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PIEU TRI VIEM GAN B MAN TINH: HIEN TAI VA TUONG LAI
Tran Bing Bgil ’

Tém tit

Viém gan B man tinh (VGBM) c6 thé din dén xo gan, ung thu biéu mé té bao
gan (UTBMTBG) va tré thanh gdnh niang cho nganh y té cua nhiéu qudc gia.
Hién tai, van con nhiéu tré ngai trong viéc loai bo hoan toan vi rdt viém gan B
(HBV) khoi té bao nhiém bénh. Gan day, nho nhitng thanh tyu nghién ctru sinh
hoc phén tir, vong doi ctia HBV va co ché bénh sinh cia VGBM ngay cang duoc
hiéu o, gilp dua ra cédc li€u phép khang vi rut tiém nang nhiam dén cic giai doan
khac nhau trong vong doi cua vi rut.

Twr khéa: Vi rit viem gan B (HBV); Viém gan B man tinh (VGBM); Vong
khép kin cong héa tri DNA (cccDNA); Cac chit tuong tu Nucleos-(t)ide (NAs);
DNA 501 doi mot phﬁn dang vong tron gidn (rcDNA).

TREATMENT OF CHRONIC HEPATITIS B: PRESENT AND FUTURE
Abstract

Chronic hepatitis B (CHB) can lead to cirrhosis and hepatocellular carcinoma
and become a burden on the health sector in many countries. At present, there are
still many obstacles to completely eliminating the hepatitis B virus from infected
cells. Recently, thanks to the achievements of molecular biology research, the life
cycle of HBV and the pathogenesis of CHB have been increasingly understood,
which helps to develop potential antiviral therapies targeting different stages in
the life cycle of the vi rut.

Keywords: Hepatitis B virus (HBV); Chronic hepatitis B (CHB); Covalently

closed circular DNA (cccDNA); Nucleoside or nucleotide analogs (NAs);
Relaxed-circular partially double-stranded DNA (rcDNA).

'Bénh vién Pa khoa Quéc Anh, Thanh phé Hb Chi Minh
*T4c gia lién hé: Trin Bang Dai (daitrandr @gmail.com)
Ngay nhan bai: 11/5/2023
Ngay duge chip nhan ding: 10/7/2023
http://doi.org/10.56535/jmpm.v48i6.370
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PAT VAN DE

Mic du viéc st dung rOng rai véc
xin phong ngira da lam giam dang keé
cdc ca nhiém mdi nhung nhiém HBV
van 1a mot van dé stc khoe toan cau.
Trai nguoc v6i nhiém HBV cép tinh
thuong gdy viém gan tu gidi han va
thodng qua, nhiém HBV man tinh c6
thé din dén xo gan va UTBMTBG.

Céc thudc diéu tri hién c6 van con
nhiéu han ché do thiéu tdc dong vao
chu trinh sao chép va diac biét la
DNA vong khép kin cong héda tri
(cccDNA) cua HBV [1]. Tuy vay,
vong doi phuc tap cia HBV ciing
giip dwa ra nhiu muc tiéu khdc
nhau dé phat trién cic tic nhan khang
vi rut.

NHUNG TIEN BO GAN PAY TRONG PIEU TRI
VIEM GAN B MAN TINH

1. Bo gen va vong doi cia HBV

Hinh 1. B§ gen HBV [1].

Bo gen cia HBV Ia mot ADN sg¢i d6i mdt ph?m hinh tron gian 3,2 kb
(rcDNA). Bao gdom ADN chudi 4m hoan chinh va bo sung cho cic ban phién ma
ARN thong tin (mARN), chtra bén khung doc mé chong 1én nhau (ORF)-C, P, S
va X, trong khi ADN chudi duong khong hoan chinh c¢6 dau 5’ ¢d dinh va dau 3’
c6 kich thude thay dbi [1]. Khang nguyén 16i (HBcAg) duoc tao ra tir ORF-C.
Khéng nguyén e(HBeAg) dugc tao ra tr ORF preC + C. ADN polymerase tur
ORF P. Protein X (HBx) tr ORF X. Khang nguyén bé mat 16n (L-HBs), trung
binh (M-HBs) va nhé (S-HBs) duoc tao ra ttr ORF S [1].
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Hinh 2. Vong doi cua HBV [1] va cdc muc ti€u diéu tri tiém nang (danh $0).

