chién cip 2 s6 4, Nam Sudan
*Bénh vién Di chién cip 1 Viét Nam, Abyei
*T4c gia lién hé: Nguyén Thi Thanh Hai (thanhhaibv103@gmail.com)
Ngay nhin bai: 05/8/2023
Ngay duge chap nhan ding: 25/9/2023
http://doi.org/10.56535/jmpm.v48i8.448
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EPIDEMIOLOGICAL, CLINICAL CHARACTERISTICS
AND TREATMENT RESULTS OF PATIENTS WITH MALARIA
AT VIETNAM’S LEVEL 1 FIELD HOSPITAL
AT UNISFA MISSION (ABYEI)

Abstract

Objectives: To study the epidemiological, clinical characteristics, and
treatment results of malaria at Vietnam’s Level 1 Field Hospital, proposing
measures to improve the effectiveness of prevention, diagnosis, and treatment of
malaria in Abyei. Methods: A cross-sectional descriptive study on 66 patients
diagnosed with malaria treated at Vietnam’s Level 1 Field Hospital from May
2022 to June 2023. Results: Most patients were male (90.9%), the age group of
20 - 35 years old accounted for the highest rate (53.0%). 56 patients (84.8%) did
not take malaria prophylaxis drugs. Professional servicemen had the highest rate
of malaria, with 45 patients (68.2%). Malaria epidemic season took place from
April to October, with the peak in June with 28 patients (42.4%). Malaria fever
was seen in 34 patients (51.5%). A rapid diagnostic test to detect malaria
parasites: 52 patients (78.8%) were positive for Plasmodium falciparum, 14
patients (21.2%) were positive for Plasmodium vivax. Treatment result: 59
patients were stable, 07 cases were referred to higher hospitals. Conclusion: The
diagnosis of malaria in Abyei was based on epidemiological, clinical
characteristics, and rapid diagnostic tests. Most cases responded well to
treatment. It is necessary to implement measures to prevent malaria at the unit,
and at the same time, fully and promptly equip malaria prophylaxis drugs and
anti-malaria drugs for Vietnam’s Level 1 Field Hospitals.

Keywords: Malaria; Abyei; Vietnam 1 Engineering Unit; Level 1 Field Hospital.

PAT VAN DE ky sinh tring sot rét chinh giy bénh sét

Sét rét 1 bénh 1y de doa tinh mang rét & nguoi: P. Falciparum, P. vivax,

va gy ra cdc van dé nghiém trong vé
sttc khoé cong dong tai Nam Sudan
[1]. S6t rét 1a bénh truyén nhiém do ky
sinh trung Plasmodium sp. gay nén

P. ovale, P. malariae; trong do,
nguyén nhan do P. falciparum chiém
té1 90% cac ca bénh tai Nam Sudan.

Dich st rét tai Nam Sudan dién ra cao

thong qua vt cha trung gian truyén
bénh 12 mudi Anopheles. C6 bon loai

diém vao mua mua, tir thang 4 - 10
hang nam [2].
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Abyei 1a khu ty tri & phia bac Nam
Sudan, 12 ving dit tranh chip giita
quéc gia Sudan va Nam Sudan.

Bénh vién Di chién cip 1 Viét
Nam nam trong d6i hinh cia d6i Cong
binh s6 1 Viét Nam tham gia lyc luong
gin gilr hoa binh ¢ phai bo UNISFA tai
Abyei duoc trién khai tir thang 5/2022
c6 nhiém vy bdo dam quan y cho cén
bd, nhan vién cia doi Cong binh s6 1
Vi¢t Nam. Trong thoi gian thyc hi¢n
nhiém vy, bénh vién da khdm va diéu
tri cho nhiéu BN st rét. Tuy nhién,
chua ¢6 bdo céo cu thé vé tinh hinh sdt
rét tai d6i Cong binh s6 1 Viét Nam
tham gia lyc luong gin gitt hoa binh
Lién Hop Quéc. Do d6, chiing t6i thuc
hién nghién ctru nham: M6 td mot s6
dac diém dich té, lam sang va két qua
diéu tri bénh sor rét tai Bénh vién Da
chién cd'p 1 Viet Nam, tw do dé xudt
mot s6 bién phdp nham ndng cao hiéu
quad di phong, chan dodn va diéu tri

bénh sot rét tai Abyei.

POI TUQONG VA PHUONG PHAP
NGHIEN CUU

1. P6i twong nghién ciu

66 BN la cdc quan nhan thudc doi

Cong binh s6 1 Viét Nam dugc chan

64

doén sot rét, diéu tri tai Bénh vién Da
chién cip 1 Viét Nam (Abyei, phdi bd
UNISFA), tir thdng 5/2022 - 6/2023.

2. Phwong phap nghién ctru

* Thiét ké nghién ciru: Nghién ctu
mo ta cit ngang.

* C& mau: Chon mau thuan tién.

* Quy trinh chan dodn, diéu tri BN
SOt rét:

- Chan doén: Céc BN dugc khai
thdc tién s, dich t& va viéc du phong
sot rét, thaim kham 1dm sang va lam
xét nghiém chan doan nhanh phét hién
ky sinh tring sbt rét (Rapid diagnostic
test - RDTs). Chan dodn bénh dua trén
Tiéu chuan chan dodn truong hop nghi
ngd va xdc dinh bénh sét rét theo
huéng dan ctia B6 Y té Viét Nam nam
2020 [3]:

+ Chan doan nghi ngd: Nhiing
truong hop cé sdt hodc tién sir sbt
trong 3 ngdy trude kham bénh (con st
rét dién hinh hodc khong dién hinh);
ddng thoi, c¢6 yéu td dich t& lién quan
(dang ¢ hodc da dén viung sot rét luu
hanh trong thoi gian it nhat 7 ngay
hodc ¢6 tién str mac st rét).

+ Chan dodn x4c dinh: Nhimng

truong hop c¢6 ky sinh tring sot rét
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trong mau, dugc xdc dinh béng xét
nghiém lam mau nhuom Giemsa hodc
xét nghiém chan dodn nhanh phat hién
khing nguyén ky sinh tring st rét
(Rapid diagnostic test - RDTs) hodc k§
thudt sinh hoc phan ttr.

Thuc té xét nghiém nhanh tai Bénh
vién Da chién cdp 1 Viét Nam Ia xét
nghiém nhanh Malaria Ag P.f/ P.v san
xuét tai cong ty Alere, Han Qubc. Pic
diém chung cua hai loai xét nghiém 1a
xac dinh khang nguyén 2 loai ky sinh
tring sbt rét P. falciparum hoic P.
vivax (Xét nghiém phat hién khang
nguyén mot trong hai loai ky sinh
tring s6t rét trong mot xét nghiém).

- Piéu tri: Piéu tri theo huong dan
clia co quan y té Lién Hop Qudc [4] va
huéng dan cia Bo Y té Viét Nam [3]:

+ Dbi v6i thé P. falciparum: Diéu tri
bang Arterakine (thanh phan: Dihydro
artemisinin  40mg va  piperaquin
phosphat 320mg véi lidu 3 vién ubng
mdt lan/ngay trong 03 ngay ddi véi BN
cin nang tir 36 -< 60 kg, lidu 4 vién
ubng 01 lan/ngay trong 3 ngay dbi voi
BN can ning tir 60 -< 80 kg, liéu 5
vién udng 01 lan/ngay trong 3 ngay ddi
voi BN can nang > 80 kg.

+ Doi véi thé P. vivax: Diéu tri 03
ngay dau theo phic dd nhu diéu tri thé

P. falciparum, 14 ngay tiép theo diéu
tri bang primaquin liéu 0,25 - 0,5 mg/kg
can niang udng 01 1an/ngay.

* Cdc chi tiéu nghién ciru:

Pic diém chung BN nghién ctu:
Tudi; gidi tinh; nghé nghiép, du phong
sot rét; phan bd ca mac theo thang,
theo mua trong nam (Mua mua:
thang 4 - 10, mua kho: Thang 11 - 3
hang niam)

Pic diém 1am sang: Con st rét,
biéu hién thiéu m4u, vang da, cic triéu
ching khéc (gan to, lach to...).

Pic diém can 1am sang: Xét nghiém
nhanh chan doén st rét.

Két qua diéu tri: On dinh, chuyén
1én tuyén trén, trong d6:

- On dinh: BN hét sét, cdc triéu
chung 1am sang dugc cai thién

- BN chuyén tuyén: C6 cdc ddu hiéu
du bdo 4c tinh nhu sét cao kéo dai, rdi
loan ¥ thirc, ri loan tiéu héa, dau dau
dir doi, thiéu mdu ning.

* Xur Iy 50 liéu: St dung phan mém
thong ké SPSS 22.0.

3. Pao dirc nghién ctiu: Puogc co
quan Y té& Lién Hop Qudc, chi huy
Bénh vién dong y. Cic théng tin cé
nhan dugc bao mat va chi phuc vu muc
dich khoa hoc.
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KET QUA NGHIEN CUU VA BAN LUAN

1. Mt sé dic diém chung caa ddi twong nghién ciru

Bang 1. Dic diém chung cta cic dbi twong nghién ctru (n = 66).

Pic diém chung S6 lwong (n) Ty 18 (%)
22 -35 35 53
Nhém tudi >35-50 31 47
> 50 0 0
Nam 60 90,9
Giéi tinh
Nir 6 9,1
Nhéan vién y té 1 1,5
Nghé nghi€p  yy500 phai nhan vien  SY quan 20 30,3
y e QNCN 45 68,2

Trong s6 BN nghién ciru, BN nam
chiém 90,9% va BN nit 9,1%, ty 1¢
nam/nit 12 10/1. Tudi trung binh cdc
BN 12 29 + 3.2 tudi (thdp nhit 24 tudi,
cao nhét 47 tudi). Nhém tudi 20 - 35 bi
nhiém sbt rét chiém ty 1 cao nhit voi
35 BN (53%). Theo nghién ctru cua
Hoang Viét Phuong va CS, da s6 BN
sOt rét tir 36 - 46 tudi (47,2%), nam
gidéi mac bénh chiém 93,5% [5]. Su

khac biét nay c6 thé lién quan dén dic

66

thi cOng viéc va ty 1€ nir gidi tham gia
luc Iuwgng gin gitr hoa binh tai don vi
con thap (10 - 12% trong doi hinh cta

cac don vi),

Nhém BN 12 QNCN méc nhiéu nhat
vOi 45 ca (68,2%), QNCN Ia luc luong
chinh, chiém da s6 trong doi hinh trién
khai cua d6i Coéng binh Viét Nam,
phan 16n thoi gian ho 1am viéc ¢ ngoai
troi, hon ntra c6 té1 43 QNCN khong

ubng thude dy phong sbt rét.
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Bang 2. Thuc trang dp dung céc bién phap dy phong sét rét (n = 66).

Céc bién phap du phong S6 lwong (n) Ty 18 (%)
Str dung man tam héa chat khi nga nghi 60 90,9
Mic quan 4o dai tay
55 83,3
(Trang phuc che kin da ho)
Str dung kem xua mudi, nhang mudi 36 54,5
Str dung thudc du phong sdt rét 10 15,2

Trong nghién ctru cua ching t6i, chi ¢6 10/66 BN udng thudc du phong st rét
va 60 BN (90,9%) str dung man khi ngu nghi. Theo nghién ctru cua Pasqualae H.
A. (2020), ngin chin vec to truyén bénh 12 chia khéa phong chdng bénh sbt rét
tai Nam Sudan, viéc str dung man tdm héa chét khi ngi nghi dé chéng mudi dét
1a bién phdp phd bién dé phong ngira bénh sdt rét tai cong dong [6]. Ching toi
cho rang viéc thyc hién cic bién phdp du phong sbt rét 1a rit can thiét, trong d6
udng thudc dy phong sbt rét thuong xuyén, ddy du déng vai trd quan trong nhat
phong bénh st rét cho doi Cong binh sd 1 Viét Nam tai khu vic Abyei.

Bang 3. Phin bd ca mic st rét theo thdng trong nim (n = 66).

Nim 2022 Nim 2023
Thang 5 6 7 8 9 10 11 12 1 2 3 4 5 6
SSBN@m 6 21 8 5 3 3 1 1 00 1 6 4 7
Tylé (%) 5,1 319 121 76 45 45 1,5 1,5 0 0 1,5 9.1 6,1 106

Thing 6 hang nim c6 s6 BN cao nhit. Trong d6, thing 6/2022 c¢6 21 BN
(31,9%), thang 6/2023 c¢6 7 BN (10,6%).

Bang 4. Phin bd ca mic sét rét theo mia trong nim (n = 66).

Miia S6 lwong (n) Ty 18 (%)
Miia kho (Théng 11 - 3) 21 31,8
Miuia mua (Thang 4 - 10) 45 68,2
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S ca mic sbt rét tai Bénh vién Da
chién cip 1 Viét Nam tap trung chu
yéu vao mia mua, tir thdng 4 - 10 hiang
nam véi 45 BN (68,2%), dinh dich vao
thang 6 hang nam véi 21 BN (31,9%)
vao thang 6/2022 va 07 BN (10,6%)
vao thang 6/2023. Theo Hoang Viét
Phuong va CS (2022), mua dich sOt rét
tai khu vuc Bentiu thuong dién ra tu
thang 7 - 11, dinh dich vao thang 8 [5].
Nghién ctru cua Mukkhtar va CS
(2019) cho thy thoi tiét va lvong mua
anh huong manh toi sy phat trién dich

bénh sbt rét [7]. Nghién ctru cua Beck-
Jonhson va CS (2013) ciing cho thiy
su gia ting nhiét do va céc thay doi khi
hau khac anh huong tdi cic giai doan
phdt trién cua ky sinh tring sét rét va
mudi trudng thanh, dan téi gia ting
bénh ly sot rét [8]. Thang 6 tai Abyeli,
khi hiu néng 4m, mua nhiéu ngly
trong thdng, luong mua 16n la nguyén
nhén gia taing mudi trudong thanh mang
mam bénh, viéc khong thuc hién cédc
bién phép du phong s& c6 nguy co mic
bénh rit cao.

2. Mot so diac diem lam sang, cin lam sang cia doi twong nghién ciru

va két qua diéu tri

Bang 5. Dic diém l1am sang, cin 14m sang cta ddi twgng nghién cru (n = 66).

Chi s6 nghién ciru S6BN () Tylé (%)
. Co 34 51,5
Con sot dién hinh (n = 66)
Khong 32 49.5
Co 11 16,7
Vang da (n = 66)
Khong 55 83,3
M¢ét moi 66 100
Nhirc moi co khop 21 31,8
Pau diu 15 227
Cac tri¢u chung khéc (n = 66) bau bung 5 7,6
Tiéu chay 5 7,6
Non 5 7,6
Ho 3 4,5
Gan to 0 0
Léch to 0 0
Xét nghiém nhanh chan dodn P. falciparum 52 78,8
ky sinh triing st rét P.vivax 14 21,2
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Con sét rét dién hinh chi gip ¢ 34
BN (51,5%); 16,7% BN c6 tri¢u chirng
vang da, hau hét cic BN déu c6 triéu
ching mét moi, dau dau va dau moi co
khop, tuy nhién chung to61 khong gap
BN nio c6 cdc triéu ching cua st rét
4c tinh. Ty 18 BN c6 con st rét dién
hinh va triéu chiing vang da trong
nghi€n ctru cua ching td61 cao hon so
v6i s6 liu cua Hoang Viét Phuong va
CS v6i 47,8% BN c6 con sot rét dién
hinh va 2,2% c6 vang da [5]. Diéu nay
c¢6 thé 1a do cic yéu to lien quan dén
thé chat ngudi Viét Nam, trong khi
nghién clru ctia tic gia ndy tién hanh
trén cdc BN dén tir nhiéu chau luc
khéac nhau.

Xét nghiém nhanh phat hién ky sinh
tring sot rét duong tinh ¢ ca 66 BN,
trong d6 52 BN (78,8%) duong tinh
voi P. falciparum va 14 BN (21,2%)
duong tinh véi P. vivax. Theo Nguyén
Hoang Phuong va CS, xét nghiém
nhanh duong tinh v6i 86/92 BN [5].

Dbi véi nhiing truong hop cé tién
str, dich t& va l1am sang c6 sbt, nghi
ngd sot rét chiing tdi tién hanh lam xét
nghiém nhanh chan dodn sét rét dé kip
thoi phét hién cdc trudng hop sét rét
trong don vi, dua BN t6i khu céch ly
diéu tri, phong dich bénh 1ay lan trong
don vi. Néu 1an dau xét nghiém nhanh

am tinh thi tién hanh 1am lai sau mdi 8
gid theo hudng dan cua co quan y té
Lién Hop Quéc, néu 3 1an xét nghiém
nhanh 4m tinh thi nghi t6i st do
nguyén nhan khac [4].

Trong 66 BN sét rét c6 59 BN
(89,4%) duoc diéu tri khoi va on dinh
tai don vi, 07 BN (10,6%) can phai
chuyén tuyén trén.

Toan bd BN sau diéu tri déu hét sét,
cdc triéu chung cai thién nhiéu, tuy
nhién biéu hién dau dau con kéo dai
nhidu ngay va xudt hién tinh trang
giam sut thé Iuc sau khi khéi bénh,
diéu nay anh huong toi chat luong
cong viéc cua cdc nhan vién trong
don vi.

07 BN duoc chuyén Ién Bénh vién
Di chién cép 2 Ghanna (cach Bénh
vién cép 1 Viét Nam 3km) da duoc
diéu tri theo ding hudng din cua co
quan y té Lién Hop Quéc, tuy nhién
nhitng BN nay déu c6 sdt trén 4 ngay
va ¢6 biéu hién thiéu mdu, rdi loan
tieu hoa.

3. Pé xuit 1 s6 bién phap nang
cao hiéu qua phong bénh, chan doan
va diéu trj sot rét tai Abyei

Tir nhitng két qua nghién ctu trén,
ching t6i dé xudt mot s6 bién phdp

nham ning cao hiéu qua phong bénh,
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chan dodn va diéu trj sot rét tai Abyei
nhu sau:

* Cong tdc dy phong:

Pay manh tuyén truyén, gido duc
cho cidn bo nhan vién dgi Cong binh
Viét Nam nhitng kién thirc co ban vé
bénh sbt rét: Cdc yéu té nguy co mic
bénh, anh hudng cua st rét tGi stc
khée va cong viéc, mic d0 nghiém
trong cua dich sOt rét trong don vi, tam
quan trong cua cac bién phap du phong.

Duy tri nghi€ém viéc thuc hién céac
bién phdp du phong: Ubng day du
thudc du  phong: Mefloquin,
Doxycyclin...; St dung man cé tim
héa chat khi ngii nghi, mic quan 4o
che kin ving da hg, bdi thubc xua
mudi khi 1am viéc ngoai troi, dac bi¢t ¢
thoi diém giita Idc troi sang va troi toi,
khi mudi Anophel dang hoat dong.
Thudng xuyén st dung mot sé bién
phdp: Phat quang bui ram, khoi thong
cong ranh, muong nudc... nhim han
ché chd tri an ctia mudi, két hop phun
thude diét mudi, bo gay theo dinh ky.

* Cong tdc dw trii thubc va xét
nghiém chan dodn:

Can trang bi thudc dy phong sot rét
(Mefloquine, Doxycycline...) va thubc
diéu tri sbt rét (Arterakine,...) kip thoi,
day du trudc khi cdc Bénh vién Da
chién cap 1 Viét Nam trién khai dia
ban Abyei.

Can dy tril b sung cdc xét nghiém
nhanh tuong Ung vai cdc loai ky sinh
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trung gdy bénh, bén canh d6 Bénh vién
Di chién cdp 1 Viét Nam nén c6 thém
kinh hién vi va k¥ thudt vién c6 kha
ning soi va tim loai ky sinh tring s6t
rét trong mau nguoi bénh, giip cho
qud trinh chan doén va theo doi diéu tri
dat hi€u qua cao.

KET LUAN

Qua nghién ctru 66 BN sbt rét diéu
tri tai Bénh vién D3 chién cip 1 Viét
Nam, ching t6i nhan thiy:

Mua dich sbt rét tai khu vuc Abyei
dién ra cao diém tir thiang 4 dén thing
10 hang nam, dinh dich vao thing 6.
Ty 1& mic sét rét do chung P.
falciparum chiém da sb. Nguyén nhén
st rét chu yéu do cdc quin nhan
khong ubng thudc du phong st rét.
Chan dodn sdt rét dua vao tién str, dich
t&, 1am sang va xét nghiém nhanh. V&
lam sang: 32 BN (49,5%) c6 con sOt
rét dién hinh. Két qua xét nghiém
nhanh st rét: 52 BN (78,8%) duong
tinh véi P. falciparum va 14 BN
(21,2%) duong tinh voi P. vivax. Két
qua diéu tri: 59 BN (89,4%) dap tng
tot véi diu tri, chi ¢6 07 BN (10,6%)
can phai chuyén 1én tuyén trén.

Can thuc hién tot cdc bién phap du
phong rot rét tai don vi, déng thoi
trang bi day du, kip thoi thude diéu tri
sot rét va du phong sot rét d6i véi
Bénh vién Di chién cip 1 Viét Nam.
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PAC PIEM LAM SANG, CAN LAM SANG VIEM TUY CAP
O BENH NHAN TANG TRIGLYCERIDE

Hoé Chi Thanh"", Inkhamphanh Bounthong®’, Nguyén Huy Théng'

Toém tit

Mouc tiéu: M6 ta dic diém 1am sang, can 1am sang va mot sd yéu td lién quan
¢ bénh nhin (BN) viém tuy cép (VTC) c6 tang triglyceride (TG). Phwong phdp
nghién ciru: Nghién ctru tién cru mo ta cit ngang trén 72 BN viém tuy cip c6
tang TG tai Bénh vién Quan y 103 tir thang 01/2021 - 5/2023. Quy trinh kham,
chan dodn va diéu tri duoc thyuc hién théng nhét theo huong dan cua Hoi phﬁu
thudt cap ctru thé giéi (WSES) nam 2019. Két qua: Tudi trung binh 13 42,8 +
10,84, ty 1& nam gidi 1a chu yéu (80,6%), nghé nghiép cong chirc 1a 47,2%; dau
bung chiém 97,2%, budn non chiém 76,4%, lam dung ruou la 62,5%. Amylase
mau trung binh la 675,1 £ 191,72 U/L, TG mdu trung binh la 19,54 + 16,54
mmol/L. VTC mirc d6 ning 12 22,2%, néng d6 TG médu khong lién quan dén mirc
d6 bénh véi p > 0,05. Két lugn: VTC ting TG thuong gip ¢ nam gidi, tién sir
lam dung rugu. Tri€u chiing 1am sang hau hét gap dau bung, non, bung trudng,
khé thé. Nong d6 TG khong lién quan dén mirc do bénh.

Tur khéa: Viém tuy cip; Tang triglycedide.

CLINICAL AND PARACLINICAL CHARACTERISTICS
OF ACUTE PANCREATITIS WITH HYPERTRIGLYCERIDEMIA

Abstract

Objectives: To describe clinical and paraclinical characteristics of acute pancreatitis
with hypertriglyceridemia and related factors. Methods: A prospective, cross-
sectional descriptive study was conducted on 72 acute pancreatitis patients with
hypertriglyceridemia at Military Hospital 103 from January 2021 to May 2023.

'Bénh vién Quan y 103, Hoc vién Quan y
*Cao hoc khéa 30 Ngoai tiéu héa, Hoc vién Quén y
*Bénh xa Sw doan 3, Quén ddi Nhan dan Lao
#Téc gi lién hé: H6 Chi Thanh (hochithanhbv103@gmail.com)
Ngay nhan bai: 14/8/2023
Ngay duge chip nhan ding: 28/9/2023
http://doi.org/10.56535/jmpm.v48i8.454
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The examination, diagnosis, and treatment procedures were performed
consistently according to the guidelines of the World Society of Emergency
Surgery (WSES) 2019. Results: The average age was 42.8 + 10.84, the
percentage of men accounted for the highest figure (80.6%), and the occupation
of civil servants was 47.2%. The abdominal pain was 97.2%, nausea was 76.4%,
and excessive use of alcohol was 62.5%. The mean blood amylase was 675.1 +
191.72 U/L, and the mean blood triglyceride was 19.54 + 16.54 mmol/L. Severe
acute pancreatitis was 22.2%, and blood triglyceride levels were unrelated to
with

hypertriglyceridemia was more common in men with a history of alcohol abuse.

disease severity with p > 0.05. Conclusion: Acute pancreatitis

Clinical symptoms were mainly abdominal pain, vomiting, abdominal distension,

and dyspnea. Triglyceride levels were not related to disease severity.

Keywords: Acute pancreatitis; Hypertriglyceridemia.

PAT VAN PE

Viém tuy cap 12 mot qud trinh ton
thwong cip tinh cua tuy, bénh thudng
xdy ra dot ngdt voi nhitng triéu chirng
lam sang da dang, phtc tap tor VTC
nhe thé pht dén thé hoai tir véi cdc
bién ching suy da tang dai dang, ty 18
tr vong cao. O My, theo Peery A.F
thong ké nam 2021, c6 381.741 truong
hop nhdp vién vi VTC [1]. Tai Viét
Nam trong nhitng nam gén day, qua
mot sd nghién ctru va théng ké cho
thidy VTC ngay cang gia ting [2].

Ngay nay, doi séng kinh té phét
trién, VTC c¢6 chiéu hudng ting ca vé
) luong va muc d§ ndng. C6 nhiéu
nguyén nhan gay VTC, trong dé tang
TG trong miu la mdt nguyén nhan
thuong gap [3]. Theo nghién ctru cua

Fortson M.R va CS, VTC do tang TG
chiém ty 1& tir 1,3 - 14,3% trong tat ca
cidc nguyén nhan giy bénh [4]. Tang
TG c6 thé tién phdt hodc thir phét do
déi thdo duong [3], thudc bod sung nodi
tiét t6 estrogen, thai ky va lam dung
ruou [4].

TG 1a thanh phan chu yéu cua
céc lipoprotein trong lugng phan tu
thdp va cdc chylomicron, VTC do ting
TG duoc giai thich theo hai co ché
chinh: Th nhit do ting ndng do
chylomicron trong mdu va do phan huy
TG thanh acid béo ty do ¢ tuy [5, 6].
Chylomicron dugc tao thanh sau khi an
va ting cao nhét sau 4 - 5 gio. Khi
nong d6 TG tang cao, chylomicron hau
nhu hién dién thuong xuyén trong cic
mao mach. Cdc phan tir ty trong thip
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nay c6 kich thuéc 16n 1am tic nghén
cdc mao mach tuy dan dén thiéu méu
giy hoai tr tuy va toan chuyén héa.
Trong moi truong axit, cac axit béo tu
do giy hoat hoa trypsinogen gay nén
tinh trang VTC. Thtr hai, khi néng do
chylomicron ting cao lam cho TG tiép
xuc vo1 men lipase ¢ xung quanh tuy
tao thanh axit béo tu do voi néng do
cao dan dén tén thwong nhidm doc té
bao tuyén tuy, 1am ting cdc chét trung
gian ciia phan ng viém va céc gdc tu
do, din d&én VTC.

VTC c¢6 ting TG c6 dic diém
lam sang va can lam sang khéc so voi
VTC do nguyén nhan khic. Do vay,
ching t61 thuc hién nghién clru nham:
Tim hiéu mot sé dac diém lam sang,
can lam sang cua BN VTC co6 tang
TG mdu.

POI TUQONG VA PHUONG PHAP
NGHIEN CUU

1. P6i twong nghién ciu

* Poi twong nghién ciu: 72 BN
VTC c¢6 tang TG diéu tri ndi trd tai
Bénh vién Quan y 103 tu thang
01/2021 - 5/2023.

* Tiéu chudn lwa chon: BN duoc
chan dodn VTC theo tiéu chuin Atlanta,
2012 [7]; xét nghiém sinh hdéa mdu
ngoai vi, TG > 5,7 mmol/L (500 mg/dL);
BN d6ng y tham gia nghién ciru.
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* Tiéu chudan logi trir: VTC do cdc
nguyén nhan khac nhu séi duong mat,
sau chan thuong, sau md; VIC & BN
dang mang thai.

2. Phuwong phap nghién ciu

* Thiét ké nghién ciru: Nghién ctru
tién ctru, md ta ct ngang loat ca bénh.

* Chi tiéu nghién cuu va phwong
phdp thu thép s6 liéu:

Céc chi tiéu nghién clru lam sang
(khai thdc tai thoi diém nhdp vién):
Pic diém BN nhu tudi, gi6i tinh, BMI
(kg/m®), thoi gian mic bénh, tién sir
mic bénh. Triéu chimg co ning: Pau
bung, sot, khé thd, khat nude, budn
non, bi trung dai tién. Tri¢u chirng thyc
thé: Tinh trang bung, 4n diém suon
lung, cdm Ung phic mac, tinh trang
Xuat huyét dudi da, niém mac, tinh
trang kho tho.

Cac chi ti€u nghién ciou can lam
sang (liy tai thoi diém nhap vién):
Xét nghiém cong thirc mau, dong mau
prothrombin. Xét nghiém sinh hoéa
mdu danh gid chic ndng gan, than,
amylase, lipase, TG, cholesterole, CRP,
glucose, calci.

Chup cat 16p vi tinh (CLVT) d4nh
gia theo Balthazar [8].

Phan loai mic d0 bénh VTC theo
WSES, 2019:

Mirc d6 nhe: Khong c6 bién ching
tai chd va khong suy co quan.
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Mirc do trung binh: C6 bién ching
tai chd hodc suy co quan thodng qua
<48 gio.

Muc d6 nang: Suy mot hoac nhiéu
co quan dai dang > 48 gio [8].

* Xir Iy s6 liéu: Bang phan mém
SPSS 22.0.

3. Dao dirc nghién ciru

Pé tai da duoc Hoi dff)ng Pao duc
Bénh vién Quéan y 103 théng qua s
182/CNChT-HDPDD ngay 30 thang 11
nam 2022.

KET QUA NGHIEN CUU

1. Pac diém chung

Tubi trung binh (TB) la 42,8 =+
10,84, thip nhét 21 tudi, cao nhat 69
tudi. Nam gi6i 58 BN (80,6%), nit gidi
1a 14 BN (19,4%), ty 1& nam/nit 1a
4,14. Thé trang BN theo BMI trung
binh 1a 244 + 1,51 kg/m* (17,3 - 29,7
kg/m?). Thoi gian tir khi bi bénh dén
khi nhap vién TB 12 20,83 + 11,96 (6 -
72 gid), nhém tir 12 - 24 gid ¢6 45 BN
(62,4%).

2. Pic diém IAm sang, cin 1dm sang va cdc yéu to nguy co
Lam dung ruou 1a 45 BN (62,5%), r6i loan chuyén héa lipid 1a 15 BN
(20,8%), tiéu duong 1a 16 BN (22,2%); soi tdi mat 1a 8 BN (11,1%) va VTC

trude day 27 BN (37,5%)

Bang 1. Tri¢u chiing 1am sang.

Tri¢u chirng S6 lwong (n) Ty 1€ (%)
Dau bung thuong vi 70 97,2
Trudng bung 67 93,1
Khé thd 16 22,2
Budn ndn v non 55 76,4
Piém suon lung dau 52 72,2
Bi trung, dai tién 36 50,0
Sét 20 27.8
Cam Ung phuc mac 21 29,2
Da, niém mac kho 31 43,1
Xuét huyét dudi da 10 13,9
Mach > 90 chu ky/phuit 46 63,9

Triéu ching dau bung phd bién nhét 12 97,2%
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Bang 2. Mot s6 xét nghiém sinh héa mau.

Chi s6 X +SD Min - max
Glucose (mmol/L) 99+7,23 1,15 -49,36
Ure (mmol/L) 4,9 +2.56 1,17 - 16,18
Creatinin (umol/L) 102,4 £44.9 43,9 - 250,3
Calci (mmol/L) 2,1 +0,33 1,04 - 2,66
Amylase méu (U/L) 675,9 £ 1626,4 20,3- 11942
Lipase méu (U/L) 2839,8 + 8958 38,6 - 65736
Triglycerid (mmol/L) 17,8 + 6,40 5,73 - 30,82
Cholesterol (mmol/L) 14,09 +7,75 3,91 - 34,85
CRP (mg/L) 157,3 £129,3 2,48 - 444,13

Triglyceride cao nhat 1a 30,82 mmol/L; ¢6 58 ca (80,6%) TG > 11,3 mmol/L.
Bang 3. Xét nghiém huyét hoc.

Chi s X +SD Min - max
Hong cau (T/L) 4,7 0,64 3,47 - 6,60
Hb (g/L) 160,3 + 20,91 118 - 224
Hematocrit (L/L) 0,43 + 0,049 0,34 - 0,56
Bach cau (G/L) 13,5 +4,51 6,17 - 24,17
Tiéu cau (G/L) 241,1 +77,26 120 - 495
Prothrombin(%) 82,3 + 16,69 41-127

53 ca (73,6%) c6 bach cau>10 G/L, c6 31,9% chi $6 hematocrit > 0,45.

Két qua chup CLVT 6 bung: Balthazar B 12 20,8%, C 12 26,4%, D 12 18,1% va
E 1a 34,7%, khong c6 Balthazar A.

Phan loai mtrc d¢ bénh: Nhe 18 BN (25%); vira 38 BN (52,8%); nang 16 BN
(22,2%) gdm suy hd hip kéo dai 13 ca (18,1%), soc tut huyét d4p va suy than
3ca4,1%).

76



TAP CHI Y DUQC HQC QUAN SU SO 8 - 2023

Bang 4. Céc yéu t6 lién quan dén muc d6 bénh.

Murc do Nhe Viura Nang

Yéu tb (X +SD) (X +SD) (X +SD) P
Tudi 42,4+1338 433+998  423+1033 0933
BMI (Kg/m?) 2444221  240+276  253+204 0222
S6t (°C) 366+049  368+046 3724064 0011
?:Elclhk}‘//phﬁt) 87,7+1534 922+1681 1065+21,67 0,007
Hong cau (T/L) 4,7 +0,65 4,7 0,63 4,7 +0,68 0,994
Hematocrit (/L) 0423 +0,03 0425+0,04  0446+0,06 0306
Bachcdu (G/L) 1324390  133+406  143+6,11 0737
Glucose

ol 02+482  84+439  145+1144 0012
Ure (mmol/L) 39+138  45+4,56 6,7+223 0,002
Elrji?;‘e 81,5+1531 93243417 1460+6045 0,000
Calci (mmol/L)  22+0,150  2,1+0241  1,87+0,466 0,000
gjﬁage mdu 2076 +164 4364+440 1749,5+3224 0,008
Lipase mdu (U/L) 4945 +308 1463 +2249 8747+17851 0,009
(T;llil g;;ide 18,1 £6,69  184+609  160+686 0445
CRP (mg/L) 459+67,5 1798+128 187,2+130,1 0,036
CLVT (B/C/D/E)  6/7/4/1 9/9/6/14 0/3/3/10 0,023

Tong 18 38 16

Triglyceride khong lién quan dén mirc d6 nang ciia bénh véi p = 0,445,
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Hinh 1. Mau miu BN VTC c6 ting
TG (BA sb 12).

BAN LUAN

1. Pic diém chung

Tubi TB trong nghién ctru 1a 42,8 +
10,84 (21 - 69 tudi), nam giéi chiém
80,6%, nit gidi 1a 19,4%, thé trang theo
BMI, TB la 24,4 + 1,508 kg/m® (tir
17,3 - 29,7 kg/m®). Diéu nay cho thay
VTC c6 ting TG chu yéu gip & nam
gidi, trong do tudi lao dong. Két qua
cua ching t61 phu hop véi nghién ctru
ctia Nguyén Gia Binh véi ty 1& nam/ni
1a 2,95, tudi TB 1a 40,4 tudi, BMI TB
22,2 + 2,65 kg/m” [6]. Thoi gian dén
vién TB 12 20,8 + 11,96 gi, nhém mic
bénh tur 12 - 24 gio (62,4%), thoi gian
12 mot yéu té ddnh gid mac d6 bénh,
theo James T.W, trong vong 72 gio
phai danh gid dugc mic do bénh dé cé
bién phdp diéu tri phit hop [9].

2. Pic diém lAm sang

Triéu ching co ning dién hinh Ia
dau bung cdp tinh ving thuong vi gip
97,2%, truéng bung 13 93,1%, budn
ndn va ndn gap 76,4%, va bi trung tién
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gip 50% (Bdng 1). Kham thuc thé 4n
diém suon lung dau 13 72,2%, cam tng
phic mac gap 29,2%, s6t 27,8%, XuAt
huyét dudi da 1a 13,9%. Theo Nguyén
Gia Binh, dau bung thuong vi gap
98,7%, budn ndn va nodn 1 92%, bi
trung tién 86,7%, 100% bung trudng
va ¢6 ddu hiéu cam ung phic mac la
61,3% [6]. Chung t61 gdp triéu chung
khé thd 1a 22,2%, day thuong 1a diu
hiéu sém cia tinh trang suy ho hap,
mot  bién chiing ndng cua bénh.
Fortson M.R va CS nghién ctru 272 ca
VTC do ting TG thdy 100% dau bung,
budn ndn va ndn kéo dai ca ngay [4].
Triéu ching sOt gap 27,8%, mach
nhanh trén 90 chu ky/phit gip 63,9%.
Theo Lee S.H va CS nghién ctru VTC
do ting TG thiy sdt ting cao hon &
nhtrng BN tang TG cao [10]. Yang A.L
thay triéu ching 1am sang va dau bung
¢ VTC do tang TG tuong ty nhu VTC
thong thuong, tuy nhién dién bién
thuong nang hon va suy da tang kéo
dai [11].

3. Cac yéu t6 nguy co

Diénh gid cdc yéu td nguy co, ching
to1 théy tién str lam dung rugu chiém
62,5%, tiéu duong 1a 22,2%, rdi loan
lipid méau la 20,8% va da tung VTC
trugc day la 37,5%, séi tii mat la
11,1%. Theo Nguyén Gia Binh, tién st
lam dung ruou gap 65,3%, roi loan
lipid mdu la 25,3%, da tung VTC trudc
day 1a 37,5% [6]. Sun Y nghién ctu
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nam 2022, nguyén nhan pho bién nhat
gdy VTC tii phét 12 ting TG chiém
38,3%, hut
lipoprotein ty trong thap 12 hai yéu td
nguy co doc 1ap [12].

thudc va cholesterol

4. Cac xét nghiém sinh héa mau

Triéu chirng c4n 14m sang chan dodn
VTC la amylase va/hoac lipase mdu
tang gap 3 lan binh thudng, hinh dnh
siéu am hoac chuyp CLVT o bung dién
hinh [7]. Tai bang 2, ndng d6 amylase
miu TB la 6759 + 16264 (U/L),
lipase mau TB la 2.839,8 + 8.958
(U/L), 9 BN (12,5%) c6 chi s6 amylase
mau va 2 BN ¢6 nong do lipase mau &
muc binh thuong; tuy nhién, tri€u
ching 1am sang va hinh anh CLVT
dién hinh theo Atlanta, 2012 [7].
Nguyén Gia Binh thiy amylase mdu
khong tang 1a 20% [6], Yadav D. thay
amylase khong ting trong VTC tang
TG 12 25% [5]. Cic tic gia déu thay ty
I¢ VIC do taing TG ma amylase va
lipase khong ting, 1am sang dién hinh,
xét nghiém méu nong do TG ting cao,
ldy mdu c6 mau trang duc nhu sita 1a
dau hiéu ro nhat [5] (Hinh 1).

Noéng do TG trong nghién ctru TB 1a
17,8 + 6,40 mmol/L cao nhat 1a 30,82
mmol/L, kem theo cholesterol ciling
tang, TB 1a 14,09 + 7,75 mmol/L, s ca
¢6 TG tir 11,3 mmol/L tré 1én 1a 58 ca
(80,6%). Theo tuyén b dong thuan
cia WSES, khi loai bé cic yéu t6 khéc,
néu chi s6 TG > 11,3 mmol/L duoc

xem la nguyén nhan giy VTC [8]. Két
qua nay phit hop véi Nguyén Gia Binh,
noéng d6 TG 1a 19,88 + 17,38 mmol/L,
cholesterol 1a 13,36 + 6,68 mmol/L.
Theo Yadav D., ting TG bat ky, > 200
mg/dL, > 500 mg/dL va > 1.000
mg/dL nguy co méic VTC tuong tng 1a
0,05%, 4%, 10% va 25% [5].

Nong d6 glucose mdu 1a 9,9 +7,23
mmol/L, cao nhit 1a 49,3 mmol/L, ¢6
222% BN dang diéu tri bénh tiéu
duong, Nguyén Gia Binh thiy c6
74,7% BN c6 glucose mdu tang > 6,4
mmol/L, trong d6 18,7% c6 tién st tiéu
duong [6]. Theo Yadav D., so sanh
thdy nhém VTC c¢6 TG ting thi
glucose mau ting hon so véi nhom
VTC khong tang TG [5].

Chi s6 ure mau TB 1a 4,9 + 2,56
mmol/L, creatinine mau TB 1a 102,4 +
44,9 umol/L; c6 14 BN (19,4%) chan
dodn suy than cap véi creatinine > 130
umol/L. Két qua nay thap hon nghién
ctru cia Nguyén Gia Binh 1a 36% [6].
Theo WSES, chi $6 ure > 20 mmol/L
12 mot yéu 6 du bdo doc lap vé nguy
co tir vong [8]. Néng do calci mau TB
12 2,1 + 0,33 mmol/L, thip nhat 1a 1,04
mmol/L, theo phan loai cua Ranson,
calci < 2mmo/L 1a yéu tb tién luong
nang [2]. Xét nghiém CRP 1573 +
129,3 mg/L, cao nhat 1a 444,13 mg/L,
cao hon nghién cuu cua Lee S.H., chi
s0 CRP 1a 41 + 81 mg/L va cé lién
quan dén tinh trang s6t [10].
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5. Cac xét nghiém huyét hoc

Két qua xét nghiém huyét hoc tai
bang 3, ching toi quan tim téi chi sd
hematocrit, Kkét qua la 0,43 + 0,49 L/L,
c6 31,9% BN c6 két qua > 0,45.
Hematocrit cia ching t61 khong cao,
phan 4nh tinh trang thiéu dich it, c6 thé
do BN dén sém ngay ngdy dau cua
bénh nén chi sd hematocrit chua bién
d6i r56. Xét nghiém bach cau TB la
13,5 + 4,51 G/L, cao nhat 1a 24,17
G/L. Céc thanh phan hong cau, Hb,
tiéu cau va prothrombin trong VTC
ngay dau gan nhu chua anh hudéng dén
két qua xét nghiém. Nghién ciu cia
Lee S.H., c¢6 két qua Hct 1a 0,424 +
0,52 va khong lién quan dén tinh trang
sot, chi s6 bach cau cua tic gia 1a 12,0
+ 3,55 G/L va lién quan chat ché toi
tinh trang sot [10].

6. Két qua chyp cit 16p vi tinh
60 bung

Tat ca BN trong nghién ctru déu
duge chup CLVT c6 thudc can quang,
két qua 20,8% Balthazar B., 26,4%
Balthazar C., Balthazar D. va E. la
18,1% va 34,7%. Theo WSES khuyén
céo, nén chup CLVT sau 72 gid mic
bénh s& cho két qua chinh xéc hon [8].
Két qua Balthazar E ctia chiing toi thap
hon Nguyén Gia Binh 12 48%, tuy nhién,
tdc gia cho chup CLVT sau 72 gio nén
ton thuong tuy nang hon [6].

7. Phan loai mirc d§ VTC
Phan loai mirc d0: Bénh nhe 1a 25%,
vura 1a 52,8% va nang 1a 22,2%. 16 BN
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mirc d6 ning gdm suy hd hap 1a 13 ca
(18,7%); 3 ca (4,17%) sbc mach nhanh
> 130 chu ky/phiit, huyét 4p tam thu
< 90 mmHg, sau khi bu du dich khong
cai thién phai ding thudc van mach.
Theo Atlanta 2012, nhitng truong hop
suy tang dai dang trén 48 gio duoc xép
vao murc do niang [7]. Két qua nay phi
hop véi nghién ctru cia Nguyén Gia
Binh, mac do nhe va vira chiém 72%,
s BN ning 14 28%, c¢6 16% trong tinh
trang soc [6].

8. Cac yéu t6 lién quan dén mic
do bénh

Két qua tai bang 4, tinh trang sot,
mach va cdc chi sb glucose, ure,
creatinine, amylase, calci, CRP, chup
CLVT 6 byng lic nhap vién déu lién
quan t6i muc do ndng cua bénh voi
p < 0,05. Chi 6 ure va creatinine phan
4nh muc do ton thuong than cip; vi
vay, khi c¢6 ton thuong than ching to
tinh trang bénh niang hon khéng c6 ton
thuong. Theo WSES, miic do ton
thuong tuy trén CLVT la mot tiéu chi
quan trong dé d4nh gid do ning cua
bénh [8]. Céc chi s6 tudi, BMI, hong
céu, hematocrit, bach cau va TG khong
lién quan t6i murc do bénh véi p > 0,05.

KET LUAN

VTC c6 tang TG thuong gap ¢
nhém tudi lao dong, nam gidi 1a chi
yéu va tién st ¢6 lam dung rugu. Tri¢u
chtng 1am sang hau hét gip dau bung,
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budn nén va nodn, bung truéng, khé
tho. Ty 1¢ suy ho hap 1a 18,1%, sdc suy
tuan hoan 12 4,2%, két qua VIC muc
do nhe 1a 25%, vua 1a 52,8% va nang
12 22,2%.

Két qua xét nghiém glucose, ure,
creatinine, amylase, calci, CRP va
chup CLVT luc nhadp vién lién quan
dén muc d6 ning cua bénh c6 ¥ nghia
voi p < 0,05, chi $6 TG, thé trang BN
khong lién quan d&én mic d6 bénh voi
p>0,05.
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PANH GIA KHA NANG GHI NHO NQI DUNG TUYEN TRUYEN
VE BENH POT QUY NAO CUA NGUOI CHAM SOC CHINH

Kiéu Vin Khwong"', Nguyén Vin Dirc’, Dang Phiic Diic’

Tém tit

Mouc tiéu: Dénh gid kha ning ghi nhé ctia ngudi chim séc chinh (NCSC) vé
bénh d6t quy ndo sau 3 thang tuyén truyén. Phwong phdp nghién ciru: Nghién
ctru can thi€p, theo doi doc, so sanh trén 369 NCSC tai Khoa Dot quy, Bénh vién
Quin y 103 tir thang 4/2021 - 12/2021. Két qud: Nhan thirc ding vé thoi gian
vang (4,5 gid) cip ciru bénh nhan dot quy tang tir 25,7% 18n 73,7%, khic biét c6
y nghia théng ké voi p < 0,05. Ty 16 NCSC nhan biét can di khdm sau céc con
thiéu mau ndo thodng qua dé ngan ngira nguy co dot quy ting tir 23% 1én 69,6%.
S6 NCSC nhan thirc duoc can diéu tri dot quy ndo (PQN) cang sdém cang tot tang
tir 53,1% 1én 84,6%, khdc biét c6 ¥ nghia thong ké véi p < 0,05. Két lugn: Két
qua ddnh gid sau 3 thdng c6 cai thién rd rét & cdc ndi dung phai biét, can biét va
nén biét so voi trude tuyén truyén vé bénh DQN.

Tir khéa: Nguoi cham séc chinh; Nhan thirc vé dot quy; Dot quy ndo.

EVALUATION OF THE PRIMARY CAREGIVERS’ ABILITY
TO RETAIN INFORMATION ABOUT STROKE

Abstract

Objectives: To evaluate the primary caregiver's ability to retain information
about stroke disease after three months. Methods: An interventional, longitudinal,
and comparative study on 369 primary caregivers at the Stroke Department of
Military Hospital 103 from April to December 2021. Results: Correct awareness
about the golden time of 4.5 hours for emergency stroke patient treatment
increased from 25.7% to 73.7%, with a statistically significant difference, p < 0.05.

"Trung tim Hobi sirc Cap ciru Chdng ddc, Bénh vién Quén y 103
’B$ mén Than kinh, Bénh vién Quéan y 103
“TAac gi4 lién hé: Kiéu Vin Khwong (tunglamhoiconnho @ gmail.com)
Ngay nhan bai: 07/8/2023
Ngay dwogc chip nhan ding: 28/9/2023
http://doi.org/10.56535/jmpm.v48i8.452
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The percentage of caregivers who knew the need for follow-up medical

examination after transient ischemic attacks to prevent the risk of stroke

increased from 23% to 69.6%. The proportion of caregivers who recognized the

importance of early stroke treatment increased from 53.1% to 84.6%, with a

statistically significant difference, p < 0.05. Conclusion: The test results after

three months showed a significant improvement in the ability to retain

information that must be known, should be known, and need to be known.