HBYV (hay con goi la hat Dane) lién
két véi cdc thu thé bé mat té bao
Heparansulfate proteoglycans (HSPGs)
6 4i luc thap va khong dic hiéu. Sau
d6, polypeptide dong van chuyén natri
taurocholate (NTCP) vo61 chic nang
nhu mot thu thé ¢6 i luc cao dé nhan
biét va gin viing chirc ning tién S1 cua
L-HBsAg. khi
nucleocapsid duoc giai phéng vao té

Sau xam  nhap,
bao chét, tiép theo 1a 16t vo, va sau dé
rcDNA duoc van chuyén dén nhdn
thong qua céic phurc hop 16 nhan [1].
Nhiéu yéu t6 té bao dd tham gia dé
stra chita rcDNA dé tao thanh cccDNA
[1]. St dung cccDNA lam khuon mau,

enzyme RNA polymerase II cua vat

chu phién ma tao ra cic RNA c¢6 dd dai
khac nhau: Ba mARN bd gen con 0,7,
2,1 va 2,4 kb va hai mARN b¢ gen dai
hon 3,5 kb (Hinh 2). Cic mARN nay
sau d6 duoc phién ma dé tao nén chudi
am DNA (3,5 kb), Khdng nguyén e cua
vi rut - Hbe (3,5 kb pre-C mRNA).
mRNA 2,4 kb ma hoa L-HBs, mRNA
2,1 kb ma héa ca M-HBs va S-HBs.
Ban phién mid ngian nhit mi héa
protein HBx [1].

DNA chudi 4m 13 khudn mau cho
qud trinh tong hop chudi duong DNA,
dé tao thanh rcDNA chudi kép va
nucleocapsid DNA truong thanh. Mot
s6 nucleocapsid truong thanh méi hinh
thanh dugc bao quanh boi HBsAg va

7
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duoc tiét ra dudi dang virion c6 thé lay
nhiém té bao gan méi hodc ching cé
thé xAm nhdp lai vao nhan dé duy tri bé
chtta cccDNA. Vi rit ciling tiét ra mot
loat cdc hat khiém khuyét (nhitng hat
thiéu mot vai thanh phan cu tric trong
qud trinh sao chép dé tao thanh vi rit
hoan chinh, vi du nhu chtra bo gen
chua truéng thanh, thiéu khang nguyén
161 HbcAg,...), dong vai trd quan trong
trong vi¢c ngan chan ddp ung khang
thé [1].

2. Hiéu qua va nhirng mit han ché
ciia cac phwong phap diéu tri hién c6

Hién tai, hai loai thudc dang dugc
st dung trong diéu tri VGBM la
Interferons (IFNs) va Nucleosides/
Nucleotide Analogs (NAs). So voi
Interferons Alfa (IFN-a), Interferons
pegylated (Peg-IFN) c6 li¢u trinh dung
thubce thuan tién hon (mot 14n so véi ba
lan mdi tudn) va hiéu qua duogc cai
thién. Trong s6 cdc NAs, Entecavir
(ETV), Tenofovir disoproxil fumarate
(TDF) va
(TAF) dugc wa chudong hon vi hoat

Tenofovir alafenamide

tinh khang vi rit manh va c6 rao can
cao d6i voi khang thude [2].
* Nucleosides/Nucleotide Analogs (NAs):
- Uu diém: Tuong ddi an toan, dé sir
dung (NAs dugc ding mdi ngay mot
1an) va chi phi thap [2].