Keywords: Primary caregivers; Knowledge of stroke; Stroke.

DAT VAN DE

D0t quy ndo 1a mat bénh co6 ty I¢ tir
vong va tan phé cao. Theo thong ké
vao nam 2016, trén toan thé gidi c6
khoang 6,5 tri¢u truong hgp tor vong va
113 tri€u truong hop tan tat do dot quy.
Nguoi bénh tir vong do dot quy tai
Viét Nam chiém t6i 32% (95% UL,
khoang tin cay tu 28 - 35) truong hop
tir vong do cac nguyén nhan [4].

Thuc trang hiéu biét han ché dan t6i
nhiéu nguoi bénh dugc phat hién va
nhap vién qud ctra sb thoi gian diéu tri
t6i vu. Nhiéu nguoi khong nhan thire
dugc hodc hiéu biét khong day du vé
yéu td nguy co dot quy khién céc bién
phéap du phong cip I va cép II PQN
khong hiéu qua. Thuc trang dé tic
dong ti€u cuc dén cong tac diéu tri, du
phong bénh DQN.

Trén thé gidi, chua c6 bat ky loai
thudc ndo cé thé ngin ngira dot quy

hoan toan. Tuy nhién thuc té lai cho
thdy, cong tic tu vAn gido duc sirc
khoe chi can rén luyén cho minh mot
théi quen tot, 16i séng khoa hoc da c6
thé phong ngira giam thiéu ddng keé
nguy co mic cin bénh nay [2].

Tai Viét Nam, hién chua c6 nhiéu
nghién ctru vé nhan thic cia NCSC
cho ngudi bénh BDQN; danh gia vai tro
hiéu qua cua cong tic tu van gidp
phong ngura DQN. Vi vay, ching t6i
thuyc hién nghién cltru vo1 muc tiéu:
Ddnh gid kha nang ghi nhé cua NCSC
vé bénh dot quy ndo sau 3 thdng tuyén
truyén.

POI TUQONG VA PHUONG PHAP
NGHIEN CUU
1. P6i twong nghién ciru
* Poi tweong nghién ciru: 369 NCSC
tai Khoa Dot quy, Bénh vién Quéan y
103 tir thang 4 - 12/2021. Bdi tuong
nghién ctru duoc phong van khao st
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nhan thirc vé bénh DQN, sau d6 tién
hanh tuyén truyén; 3 thdng sau tuyén
truyén tién hanh khao sét lai nhan thic
vé bénh DQN va so sdnh véi trude
tuyén truyén.

* Tiéu chudan lwa chon: NCSC bénh
nhan DQN; tudi > 18; dong y tham gia
nguyén cuu. NCSC la than nhin ¢
cung bénh nhan va cham séc lién tuc
tai bénh vién trong giai doan bénh
nhan diéu tri ngi trd.

* Tiéu chudn logi trir: Ngudi han
ché vé nhén thtc, kha nang doc viét.
Nhitng nguoi da dugc dao tao vé noi
dung nghién ctru nay gdm nhdn vién
khoa than kinh, sinh vién, chuyén gia...

2. Phwong phap nghién ctru

* Thiét ké nghién ciru: Nghién ctru
can thi¢p, theo doi doc, so sdnh trudc
va sau khi tuyén truyén vé bénh DQN.

* Cong cu va tiéu chi nghién cuu:
X4y dung bd ciu hoéi dang bang kiém
g6m hai phan:

Phan 1: Thong tin chung cta bénh
nhin vi NCSC gom tudi, gi6i tinh,
nghé nghiép, noi cu trd, hoc van cao
nhit, tong thu nhip cua gia dinh, tién
st bénh.

Phan 2: Thong tin lién quan dén

nhan thirc vé bénh d6t quy gém hoan
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canh xay ra, nguyén nhan DQN, thoi
gian vang, triéu ching, yéu té nguy co,
xu tri va du phong PQN. Cic ndi dung
nhan thitc dugc phan chia thanh ba
nhom tuy theo muc do quan trong la
phai biét, can biét va nén biét.

X4y dung bai tuyén truyén cic ndi
dung nhan thtc vé bénh PQN danh
cho cong dong.

Xay duyng mau thu thap dang Biéu
mau Goole (Google form) danh cho
khao st sau 1 thiang voi ddi twong
khong thé gap truc tiép.

* Cdch thirc tién hanh: Nghién ctru
vién phong van va thu thap két qua
trong vong 2 gid ké tir khi bénh nhéan
nhap vién. Pé ddi tuong nghién ctru ty
doc noi dung va dién thong tin.

Tu véan tip trung tai hoi truong
Khoa Dot quy, Bénh vién Quan y 103.
Thoi gian mbi budi tu vn 45 + 5 phiit.
T chirc mot budi tu van theo trinh tu:
On dinh chd ngdi; gidi thiéu muc dich,
yéu cau, phuong phép tién hanh; tuyén
truyén vién trinh bay ndi dung tu van;
thdo luan va héi dap.

Phu trich noi dung tuyén truyén:
Béc si Khoa Dot quy c6 thdm nién
cong tac chuyén nganh trén 3 nam.

Noi dung tuyén truyén: Dya trén tai

liéu hudéng dan cua BO Y te, tai licu
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dao tao va tuyén truyén cua Khoa Dot 3. Pao dirc nghién ctru

quy xay dung. Cic ddi twong tu nguyén tham gia
* Xir Iy s6 liéu: Phan tich s6 lieu nghién ciu va cédc thong tin dugc bao

bang phin mém SPSS. Muc y nghia mat. Nguoi tham gia khong phai chi tra

théng ké duoc xdc dinh v6i p<0,05.  bat ky khoan phi nao.

KET QUA NGHIEN CUU

Qua nghién cuu 369 NCSC tai Khoa Dot quy, Bénh vién Quén y 103 tu thang
4 -9/2021, két qua nhu sau:

1. Pic diém chung vé NCSC

Bang 1. Bac diém chung cua ngudi cham soc chinh.

s S6 lwong Ty 1é
Dic diém
(n=369) (%)
<40 161 43,6
Nhém tudi 40 - 60 173 46,9
> 60 35 9,5
Nam 160 434
Gioi tinh
Nir 209 56,6
Hoc pho thong 189 51,2
Trinh d6 Cao dang/trung cap 82 22,2
hoc van Pai hoc 69 18,7
Sau dai hoc 29 7,9

NCSC c¢6 tudi < 60 chiém ty 18 cao nhat (90,5%), nhém > 60 tudi (9,5%).
Ngudi cham bénh nhan PQN 1a nit cao hon nam (56,6% so v&i 43,4%). Ty 1€ c6
trinh d6 hoc van pho thong chiém 51,2%.
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2. Nhan thirc va két qua tw vin cho NCSC vé bénh PQN

Bang 2. Nhan thire va két qua tu van cho NCSC
vé nhém kién thic phai biét vé& bénh DQN.

Trwéc tu vin Sau 3 thang

Noi dung Shlwong  Ty1é  Sélwong Tyl P

(n=369) (%) (n=369) (%)

Hiéu ding vé vi tri
xay ra DQN (ton 212 57,5 284 770  <0,05
thuong ¢ nao)

Nhan thirc ding vé
Lz 264 71,5 291 78,9 < 0,05
yéu to nguy co DPQN

Nhan thirc ding vé triéu chirg nghi PQN cén di khdm ngay:

Dot ngdt yéu tay

192 52,0 301 81,6 < 0,05
chan 1 bén
Dot ngdt méo miéng 167 453 264 71,5 < 0,05
Dot ngdt néi kho 162 439 186 50,4 < 0,05

Nhén thirc ding vé
tho1 gian vang diéu 95 25,7 272 73,7 < 0,05
trt DQN: 4,5 gio

Dénh gid sau khi tién hanh tu vAn 3 thang cho NCSC, tit ca céc tiéu chi vé
nhan thirc phai biét déu c6 cai thién dang ké, dic biét nhan thirc ding vé thoi
gian vang ting tir 25,7% 1én 73,7%. Tat ca ndi dung cai thién déu c6 sy khic biét
v6i ¥ nghia thong ké, voi p < 0,05.
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Bang 3. Nhan thire va két qua tu van cho NCSC
vé nhém kién thire can biét vé bénh DQN.

Truéc tw vin Sau 3 thang
Noi dung S6lwong Ty1é Séluwong Tylé p
m=369) (%) ®Mm=369) (%)

Nhan thuc ding vé tir vong do

DON Ia nguyén nhin to vong 84 22.8 284 77,0 <0,05
dang thu 2

Nhan thic ding vé tan phé do

DQN Ia nguyén nhan dung tha 2 59 16,0 185 50,1 <0,05
gdy tan phé

Nhan thirc ding vé con thiéu mau
ndo thodng qua can di khim dé 85 23,0 258 69,9 <0,05
ngan ngura nguy co dot quy

Sau khi tién hanh tu van 3 thang cho NCSC, tit ca cdc tiéu chi vé nhan thirc
can biét déu c6 cai thién ddng ké. Diac biét dbi ty 18 nguoi biét sau khi hdi phuc
sau con thiéu mdu ndo thodng qua (TIA) ciing can phai di khdm dé ngin ngtra
nguy co dot quy ting tir 23% 1én 69,6%. Tt ca ndi dung cai thién déu c6 sy khéc
biét v&i y nghia théng ké, véi p < 0,05.

Bang 4. Nhan thic va két qua tu vin cho NCSC
vé nhém kién thire nén biét vé bénh DQN.

Truée tw vin Sau 3 thang
Noi dung Sélwong  Tylé Solwong Ty lé p
(n = 369) (%) (Mm=369) (%)

Nhan thire ding vé diéu tri

DQN can tién hanh cang 196 53,1 312 84,6 < 0,05
som cang tot

Nhan thirc ding vé cic triéu ching khong lién quan dén DQN:

Dau khop tay chan 146 39,6 210 56,9 < 0,05
Dau nguc 133 36,0 197 53,4 < 0,05
Chay mau miii 180 48,8 188 50,9 < 0,05

Sau khi tién hanh tu van 3 thang cho NCSC, tit ca cdc tiéu chi vé nhan thirc
can biét déu c6 cai thién ding ké. S6 NCSC nhan thirc duoc can diéu tri PQN
cang som cang tot ting tir 53,1% 1én 84,6%. Tat ca ndi dung cai thién déu c6 su
khéc biét véi y nghia thong ké, véi p < 0,05.
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BAN LUAN

1. Pic diém NCSC

Pa s NCSC thudc nhém < 60 tudi
(90,5%), ty 16 NCSC > 60 tudi chi
chiém 9,5%. Két qua cua ching toi phil
hop véi nghién ctru cia tic gia Nguyén
Vian L¢ [3] va VO Ngoc Diing [7].
Khoang 50% NCSC thudc nhém tudi <
60 déu nam trong d6 tudi < 40. Lira
tudi nay c6 kha nang tiép thu thong tin
moi nén khd thuan loi khi tién hanh
tuyén truyén.

Ty 16 NCSC c6 trinh d hoc véan phd
thong chiém 51,2%, cao dang/trung
cap chiém 22,2%. Theo két qua cua tic
gid Vo Ngoc Diing (2010) [7], trinh d6
hoc vén trung hoc co sé gip nhiéu nhat
v6i 61,9%. Nguyén nhan khic biét nay
c6 thé do dia ban nghién ctru cia
ching t6i tién hanh trén quan Ha
bong, trinh d§ hoc van cua d6i tuong
nghién ctru c6 sy khac biét so vdi céac
nghién ctru khdc. Vé&i d6i twong cé
trinh d6 hoc van tir cip trung hoc tré
1én thuong c6 kha ning tiép thu thong
tin twong ddi tét.

2. Thay d6i nhan thicc cia NCSC
ngudi bénh PQN sau tw vin 3 thang

Hicu biét vé bénh DQN, ddc biét
viéc nhan biét ding dau hiéu nghi ngo
dot quy c6 y nghia quan trong gitp
ngudi dan phat hién bénh kip thoi.
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Nghién ctru cho thiy sy gia ting 1o rét
ty 16 NCSC sau tu van 3 thing nhdn
biét dugc ddu hiéu bénh dot quy.
Nghién ctru cua Carroll C. va CS
(2004) tai Anh cho thdy ty 1& nguoi
dan biét it nhit mot triéu chimg canh
bdo dot quy la 40%. Ty 1€ nay trong
nghién ctru cua Stroebele N va CS
(2011) tai Uc 1a 50%. S6 nguoi nhé
dugc “thoi gian vang” diéu tri PQN
sau 4,5 gio tang tu 25,7% 1én 73,7%
[5].

Ty 1& mic cdc yéu td nguy co cua
DQN nhu bénh 1y tim mach, dai thdao
duong, ting huyét dp... ting theo lra
tudi. Kiém so4t tot cic bénh nén nay sé
gitp giam thiéu nguy co dot quy. Sau
tu van 3 thdng, c6 78,9% NCSC da
nhan thirc ding céc yéu to nguy co cia
DQN. Theo tic gia Nguyén Vin Thang
va CS (2010), sau tuyén truyén da
nang ty 1¢ nhan thic vé yéu té nguy co
dai thdo duong tir 1,9% 1én 15,9%, béo
phi tdng 17% tir 4,2% 1én 21,2%. Khac
biét trudc va sau tu van 3 thing c6 ¥
nghia thong ké véi p < 0,05 & tat ca
céc yéu to nguy co DQN [6].

Sau khi tién hanh tu van 3 thang cho
NCSC, tit ca céc tidu chi vé nhan thic
can biét déu c6 cai thién ddng ké. Pic
biét d6i ty 16 ngudi biét sau khi hoi
phuc sau con thiéu mau ndo thodng
qua (TIA) ciing can phai di khdm dé
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ngdn ngura nguy co dot quy tang tu
23% 1én 69,6%. Tat ca noi dung cai
thién déu c6 su khic biét véi y nghia
thong k&, véi p < 0,05. Khuyén cdo cta
Ho6i Dot quy My nam 2021 ciing tiép
tuc nhdn manh nguy co dot quy thuc
thu xdy ra sau cac con TIA. Cic bénh
nhan ¢6 con TIA déu can duoc thim
kham, xét nghiém tam sodt cdc yéu td
nguy co va diéu tri du phong thich hop.

Sau khi tién hanh tu van 3 thang cho
NCSC, tét ca céc tiéu chi vé nhan thic
can biét déu c6 cai thién dang ké. SO
NCSC nhan thuc dugc can diéu tri
DPQN cang sém cang tét tang tir 53,1%
1én 84,6%. Tat ca nodi dung cai thién
déu c6 sy khdc biét v6i ¥ nghia théng
ké, véi p < 0,05. Hoi Dot quy Thé gidi
da dua ra thong di¢p "Thoi gian Ia
ndo", nghia 1 viéc cap cuu, diéu tri
bénh nhan d6t quy can duoc tién hanh
cang sém cang tot. Do vy, viéc tuyén
truyén cho NCSC hiéu rang bénh nhan
PQN can duoc diéu tri cang sém cang
t6t c6 ¥ nghia rat quan trong.

KET LUAN

Diénh gid sau khi tién hanh tu van 3
thang cho NCSC, tit ca cdc tiéu chi
thudc kién thuc phai biét, can biét va
nén biét déu cé cai thién dang ké. Pic
biét, nhan thirc ding vé thoi gian vang
4,5 gid cap chu bénh nhan dot quy
tang tir 25,7% 1én 73,7%, khic biét c6
¥ nghia thdng k&, véi p < 0,05.

Ty 1¢ NCSC biét rang can di khdm
sau cdc con thiéu mdu nio thodng qua
dé ngan ngira nguy co dot quy ting tir
23% 1én 69,6%.

SO NCSC nhén thire duogc can diéu
tri PQN cang sém cang tot ting tir
53,1% 1én 84,6%, khac biét c6 y nghia
thong ké, véi p < 0,05.
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PAC PIEM LAM SANG VA CAC YEU TO LIEN QUAN
ROI LOAN GIAC NGU O BENH NHAN COVID-19

Pham Ngoc Théo', Pé Pirc Thuan', Cao Hong Duyén’
Lé Thj Véin Trang', Tran Thi Phwong Loan’, Kiéu Vin Khwong'

Tém tit

Muc tiéu: Nghién ctru vé r6i loan gidc ngi ¢ bénh nhan (BN) COVID-19.
Phwong phdp nghién ciru: Nghién ciru cat ngang trén 250 BN mic COVID-19
muc d§ nhe va trung binh tai Khoa Nhe va vira, Bénh vién Da chién s 5G,
Thanh phé H6 Chi Minh tir ngay 28/8/2021 - 31/10/2021. Két qud: BN c6 tong
diém PSQI > 5 14 41,6%, di vao gidc nga > 15 phut va trén 1 lan/tuan 1a 78,4%,
hiéu qua gidc nga < 85% la 44,8%. Tudi, kho thd, tiéu chay, mirc 46 ning cia
BN COVID-19 anh huéng dén gidc ngi trong dé tudi (p = 0,024; OR = 1,021;
95%CI = 1,003 - 1,039) va tiéu chay (p = 0,003; OR = 6,6; 95%CI = 1,87 -
23,42) 1a hai yéu t6 doc 1ap anh hudng dén réi loan gidc nga BN COVID-19.
Két lugn: 41,6% BN COVID-19 c6 gidc ngii xau, tudi va tiéu chay 1a hai yéu td
doc 1ap lién quan dén rdi loan gidc nga BN COVID-19.

Tir khéa: Réi loan gidc ng; COVID-19.

CLINICAL CHARACTERISTICS AND SLEEP DISORDER FACTORS
IN COVID-19 PATIENTS

Abstracts

Objectives: To study sleep disorders in COVID-19 patients. Methods: A
cross-sectional study on 250 mild and moderate COVID-19 patients at the Mild
and moderate Department, the Field Hospital No.5G, Ho Chi Minh City, from
August 28" to October 31% 2021. Results: Patient with a total PSQI score > 5
accounted for 41.6%, felt asleep > 15 minutes and more than once a week made up

'Bénh vién Quan y 103
#Téc gi lién hé: Kiéu Vin Khwong (icudoctor103@gmail.com)
Ngay nhin bai: 07/8/2023
Ngay duge chip nhan ding: 20/9/2023
http://doi.org/10.56535/jmpm.v48i8.453
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78.4%, and the sleep efficiency < 85% was 44.8%. Age, dyspnea, diarrhea, the
severity of COVID-19 disease affected sleep quality. In which, age (p = 0.024,
OR = 1.021, 95%CI = 1.003 - 1.039) and diarrhea (p = 0.003, OR = 6.6, 95%CI
= 1.87 - 23.42) were the two independent factors related to sleep disorders in
COVID-19 patients. Conclusion: 51.6% of COVID-19 patients had bad sleep,

age and diarrhea were the two independent factors related to sleep disorders in

COVID-19 patients.
Keywords: Insomnia; COVID-19.

PAT VAN DE

COVID-19 (bénh do vi rat Corona
2019), phat hién 1an dau & thanh phd
Vi Han, tinh HO Bic, Trung Qudc,
ngay 11 thang 3 nam 2020. WHO da
cong nhan COVID-19 1a dai dich trén
toan cdu. Tir tinh chit bénh, ty 16 mic
cao, ty 1& 1y nhiém nhanh, ty 1& tir
vong cua dai dich COVID-19 ciing
nhu nhitng chinh sach nham ngan chin
du phong COVID-19 nhu: Cach ly,
phong téa va nguy co mat viéc, suy
giam vé kinh té déu anh huong dén BN
mic COVID-19, hay lo s¢ anh hudng
clia tiém véc xin t6i sitc khoe [1] 1am
gia ting cdc roi loan tim 1y va bénh
tam than nhu trAm cam, roi loan lo au
va mat ngd & BN COVID-19. Theo
nghién ctru tong quan cia Deng J. va
CS (2021), BN mic COVID-19 ¢6 ty
1¢ 16i loan gidc ngu 1a 34% [2]. Réi
loan gidc ngu gdy nhiéu hau qua tiéu
cuc dén stc khoe, tim ly, kha ning
lam viéc cia BN... lam giam chét
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lugng cudc song, gdy anh huong
khong nhé dén hiéu qua diéu tri bénh
chinh [3]. Hién tai, nghién ctu vé réi
loan gidc ngi & BN COVID-19 tai Viét
Nam con it; vi vay, chung toi thyc hién
nghién ctru nham: Pdnh gid ddc diém
roi loan réi gidc ngii va cdc yéu té danh
huéng dén roi loan gidc ngi ¢ BN mdc
COVID-19 tai Viét Nam.

POI TUQONG VA PHUONG PHAP
NGHIEN CUU

1. P6i twong nghién ciru

* Déi twong nghién ciru: 250 BN
COVID-19 diéu tri tai Khoa Nhe va
Vira, Bénh vién Da chién sd 5G, Thanh
phé HO Chi Minh tir ngay 28/8/2021 -
31/10/2021.

* Tiéu chuan lua chon: BN duoc
chan dodn COVID-19 véi xét nghiém
PCR (Polymerase-Chain-Reaction)
COVID-19 duong tinh.
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Muc d6 bénh COVID-19 duogc
phan chia theo Quyét dinh vé viéc ban
hanh Huéng dan chan dodn va diéu tri
COVID-19 sd 4698/QP-BYT ngay
06/10/2021.

Murc do nhe: BN c¢6 céc tri¢u chung
lam sang khong dac hi¢u do COVID-
19, y thirc tinh tdo, tu phuc vu ban
than, nhip thd < 20 lan/phit, SpO, >
96% khi tho khi troi. Hinh anh X-
quang phdi binh thudng hoic it
ton thuong.

Murc do trung binh: BN c6 céc triéu
chirng 1am sang khong dac hiéu do
COVID-19, y thirc tinh, c¢6 kho thé khi
ging stc (1én cau thang), thd nhanh 20
- 25 lan/phit, phdi ¢6 ran n6 SpO, 94 -
96% khi thd khi phong, khi méau
Pa0,/FiO, > 300. Tuan hoan: mach
nhanh hodc cham, da khd, nhip tim
nhanh, huyét 4p binh thuong. Hinh anh
X-quang nguc vi CLVT nguc: ¢6 ton
thuong < 50%.

*  Tiéu chudn logi trirr BN khong
déng y tham gia nghién ctu; BN
khong thé hoan thanh bang ciu bang
hoi PSQI do ngén ngit, sttc khoe; BN
c6 16i loan gidc ngu trudce dé.

2. Phwong phap nghién ctru

* Thiét ké nghién ciru: Nghién ctru

tién clru, mo ta cat ngang.

* Cong cu nghién cuu:

Bo ciu hoi phong van nghién ciu
chat luong gidc ngu duoc xdy dung
trén bd cau hoi chi sd chit luong gidc
ngua PSQI (Pittsburgh Sleep Quality
Index) [4]. Do cdc Béc sy diéu tri ¢
Khoa Nhe va vira truc tiép phong van
thu thap s6 liéu.

* Xur Iy s6 lidu: SO lidu duge phan

tich trén phan mém SPSS 20.0.

KET QUA NGHIEN CUU

Bénh vién D3 chién sé 5G bat dau
hoat dong tur 28/8/2021 va dung hoat
dong ngay 31/10/2021. Khoa BN nhe
va vira ctia Bénh vién Da chién 5G thu
nhan 351 BN; trong d6, 250 BN du
tifu chudn tham gia nghién cuu,
gdbm 225 BN COVID-19 mirc d6 nhe
hodc trung binh va 25 BN nhe va trung
binh sau d6 chuyén ning. Tudi trung
binh 50,05 + 18,16, nho nhat 9 tudi,
16n nhat 1a 85 tudi. Nir gi6i chiém
52,4%, ngudi chua tiém véc xin chiém
ty 1& thip (16,8%), tiém mot mii
46,4%. Ngay nam diéu tri trung binh
10,85 + 5,31, it nhat 7 ngdy, dai nhat
38 ngay.
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Bang 1. Dic diém giac ngu theo thang diém PSQL

Lam sang gidc ngi 0 diém 1 diém 2 diém 3 diém
(n = 250) % (n) %0 (n) %0 (n) % (n)
Chét luong gidc ngl 40,4 (101) 46,8 (117) 12,8 (32) 0

Thoi gian di vao gidc ngl 21,6 (54) 40,4 (101) 28 (70) 10 (25)

Thoi gian ngu 43,6 (109) 10,4 (26) 30,8 (77) 15,2 (38)
Hiéu qua gidc ngu 55,2 (138) 16,4 (41) 16,8 (42) 11,6 (29)
R&i loan gidc ngu 37,2(93) 60,4 (151) 2(5) 0,4 (5)
Str dung thube ngi 91,6 (229) 3,2 (8) 2,8(7) 2,4 (6)
RAi loan chiic nang banngay 83,6 (209) 12 (30) 2,8 (7) 1,2 (3)

<5:58,4% > 5:41,6%
Téng diém PSQI

5,40 + 7,04, gia tri thip nhat: 0; cao nhat: 100

Ty 16 BN c6 gidc ngt x4u (téng diém PSQI > 5) 12 41,6%, véi thoi gian di vao
gidc ngu < 15 phut chi 21,6%, thoi gian di vao gidc ngu > 15 phut va nhiéu hon 1
lan trong tuan 13 78,4%. Chat lugng gidc ngi chii quan 40,4% 1a rat tot (59,6% la
t6t va té). 91,6% BN khong diung thudc nga va 83,6% khong co réi loan chic
nang ban ngay, hiéu qua gidc ng < 85% 1a 44,8% (100 - 55,2%).
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Bang 2. Cic yéu t6 lién quan dén chét luong gidc ngu.

Yéu to nguy co Giic ngii xdu Giéc ngi tot
n =250 % (n); n =104 % (n); n = 146 P

Gidi nir 54,81 (57) 50,68 (74) 0,607
Tudi (X + SD) 53,70 + 16,94 47,45 + 18,58 0,016
Ngay diéu tri 10,27 +5,18 11,22 +5,37 0,193
BMI 23,19 + 3,63 23,99 + 4,29 0,41

Mirc d6 ning 16,3 (17/104) 5,5(8) 0,009
Khé tho 16,3 (17) 3,4 (5) 0,003
Ngat mili 0,9 (1) 3.4 (5) 0,647
Tiéu chay 12,5 (13) 2,7 (4) 0,03

Mit vi gidc 21,1 (22) 24,7 (36) 0,637
MAt khiru gidc 31,7 (33) 33,6 (49) 0,896
Pau rit hong 41,3 (43) 41,1 (60) 1,0

Ho 82,7 (86) 80,1 (117) 0,730
Sot 45,2 (47) 38,3 (56) 0,427
Pau tirc nguc 4,8 (5) 8,9 (13) 0,403
Tién st ting huyét dp 33,6 (35) 23,9 (35) 0,144
Dii thdo dudng 18,3 (19) 10,9 (16) 0,186
Bénh tim mach 2,9 (3) 1,3 (2) 0,895
D-Dimer (X + SD) (ug/L)  547,37+977,89 488,68 + 601,18 0,609
INR (X + SD) 1,19 +0,59 1,05 +0,22 0,015
aPTT (gidy) 37,99 + 9,41 37,42 + 6,74 0,638
CRP (mg/L) 10,85 + 12,85 12,67 21,78 0,509

Vé tudi, & nhém BN COVID-19 ¢6 gidc ngli kém thay tudi trung binh 1a 53,70 +
16,94, cao hon so véi tudi trung binh & nhém BN COVID-19 ¢6 gidc nga tbt
(47,45 + 18,58), khac biét co y nghia thong ké voi p = 0,016. Ty 18 triéu ching
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khé thd & nhom BN co gidc ngi kém 1a 16,3%, & nhém BN c¢6 gide ngi tot 1a
3,4%, p = 0,003. Ty 1& BN tiéu chay ¢ nhoém gidc ngu kém 1a 12,5%, & nhém BN
c6 gidc nga tot 13 2,7%, khéac biét co ¥ nghia théng ké véi p = 0,03. INR ¢ nhém
gidc ngt kém 13 1,19 + 0,59 cao hon ¢ nhom gidc ngu tét (INR: 1,05 + 0,22),
khac biét c6 ¥ nghia théng ké véi p = 0,015. Mtc d6 ning véi khac biét c6 ¥
nghia thong ké & hai nhom gidc nga kém va tdt (16,3% va 5,5% véi p = 0,009).

Biang 3. Phan tich hdi quy logistic yéu t6 lién quan dén chét luong gidc ngi kém.

Yéu t6 nguy co OR 95%CI p
Tudi 1,021 1,003 - 1,039 0,024
Khé tho 2,164 0,423 - 11,058 0,126
Tiéu chay 6,617 1,87 - 23,42 0,003
Mirc d6 nang 2,464 0,754 - 8,05 0,209
INR 2,213 0,931 - 5,263 0,072

Phén tich hdi quy logistic thy tudi (p = 0,024; OR = 1,021; 95%CI = 1,003 -
1,039) va tidu chay (p = 0,003; OR = 6,6; 95%CI = 1,87 - 23,42) 14 hai yéu t6
doc 1ap lién quan dén gidc ngu kém nhu mirc d6 nang cia COVID-19 lam cho

BN c6 chét luong gidc ngi kém.

BAN LUAN

Nghién ctru trén 250 BN COVID-19
tai Khoa Nhe va vira - Bénh vién Da
chién s6 5G tir ngay 28/8/2021 -
31/10/2022, ching t6i nhan thiy BN
thuong c6 thoi gian di vao gidc ngi
dai, réi loan gidc ngu, thoi gian ngu it
va hiéu qua giac ngu giam do thay do6i
mdi trudng séng tir nha vao bénh vién.
Trong bénh vién, BN phai chia sé
khong gian phong diéu tri véi cac BN
khac hay tac dong cua cac triéu chirng
cta bénh COVID-19 nhu ho, kho tho,
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tiéu chay lam BN kho di vao gidc ngu,
hay thiric gidc, ngu it. Ngoai anh ra
huong tir dai dich COVID-19 dén kinh
té, cong viéc, cudc song cac thanh vién
trong gia dinh BN va COVID-19 la
nguy co gdy stress, roi loan lo au tir d6
anh huéng t6i gidc ngi [5]. Trong
nghién ctru BN ¢6 gidc ngii xau (téng
diém PSQI > 5) 1a 41,6%, diém trung
binh PSQI 1a 5,40 £ 7,04. Nghién ctru
cua Dai L.-L va CS ¢ BN COVID-19
(2020), két qua c6 84,7% BN COVID-19
c6 gidc ngt xdu (gidc ngu xau ciing
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duogc xac nhan khi téng diém PSQI > 5)
[6], ty 16 BN c6 gidc ngil xdu trong
nghién ctru cua Dai L.-L. cao hon so
v6i nghién ctru cia chung t6i. Su khac
biét nay do nghién ctru cua Dai L.-L va
CS 1a nhitng giai doan dau cua dich
COVID-19, thong tin vé dich bénh
chua ddy du, ciing nhitng ton that vé
kinh té con ngudi, cac bién phap phong
toa ngan chdn lay lan dich bénh anh
hudéng nhiéu dén BN, mit khac trong
nghién ctru ctiia chung t6i chi thuc hién
o0 nhitng BN COVID-19 muc d0 nhe
va trung binh, trong nghién clru cua
Dai L.-LL va CS ¢6 cac muc d0 lam
sang khac nhau bao gdm ca BN ning.
Cic BN tudi cao thudng c6 chat
luong gidc ngu kém, nghién ciu cta
Scullin va CS (2015) cho thiy tudi cao
& BN COVID-19 ¢6 lién quan dén rdi
loan giéc ngu [7]. Cac triéu ching nhu
khé tho, tiéu chay, mic do ndng cua
bénh COVID-19 gip nhiéu ¢ nhém
gidc nga kém so v6i nhom gidc ngu
t6t, khac biét c6 ¥ nghia théng ké véi p
= 0,003; 0,03 va 0,009. Kho thd, tiéu
chay, mtic d0 nang cua bénh lam BN
kho vao gidc ngi, dé thirc gidc va ciing
lam BN lo ling, cing thang vé tim ly
hon, chinh nhiing diéu d6 lam anh
huong dén gidc ngi cia BN. Vi rit
Corona lam tang nguy co dong mau va
INR 14 yéu t6 dugc ching minh 14 ¢ y
nghia tién lwong BN COVID nang [8],

nhitng BN miac COVID-19 ¢6 bién d6i
INR biéu thi cho tién luong bénh nang,
c6 su roi loan dong méu, nguy co
huyét khéi, thiéu oxy ndo réi loan gidc
ngt. Mit khac & BN rdi loan gidc ngi
nhu ngung thd khi ngu cling 1am tang
nguy co dong mau [9].

Phan tich hdi quy logistic cho thay
tudi (p = 0,024; OR = 1,021; 95%CI =
1,003 - 1,039) va tiéu chay (p = 0,003;
OR =6,6; 95%CI1 = 1,87 - 23,42) 14 hai
yéu t6 doc lap lien quan dén giac ngi
xau. Tudi da dwoc nhiéu nghién ctu
xdc dinh 1a yéu t6 doc 1ap lién quan
dén mat nga ma khéng phu thudc céc
nguyén nhan hodc nguy co nao. Ti€u
chdy 1a mot trong nhiing tri¢u chirng
pho bién va sém & BN mic COVID-
19, do vi rat nhan 1én trong cac té bao
biéu md rudt, sy ting tiét cytokin va
cac phan ung mién dich gdy rdi loan
chuc nang rudt gay tiéu chay [10]. Tiéu
chay lam ting sb 1an thirc gidc cua BN,
cling nhu mirc 46 ndng cia COVID-19
1am cho BN ¢6 chit lwong gidc ngt kém.

KET LUAN

Nghién ctu 250 BN COVID-19
mirc d6 nhe va trung binh cho thiy co
41,6% BN c6 gic nga kém (tdng diém
PSQI > 5); trong d6, gap nhiéu 1a thoi
gian di vao gidc ngi > 15 phuat 1a
78,4%, hiéu qua gidc ngi < 85% la
44.8%. Cac yéu to nhu: Tudi, kho tho,
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tieu chay, muc do nang bénh COVID-
19 chiém ty 1é cao & nhom co gidc ngi
kém. Tudbi va tiéu chay 1a hai yéu td
nguy co doc 1ap anh huong dén gidc
ngu kém & BN COVID-19.

Loi cam on: Cam on cic dong
nghiép tai Bénh vién Da chién s6 5G
da giip do ching t6i hoan thanh
nghién ctru. Cam on cic BN va nguoi
than da tham gia nghién ctu. Cam on
Nhan dan va Chinh quyén Thanh phd
H6 Chi Minh gidp ching t6i vuot
qua khé khan, hoan thanh nhiém vy
chdng dich.
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PANH GIA KET QUA VI PHAU PIEU TRI GIAN TINH MACH TINH
TAI BENH VIEN PA KHOA XANH PON GIAI POAN 2020 - 2022

Nguyén Minh An™

Tém tit

Mouc tiéu: Panh gia két qua phau thuét diéu tri gidn tinh mach tinh vi phau tai
Bénh vién Da khoa Xanh pon. Phwong phdp nghién ciru: Nghién ciru mo ta cét
ngang trén 58 bénh nhan (BN) c6 gian tinh mach tinh dugc diéu tri vi phau tai
Bénh vién Pa khoa Xanh pon. Két quda: Thoi gian phau thuat trung binh 13 60,6 +
12,3 phit; Khong c6 tai bién trong phau thuat; Bién chiing sau phau thuat chiém
1,7%; Pau sau phﬁu thuat muic do 1 1a 8,6%, muc d0 2 1a 82,8%, mac d0 3 la
8,6%. Thoi gian ndm vién trung binh 1a 2,8 + 0,7 ngay. Két qua tot khi ra vién
chiém 98,3%, khong c6 truong hop tdi phat. Pudng kinh tinh manh tinh trung
binh sau phau thuat: 2,3 + 0,4mm. Két Iudn: Phau thuat diéu tri gian tinh mach
tinh bang vi phau 14 phuong phéap an toan, hiéu qua véi két qua dénh gid sau md
tot 12 98,3%.

Tir khéa: Gian tinh mach tinh; Vi phau thuat.

RESULTS OF MICROSURGERY IN VARICOCELE PATIENTS
AT SAINT PAUL GENERAL HOSPITAL IN THE PERIOD OF 2020 - 2022

Abstract

Objective: To evaluate the results of microsurgery in varicocele patients at
Saint Paul General Hospital. Methods: A cross-sectional descriptive study on 58
patients with varicocele treated with microsurgery at Saint Paul General Hospital.
Results: The mean surgery time was 60.6 £ 12.3 minutes; No complications
during surgery; Complications after surgery was 1.7%; Postoperative pain level 1
was 8,6%, level 2 was 82.8.%, and level 3 was 8.6%; The mean hospital stay was
2.8 £ 0.7 days; Good results at hospital discharge was 98.3%, there were no case
of recurrence; The mean static diameter after surgery was 2.3 + 0.4mm.
Conclusion: Microsurgery to treat varicocele patient is a safe and effective
method with a good postoperative evaluation of 98.3%.

Keywords: Varicocele; Microsurgery.
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PAT VAN DE

Gian tinh mach tinh la tinh trang
gidn bat thuong ctia dam rdi tinh mach
tinh ndm trong biu do su trao ngugc
mau tir tinh mach than ¢ bén trai va
tinh mach chu ¢ bén phai vé tinh mach
tinh trong. Gidn tinh mach tinh c6 thé
gay ra cdac triéu ching khé chiu nhu
dau toc vung ben biu hodc cic bién
ching din dén hiém muodn con cii
[1,2,3].

biéu tri gian tinh mach tinh c6
nhiéu phuong phdp khdc nhau nhu
phau thudt thit tinh mach tinh bang
phdu thuat mé kinh dién, qua phiu
thuat noi soi... Ngay nay phau thuat vi
phiu dugc coi 1a tiéu chuan vang trong
diéu tri bénh ly gidn tinh mach tinh véi
nhiéu vu diém nhu: Tinh mach tinh va
céc b phan lién quan dugc phéng to
1én nhiéu lan thudn loi cho viéc phau
thuat, vét ph?lu thuat nho, it dau sau
phau thuit va hau phau nhe nhang...
[2, 4].

Tai Bénh vién Pa khoa Xanh Pon vi
phau thuat diéu tri gian tinh mach da
dugc dp dung nhiéu nim tré lai day.
Tuy nhién dén nay chua c6 nghién ctru
nao dugc tién hanh tai Bénh vién Pa
khoa Xanh Pon; vi vy, ching t6i tién
hanh nghién ctru nay nham: Pdnh gid

két qua diéu tri gian tinh mach tinh

100

bcing Vi phcfu thudt tai Bénh vién Pa
khoa Xanh Pon nam 2020 - 2022.

POI TUQNG VA PHUONG PHAP

NGHIEN CUU

1. Péi twong nghién ciru
* Poi twong nghién ciu: 58 BN
gian tinh mach tinh duogc diéu tri vi
Bénh ba khoa

phau tai vién

Xanh Pon.

* Tiéu chudn lya chon:

- BN dugc chin dodn gidn tinh
mach tinh 1 hodc 2 bén; Puoc diéu tri
bang phuong phdp vi phiu thuit tai
Bénh vién Pa khoa Xanh Pon; HO so
bénh 4n day du thong tin, hop 1¢.

* Tigu chudn loai tri:

- BN ¢6 bénh 1y ¢ bung: U than, u
sau phdc mac,...; BN khong dén téi
khiam day du, khong dong y tham gia
nghién cuu.

2. Phwong phap nghién ciu

* Thiét ké nghién ciru: Nghién ctru
md ta cit ngang tién ctru két hop hoi ctru.

* Thoi gian nghién ciru: Hoi clru: tir
2020 - 2021; Tién ctru: tir 2021 - 2022.

* C& mau va phirong phdp chon mdu:

C& mau nghién ciru duoc 1y theo
phuong phap thuan tién, bao gém toan
bd BN du tiéu chuan lwa chon trong
thoi gian nghién ctru.
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* Dung cu phuc vu nghién ciru:

Hinh 1. Kinh phau thuat Zeiss.

- B9 phau thuat vi phau. - Tu thé BN: BN nam ngira hai chan
_ Kinh phiu thuat Zeiss (H¢ s duoithangva d%u ke. i
phéng dai 1:6; Tiéu cy diéu chinh tr < - Cdc budc tién hanh phau thuat:
200 dén > 415mm; D phéng dai dicu ~ + Budc 1: Boc 16 bao thd thing
chinh tir 1.9x dén 18.2x). tinh: Rach da ngang qua 16 ben ngoai

B d P A thé dai khoang 2 - 3cm, di qua l6p can
- B0 dung cu mo mo truyen thong. ndng bung t&i bao thé thing tinh.

* Tom tat quy trinh phau thugt: + Buodc 2: Boc 10 tinh mach tinh

- Vo cam: Gay té tiy song. ngoai va tinh mach day treo tinh hoan.

Hinh 2. Tinh mach tinh ngoai va tinh mach diy chang biu.
(1. B6 mach tinh trong; 2. Tinh mach day chﬁng biu 3. Tinh mach tinh ngoai.)
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+ Budc 3: Phau tich céc thanh phan
nam trong thung tinh. Lan luot mé 14
ngoai va la trong cua bao thd thung
tinh. Dung kinh phéng dai Zeiss va
dung cu vi phdu dé tranh ton thuong
dén dong mach cua ong din tinh va
dng dan tinh, tach riéng cac thanh phan
duogc bao boc boi 14 trong va cac thanh
phan nam giira 14 trong va 14 ngoai.

Cac tinh mach tinh dwoc bao boc
bai 14 trong s& dugc that 2 ndt bang chi
prolene 4/0 - 5/0 va vicryl 4/0 - 5/0 sau
d6 cat doan gitta khoang t6i thiéu 2cm
glii gidi phau bénh.

+ Budc 4: Péng vét md. Tién hanh
dit lai thing tinh trong dng ben, khiu
dong bao thung tinh. Khau déng can
néng, md dudi da bang chi vicryl 4/0.
Péng da bang chi safil quick.

* Chi tiéu nghién cuu chinh:

- Murc d6 dau sau md do BN tu ddnh
gid theo thang diém do d6 dau VAS
(Visual Analogue Scale).

- BN dugc dung thudc giam dau sau
phau thuat: Paracetamol 2g/ngy, danh
gid thoi gian diung thudc giam dau
(tinh theo ngay).

- Bién chiing sau phﬁu thuat: Tu
mau biu, tran dich tinh mac, dau tuc
biu hay nhiém tring vét phiu thuat.

- Thoi gian nim vién sau phiu
thuat: La khoang thoi gian tinh tr ngay
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phau thuat dén ngay cho BN xuat vién.
Don vi tinh: Ngay.

- Siéu am Doppler ben biu 2 bén
danh gid tinh mach tinh, tinh hoan, tran
dich mang tinh hoan... sau phau thuat
va so sdnh v6i trude phau thuat.

- Xét nghiém ndi tiét té sau phau
thuat gom: Testosterone, FSH va LH
vao budi sang.

- Pénh gid két qua phau thuat sau
khi BN ra vién, theo tiéu chuén cua tic
gia D6 Truong Thanh [3], dya theo céc
chi tiéu: Sy tién trién cua vét phau
thuat; Tinh trang dau tinh hoan va biu
bén phiu thuat; Bién ching sau phiu
thuat, va duoc chia ra cac muirc sau:

+ Murc d6 tét: Vét phiu thuat kho,
lién tot; Khong dau tinh hoan hay biu
sau phiu thut; Khong c6 bién ching
sau phau thuat.

+ Muc do trung binh: Nhiém triing
vét phau thuat nhung chi can diéu tri
khang sinh; Khi BN ra vién van dau
tirc nhe vung biu hay tinh hoan (VAS
muc do II); Co bién chirng (tu mdu biu,
phu né hay tran dich tinh mac...)
nhung ¢ muc d0 nhe khong phai can
thi€ép ngoai khoa.

+ Murc d6 x4u: Phai phau thuét lai
do chdy mau, tu mau biu; Tran dich
tinh mac nhiéu phai m6 lai dan luu dich.
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3. Pao dirc nghién ciu

Tat ca BN trong nghién ctru duoc
giai thich v& muc dich, noi dung
nghién ctru va dong y ty nguyén tham
gia nghién ctru. Nghién ctru khong anh
huong dén stc khoe cia BN. Cic
thong tin trong nghién ctu dugc thu
thdp mot cich trung thuc va khéch
quan. Moi thong tin cua BN trong
nghién ctu duogc gitt bi mat va chi su
dung cho muc dich nghién ctru.

KET QUA NGHIEN CUU

1. Pic diém chung cia ddi twong
nghién ciru

- Tudi trung binh cua dbi tuong
nghién cuu la 28,8 + 6,2, nho nhét 1a
18 tudi va cao nhat 14 45 tudi.

- Vi tri gian tinh manh tinh: Bén trai
chiém 94,8%, ca hai bén 12 5,2%.

- Muc dd gian tinh mach tinh: Gian
d6 1 chiém 1,7%, do 2 chiém 29,3%,
d6 3 chiém 69,0%.

- Puong kinh tinh mach tinh trude
phau thuat khi khong 1am nghiém phap
Valsalva trung binh 1a 2,7 + 0,6mm.

- Puong kinh tinh mach truéc md
khi lam nghiém phdp Valsalva trung
binh 3,8 + 0,6mm.

2. Két qua vi phiu diéu trj tinh
mach tinh gian

- Tai bién trong phiu thuat: Khong
c6 tai bién trong phau thuat.

- Thoi gian phau thuat trung binh 1
60,6 + 12,3 phit, ngan nhat 1a 30 phit
va dai nhét 110 phuit.

- Bién chimg trong phiu thuat: c6
98,3% khong c6 bién chimg, c6 01 BN
(1,7%) c6 biéu hién nhiém khuan vét
phau thuat.

- Thoi gian dung thudc giam dau
sau phau thuat: 1 ngay 46 BN (79,3%),
2 ngay chiém 12,1% va > 2 ngay
chiém 8,6%.

Bang 1. Mirc d6 dau sau mo theo phén loai VAS.

Mirc d9 dau S6 BN (n) Ty 18 (%)
Mirc d6 1 5 8,6
Mic do I 48 82,8

Mirc d6 I11 5 8,6
Téng 58 100
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Bang 2. Thoi gian nam vién sau phiu thuat.

Thoi gian (ngay) S6 BN (n) Ty 18 (%)
<2 12 20,7
2-3 40 69
>3 6 10,3
Tong 58 100

Thoi gian nam vién trung binh 1a: 2,8 + 0,7 ngay, ngan nhat 14 1 ngay va dai
nhit 12 6 ngay.

Bang 3. Két qua xét nghiém noi tiét td trude va sau phau thuat.

Gia tri trung binh Gia tri trung

Cic yéu td noi tiét truéc mo binh sau mo p
X+SD X+SD
Testosterone (nmol/L) 17,5+5,4 18,6 +4,8 0,062
FSH (mUI/mL) 6,7+5,6 6,04 + 4,5 0,055
LH (mUI/mL) 5,7+34 5,0+£2,1 0,023

Nong do trung binh Testosterone sau phiu thudt c¢é ting so véi trudc phiu
thuat, su khéc biét khong c6 ¥ nghia thong ké voi p > 0,05.

- Nong do trung binh FSH sau phau thuit giam so véi truée phiu thuat, sy
khéc biét khong c6 ¥ nghia thdng ké véi p > 0,05.

- Nong d6 trung binh LH sau phau thuat giam so trudc phau thuat, s khéc biét
c¢6 y nghia thong ké voi p = 0,023.

Bang 4. Duong kinh tinh mach tinh trén si€u dm trude
va sau phau thuat khi 1am nghiém phdp Valsalva.

Puwong kinh trung binh (mm) Truwéc phiu thuit Sau phiu thuit p
X +SD 3,8+0,6 23+04 0,022

Puong kinh tinh mach tinh sau mo da giam ro rét so v6i duong kinh tinh mach
tinh trude phau thuat khi 1am nghiém phdp Valsalva, su khac biét nay c6 y nghia
thong ké voi p = 0,022.
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Bang 5. Két qua phiu thuat sau khi BN ra vién.