8

- Nhuoce diém: Ty 16 mit HBsAg
thip va khang thubc cao. Cdc NA thé
hé dau dbi voi VGBM c6 ty 1é khdng
thudc rat cao, 1én téi 70% sau 5 nam
diéu tri bang lamivudine. Nguy co
khang thube & nhitng bénh nhan (BN)
chua timg dicu tri voi NAs 1a < 1% sau
5 nam tiép tuc diéu trj v6i ETV va 8
nam vo1 TDF, nhung nguy co khang
ETV cao t¢i 50% & nhitng BN nhiém
HBYV khang lamivudine [2].

* Interferons (IFNs):

- Uu diém: Ddp tng véi IFNs lau
bén hon, ty 1¢ mat HBeAg va HBsAg
sau khi ngung diéu tri cia IFNs cao
hon so véi NAs [3].

- Nhuoc diém: Gdy ra cc phan tng
bat loi bao gém céc triéu chiung giéng
cim, Gc ché tay xuong, mét moéi va
trdm cam, chéng chi dinh cho BN bi
suy gan hodc xo gan. Sy tuan thu cua
BN ciing thap do tiém dudi da [3].

* Phoi hop NAs va Interferons
pegylated -o. (Peg-IFN-a):

Mot s6 nghién ctru dd chimg minh
rang su két hop cua NAs voi Peg-IFN-
o c¢6 thé lam ting ddng ké ty 16 mat
HBsAg, nhung loi ich chu yéu chi giéi
han & mdt ty 1€ nho BN va phu thudc
vao kiéu gen cua HBV va sy phan bd
dia 1y ciia BN. Thyc tién cho thay rang
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diéu tri NAs va Peg-IFN-a dat ty 18
mat HBsAg thap, diéu nay duoc gidi
thich 1a do thiéu tdc dung truc tiép dbi
v6i cccDNA, dan dén nguy co tai hoat
dong cua HBV va tdi phdt bénh 1a rat
cao [3].

3. Thubc tac dong 1én vong doi HBV

* Uc ché sw xam nhdp cua vi riit
(Twong g muc tiéu dau tién trong
Hinh 2): Dai Hoat chét
Bulevertide. Co ché: Khi Bulevertide
lién két vé6i thu thé Polypeptide dong

dién:

van chuyén natri taurocholate (NTCP),
nd s€ ngan chan hi¢u qua su lay lan
ctia HBV gitta cdc té bao trong gan va
can trd hoat dong ctia cccDNA trong té
bao gan bi nhiém bénh [4]. Thudc di
duoc thtr nghiém giai doan IIb. Nghién
ctru do Wedemeyer va CS tién hanh
nim 2018 [4] nhim ddnh gid tinh an
toan va hi¢u qua cua Bulevertide tiem
du6i da két hop voi PEG IFN-o. Két
qua cho thdy thubc an toan va dung
nap t6t & BN VGBM, né c6 tic dung
khang HBV, nhung tic dyng mat
HBsAg con han ché.

* Gay roi loan cccDNA (Twong iimg
muc tiéu s6 2 trong Hinh 2):

Co ché: Phd v& cccDNA ciia vi riit.

- Endonuclease CRISPR-Cas9: Vao
nam 2022, Maria va CS [5] tién hanh

nghién ctru tic dong ciia CRISPR/Cas9
trén té bao HepG2-NTCP nudi cdy bi
nhiém HBV cho thidy cccDNA di bi
chinh stra bang CRISPR-Cas9 va hiéu
g 12 bén ving.

- Nucleases ngén tay kém (ZFNs):
Nam 2010, Cradick va CS [6] da
chimg minh kha ning phan cat hiéu
qua cdc myc tiéu DNA ciia vi riit bang
cdc ZFNs trong céc té bao nudi cay.
Hon nita, cdc manh bj cit da bj stra
chita sai, diéu nay c6 kha ning lam bat
hoat HBV.

- Nucleases gy hiéu tmg gidng kich
hoat phién ma (TALENs): Nam 2013,
Kristie B va CS [7] da dung TALENs
trong mdi trudng nudi cdy nham vao
bon vi tri dic hiéu trong by gen cua
HBV, cic tic gid nhan thdy rang
TALENs da phd v& trinh ty mot céch
hi€u qua tai cac vi tri du dinh va ngan
chan cac dau hi¢u sao chép cua vi rut.
Céc
sulfonamid thay thé ma dai dién 1a
CCC-0975 va CCC-0346. Co ché: Gay
can tré qud trinh chuyén d6i rcDNA
thanh cccDNA [8] (Hinh 3). Thubc
trong giai doan thir nghiém in vitro, két
qua cho thiy CCC-0975 va CCC-0346
lam giam ndng do cccDNA cia HBV
[8].