Két qua S6 BN (n) Ty 18 (%)
Tét 57 98,3
Trung binh 1 1,7
Xéu 0 0,00
Téng 58 100
BAN LUAN két qua nghién ctru cua cdc tic gia

1. Pic diém chung cia ddi twong
nghién ciru

Vé d6 tudi: Két qua nghién ctru cia
ching t6i cho thdy tudi trung binh cua
dbi twong nghién ctu 1a 28,8 + 6,2,
nhém tudi 21 - 30 chiém ty 1¢ cao nhat
(58,6%), trong khi d6 nhém tudi 31- 40
chiém 27,6% va nhém > 41 tudi gip
rat it (6,9%). Theo Nguyén Hitu Thao
[2], Lé Huy Ngoc [1], tudi trung binh
trong nghién ctru 12 26,57 + 6,44 tudi.

Vé vi tri gidn tinh mach tinh: Két
qua nghién ciru cta chiing ti cho thay,
ty 1&¢ BN gian tinh mach tinh bén trai
chiém 94,8%, ca hai bén 1a 52% va
khong c6 BN nao gidn don thuan tinh
mach tinh bén phai. Theo Nguyén Hitu
Thao [2], ty 1€ gidn tinh mach tinh bén
trdi 12 95,8% va hai bén la 4,2%. Theo
Lé Huy Ngoc [1], gian tinh mach tinh
bén trdi chiém 95,2%, con lai 1a ca hai
bén chiém 4,8%. Két qua nghién ctru
cua ching t61 hoan toan phu hop voi

khéc vé vi tri gian tinh mach tinh.

Vé d6 gian tinh mach tinh trudc
phau thuat: Trong nghién ctu cua
ching t6i, gian tinh mach tinh d¢ 3
chiém ty 16 cao nhit véi 40/58 BN
(69,0%), d6 2 c6 17/58 BN chiém
29,3% va gidn do 1 ¢6 1 BN chiém
1,7%. Theo Nguyén Hitu Thao [4],
trong nghién ctu 72 BN gian tinh
mach tinh duoc diéu tri tai Bénh vién
Hitu nghi Viét Puc, két qua nghién
ctru cho thdy ty 16 BN gidan do 1 1a
2,8%, gian do 2 1a 40,3% va gian d¢ 3
1a 56,9%.

V& duong kinh tinh mach tinh trude
phau thuat: Két qua nghién ctru cia
ching tdi cho thay, duong kinh tinh
mach tinh trung binh khi khoéng lam
nghiém phép Valsalva 1a 2,8 + 0,5mm.
Puong kinh 16n nhit 1a 58mm va
duong kinh nho nhét 1a 1,5mm. Trong
d6, nhém c6 duong kinh < 3mm chiém
ty 18 cao nhat chiém 77,6%. Pudng
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kinh tinh mach tinh trung binh khi lam
nghiém phdp Valsalva 1a 3,8 £ 0,5mm.
DPuong kinh 16n nhat 1a 5,8mm va
duong kinh nho nhat 13 2,6mm. Theo
D6 Truong Thanh va CS [3], duong
kinh trung binh tinh mach tinh khi
khong lam nghiém phdp Valsalva la
2,61 + 0,45mm, duong kinh tinh mach
tinh sau khi Iam nghiém phédp Valsalva
la 3,58 + 0,55mm, va tit ca déu c6

dong trao nguoc.

2. Két qua phiu thujt

* Cdc tai bién trong phdu thudgt:

Phuong phdp vi phau thuét thit tinh
mach tinh ¢6 thé cé céc tai bién nhu
chay mdu, thiat dong mach tinh hay
bach mach.

Két qua nghién ctru 58 BN ¢6 tinh
mach tinh gian dugc thyc hién ph?lu
thudt bang vi phiu khong c6 tai bién
nio xay ra trong phau thuit. Két qua
nghién ctru cua chung t61 hoan toan
phit hop véi két qua nghién ctu cia
cdc tc gia trong nudc vé tai bién trong
phau thuét diéu tri gidn tinh mach tinh
vi phau [1, 2, 3].

* Thoi gian phau thudt:

Trong nghién ciru cta chiing tdi tat
ca BN déu duogc gy té tuy séng. Day
la mot phuong phdp v6 cam hi¢u qua
cho qué trinh thyc hién phﬁu thuat va
mang lai su thoai mai cho BN. Két qua
nghién ctru cua ching toi cho thay,
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thoi gian phau thuat trung binh la
60,6 + 12,3 phiit, ngan nhét 30 phut va
dai nhat 110 phuit.

Theo Nguyén Hitu Thao [2], thoi
gian phau thuat trung binh 12 60,64 +
22,54 phiit, nhanh nhat 24 phit, lau
nhat 135 phiit. Trong d6 nhém 30 - 60
phit chiém nhiéu nhat 62,7%. Téc gia
Kandari AM [7], da so sanh thoi gian
phau thuat cia nhém vi phau thuat dai
hon so v6i nhém ph?ln thuat ndi soi:
60,9 £ 9 phiit voi 34 + 5 phuit.

* Murc do dau va thoi gian s dung
thuéc giam dau sau phdu thudt:

Két qua nghién ciu ddnh gid muc
do dau sau phau thuat theo VAS cho
thiy c6 48/58 BN (82,8%) dau sau
phau thuat mirc d6 II, 5 BN dau muc
do 1 va 5 BN dau sau phau thuat mirc
d6 I chiém 8,6%. Vé thoi gian st
dung thudc giam dau, két qua nghién
ctru cta ching tdi cho thdy da s6 BN
st dung thudc giam dau < 2 ngay
chiém 91,4%.

Theo Nguyén Hitu Thao [2], sau
phau thuat BN dau ¢ muc do II 1a
nhiéu nhat c6 48 BN chiém 66,7%, dau
& mirc do III c6 24 BN (33,3%). S6
BN dung thudc giam dau trong ngay
dau sau phau thuat 12 57 BN (79,17%).
Cé6 13 BN dung 2 ngay (18,06%) va c6
2 BN diing giam dau dén ngay thir 3
(2,77%).
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* Thoi gian nam vién sau phau thudt:

Thoi gian nam vién trung binh cua
nhém nghién ctru 1a 2,8 + 0,7 ngay,
ngan nhit 1a 1 ngdy va dai nhét 1a
6 ngay. Trong d6 thoi gian nam vién tir
2 - 3 ngay chiém ty 16 cao nhét
(69,0%). Theo Nguyén Quang [5],
bdo cdo thoi gian ndm vién trung binh
sau vi phau thuat 1a 3,1 + 0,6 ngay (2 -
4 ngay). Theo Lé Huy Ngoc [1], thoi
gian nam vién trung binh 2,32 + 0,66
ngay (1 - 4 ngay). Va theo Nguyén Hiru
Thao [2], thoi gian nam vién trung
binh 1a 3,81 + 1,08 ngay (2 - 7 ngay).

* Két qud siéu am tinh mach tinh
sau phdu thudt:

Sieu am Doppler tinh hoan Ia
phuong thic chin dodn va theo doi rat
c6 gié tri trong bénh ly gian tinh mach
tinh. T4t ca BN dén kham lai déu duoc
siéu am. Qua d6 danh gid dugc duong
kinh tinh mach tinh, dong trao ngugc,
thé tich tinh hoan va céc bit thudng
kem theo.

Két qua nghién ctru cta chung toi
cho thiy duong kinh tinh mach tinh
trude phau thuat 1a 3,8 + 0,6mm va sau
phiu thut 1a 2,3 + 04mm. Két qua
trén cho thay dudng kinh tinh mach
tinh sau md di giam ro rét so voi
duong kinh tinh mach tinh truc phiu
thuat khi lam nghiém phdp Valsalva,
su khéc biét nay c6 y nghia thong ké
véip =0,022.

Theo Thai Xuan Thuy [4], két qua
siéu am danh gid BN khi khdm lai cho
thiy sy cai thién duong kinh trung binh
tinh mach tinh khi khong lam nghiém
phdp Valsalva truéc phau thuat la
2,88 + 0,56mm (bé nhit 1a 2,2mm, 16n
nhat 12 4,9mm) so v6i sau phau thuét 1
thiang 1a 2,06 + 0,45mm (bé nhat 1a
Imm, 16n nhét 1a 3,3mm) va sau ph?lu
thuat > 3 thang 1a 1,54 £+ 0,37mm (bé
nhat 1,0, 16n nhét 1a 2,9mm), sy giam
kich thudc tinh mach tinh nay khéc
biét c6 y nghia théng ké véi p = 0,000
< 0,01. T4c gia Nguyén Hitu Thao [2],
nhan thiy c6 su giam duong kinh tinh
mach tinh trung binh sau phiu thuat
2,16 + 0,45mm so véi trudc phau thuat
2,97 £ 0,66mm.

* Nong dé hormone sau phdu thudt:

Két qua xét nghiém hormone sau
phiu thuat cia ching i cho thay: Nong
do testosterone la 18,6 + 4,8 nmol/L,
ndéng d6 FSH 1a 6,04 + 4,5 mUI/mL va
ndéng d6 LH 1a 5,0 + 2,1 mUI/mL. Khi
so sanh véi két qua xét nghiém trudc
phiu thuat cho thiy nong do trung binh
testosterone sau phau thuat cé ting so
véi trude phau thuat tuy nhién sy khac
biét khoéng c6 ¥ nghia théng k& voi
p > 0,05. Nong d¢ trung binh FSH sau
phau thuit giam so véi trudc phau
thuat, v6i p > 0,05. Nong do trung binh
LH sau phau thuit giam so trudc phau
thuat va su khic biét ¢ y nghia thong
ké voi p = 0,023.
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Theo Nguyén Hitu Thao [2], ndng
do testosterone cua cidc BN trong
nghién clru ¢6 su tang lén sau qua trinh
phéu thuat (18,36 + 4,84 nmol/L) so
véi trude mo (16,18 + 5,88 nmol/L) ¢6
¥ nghia v6i p < 0,05. Theo Tanriccut C
[8], nhan théy n6ng do testosterone O
271 nam gidi bi gidn tinh mach tinh
thip hon so v6i 314 nguodi khong bi
gian tinh mach tinh.

Theo Nguyén Hiru Thao [2], Nong
d6 FSH sau mo6 giam (5,04 + 4,25
mUI/mL) so véi trude md (6,09 + 5,58
mUI/mL) vo6i do tin cay 95%.

* Két qua phau thudt dén khi ra vién:

Viéc ddnh gid két qua phau thuat khi
BN ra vién cua ching t61 dya vao céc
tiéu chi la: Pau tinh hoan va biu bén
phiu thuat, sy tién trién cua vét phiu
thuat, vét phau thut c6 kho, lién tot
khong hay sung né va nhiém tring vét
phau thuat. Theo ddi va d4nh gid céc
bién ching c6 thé xay ra: Ty mdu biu,
sau ph?tu thudt biu c6 bi tu mau khong,
néu bi c6 phai phau thuat lai hay chi
can diéu tri ndi khoa, phu né tran dich
tinh mac chi ding lai & mic sung né
hay c6 dich trong bao phic tinh mac.
Két qua nghién ctru cua ching toi cho
thdy két qua t6t c6 57/58 BN (98,3%)
va két qua trung binh c¢6 01/58 BN
(1,7%). BN két qua trung binh 13 BN
c6 biéu hién nhidm khuan vét phiu
thuat, BN dugc diéu tri khing sinh dén
khi ra vién vét phﬁu thuat lién tot.
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Theo Nguyén Hiru Thao [2], nghién
ctu cho thay s6 BN dat két qua tot
chiém 98,6%, két qua trung binh chiém
1,4% va khong c6 BN nao c6 két qua
xau phai mé lai do chay mdu, tu mdu
biu hay tran dich tinh mac sém do that
phai bach huyét.

KET LUAN

Két qua nghién ctru 58 BN gidn tinh
mach tinh duoc diéu tri bang phuong
phap vi phau tai Bénh vién Pa khoa
Xanh Pon cho thdy: Thoi gian nam
vién trung binh sau phau thuat 1a 2,81 +
0,7 ngay. Puong kinh tinh mach tinh
sau ph?lu thuat 1a 2,3 £ 0,4mm giadm ro
rét so voi duong kinh tinh mach tinh
trude phau thuat khi 1am nghiém phap
Valsalva la 3,8 + 0,6mm, su khéc biét
nay c6 y nghia thong ké véi p = 0,022.
Két qua ra vién danh gid mac do tot
chiém 98,7%.
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GIA TRI TIEN LUQNG TU VONG CUA NONG PQ GFAP HUYET THANH
O BENH NHAN CHAN THUONG SQ NAO NANG

Nguyén Quang Huyl*, DPé Ngoc Son’, Nguyén Trung Kién'

Tém tit

Mouc tiéu: Xéc dinh gid tri tién luong tir vong ctia ndng 46 GFAP huyét thanh
& bénh nhan (BN) chin thuong so ndo (CTSN) nang. Phwong phdp nghién cuu:
Nghién ctru thuan tap, tién ctru 56 BN chan dodan CTSN ning. Cdc BN duoc diéu
tri theo phédc d6 chung, 1dy bénh pham mau tai c4c thoi diém nhap vién, gio thir
6, 12, 24, 48, 72 gid sau nhap vién va danh gid két cuc sau 28 ngay nhap vién.
Mau dugc bao quan lanh sau (-80°C) t6i khi st dung va xdc dinh néng do GFAP
huyét thanh bing bo kit ELISA hing MyBiosource. S6 liéu theo bénh 4n nghién
ctru dugc mi héa va xur 1y theo cdc phuong phép thng ké. Két qud: Nong do
GFAP huyét thanh & nhém BN tir vong cao hon ¢6 ¥ nghia thong ké so v6i nhém
song & tat ca céc thoi diém. Nong d6 GFAP huyét thanh tai cdc thoi diém T,, T»,
Ts, Ty, Ts déu c6 gia tr1 AUC t6t trong ti€n lugng tr vong, thoi diém T3 c6 AUC
(0,832) 16n nhat, diém cat 76,724 pg/mL véi do nhay 76,9% va do dic hiéu
87,9%. Két ludn: Nong d6 GFAP huyét thanh thoi diém sau vao vién 6 gio, 12
gid, 24 gid, 48 gid, 72 gid & cdc BN CTSN ning c6 ¥ nghia thdng ké trong tién
luong tir vong véi AUC ¢ mirc tot. Thoi diém sau vao vién 24 gio, nong do
GFAP huyét thanh c6 AUC 16n nhét (0,832) trong tién luong tir vong véi diém
cit 76,724 pg/mL, d6 nhay 76,9% va do dac hi¢u 87,9%.

Tir khoa: Chéan thuong so ndao nang; DAu 4n sinh hoc; GFAP.

MORTALITY PROGNOSIS VALUE OF THE SERUM GFAP
CONCENTRATION IN SEVERE TRAUMATIC BRAIN INJURY PATIENTS

Abstract

Objectives: To determine the mortality prognosis of serum GFAP concentration
in severe traumatic brain injury (TBI) patients. Methods: A prospective, cohort
study on 56 patients diagnosed with severe traumatic brain injury. Patients were

"Khoa Hdi stic ngoai, B méon - Trung tam Hbi sirc Cip ciru Chéng ddc, Bénh Vién Quén y 103
*Trung tAm Hdi sirc tich cwe, Bénh vién Bach Mai
*Téac gia lién hé: Nguyén Quang Huy (nguyenquanghuy910@ gmail.com)

Ngay nhan bai: 16/8/2023

Ngay duge chip nhan ding: 28/9/2023
http://doi.org/10.56535/jmpm.v48i8.457
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treated by a hospital’s protocol, blood samples were taken at 6, 12, 24, 48, and 72
hours after admission, respectively and assessed the outcome after 28 days of
admission. Blood samples were stored cryopreserved (-80°C) until used, and
analysis of GFAP concentrations was performed by using the MyBiosource
ELISA KIT. Data according to research medical records, were coded and
processed according to statistical methods. Results: Serum GFAP concentrations
in the death group were significantly statistically higher than the survival group’
results at all times. Serum GFAP concentrations in Ty, T,, T3, T4 and Ts times
had good AUC value in mortality prognosis. In T; time, it had the biggest AUC
(0.832), cutoff point 76.724 pg/mL with Se 63.6% va Sp 88.5%. Conclusion:
Serum GFAP concentrations in the 6, 12, 24, 48, and 72 hours after hospital
admission in severe traumatic brain injury patients had significant statistics in
mortality prognosis with good AUC. 24 hours after admission, serum GFAP
concentration had the biggest AUC (0.832) in mortality prognosis with cutoff
76.724 pg/mL, Se 76.9% and Sp 87.9%.

Keywords: Severe traumatic brain injury; Biomarker; GFAP.

PAT VAN DPE (c6 hay khong ton thuong dang khéi va

Chén thuong so ndo 12 tdn thwong C&¢ ton thuong lan tod khic véi cac

xuong so va hodc nhu md nio do chan dau hi¢u tang ap luc ndi so) [1]. Tuy

thuong. CTSN ning thuong dé lai di nhién, phan loai cia Marshall c6 nhiéu

chiing nang, ty 1¢ tor vong cao. Vi vay,
danh gia chinh x4dc muc d6 ton thuong
ndo rat quan trong dé tién luong than
kinh ciing nhu cin bang giita nguy co
va lgi ich trong diéu tri. Tién luong két
cuc van con khé khin do dénh gid than
kinh thuong bi anh hudng bdi st dung
thudc an than, giam dau, gidn co. Chan
dodn hinh anh than kinh khéng bi anh
huong boi céc yéu td trén. Marshall
dua ra mot cidch phin loai dya vao
ton thwong trén cat 1p vi tinh so ndo

han ché nhu khong chinh xdc véi céc
BN c6 ton thuong soi truc lan toa, ting
ap luc nodi so khi c¢6 ton thuong khdi,
khong st dung day du ndi dung céc
thong tin ti€n lvong. Hon nita, st dung
hinh anh ct 16p vi tinh khong thuc su
du dodn duoc két cuc. Céc dau 4n sinh
hoc ¢6 thé phan d4nh mtc do rong cua
t6n thuong ndo va céc qud trinh sinh Iy
bénh vi thé, dé dang tinh todn. Glial
Fibrillary Acidic Protein (GFAP) Ia
mot protein monomer, dudi don vi cua
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soi trung gian trong bd khung té bao
hinh sao. Nhiéu loai té bao c6 thé tong
hop GFAP nhung sb luong han ché va
protein nay 12 mot dau 4n sinh hoc dic
hiéu ddi véi t& bao hinh sao [2]. Tuy
nhién, & Viét Nam, chua c6 nghién ctru
nao vé GFAP ¢ BN CTSN ning. Vi
vy, ching toi tién hanh nghién ctu
nham muc tiéu: Xdc dinh gid tri tién
lwong tir vong cua nong dé GFAP
huyét thanh & BN CTSN ndng.

POI TUQONG VA PHUONG PHAP
NGHIEN CUU

1. Poi twong nghién ciru

* Poi twong nghién ciu: 56 BN
duoc chan dodan CTSN nang diéu tri tai
khoa Hdi strc ngoai, Trung tdm hdi strc
cap ctru - Chdng doc, Bénh vién Quén
y 103 tir thang 01/2021 - 3/2022.

* Tiéu chudn lya chon: BN tir 18
tudi tré 1én; BN bi CTSN ning (diém
Glasgow nh3p vién < 8); vao vién
trong vong 6 gid sau chin thuong; gia
dinh hodc nguoi dai dién hop phéap
ddng y tham gia nghién ctru.

* Tiéu chuan loai trir: BN duogc
chan dodn thiéu mdu hodc chdy méu
dudi nhén hoac CTSN, phau thuit so
ndo truéc d6 1 thang; méic bénh ly
thodi héa than kinh nhu Alzheimer,
Parkinson, roi loan tim thén, teo nao
tudi gia trude d6...; mic cic bénh dot
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bién gen gy ton thuong hé than kinh
trung wong; CTSN trong bénh canh da
chéan thuong.

2. Phwong phap nghién ctru

* Thiét ké nghién ciru va c& mau:

Nghién ctru md ta, thuan tap, tién ctru
va hodi ctru khong d6i chimg.

C& mau thuan tién.

* Cdc moc thoi gian nghién ciru:

Ty: Thoi diém nhap Khoa Hoi stic ngoai.

T, : Gi0 thtr 6 sau vao vién.

T,:Gio thoe 12

Ts: Gio thtr 24 sau vao vién.

T, Gio tho 48

Ts: Gi0 thr 72 sau vao vién.

sau vao vién.
sau vao vién.

* Cdc chi tiéu nghién cuu:

Tubi: Chia thanh 3 nhém: 18 < tudi
<39, 40 < tudi < 60, tudi > 60.

Gi61 tinh: Khdo sat ty 1€ nam, nfr.

Nguyén nhan CTSN: Tai nan giao
thong, nga, cic nguyén nhan khéc.

Tt vong trong 28 ngay sau nhap vién.

Xét nghiém GFAP céc thoi diém T,
Ty, Ty, T3, Ty, Ts:

- Pinh lugng GFAP huyét thanh
bang phuong phap ELISA Sandwich.

- Mbi thoi diém 1ay 2mL méu tinh
mach.

- Mau méu dugc ly tim trong dng
nghi¢ém 1.000 vong/phut trong 15 phut
¢ nhiét do 4°C, sau d6 tich lay huyét
thanh.
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- Huyét thanh néu chua duoc sir
dung lam xét nghi€ém ngay thi bao
quan ¢ -80°C.

- Mau huyét thanh diung dé xét
nghiém st dung phuong phdp ELISA
véi  bd kit GFAP

MyBioSource, sau d6 st dung quang

cua hang
pho ké chuan d¢ vi thé dé doc két qua
[3].

- Mdy doc két qua ELISA DAW50
tu dong - Hang Cortez Diagnostic Lnc,
My¥, B0 mdn Sinh 1y bénh, Hoc vién
Quin y. Nong d0 GFAP ngudi khoé
manh 12 0 - 12 pg/mL.

* Cdc buoc nghién cuu:

BN CTSN du tiéu chuin dwa vao
nghién ctru.

BN duoc diéu tri theo phac dd hoi
suc tich cuc CTSN ndng cua Khoa Hoi
stc ngoai, Bénh vién Quan y 103.

X4c dinh tudi, gidi tinh, nguyén
nhan CTSN theo bénh an.

Xét nghiém ndng d6 GFAP huyét
thanh céc thoi diém Ty, Ty, Ty, Ts, T,
Ts xdc dinh gid tri tién lugng tor vong
bang AUC.

Xéc dinh tr vong trong 28 ngay.

* Phuong phdp thong keé:

S4 liéu thu thap vao bénh 4n nghién
ctru, xtr Iy bang phan mém SPSS 26.

Nong d¢6 GFAP huyét thanh trinh
bay dudi dang trung vi, QI, Q3 (céc
diém 25% va 75% cua t& phan vi).

So sanh khac biét gitta hai nhom
bang kiém dinh Mann-Whitney U, c6 y
nghia thdng ké véi p < 0,05.

Xé4c dinh tién luong tir vong cua
néng d6 GFAP huyét thanh bang
duong cong ROC (AUC), c6 y nghia
thong ké voi p < 0,05. Cic gid trj cla
AUC: > 0,9 rat tét; 0,8 - 0,9 tdt; 0,7 -
0,8 trung binh, < 0,7 khdng c6 ¥ nghia.

3. Pao dirc nghién ciru

Dé cuong nghién ctu dugc Hoi
d@)ng Khoa hoc cua Hoc vién Quan y
thong qua. Quy trinh nghién ctru khong
lam gidn doan hodc can tré qud trinh
chim séc cho BN. Bé cuong nghién
ciu duoc Hoi déng Pao duc - Bénh
vién Quéin y 103 chap thuén, chimg
nhan sb 58/CNChT-HPPD ngay 23
thang 9 nam 2022.

KET QUA NGHIEN CUU

1. Pac diém chung

Nghién ctou trén 56 bénh nhan
CTSN ning thdy do tudi 18 - 39 va >
60 chiém ty 1€ cao nhét (cung 34%),
tudi 40 - 60 chiém 32%. Nam gidi
chiém ty 1€ cao (85,7%) trong cac BN
nghién cuu, nir gidi c6 8 BN (14,3%).
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Bang 1. Cic nguyén nhan CTSN.

Nguyén nhan S6 lwong (n) Ty 1€ (%)
Tai nan giao thong 35 62,5
Nga 18 32,1
Nguyén nhan khéc 3 5,4
Tong 56 100

Tai nan giao thong chiém ty 1& cao nhit (62,5%) tiép dén 1a ngi (32,1%).
X4c dinh ty I¢ tir vong cua BN CTSN néng sau nhap vién 28 ngay 37,5%.
2. Gia tri tién lwong tir vong ciia nong do GFAP huyét thanh

Bang 2. Nong d6 GFAP huyét thanh giita nhém tir vong va sdng sét.

o ong do GFAP huyét thanh L
Cic thoi didm Nong do G uyét thanh (pg/mL)

nghién ciru Trung vi (Q1 - Q3) p
(nl, n2) L e
Nhom tir vong (n1) Nhom song sot (n2)
Ty (21, 35) 75,58 (47,03 - 156,20) 37,29 (27,81 - 100,63) < 0,05
T, (21, 35) 99,10 (40,52 - 320,34) 30,45 (22,65 - 54,86) < 0,05
T, (21, 35) 187,65 (52,17 - 473,70) 33,22 (21,41 -68,47) <0,05

T4 (19, 35) 346,95 (78,40 - 686,80) 40,77 (34,37 - 69,44) < 0,05
T, (15, 35) 296,40 (63,51 - 635,73) 45,79 (29,05 - 90,94) < 0,05

Ts (14, 33) 206,20 (50,00 - 731,83) 42,61 (31,81 -69,33) <0,05

Kiém dinh Mann-Whitney U.

Trung vi nong do GFAP huyét thanh & nhém tir vong cao hon so véi nhém
sdng st tai tat ca cdc thoi diém, khac biét c6 ¥ nghia véi p < 0,05.
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Biéu dd 1. ROC tién luong tir vong tai cdc thoi diém ctua GFAP.

AUC ctia nong d6 GFAP huyét thanh cdc thoi diém déu > 0,5 trong d6, thoi

diém T; c6 gid tri cao nhat trong tién lugng tir vong.

Bang 3. Gi4 tri AUC tién luong tr vong ctia ndng do GFAP.

e iR Piém cit Do nhay P9 dic hi¢u
Thoi diém AUC p (pg/mL) (%) (%)
To(n=56) 0,618 >0,05
T,(n=56) 0,698 <005 36,456 76,9 60,6
T,(n=56) 0,809 <005 73,474 69,2 87,9
Ts(n=54) 0,832 <005 76,724 76,9 87,9
T.(n=50) 0,797 <005 55228 84,6 63,6
Ts(n=47) 0,751 <005 157,418 61,5 90,9

Nong d6 GFAP huyét thanh thoi diém T, T, Ts, T4, Ts c6 ¥ nghia tién luong
tir vong véi p < 0,05 va AUC ¢ muc trung binh, dac bi¢t AUC tai Ts & miic tbt.
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BAN LUAN

1. Pic diém chung

Cac BN CTSN nang trong nghién
ctru chi yéu ¢ hai nhém tudi 18 - 39 va
> 60 tudi (ciing chiém 34%) trong khi
d6, nhém tudi 40 - 60 c6 18 BN (32%).
Két qua trén twong dong véi Toana A.
M, phan tich tht nghiém lam sang
CAPTAIN 1I trén 125 BN CTSN, tic
gia thay phan 16n cic BN tudi 18 - 39
(48,8%), tudi 40 - 60 (29,6%), con lai
cic BN > 60 tudi (21,6%) [4]. Tolu O.
O thuc hién nghién ctru da trung tam
231.555 BN CTSN tir nam 2008 -
2014 ciing thiy cdc BN tir 16 - 44
chiém da s (102.832 BN, chiém
44,4%), BN > 65 chiém 28,6% [5].
Tuy nhién, cdch phan loai cua Tolu O.
O nho hon nén két qua c6 khac biét.

Két qua ciia nghién ctru cho thdy ty
16 nam gi6i chiém da sb (85,7%), nir
gidi chiém 14,3%. Két qua trén twong
dong véi Amirmohammad B, nghién
ctru 70 BN CTSN niang ciing thdy da
phan 13 nam gi6i (85,7%), nir gidi chi
chiém 14,3% [6].

Nguyén nhan CTSN chu yéu 1a tai
nan giao thong (62,5%), tiép theo la
ngd (32,1%) (Bang I). Két qua trén
trong dong véi cdc tic gia khac nhu
Gopal K (2021) nghién ctru trén 50 BN
CTSN don thuan, thdy nguyén nhéan
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chi yéu 1a tai nan giao thong (72%)
sau d6 la bi danh (12%) va nga cao
(12%), trong d6, 4% cac BN bi CTSN
vao vién khong ro nguyén nhan va co
ché [7].

Amirmohammad B nghién ctru trén
70 BN CTSN ning ciing thdy nguyén
nhan cha yéu 13 tai nan giao thong
(84,3%), 8 BN bi nga cao (11,4%) va 3
BN bi danh (4,3%) [6].

Mic du, cdc BN déu duge hdi strc
tich cyc nhung ty 1€ tr vong trong
nghién ctru con cao (37,5%). Ciling
nghién ctru cdc BN CTSN ndng, Jose
D. C thiy ty 18 t&r vong & 127 BN
CTSN ning 1a 29,13%, thap hon két
qua & biéu d6 3. Khdc biét ¢ thé do
tudi trung binh cdc BN trong nghién
cuu nay la 48,18 + 18,08, cao hon so
véi trong nghién ctu cua Jose D. C (do
tudi trung binh 1a 33) béi vi tudi ciing
12 mot yéu td tién lugng tir vong & céc
BN CTSN nang [8]. Ty 1€ tr vong cua
nghi€én ctu twong tu voi Stefania M
(2011) nghién ctu trén 81 BN CTSN
ning (diém Glasgow thoi diém nhéap
vién 3 - 8) tai Pai hoc Florida thiy ty
1¢ tir vong 1a 34,57% [9].

2. Gia tri tién lwgng tir vong cua
nong do GFAP huyét thanh

So sdnh nong do GFAP huyét thanh
nhém sdng va nhém tr vong, két qua
cho thay tai tat ca cic thoi diém, nong
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d6 GFAP huyét thanh ¢ nhém tir vong
déu cao hon c6 ¥ nghia thong ké so voi
0 nhém séng (Bang 2). Két qua trén
twong ddng véi tic gia Stefania M
nghién ciru ndng d6 GFAP huyét thanh
trén 81 BN CTSN nang, xét nghiém
ndéng d6 GFAP huyét thanh thoi diém
nhap vién va sau d6 mdi 6 gio, két qua
cho thiy néng 46 GFAP huyét thanh &
nhém tr vong (3,3 + 0,57 ng/mL) cao
hon c6 ¥ nghia thong k& so voi nhém
séng (0,36 + 0,14 ng/mL) véi p <
0,001 [9].

Jussi P. P ciing cho két qua twong tir
khi so sanh nong do GFAP huyét thanh
& 324 BN CTSN giita nhém séng va
nhém tir vong tai cic thoi diém nhap
vién, ngay 1, 2, 3, 7. T4c gia nhan thiy
néng d6 GFAP thoi diém nhap vién,
ngay 1, 2, 3 & nhém tir vong cao hon
c6 y nghia thong ké so véi & nhém
song [3]. Florian E nghién ctru gia tri
tién lwong than kinh cia nong do
GFAP huyét thanh thay rang GFAP 1a
mot chudi monome 50kDa, thanh phan
ctia té bao hinh sao, dai dién cho hé
than kinh trung wong vé&i ntra doi song
trong huyét thanh tir 24 - 48 gid va
noéng do GFAP huyét thanh ting khi c6
tén thuong ndo [10]. Qua cédc két qua
trén c6 thé thay nong do GFAP huyét
thanh ¢ nhém tir vong déu cao hon
c6 y nghia so v6i nhém séng & cic
BN CTSN.

Nghién ctru gid tri tién luong tu
vong cua néng d6 GFAP huyét thanh
bang céch tinh dién tich dudi dudng
cong tién lugng tir vong tai cac thoi
diém. Biéu d6 4 va bang 3 cho thay gid
trj tién luong tor vong cua ndng do
GFAP huyét thanh tai cic thoi diém.
Tai cic thoi diém, AUC déu c6 gid tri
trung binh - tot; tuy nhién, tai thoi
diém T,, T,, Ts, T4, Ts, ndng d6 GFAP
huyét thanh c6 y nghia tién luong tir
vong véi p < 0,05. Pic biét, nong do
GFAP huyét thanh thoi diém T, Ts c6
AUC dat gid trj t6t (> 0,8) v6i diém cit
lan lugt 73,474 va 76,724 pg/mL tuong
ung voi do nhay 69,2% va 76,9%, do
dic hidu 87,9% va 87,9%. Céc két qua
trén twong ddng vai tic gia Stefania M,
nghién ctru ndng d6 GFAP huyét thanh
trén 81 BN CTSN nang, xét nghiém
néng d6 GFAP huyét thanh thoi diém
nhap vién va sau d6 mdi 6 gio, xdc
dinh AUC trong tién lugng tir vong,
két qua cho thdy nong 46 GFAP huyét
thanh c6 y nghia ti€én lugng tor vong
v6i AUC 0,76; p < 0,01; diém cat 1,44
ng/mL va6i dd nhay 67% va do dac hi¢u
86% [9]. Tuy nhién, Modello khong dé
cap cu thé ndng d6 GFAP huyét thanh
& thoi diém nao nén khé hinh dung su
bién d6i ciing nhu gid tri tién luong ¢
céc thoi diém khéc nhau. Jussi P. P xdc
dinh giad tri tién lugng to vong cua
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néng 46 GFAP thoi diém nhap vién
ctia 324 BN CTSN. Téc gia thiy nong
d6 GFAP huyét thanh c6 gid tri tién
lugng tir vong voi AUC 0,716 c6 y
nghia thong ké. Két qua cua hai nghién
ctru twong dong véi nhau nhung Jussi
P. P chi xdc dinh ndong d6 GFAP thoi
diém nhip vién nén khong so sianh
duge véi céc thoi diém khédc [3]. Nhu
vdy, cdc nghién ctu déu cho thiy gid
tri tién luong tor vong cua ndng do
GFAP huyét thanh ¢ cic BN CTSN.

KET LUAN

Nong d6 GFAP huyét thanh nhém
tir vong cao hon nhém séng & cdc BN
CTSN nang thoi diém nhdp vién, sau
vao vién 6 gio, 12 gio, 24 gio, 48 gio,
72 gio, khic biét ¢6 ¥ nghia thong ké
voi p < 0,05.

Nong do GFAP huyét thanh thoi
diém sau vao vién 6 gid, 12 gio, 24
gio, 48 gio, 72 giov ¢ cic BN CTSN
ning c¢6 y nghia thong ké trong tién
luong tir vong véi AUC ¢ mirc tot.
Thoi diém sau vao vién 24 gid, nong
d6 GFAP huyét thanh c6 AUC lén
nhat (0,832) trong tién lugng tir vong
v6i diém cat 76,724 pg/mL c6 do nhay
76,9% va do dac hi¢u 87,9%.

Lo61 cam on: T6i xin chan thanh cam
on linh dao Trung tAim Hoi stc cip
ctru, chdng doc, Bénh vién Quén y 103
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va lanh dao Trung tim HOoi stc tich
cuc, Bénh vién Bach Mai, nhiing
ngudi thiy da hudng dan, tao diéu kién
va nhiét tinh gitip d& toi trong sudt qua
trinh hoc tap, nghién ctru va chuan bi
bai bdo nay.
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CORRELATION BETWEEN INTRAHEPATIC cccDNA
AND SERUM HBYV pgRNA IN TREATMENT-NAIVE CHRONIC
HEPATITIS B PATIENTS

Do Thi Le Quyen’", Ho Huu Tho®, Nguyen Dinh Ung’, Hoang Tien Tuyen'

Abstract

Objectives: To evaluate the correlation between intrahepatic covalently closed
circular DNA (cccDNA) and serum HBV pregenomic Ribo nucleic acid
(pgRNA) in treatment-naive chronic hepatitis B (CHB) patients. Methods: A
total of 105 treatment-naive CHB patients from the Department of Infectious
Diseases, Military Hospital 103, Vietnam Military Medical University, were
enrolled from 2017 to 2020. Real-time RT-PCR methods were used to quantify
serum HBV pgRNA and intrahepatic cccDNA. Clinical and histopathological
assessments were also performed. The patients were categorized into two groups:
HBeAg-positive CHB (n = 59) and HBeAg-negative CHB (n = 46). Statistical
analyses were conducted using Medcalc 20.019. Results: In treatment-naive
patients, the average concentration of cccDNA and HBV RNA were 1.61 £+ 0.40
logl0 copies/cell and 4.88 + 1.65 logl0 copies/mL, respectively. A positive
linear correlation was observed between HBV pgRNA and cccDNA, especially
in the overall group and the HBeAg-negative subgroup, as well as in patients with
HALI score > 9 and Fibrosis score > 3 (r = 0.49, r = 0.56, and r = 0.57; p < 0.01,
respectively). Conclusion: The study findings indicate a positive linear correlation
between intrahepatic cccDNA and serum HBV pgRNA in CHB patients. HBV
pgRNA can serve as a reliable marker in the management of CHB patients.

Keywords: Chronic Hepatitis B (CHB); HBV pregenomic RNA; cccDNA.

INTRODUCTION infection in 2019, with 1.5 million new

WHO (2023) estimates that 296 infections each year. Hepatitis B
million people were living with CHB  resulted in an estimated 820,000 deaths,
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mostly from cirrhosis and hepatocellular
carcinoma (primary liver cancer) [1].
In the life cycle of HBV, HBV cccDNA
within liver cells serves as the crucial
template for HBV RNA coding, playing
a pivotal role in virus replication,
persistent infection, and recurrence.
While first-line antiviral agents like
nucleos(t)ide analogues (NAs)
efficiently inhibit HBV replication and
control disease progression in most
patients, they rarely lead to the
complete elimination of chronic HBV
infection due to their limited effect on
cccDNA, the primary cause of viral
persistence [2]. Intrahepatic cccDNA
monitoring, which 1is essential for
assessing  treatment  efficacy, 1is
challenging in clinical practice due to
the need for liver biopsy, inter-observer
variability, and potential complications.
Traditional serum  markers like
quantitative HBsAg and HBV DNA
have been proposed to reflect the
intrahepatic cccDNA profile; however,
their correlations are insufficient for
widespread clinical application.

Therefore, there is a need for
surrogate markers to assess intrahepatic
cccDNA transcriptional activity. HBV
pgRNA, derived solely from intrahepatic
cccDNA, offers a promising alternative
as its quantification remains unaffected
by viral antigens or antibody complexes.
Consequently, serum HBV pgRNA

levels can more accurately reflect

intrahepatic cccDNA  transcriptional
activity. While serum HBV pgRNA
quantification has been proven useful
in managing chronic HBV infection,
especially in predicting
efficacy, viral rebound after drug
withdrawal, and predicting
resistance, there is currently a lack of
corresponding data on baseline serum
HBV pgRNA levels before treatment,
particularly in Vietnam.

antiviral

viral

Hence, in this cross-sectional study,
we aimed to: Determine the correlation
between intrahepatic cccDNA and
serum HBV pgRNA in treatment-naive
CHB patients. The results of this
research could contribute valuable
insights into the potential clinical
significance of serum HBV pgRNA as
a marker for monitoring CHB patients.

MATERIALS AND METHODS

1. Subjects

A total of 105 treatment-naive CHB
patients were enrolled in this study.
These patients received treatment at
the Department of Infectious Diseases,
Military Hospital 103, Military Medical
University, from 2017 to 2020.

* Inclusion criteria: Based on the
Guidelines for the diagnosis and
treatment of CHB issued by the
Ministry of Health in 2014, including
patients diagnosed with CHB who had
not received nucleos(t)ide analogues
(NAs) treatment.
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* Exclusion criteria: Encompassed
pregnant
individuals < 18 or > 70 years of age;
patients with co-infection of human
(HIV) or
hepatitis C virus (HCV); patients who
refused liver biopsy or did not comply

and lactating women;

immunodeficiency virus

with treatment.

2. Methods

* Study design: A cross-sectional
study was conducted. Liver tissues and
blood samples were collected from the
patients. Liver biopsy, serum alanine
aminotransferase (ALT), and hepatitis
B e antigen (HBeAg) were routinely
detected at Military
Hospital 103. Histopathological results
the
Department, Military Hospital

measured or
were performed at Pathology
103,
using the histological activity index
(HAI) score scale, with subgroups
categorized as < 9 points and > 9 points.
The classification of liver fibrosis
based on histopathology examination
Mild and moderate
cirrhosis for scores of F < 3 and severe

was as follows:

cirrhosis for scores of F > 3.

* Quantification of serum HBV
PERNA levels:

The quantification of HBV pgRNA
was performed by a one-step RT-qPCR
that carried out 190 in 40uL reaction

mix, which contains 8uL of 5x HTOne
Ultra RT-qPCR Probe master mix (HT
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Biotec, Vietnam), 2u. HBV common
forward primer (HBV-F primer: 10uM),
2ul.  HBV RNA reverse primer
(HBV-RT primer: 10uM), 0.8uL. HBV
common probe (HBV probe: 10uM),
15.2uLL DEPC water, and 12uL template.
The amplifications were performed in
the Rotor-Gen Q (QIAGEN, Germany),
the cycling program
included 10 min at 50°C for reverse

and thermal
transcription, 15 min at 95°C for initial
denaturation, 45 cycles of 15s at 94°C
for denaturation, 30s at 63°C for
annealing, and 30s at 72°C for
extension. A positive control, a no-RT
control, and a non-template control
(NTC) were included in each PCR
assay tested. Primers and probes for
quantification of HBV pgRNA were
designed on the conserved region
of the S gene. The reverse primer
for quantification of HBV pgRNA
contained a 10-nucleotides sequence
at the 3° end that was specific for
the HBV genome and further contained
a 5 tall of wunrelated sequence
(underlined). The primers and probe
used were specific to the conserved
region of the S gene (forward primer:
5’- GCCAAAATTCGCAGTCCC-3’;
reverse primer: GCCACTCATCAGT-
CAGCAGGATG; probe: FAMCGC-
TGGATGTGTCTGCGGCGT-BHQ1).
The limit of quantification of this assay
was 100 copies/mL [3]. For statistical
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analysis, 100 copies/mL (2 log
copies/mL) was recorded as the value
for serum samples with HBV pgRNA
was below LOD or not detected [4].

*  Quantification of intrahepatic
cccDNA levels:

Intrahepatic HBV DNA was extracted
from FFPE liver biopsy tissue using
the QIAamp FFPE DNA Mini Kit
(QIAGEN, GmbH, Hilden, Germany).
The amplification contained two steps
as follows: (1) 10uL of PSAD digested
DNA was mixed with primers at a
concentration of 0.5 pumol/L each and
IuL reaction buffer; the DNA mixture
was denatured at 95°C for 3 min and
then cooled to room temperature in
stepwise by 50°C for 15s, 30°C for
15s, and 20°C for 10 min before it was
denatured at 95°C for 3 min and then
cooled to room temperature in stepwise
by 50°C for 15s, 30°C for 15s, and
20°C for 10 min before it was placed
on ice. (2) The first-step solution was
added with 8.5uLL of reaction mixture
containing primers at a concentration
of 0.5 umol/L each, 0.4 mg/mL bovine
serum albumin, 2 mmol/L. of dNTP,
10U of the Phi29 DNA polymerase,
and 1uL reaction buffer. The reaction
was carried out at 30°C for 16h and
terminated at 65°C for 10 min. Using
the RCA products as template, HBV
cccDNA was further amplified and
quantified with TagMan real-time PCR

mediated by a pair of cccDNA-
selective primers and a probe that
targets the gap region between the two
direct repeat regions (DR1 and DR2)
of the HBV genome. Our cccDNA
quantification technique is based on
Yanwei Zhong's procedure published
in 2011 [5].

All plasma and liver tissue samples
were collected at the Military Hospital
103 and the Institute of Biomedicine
and Pharmacology, Vietnam Military
Medical University, Vietnam.

* Statistical analysis: HBV pgRNA
and cccDNA levels were measured in
log10 copies/mL and log10 copies/cell,
data
Statistical analyses were performed
using MedCalc version 20.019 (MedCalc
Software Ltd, Ostend, Belgium).

3. Ethics

The data for this article is based on a

respectively, for analysis.

portion of the data from a research
titled
Quantitative Procedure and Assessment
of the Fluctuation of Plasma HBV-
RNA Load in Response to Treatment

project "Development of a

in Chronic Hepatitis B Patients in
Hanoi"; project number 01C-0808-
2017-3, funded by the Hanoi Department
of Science and Technology. The
project was evaluated as "PASS" by
the Ethics Committee for Biomedical
Research of the Vietnam Military
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Medical University (according to evaluated as "Excellent" at the city
Decision No. 780/QD-VMMU dated level according to Decision No.
March 28, 2018). The project was 349/QD SKHCN, dated June 23, 2020.

RESULTS

Table 1. Characteristics of participants.

Characteristics (nT:t::)lS) H(ﬁeffé)-) H(]flefig(; )

Age, years 3848 +12.65 44.74+13.13 33.61+9.89 <0.001"
Gender (M/F) 95/10 39/7 56/3 0.08"
ALTAU/L) >200(n,%) 59 (56.2) 22 (47.8) 37 (62.7) 0.13"
HAlscore  >9 (n,%) 57 (54.3) 29 (50.9) 28 (49.1) 0.11"
Fibro >3 (n,%) 52 (49.5) 16 (30.8) 36 (69.2) 0,007

“Studen T-test, **Chi-square test

The distribution of gender, ALT level, and HAI score did not show significant
differences between the HBeAg-positive and HBeAg-negative groups (all
p>0.05). However, there were significant differences observed in age and
fibrosis level (p < 0.05) between the two groups. The male proportion was higher
than that of females in both groups.

p <0.001

[~

=

o

HBV RNA (-HBV RNA(+)

cccDNA (log10copies/cell)

Figure 1. Characteristics of serum HBV RNA and intrahepatic cccDNA levels
according to serum HBV RNA levels in the participants.
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Regarding serum HBV pgRNA quantification, 87.6% of patients tested
positive for HBV pgRNA, while 12.38% tested negative, indicating the
prevalence of detectable HBV pgRNA in the study cohort. cccDNA intrahepatic
in the group of HBV RNA positive patients group was higher than the negative
group; the difference was statistically significant with p < 0.001.

Table 2. Intrahepatic cccDNA and serum HBV RNA in participants.

Total HBeAg (-)  HBeAg (+) p
(n=105) (n =46) (n=159)

cccDNA

1.61+0.40 1.54 +£0.35 1.67 +£0.43 0.1
(log10copies/cell)
HBV RNA

) 4.88 £1.65 419 +£1.45 542+1.56 <0.001

(log10copies/mL)

The mean level of HBV pgRNA was measured at 4.88 + 1.65 logl0
copies/mL. The mean level of cccDNA was 1.61 + 0.4 logl10 copies/cell in the
total group. cccDNA intrahepatic in the group of HBeAg positive and negative
was similar, HBV RNA was higher than HBeAg positive group than the negative
group; the difference was statistically significant with p < 0.001.

r=0.49; p<0.001
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Solid line: The linear growth trend; r: The correlation coefficient.

Figure 2. Correlation between intrahepatic cccDNA and plasma HBV pgRNA
in CHB patients.
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When assessing the relationship between hepatocyte cccDNA and plasma
HBV pgRNA, we found a moderate correlation with a correlation coefficient of
r=0.49 (p < 0.001).

a
)5 r=0.55,p<0.01 - b r=047,p<0.01
<~§ 2 e -0 <ﬁ~§ : ¢
7.8 . !z,‘ 5 825 00 ® o
s ',...v.' s 25 \*'}.8-:.
= 1 = A
Y I
' 0.5 ¢
0 0
0 5 10 0 5 10
cccDNA(log10copies/cell) cccDNA (log10copies/cell)
C r=0.46,p<0.01 d r=0.53,p <0.01
S 3 %\ 3
g 25 N £25 (]
s g 2 (" $e° éﬁ 2 . <“-,"'
é 2 ° ’,“ g ’,"
Q .,.-. g‘ Mo ..' '
g S 1 Mo 1
) o S )
305 205
0 5 10 0 5 10
cccDNAlog10copies/cell cccDNAlog0Ocopies/cell
Spearman

(a): HBeAg-negative group (n = 46); (b): HBeAg-positive group (n = 59);
(c): ALT < 200 U/L(46); (d): ALT =200 U/L(n = 59).
Solid line: The linear growth trend;  r: the correlation coefficient.

Figure 3. Subgroup analysis of the correlation between cccDNA and
HBV pgRNA in CHB patients.
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(a): HAI score < 9 (n =48); (b): HAI score > 9 (n = 57);

(c): Fibro < 3 (n=53);

(d): Fibro >3 (n = 52).

Figure 4. Subgroup analysis of the correlation between cccDNA
and HBV pgRNA in CHB patients.

DISCUSSION

The mean level of HBV pgRNA
was measured at 4.88 + 1.65 logl0
copies/mL. Comparing our results
with previous studies, we observed
variations in the quantification of
plasma HBV pgRNA levels among
different patient cohorts. Florian van
Bommel’s study on 62 patients with
HBV reported a mean HBV pgRNA
level of 52 + 1.6 logl0 IU/mL
(equivalent to 5.9 + 2.3 log10 copies/mL.)

[6]. Florian van Bommel's (2015) study
also found the results in HBV RNA
concentrations between two groups of
patients with CHB- HBeAg (+) and
CHB- HBeAg (-): 49 + 1.3 logl0
IU/mL (5.6 £ 2.0 logl0O copies/mL)
compared to 4.3 = 1.4 logl0 IU/mL
(5.0 £ 2.1 loglOcopies/mL). In our
study, a higher proportion of patients
exhibited quantifiable HBV pgRNA in
plasma, while the concentration of
HBV pgRNA was lower compared to
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Yi-Wen Huang's study [7]. These
discrepancies may be attributed to
the assay design,
including the use of specific primer
regions targeting different genomic
sequences. Additionally, variations in
patient demographics, such as geography

and ethnicity, between our study and

differences in

previous investigations could account
for the observed differences.

Our study measured the concentration
of cccDNA 1in liver tissue and found it
to be 1.61 £ 0.4 loglO copies/cell
(Table 2), which was higher than the
concentration reported by author Xiameo
Wang in 2021 (30 and 34 copies/cell
equal 1.47 and 1.53 log10 copies/cell )
[8]. In the subgroup analysis, the
cccDNA concentration in the CHB
HBeAg positive group was 1.67 +
0.43 logl0 copies/cell, slightly higher
than the 1.54 + 0.35 logl0 copies/cell
in the HBeAg negative group (Table 2);
however,
statistically significant (p > 0.05). Our
findings aligned with Liang's research,
which also showed higher intrahepatic
cccDNA levels in HBeAg positive
patients compared to HBeAg negative
patients, possibly due to increased viral

the difference was not

protein transcription and secretion
triggering the host immune response
[9]. The comparison of intrahepatic
cccDNA levels among different studies

was crucial for understanding the
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dynamics of viral replication in CHB
patients. Our study revealed a higher
cccDNA concentration in liver tissue
compared to a previous study by author
Xiameo Wang. This discrepancy could
be attributed to variations in sample
populations, laboratory techniques, or
other experimental factors. Additionally,
in the subgroup analysis based on
HBeAg status, we observed a trend of
slightly higher cccDNA levels in
HBeAg positive patients; however, the
difference statistically
significant. This suggests that HBeAg
status alone may not be the sole
determinant of cccDNA concentration

was not

in liver tissue.

Further subgroup analysis based on
HBeAg, ALT, HAI, and Fibro levels
showed positive correlations between
cccDNA and HBV pgRNA. Specifically,
the HBeAg-negative group exhibited a
higher correlation coefficient with
cccDNA compared to the HBeAg-
positive group (r = 0.55; p < 0.01 and
r = 047; p < 0.01) (Figure 3a, 3b).
The ALT group with values > 200 U/L
also showed a stronger correlation
coefficient than the ALT group with
values < 200 U/L (r = 0.53; p < 0.001
compared with r = 0.46; p < 0.01).
(Figure 3¢, 3d). Moreover, in the CHB
subgroup with HAI scores > 9 points
and severe liver fibrosis (fibro > 3), we
observed a strong positive correlation
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between hepatocyte cccDNA and
serum HBV pgRNA compared to the
group with less liver damage and mild
cirrhosis (HAI > 9 and < 9 points:
r=0.57 and 0.53; p < 0.01) (Fibro > 3

and < 3 points: = 0.56, 0.44; p < 0.01).

Comparing our results with those of
other studies, Yuhua Gao's research on
"HBV DNA, RNA, and HBsAg: which
marker has a better correlation with
cccDNA before and after treatment
with NA?" found a weak correlation
between hepatocellular cccDNA levels
and plasma HBV pgRNA (r = 0.25,
p = 0.02) in HBeAg-positive CHB
patients [10]. In contrast, our study
showed a stronger correlation between
cccDNA and HBV pgRNA in the
HBeAg-positive CHB group, with a
correlation coefficient of r = 0.47
(p < 0.001). The differences in sample
populations and testing procedures for
cccDNA and HBV pgRNA among
various studies may account for these
dissimilar results. Likewise, the research
conducted by authors Wang and
Xiumei Chi (2021) on HBeAg-positive
CHB patients before treatment also
showed a strong positive correlation
between cccDNA and HBV pgRNA
r = 078, p < 0.001) [8]. The
determination of plasma HBV pgRNA
levels in untreated CHB patients and
its association with intrahepatic cccDNA
were essential to understand the

dynamics of viral replication, its
potential implications, and its potential
for disease management. Further research
is warranted to explore the clinical
significance of plasma HBV pgRNA
levels and their utility in guiding
treatment decisions for patients with
CHB. Our findings open the way for
future investigations that may improve
the clinical management of CHB and
contribute to the development of more

personalized therapeutics.

CONCLUSION

Our study demonstrates a significant
correlation between intrahepatic
cccDNA and plasma HBV pgRNA
levels in treatment-naive CHB patients.
The cccDNA levels were higher in the
HBYV pgRNA-positive group compared
to the negative group. The findings
suggest that HBV pgRNA may serve
as a potential marker for predicting
cccDNA activity in CHB patients.
However, further investigations and
validation of these associations are
needed to better understand their
clinical implications in HBV infection
management.
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PREDICTION OF FUNCTIONAL OUTCOMES IN SUPRATENTORIAL
INTRACEREBRAL HEMORRHAGE PATIENTS TREATED WITH
STEREOTACTIC COMPUTED TOMOGRAPHIC-GUIDED ASPIRATION
AND RECOMBINANT TISSUE PLASMINOGEN ACTIVATOR

Dang Hoai Lanl, Nguyen Trong Yenl, Vu Van Hoez, Nguyen Thanh Bac*

Abstract

Objectives: To evaluate factors influencing the outcomes in supratentorial
intracerebral hemorrhage (ICH) patients treated with stereotactic computed
tomographic (CT) guided aspiration and recombinant tissue plasminogen
activator (rt-PA). Methods: A prospective study on 80 spontaneous supratentorial
ICH cases from February 2017 to June 2020, analyzing the 12-month outcomes
and identifying clinical and radiological factors for poor prognosis within 12
months. Results: The mean age was 55.6 years (SD 11.4). The median pre-
operation GCS score was 9 (IQR 6 - 12). The mean final ICH volume was
23.9mL (SD 24.6), with ICH volume reduction by an average of 66%. 12 months
after the procedure, 40 patients (50%) had poor outcomes (mRS score 4 - 6). In
multivariate analysis, age (OR = 1.058, 95%CI = 1.007 - 1.112; p = 0.026), the
GCS score before operation (OR = 0.666, 95%CI = 0.448 - 0.992; p = 0.046), the
midline shift before operation (OR = 1.301, 95%CI = 1.057 - 1.601; p = 0.013),
and the residual volume hematoma > 20mL (OR = 4.402, 95%CI = 1.393 -
13.913, p = 0.012) were the significant predictors of a poor 12-month outcome.
Conclusion: CT-guided thrombolysis and aspiration can be safe and effective in
reducing ICH volume. Age, the GCS score before the operation, the midline shift
before the operation, and final residual volume hematoma > 20mL were
significant predictors of a poor 12-month outcome.

Keywords: Intracerebral hemorrhage; Stereotactic aspiration; Recombinant
tissue plasminogen activator (rt-PA); 12-month outcome; Prognosis.
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INTRODUCTION

Intracerebral hemorrhage, the second
most frequent cause of stroke, is
associated with a significant mortality
and morbidity rate. Anticoagulation,
amyloid angiopathy, and hypertension
are risk factors for ICH, in which
hypertension affects most ICH patients.
The 30-day mortality rate approaches
40% in these patients; most survivors
live dependently [1, 2]. Unfortunately,
there has been no beneficial medical
treatment for ICH, and the surgical
hematoma evacuation for supratentorial
ICH remains controversial. Attempts to
remove hematoma via open surgery
have failed to provide an effective
alternative treatment for most ICH
patients because they may cause damage
to normal brain tissue, especially for
individuals with profound hemorrhage.
Therefore, minimally invasive surgery
(MIS) is a promising surgical strategy
for patients with ICH because of the
shorter operation time, alleviation of
the injury to the normal brain tissue,
and ability to treat bedside. Moreover,
the administration of rt-PA using MIS
in ICH treatment has accelerated clot
thrombolysis and has been reported
to be safe by several studies [3, 4, 5].
In this
experience with consecutive cases
ICH

research, we present our

of supratentorial treated by
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stereotactic CT-guided aspiration and
with Our
primary aim was: To Investigate the

thrombolysis alteplase.

technique's  effectiveness, including

procedure-related complications,
clinical outcomes, and radiological
results, as well as the factors related to

patients’ outcomes.

MATERIALS AND METHODS
1. Subjects

80 patients were treated and evaluated
at the Department of Neurosurgery,
108 Military Central Hospital , from
February 2017 to June 2020.

* Inclusion criteria: Patients > 18
years with spontaneous, non-traumatic,
supratentorial ICH of 30mL or more,
with a GSC score > 5 at admission;
patients had no signs of transtentorial
had no
concurrent illness with life expectancy

herniation; patients severe

less than 12 months.

* Exclusion criteria: Patients with
underlying structural etiology responsible
for the hemorrhage, or systemic bleeding
diathesis (abnormal prothrombin,
partial thromboplastin times, or platelet

count 100,000).

The patient charts were reviewed
the
variables were recorded: Age, sex,

retrospectively, and following

GSC score before surgery, the size,
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location, and volume of the hematoma,

shift,
(IVH),
and complications after MIS. The

the presence of a midline
intraventricular hemorrhage
patient’s outcome was assessed using
the modified Rankin Scale (mRS)
score at discharge and twelve months
after ictus. We classified mRS scores
into favorable (good recovery and
moderate disability, mRS O - 3) or poor
(severe disability, vegetative state, or
death, mRS 4 - 6) outcomes.

2. Methods

* Research method: A prospective
study was conducted.

* Calculation of the hematoma volume:

ICH volumes were calculated using
the ABC/2 formula, in which A and B
the
diameters of the lesion, and C was the

were perpendicular maximal
total length in the vertical plane, using

CTs obtained just before operation [6].

* Operative technique, thrombolysis,

and aspiration protocol:

Following a preliminary assessment,
eligible patients underwent a repeat
CT-scan with a stereotactic protocol
that used 0.5cm slices thick that were
then loaded onto a Stealth Station S7
(Medtronic, Minneapolis, MN). With
the stereotactic guidance software, the
trajectory was aligned with the long

axis of the clot. An ipsilateral frontal
standard burr hole location (3cm lateral
to the midline and just anterior to the
coronal suture) was used for basal
ganglia hemorrhage. In contrast, the
burr hole was localized over the
hematoma if the hematoma was lobar.
Under general anesthesia in the operating
room, a rigid cannula was inserted into
the hematoma, and then one soft
drainage catheter was passed into the
hematoma's center under stereotactic
Gentle

performed and stopped at the first sign

guidance. aspiration  was
of resistance. The catheter was then
tunneled away from the incision,
attached to a three-way stopcock,
left

collection system. A post-operative or

and open, draining into a
intraoperative CT was performed to
confirm the placement of the catheter,
and it was adjusted under CT guidance

as necessary.

All patients were managed in a
stroke intensive care unit; subsequent
thrombolysis and clot aspiration were
performed at the bedside using a sterile
technique. Alteplase Img in 1mL was
administered through the catheter and
then flushed the catheter with 3mL of
saline, followed by 1 hour of drainage
closure. After 8 hours, manual aspiration
of the lysed clot was attempted at the
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bedside. The aspirated volume was
CT-scan
performed to assess the residual ICH

recorded.  Serial were
volume. The administration of alteplase
was stopped until the ICH volume
to 20mL or

maximum of 7 doses. Under sterile

diminished after a
conditions, the catheter was withdrawn
from the patient at the bedside, and its
exit site was closed off with an
occlusive dressing after a single suture
was placed. After the catheter was
head CT-scan
the

of the residual hematoma. Throughout

removed, a was

performed to determine size
treatment, all patients underwent close
neurological monitoring and followed
the current recommendations formulated

by the American Stroke Association [7].
* Follow-up and outcome assessment:

Post-operative neurological information
was assessed by GCS score at the time
of discharge and by mRS at 3, 6, and
12 months after the procedure. Follow-
up examinations were performed by
either the neurosurgery member or a
stroke practitioner at the hospital or via
video calls.

* Statistical analysis:

Data were analyzed using the SPSS
version 26.0 software program (SPSS,
Chicago, IL, USA). The mean reduction
in hematoma volume was calculated
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and recorded. First, univariate logistic
regression was used to assess the
strength of the association between the
collected variables and the 12-month
outcome, using the poor 12-month
outcome as a dependent variable.
Independent variables included age,
gender, GSC score, arterial hypertension,
the volume of hematoma, hemorrhage
location, presence of IVH, and the
shift. In the step,

multivariate analysis was performed,

midline next
using the poor 12-month outcome as a
dependent variable and incorporating
independent  variables  showing

significance or a trend towards
significance in the univariate analysis.
Finally, to assess the goodness of fit of
the multivariate model, we used a
Hosmer-Lemeshow test. Results were
reported as odds ratios (OR) and 95%

confidence intervals (CI).

3. Ethics

Operative technique, thrombolysis,
and aspiration protocol were approved
by the Scientific Council of 108
Military Central Hospital according to
decision No. 707/QD-BV dated March
16, 2017 of the Hospital Director.

All patients’ data were secure
throughout the study to protect the
anonymity of the patients. All patients
gave their family members written and

informed consent to enter the study.
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RESULTS
80 ICH patients were treated with stereotactic CT-guided aspiration combined

with thrombolysis of intracerebral hematoma from February 2017 to June 2020.

Details of all patients’ age, gender, previous medical history, time in hours from
stroke onset to operation, conscious disturbance before the procedure, stroke

severity, and the neurological image are shown in table 1.

Table 1. Characteristics of 80 patients with intracerebral hemorrhage.

Age (years), mean

55.6 years (SD 11.4)

Male (n, %) 64 (80%)

Clinical history

Stroke 6 (7.5%)
Hypertension 63 (78.7%)
Diabetes mellitus 14 (17.5%)
Chronic alcoholism 26 (32.5%)

GCS score on admission 10 IQR 6 - 14)

<8 27 33.7%
9-12 44 55.0%
> 12 9 11.3%
GCS before the operation 9(IQR 6-12)

<8 32 40.0%
9-12 48 60.0%
> 12 0 0%

Time in hours from stroke to first aspiration
(Median)

44.3 (IQR 12 - 165.9)

Hemorrhage characteristics

Left-sided hematoma

Basal ganglia - thalamus
Lobar

Location

Hematoma volume (mL) before operation
Midline shift (mm) before operation
Intraventricular hemorrhage n (%)

Graeb score before operation

42 (52.5%)

10.6 IQR 5.0 - 16.5)
57 (71.3%)
2.8 (IQRO-28)

59 (73.7%)
21 (26.3%)
71.9 (IQR 31.7-165.9)

* GCS: Glasgow Coma Scale; SD: Standard deviation; IQR: Interquartile range.
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The mean age of treated patients
was 55.6 years (SD 11.4), with 64
males and 16 females. In this cohort,
78.7% of patients (n = 63) had a prior
history of hypertension; 10 had been
treated pharmacologically. The median
pre-operative GCS was 9 (IQR 6 - 12);
21 hemorrhages were lobar and 59
were in the basal ganglia - thalamus.
All patients had repeated imaging
before surgery; the median pre-operative
hematoma volume was 71.9mL (IQR
31.7 - 165.9). The average time from
symptom onset until the first aspiration
was 44.3 hours (IQR 12 - 165.9 hours).
During the treatment period, the median
of rt-PA doses was 3 (IQR 1 - 7 doses).

12 months after the procedure, 40
patients (50%) had favorable outcomes
(mRS score O - 3), and the remaining
had poor outcomes (mRS score 4 - 6).
4 patients (5%)
expansion after the third dose of
alteplase. 8 patients with large basal
ganglia hemorrhage died within 7 days
after symptoms onset. At the 12-month
follow-up, 14 patients (17.5%) had
achieved good recovery (3 patients
mRS 1, 11 patients mRS 2); 16 patients
(20%) were severely disabled, and

had hematoma

4 patients (5%) remained vegetative.
The overall mortality rate at 12 months
after stroke was 25% (20 patients).

Regarding complications after the
procedure, post-operative hydrocephalus
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developed in 3 patients and required a
ventriculoperitoneal shunt (VPS) for
treatment. Meningitis was observed in
1 patient. Pneumonia and urinary tract
infections were each noted in 9 patients,
and bacteremia in 3 patients.

* Logistic regression:

The univariate analysis showed age
and neurological status according to
GCS score before operation; midline
shift on initial head CT scan and final
residual hematoma were significant
predictors of the outcome within
12 months after ictus. However, the
presence of IVH on the initial head CT
scan and the location of the hematoma
were not significantly associated with
the 12-month outcome (Table 2). Next,
we analyzed multivariate logistic
regression using these variables with
the 12-month outcome as the dependent
variable. The age of patients (OR =
1.058 per year, 95%CI = 1.007 - 1.112;
p = 0.026), the GCS score before
operation (OR = 0.666 per one point
decrease in GCS score, 95%CI = 0.448
- 0.992; p = 0.046), the initial midline
shift (OR = 1.301 per one millimeter
increase, 95%CI = 1.057 - 1.601;
p = 0.013), and the residual volume
hematoma > 20mL (OR = 4.402,
95%CI = 1.393 - 13.913, p = 0.012)
were the significant predictors of the
12-month poor outcome (Table 2).
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Table 2. Logistic regression analysis with the 12-month outcome

as the dependent variable.

Univariate Multivariate *
Variables
OR (95%CI) p OR (95% CI) p
1.073 1.058
Age (per year) 0.003 0.026
(1.025 - 1.123) (1.007 - 1.112)
GCS score on admission 0.880
) 0.231
(per point) (0.714 - 1.085)
GCS score before 0.626 0.666
. . 0.006 0.046
operation (per point) (0.447 - 0.876) (0.448 - 0.992)
Imaging features
2.538
Basal ganglia - thalamus 0.080
(0.895 - 7.202)
2.400
Presence of IVH 0.088
(0.879 - 6.556)
Pre-operative midline shift 1.278 1.301
0.006 0.013
(per mm) (1.073 - 1.522) (1.057 - 1.601)
1.184
Graeb score (per point) 0.067
(0.988 - 1.419)
Residual hematoma 1.038
0.032
volume (per mL) (1.003 - 1.075)
Residual hematoma 2914 4.402
0.024 0.012

volume > 20mL

(1.149 -7.393)

(1.393 - 13.913)
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Figure 1. (Top) Admission head CT scan in 58-year-old man
demonstrating a left basal ganglia ICH.
(Bottom) Head CT scan after withdrawing the catheter.
Note the complete resolution of the ICH.

DISCUSSION

1. Reducing ICH volume and
clinical outcome

In recent years, studies of minimally
invasive surgery (MIS) with alteplase
for supratentorial ICH have shown
significantly smaller hemorrhage volumes
compared with medical management
arms [3, 4]. Montes et al. concluded
that CT-guided thrombolysis
aspiration effectively reduced ICH
volume by an average of 57% [8].
The MISTIE III was performed in
78 centers with 506 supratentorial

and

hemorrhage patients. Eligibility criteria
of the trial were that age > 18 years,
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ICH volume > 30mL, GCS < 14 or the
National Institutes of Health Stroke
Scale (NIHSS) score > 6, and the
hematoma remained stable (growth
< 5mL) for at least 6 hours after
diagnostic CT. In this study, the mean
reduction in hematoma size was 69%
in the MISTIE group compared to 3%
in the standard medical care group [3].
Moreover, the results of the MISTIE
demonstrated that reduction of hematoma
volume to < 15mL is associated with a
good functional outcome (mRS O - 3),
and reducing the hematoma volume by
70% or more increases the chance of
achieving a good outcome [3]. In our
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study, the median hematoma volume
(71.9mL) was more significant than
that in the MISTIE III (41.8mL).
Despite variations in procedure and
patient selection, the mean final ICH
volume was 23.9mL (SD 24.6), with
ICH volume reduction by an average
of 66%, which was consistent with the
previously reported case series. Although
rebleeding was a concern in minimally
invasive hematoma evacuation, we
documented 4 instances (5%) of
hematoma growth after the third dose.
Patients with hematoma expansion during
treatment were closely monitored.
In addition, there was no clinical
deterioration from edema or mass

associated with residual hematoma.

Clinically, the patients in our study
exhibited a trend toward improvement,
with GCS scores improving in all
patients. However, 8 patients with
large basal ganglia hemorrhage died
within 7 days after symptoms onset.

2. 12-month outcomes and logistic
regression

Regarding long-term outcomes, 50%
of patients had unfavorable outcomes;
14 patients (17.5%) in our series
achieved good recovery; 16 patients
(20%) were severely disabled; and 4
four patients (5%) remained vegetative.

Many studies have been conducted
to assess the safety and efficacy of

minimally invasive catheter placement
and hematoma drainage with ICH.
However, more research is needed to
identify the factors that affect the
hematoma evacuation. Therefore, our
study analyzed and identified possible
clinical and radiological factors for
prognosis within 12 months. In relation
to possible prognostic risk factors
for 12-month outcomes, our work
demonstrated that neurological status
according to GSC score before the
operation, middle line shift, and residual
hematoma volume were significant
predictors of poor outcomes. In many
studies that are consistent with our
results, a higher GCS immediately
before surgery has been shown to be
a predictor of a better outcome
after surgery. In a meta-analysis of
randomized controlled trials in 2012,
Zhou X. et al. demonstrated that
patients with supratentorial ICH might
benefit more from MIS than other
treatment options [9].

As the population ages, an increasing
number of older with
intracranial hematomas eligible for
surgical treatment will probably be
encountered. In our material, we found
a statistically significant correlation
between age and outcome within the
long-term follow-up period in this
study (Table 2). Some studies reported
that age was one of the factors predicting

individuals
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the outcome after surgery for ICH [3].
It can be explained that younger
patients do not suffer brain atrophy
found in older age; therefore, any
added hematoma volume
dramatically  increase intracranial
pressure (ICP) in the already tight
cavity, making the
beneficial effect of surgery realized.

would

intracranial

Pre-operative midline line shift was
also discovered to be a significant
prognostic factor for post-operative
outcome at 12 months following the
surgery, where poor outcome correlated
positively with increasing middle line
shift (Table 2, p = 0.013). Similar
results have been reported by other
publications. For instance, early survival
was associated with morphologic
characteristics of the initially computed
tomogram, such as the degree of
midline shift in the study by Daverat et
al. [2]. The degree of midline shifts,
both pre-operatively and post-operatively,
was also cited by Moussa et al. as a
significant predictor of post-operative
outcomes in patients undergoing
decompressive craniectomy [10].

It has been well-documented that
hematoma volume of ICH is associated
with patient outcomes. Sirh S. et al.
concluded that the only factor affecting
the post-operative 6-month neurologic
outcome is the final volume of

remaining hematoma after drainage in
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patients with spontaneous supratentorial
ICH who underwent stereotactic
aspiration [4]. As mentioned above, the
results of MITIE III also determined
that a more significant ICH reduction
has a higher likelihood of achieving
mRS of 0 - 3, with a minimum
threshold of < 15mlL.

Patients with a hematoma volume

evacuation

reduction of 70% and more increase
the chance of achieving a good
outcome [3]. Choo et al. suggested a
good clinical outcome, according to
mRS, can be expected after stereotactic
catheter drainage in patients with a
hematoma volume between 20 - 30mL

[S].

CONCLUSION

ICH,
stereotactic CT-guided aspiration and

In  supratentorial adding
rt-PA to hematoma evacuation is safe
and effective for ICH evacuation.
Additionally, it contributes strongly to
a better outcome in the selected group
of patients. In general, older age, lower
GCS
maximal pre-operative midline shift,

immediately before surgery,
and residual hematoma volume >
20mL  were unfavorable prognostic
factors for long-term  outcomes.
The findings in our study may help
physicians to recognize patients-
specific predictive factors for poor

outcomes.
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THE POST-OPERATIVE ANALGESIC EFFECTIVENESS
OF A NEFOPAM AND FENTANYL MIXTURE
IN PATIENTS UNDERGOING SPINAL FUSION SURGERY

Nguyen Duy Anh’, Tran Hoai Nam', Nguyen Ngoc Thach!
Truong Van Khuong’, Trinh The Nam’, Vu Anh Dung*’

Abstract

Objectives: To evaluate the intravenous patient-controlled analgesic (PCA)
effects of a combination of fentanyl and nefopam in patients who underwent
spinal fusion surgery. Methods: 60 patients, who underwent spinal fusion surgery
at the Spine Surgery Department, Military Hospital 103, from April to November
2022, were divided randomly into two groups: The F group (30 patients received
fentanyl via intravenous PCA) and the NF group (30 patients received fentanyl
and nefopam mixture via intravenous PCA). Patients in both groups were
evaluated and compared for the pain level through the VAS (Visual Analog
Scale), the Actual/Demand ratio (A/D), and the amount of post-operative
fentanyl consumption. Results: The average VAS score of the patients in both
groups at rest was < 4 and ranged from 2.3 - 4.2 during movement. The mean
VAS score during movement after the first 24-hour period of the NF group was
significantly lower than that of the F group (p < 0.05). The A/D ratio of the two
groups at studied time points was > 75%; in which, the A/D ratio of the NF group
was statistically significantly higher than that of the F group (p < 0.05). The
amount of post-operative fentanyl consumption via PCA in the NF group was
646.17 = 99.23mcg, 14.79% lower than in the F group (758.33 + 138.42mcg),
with p < 0.05. Conclusion: Intravenous PCA with the mixture of nefopam and
fentanyl and with fentanyl alone are effective methods of analgesia after spine
fusion surgery. The combination use of nefopam and fentanyl in PCA provided a
better analgesia effect than using fentanyl alone.

Keywords: Patient-controlled analgesic; Nefopam; Fentanyl; Spinal fusion surgery.
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INTRODUCTION

Spinal fusion surgery is a surgery
connecting spinal bones to prevent
movement between them. Preventing
movement helps prevent pain. However,
patients often complain about moderate
and severe pains after spinal fusion
surgery; thus, effective post-operative
analgesia is necessary to increase the
advance and enhance patient satisfaction.
Opioid-based PCA is
performed for

commonly
post-operative  pain
control with adverse effects, including
constipation, vomiting, etc. In order
to minimize them, the decrease in
post-operative opioid consumption by
using a combination of opioid and
non-opioid analgesics such as nefopam
is essential.

Nefopam was first discovered in the
1970s as an antidepressant. It was shown
to have central-acting and nonnarcotic
analgesic effects by inhibiting the uptake
of dopamine, norepinephrine, and
serotonin [1, 2]. In contrast to opioids,
nefopam is not associated with any risk
of respiratory depression [3]. Moreover,
nefopam causes less gastroduodenal
mucosal injury and interferes less with
platelet function than NSAIDs [4, 5].
Nefopam, as an adjuvant analgesic for
fentanyl-based PCA, has been shown
to provide similar post-operative
analgesia to ketorolac.

In this study, we aimed to: Compare
the analgesic effects of a combination
of nefopam and fentanyl with fentanyl
alone using intravenous PCA after
spinal fusion surgery in the thoracic
and lumbar regions.

MATERIALS AND METHODS
1. Subjects

60 patients were randomly divided
into two groups: Fentanyl (F group)
and a mixture of nefopam and fentanyl
(NF group), undergoing spinal fusion
surgery at the Spine Surgery Department,
Military Hospital 103, from April to
November 2022. The randomization
into two groups was performed using a
computer-generated table of random
numbers with a 1:1 allocation ratio.

* Inclusion criteria: Patients agreed
to cooperate and participate in the study;
patients aged 18 - 65, ASA I - III;
general anesthesia will be administered,
and expected to be extubated at the end
of surgery in the operating room;
patients could understand and/or press
the PCA button; patients had no
contraindications to the drugs used in
the study; patients had no pre-operative
chronic pain and/or frequent use of
opioid analgesics.

* Exclusion criteria: Patients with
severe complications related to anesthesia
and/or surgery during and after the
operation.

143



JOURNAL OF MILITARY PHARMACO - MEDICINE N8 - 2023

2. Methods

* Research methods: A cross-sectional
study was conducted.

* Study protocol and groups:

Initiate intravenous sedation using:
Atropine 0.02 mg/kg, Propofol dose
1.5 - 2.5 mg/kg, Fentanyl dose 2 mcg/kg,
Rocuronium (Esmerone) dose 1 mg/kg.
Squeeze the ventilation bag with 100%
O2 in 2.5 minutes, proceed with
endotracheal intubation, check the lung
sound to ensure adequate ventilation
on both sides, the
endotracheal tube, move the patient to
a prone position, then recheck the
endotracheal tube. At the end of the
surgery, move the patient to the supine
position,  stop  the
anesthetic, turn off the operating room
air conditioner, and warm the patient
with a warm-up device. Reversal
neuromuscular blockade with
neostigmine 50 mcg/kg in combination
with atropine 10 mcg/kg (20mL slow
intravenous injection) or Sugamadex
2 mg/kg if necessary. The extubation
was performed when the patient met
the criteria with regard to perception,
hemodynamics,
strength, and body temperature.

fixation of

sevoflurane

respiration, muscle

In the NF group (30 patients): Patients
were administered an analgesic mixture
containing 2 mg/mL nefopam and
25 mcg/mL fentanyl in a natriclorua
0.9% solution.
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In the F group (30 patients): Patients
were administered an analgesic medication
containing fentanyl 100 mcg/mL in a
natriclorua 0.9% solution.

With IV-PCA parameter settings
for both groups are as follows: no
background rate, lock-out time: 8 min;
bolus dose: 1mL, maximum amount of
fentanyl for 4 hours: 15mL.

Before starting PCA, patients with a
VAS score > 4 were titrated with drug
solution in a PCA syringe until a VAS
score < 4. Pain titration procedure after
extubation.

* Pain titration procedure after
extubation:

In the NF group: Intravenous
injection of 1mL (25mcg fentanyl and
2 mg nefopam) every 5 minutes until
VAS score < 4; in the F group:
ImL intravenous injection of I1mL
(equivalent to 25mcg fentanyl) every
5 minutes until a VAS score < 4 was
achieved. The drug was injected into
the patient by a separated vein or
a trident with a stable flow. Initiating
the PCA machine and transferring
the patient to the spine surgery
department. PCA was used for 72 hours
after surgery.

If the patient felt pain and VAS > 4,
checked the power supply, parameters
on the PCA machine, IV line, and the
remaining

amount of medication.

Titration with the analgesic solution in
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the PCA machine (this amount was
counted towards the patient's overall
consumption) before restarting the
PCA. If the pain does not subside after
4 successful button presses, proceed
with analgesia rescue with 30mg
ketorolac slowly. This
dose may be repeated after 10 minutes
if the VAS score is still > 4.

* Definition of variables:

intravenous

Data on age (years), weight (kg),
height (cm), gender (male/female),
ASA score, type of surgery, surgical
time (minutes), intraoperative fentanyl
consumption (mcg), other drugs used
(mg),
rocuronium (mg), sevofluran (mL),

during surgery: Propofol
titration dose, time, VAS score before
titration, at rest and movement, and

A/D ratio were recorded for each patient.
* Assessment of drug effect:

VAS with titration dose, time, and
VAS score before titration. VAS score
(on a scale of O - 10) at rest and
movement (patient actively leaning)
at the 1®-hour, 2"-hour, 6"™-hour,
12"-hour, 24™-hour, 36"™-hour, 48"-
hour, 60th—hour, and 72"-hour timepoints.
The usage of analgesics (nefopam by
mg, fentanyl by mcg) 72 hours after
starting PCA was documented. The
A/D ratio was between the number of
successful button presses (Actual) and
the total number of required button

presses (Demand). The A/D ratio was
displayed frequently on the PCA and
recorded 24, 48, and 72 hours after
starting PCA. The
administrations of intravenous rescue

number of

analgesic (ketorolac 30mg).
* Statistical analysis:

The collected data were entered
and processed according to medical
statistical methods using SPSS 22.0
software. Variables with approximately
standard distribution: Data are presented
in the form of X+ SD, using the
T-student test to compare the two
mean values of two groups. Variables
without normal distribution: Data were
presented as a series of quartiles, using
the corresponding non-parametric tests.
Discrete variable: Data presented as
percentage (%); x2 test was used to
compare ratios; if more than 25% of
cells had a theoretical frequency < 5,
using Fisher's exact test.

3. Ethics

The study was approved by the
Ethics Committee at Military Hospital
103 (ref number 52/KH-HDDD) in
October 4th, 2022. Patients’ data were
kept confidential throughout the study
to protect the anonymity of their
patients. To participate in the trial,
every patient provided written and
fully informed consent.
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RESULTS

The average age, height, and weight in the F group were 50.97 years old,
162.83cm, and 59.57kg, respectively; the NF group was 46.4 years old, 161.3cm,
and 58.33kg. The proportion of men in both groups was 56.7%; the ratio of
women to men was 1/1.31. In group F, the proportion of men was 63.3% (19/30);
females accounted for 36.7% (11/30). In the NF group, the proportion of male
and female patients was about 50%. There were no statistically significant
differences in mean age, gender distribution, height, and weight between the two
groups with p > 0.05. Besides, the mean surgical time was 142.50 + 39.12
minutes in the F group and 147.33 + 40.3 minutes in the NF group.

Group NF Group F

10% 3%

WASA | eyl
s OASA2
DASA 3 OASA 3
Figure 1. ASA classification.
Group NF Group F
66.67%
73.3%
BSFS OSFS and DR WSES OSFS and DR

Figure 2. Patient distribution by type of surgery.
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Table 1. Surgical time and drugs used in anesthesia and surgery.

Group F (n = 30) Group NF (n = 30)

Parameters X+SD X +SD p
(Min - max) (Min - max)
Fentanyl (mcg) 3265%% ;(2); 361353 %5%2'77 > 0.05
Propofol (mg) 123%3_11;5 08 139401_ ;(2);4 > 0.05
Rocuronium (mg) 1(?;)4_: ?2055 1095'?)3_4_; 92 (E; 03 >0.05
Sevofluran (mL) 23.;)65 %33'32 25'155 _i33;88 > 0.05
Surgical time (min) 142;)0_223'12 1477'53 % -2_|- 44(‘)0'3 > 0.05

The average amount of analgesics (fentanyl) consumed during surgery was
360 = 72.4mcg in the F group and 361.67 + 87.77mcg in the NF group.

Table 2. Time and dose of titration and VAS score before titration.

Group F (n = 30)

Group NF (n = 30)

Parameters X +SD X+SD p
(Min - max) (Min - max)
L. ) ) 9.00 +£6.22 11.33 £ 6.81
Titration time (min) 0-20 095 >0.05
L. 43.33 +29.31 51.67 £28.57
Titration dose (mcg) 0- 100 0- 100 > 0.05
VAS at rest 5.37 +£0.85 503+1
N > 0.05
before titration 4-8 4-7
VAS on movement 6.53 £0.97 6.90 +0.99 - 0.05
before titration 5-8 5-9 '
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HO H1 H2 H6 H12 H24 H36 H48 H60 H72

em@um Group F - e=@==Group NF

Chart 1. VAS score at rest.

The mean VAS score at rest after titration of the two groups was 2.77 + 0.82
in the F group and 2.57 + 0.97 in the NF group. During the use of PCA, the mean
VAS score in the rest of both groups was < 3 (corresponding to a low pain level).
There was no statistically significant difference in this value between the two
groups (p > 0.05). During the use of PCA, the average VAS score at rest in both
groups tended to decrease gradually. The average VAS score on movement after
titration of the two groups was 4.2 + 1.13 in the F group and 4.03 £ 1.1 in the
NF group.

HO H1 H2 H6 H12 H24 H36 H48 H60 H72
g Group F emge=Group NF

Chart 2. VAS score at movement.

At the 24™-hour, 36™-hour, 48"-hour, 60"-hour, and 72"-hour timepoints, the
average VAS scores on movement in the NF group were statistically significantly
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lower than in the F group (p < 0.05). During the use of PCA, the average VAS
score on movement in both groups tended to decrease.

Table 3. Post-operative fentanyl (mcg) and nefopam (mcg) consumption.

Group F (n=30) Group NF (n=30)

Parameters X+SD X+SD p
(Min - max) (Min - max)
Fentanyl consumption 646.17 +£99.23 758.33 £ 138.42 0.05
_ <0.
via PCA (525 - 900) (525 - 1125)
Fentanyl consumption 724.37 £ 106.19 839.83 + 145.01 0.05
<0.
via titration and PCA (600 - 1025) (675 - 1275)
61.27 £ 13.17
Nefopam
(38 - 84)

The average amount of fentanyl consumption after surgery (including
titration) and the average amount of fentanyl consumed via PCA in the NF group
was lower than that of the F group.

Table 4. A/D ratio at 24, 48, and 72 hours.

Group F (n =30) Group NF (n = 30)

Parameters X+SD X+SD p
(Min - max) (Min - max)
A/D(H24) 76.18 +£3.19 73.12+4.14
<0.05
(%) 71 - 94 71.5-90
A/D(H48) 77.32+2.43 74.38 +4.57 0.05
<0.
(%) 72.5 - 100 72.2-90
A/D(H72) 78.63 +£3.61 75.76 + 3.67
<0.05
(%) 75 - 100 73.4-94

The average A/D ratio was significantly higher in the NF group than in the F
group at the 24" hour, 48"-hour, and 72"-hour timepoints (p < 0.05).
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Table 5. The number of patients required “rescue bolus”.

Group NF Group F
n =30 n =230 P
}?Iumber of pa’t’ients required 1 (3.3) 3(10)
rescue bolus™ n (%)
0.05
One-time bolus n (%) 1(3.3) 2067
Two times bolus n (%) 0 (0) 1(3.3)

The difference in the number of patients and the number of "rescue bolus"

between the two groups was not statistically significant (p > 0.05).

DISCUSSION

The mean age in our study was
50.97 years old in the F group and
46.4 years old in the NF group. This
result was also consistent with the
study by Vu Hoang Phuong et al.
(2021) when studying the analgesic
effect of spinal erector anesthesia after
lumbar spine surgery with an average
surgical age of 50.7 £ 13.3 years old
[6]. The average weight of patients in
this study was 59.57kg in the F group
and 58.33kg in the NF group, which
was also consistent with studies on
spine surgery patients such as Vu
Hoang Phuong (56.6 = 6.7kg and
58.1 £ 8.2kg, respectively).

The proportion of men in both
groups was 56.7%, women were 43.3%,
and the ratio of men to women was
1.31/1. The influence of gender on
pain and analgesic needs remained
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controversial. A study conducted
by Chia et al. in Chinese patients
(n = 2298) confirmed gender as a
major predictor of morphine consumption
via IV PCA with the result that men
consumed more morphine from 23% -
43% than women [7]. Therefore, our
results minimized the confounding
the

techniques because many studies have

effects of gender in testing
confirmed that the analgesic effect of
fentanyl was different between men

and women.

Most of the patients in our study
were healthy with ASA T - II, in which
the proportion of patients with ASA T -
IT accounted for 97% in the F group
and 90% in the NF group. The
distribution of ASA characteristics in
our study is similar to that of the
authors Schenk M. R. et al. (2006) [8],
with the majority of patients in good



JOURNAL OF MILITARY PHARMACO - MEDICINE N8 - 2023

health, ASA I - II. We did not select
with
illness for the study because the severe
condition of the combined disease

patients severe pre-operative

could lead to the risk of complications
due to the side effects of analgesics.

In our study, fentanyl was the only
analgesic used during surgery, with an
average consumption of 360 + 72.4mcg
in the F group and 361.67 + 87.77mcg
in the NF group. This result was
also consistent with the results of
other authors in Vietnam, such as
Nguyen Toan Thang et al. (336 + 66.9
and 360 + 59.3mcg) [9]. Analgesics
consumption during surgery was a
factor that could influence pain severity,
analgesics consumption, and side
effects in the immediate post-operative
period. Shapiro confirmed a direct
relationship between intraoperative

fentanyl usage and post-operative
respiratory depression with intravenous

PCA.

The average total fentanyl consumption
in 3 days post-operatively (including
the amount of fentanyl used for
titration) was 839.83 + 145.0lmcg in
the F group and 724.37 + 106.19mcg
in the NF group. The fentanyl
consumption in the NF group was
significantly lower than that in the F
group, which was 13.75% (p = 0.01).
The PCA consumption of fentanyl

alone (excluding fentanyl dose for
titration) was 758.33 + 138.42mcg in
the F group and 646.17 £ 99.23mcg in
the NF group. The results showed that
the amount of fentanyl consumed in
the NF group was also 14.79% lower
than that in the F group (p = 0.01).
This
effect of nefopam used in PCA for

reflected the fentanyl-sparing

post-operative analgesia. The fentanyl-
sparing effect of nefopam in our study
was lower than the results of some
other studies. Tran Thanh Tuan et al.
(2020) studied PCA analgesia with
fentanyl and nefopam during 24 hours
after burn debridement and grafting
surgery with fentanyl consumption in
the F group was 562.50 + 17.06mcg
higher than that in the NF group
(295.42 + 17.52mcg) [10].

The average VAS
patients before titration in our study
was 5.03 - 5.37 at rest and 6.53 - 6.90
(Table 1). The
results showed that most patients had

score of the

during movement

moderate pain scores and felt more
pain on movement, which could be
explained by the amount of fentanyl
used in surgery, which was not excessive
(360 - 361.67mcg). In addition, the
surgical time was also relatively long
(142.5 - 147.33 minutes). This result
was consistent with the result of
Nguyen Toan Thang in abdominal
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surgery, with the average VAS score at
rest and on movement after extubation
being 5.27 + 1.02 and 6.77 = 1.04,
We
difference in mean pain scores between

respectively  [9]. found no
the two groups immediately before
titration. Thus, pain levels in the two
groups were relatively similar before
titration and PCA was started.

The average VAS
movement varied from 2.3 - 4.2. Thus,

score during

most patients achieve good analgesia,
especially when lying. This was also
with the results of the
review that included many studies of

consistent

intravenous PCA using opioids with
better analgesia and higher levels of
patient satisfaction compared with

other traditional use of opioids.

The ideal value that could be
achieved was 1 (100%);
when A/D > 75%
acceptable. The results show that the
A/D ratio at the 24"-hour, 48"-hour,
and 72"-hour timepoints in both

however,
was considered

groups was > 75%. This reflected the
pain relief effect, and the parameter
setting was relatively reasonable.
Considering the difference between the
two groups, we found that the average
A/D ratio at the above time points
in the NF group was statistically
significantly higher than in the F

group. Specifically at the 24™-hour
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timepoint, the A/D ratio in the F group
and the NF group were 73.12 + 4.14
and 76.18 + 3.19, respectively (p = 0.02);
at the 48th-hour timepoint, they were
74.38 £4.57 and 77.32 £ 2.43 (p = 0.03);
and at the 72th-hour timepoint, they
were 75.76 + 3.67 and 78.63 + 3.61,
respectively (Table 4, p = 0.03). It was
also relatively consistent with the
result that the average pain score on
movement after the first 24 hours
in the NF group was statistically
significantly lower than that in the F
group. Thus, it was clear that the
analgesic effect of nefopam and fentanyl
was better than that of fentanyl alone
in PCA for post-operative pain relief.
There were 4 cases requiring rescue
analgesia, of which 3 cases were in the
F group (10%) and 1 case was in the
NF group (3.3%). In the F group, there
was 1 patient who required rescue
analgesia boluses two times, and there
was no case that needed to bolus
"rescue analgesia" more than twice.

CONCLUSION

Intravenous PCA with the mixture
of nefopam and fentanyl and with
fentanyl alone are effective methods of
analgesia after spine fusion surgery.
The combination use of nefopam and
fentanyl in PCA provided a better
analgesia effect than using fentanyl alone.
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THE LE GUY BAI DANG TRONG TAP CH Y - DUOC HOC QUAN SU

T ap chiY-oDLI(jc hoc quansy xudtban9s6/nim,dangtaicaccongtrinhnghiénciu,
cacbaitongquanvéydugchocquiansu,ysinhhocvayxahoihoc,nhtingthéngtin
Y-Dudchoctrongnudcvaquécté,thongtinvénghiénciuvadaotao.

I. M6t s6 yéu cau vé bai dang cong trinh nghién citu khoa hoc.

1. Bai gtii déing cong trinh nghién ctu khoa hoc chua dang 6 bat ky tap chi quéc gia nao.

2. C4c thuat ngii thong nh't theo ti dién Bach khoa Viét Nam.

3. Bai gtii dang danh may bang tiéng Viét, rdo rang, cach dong, mét bai khong dai qua
7 trang khé A4, ké ca bang biéu va tai liéu tham khao. Cac danh tit tiéng Viét néu dich tix
tiéng nudc ngoai viét kém theo tiéng nude ngoai. Cac chii viét tat phai cé chi thich cac tit goc
ctia cac chit viét tét.

4. Trinh tu cac muc trong bai:

a) Dau dé.

b) Ho va tén tac gia: Khong ghi hoc ham, hoc vi, chtic danh. C6 ghi chi don vi cong tac cua
tling tac gia 6 cudi trang thii nhat baibio.

c) Noi dung:

~ Tém tat tiéng Viét va tiéng Anh, bao gbm muc tiéu, d6i tugng va phuong phap nghién ctu,
két qua va két luan (khoang 250 tir). Ghi tif khéa tiéng Viét va tiéng Anh.

Diatvandé:bao géomca phan muctiéunghién ctu.

D61tugng va phuong phap nghién ctiu.

Két qua nghién ctiu vabanluan.

Kétluan.

Tailiéu tham khao.

Chi st dung nhiing bang, biéu, hinh anh cin thiét va phai c6 chu thich rd. M6i bai viét
khong qua 5 hinh. Cudibai phai néu rd xuat xt ciia cong trinh, lam tai dau, thoi gian.

Tai liéu tham khdo (khong qu4 10 tai liéu va phai mang tinh cip nhat) sip xé&p theo thi
tu xuat hién trong bai bdo. Tai liéu tham khéo ghi theo thi tu sau: Ho tén tdc gia, tén cudn
séch (bai bdo), tén tap chi, nim xuat ban, tip, s4 va trang tai liéu tham khéo
Dung font Unicode.

5.Mobi tac gia diing tén dau ctia baibao chi dude déng t6i da mot bai trong mot s6.

6. Bai gtii ding khong tra lai ban thao.

7. Cudi moi bai bao, tac gia ghi s6 dién thoai ca nhan va dia chi email cia nguoi chiu trach
nhiém chinh.

I1.P&ivéicacbaiténg quan, thong tin, baidich.

- D6i véi cac bai téng quan cin c6 day du cac tai liéu tham khao va ngudn s6 liéu da
dugc trich dan trong bai. Tac gia bai tdng quan ghi rd chiic danh, hoc ham, hoc vi, chuyén
nganh, co quan va hoi chuyén khoa 6 phan ghi chi cuéi trang dau tién ctia bai tong quan.
Bai téng quan ciing dudge ddnh may trén kho A4 va khong dai quéa 7 trang ké ca biéu bang
vatailiéuthamkhao.

- Cac thong tin, bai dich can ghi rd xuit xt cia ngudn di liéu. D6i véi bai dich can
chup toan vén baibio tiéng nude ngoai giii kém theo ban dich.

* BAI VIET XIN GUI VE TAP CHi Y DUGC HOC QUAN SU - HOC VIEN QUAN Y
SO 160 PUONG PHUNG HUNG, HA DONG - HA NOI
PIEN THOAI: 069. 566. 250 HAC GUI THEO DIA CHi EMAIL: tcydhqs @vmmu.edu.vn
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