- Céc phuong phdp khac:
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Hinh 3. Céc sulfonamides thay thé [8].

* Cdc chdt tkc ché phién ma cia
HBYV (Tuwong ung muc tiéu 56 3 trong
Hinh 2):

- RNA interference (RNAi): Dai
dién: Hoat chit ARC-520. Co ché: Gay
ra sy suy thodi cdc ban phién ma cua
HBV nhim tao ra gen cim. Giai doan
thir nghiém: Két qua budc dau giai
doan I cho thdy ARC-520 tiém tinh
mach dugc dung nap tuong dbi tot, cé
hiéu qua cao trong viéc giam ndéng do
HBV DNA Iuu hanh ciing nhu HBeAg
va HBsAg huyét thanh. Hién nay,
ARC-520 di chuyén sang giai doan
thr nghiém II. Tuy nhién, nhiing thu
nghiém nay gan ddy di bi chdm dut do
ddc tinh cua hoat chat [9].

- Antisense oligonucleotides (ASO):
Dai dién: Hoat chat GSK3228836. Co
ché: Uc ché su trinh dién gen bang
céch két hop trinh ty cu thé cta chiing
voi DNA hodac mRNA cua gen muc
tieu. Giai doan thtr nghiém: Giai doan

10

I, két qua cho thiy GSK3228836
duong ti€ém dudi da an toan va dung
nap tdt. Sau 4 tuan diéu tri, thudc tc
ché ding ké HBsAg va HBV DNA &
nhitng BN VGBM chua dugc diéu tri
trudc dé [10].

* Thubc trc ché men phién ma
nguoc-HBV polymerase va Ribonuclease
H(RNaseH) (Twong wng muc tiéu 56 4
trong Hinh 2): Thubc Gc ché HBV
polymerase(NAs) dang 1a mot phan
ctia phuong phép diéu tri hién tai.

- Chét tc ché RNaseH: Chu yéu
thudc hai loai héa chat:

+ a-hydroxytropolones (a-HTs): Hop
chét 46, hop chat 110, hop chat 258.

+ N-hydroxyimides: N-
(HID),
N-hydroxynapthyrydinones (HNO),
(HPyD),
[11]

hydroxyisoquinolinediones

N-hydroxypyridindiones
va N-hydroxypyrimidinedione
(Hinh 4).
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- Co ché: Viéc e ché RNaseH giy
ra sy cit ngin sém DNA chudi 4m,
tich tu cac di hop tt RNA/DNA trong
cac capsid cua vi rut va gay khong
tong hop dugc DNA chudi duong cia
vi rut.

A.Céc dai dién a-hydroxytropolones:

- Thudc da duge thir nghiém in vivo.
Két qua budc dau cho thiy hai chit tc
ché RNaseH, mot HPyD (208) va mot
oHT (110) c6 thé ngan chan dang ké
sy sao chép cua HBV ¢ chudt mang
gan nhan tao [11].

o O O
HO OH HO OH HO OH
(o}
iP Me o Me -
Me O
46 110 258

B.Céc dai dién N-hydroxyimides:

N-Hydroxyisoquinolinedione N-Hydroxynapthyridinone
(HID) (HNO)

N-Hydroxypyridinedione N-Hydroxypyrimidinedione
(HPyD)

OH
O N._.O

\ﬁ
o ]
o) ’RJH OH T:\\(M| r
26, i, HN O
.3 C
Me Me
208 17

Hinh 4. Chit (rc ché Ribonuclease ctia HBV [11].

* Chdt diéu bién ldp rdp capsid
(CAM) (Twong ung muc tiéu s6 5
trong Hinh 2): C6 hai loai da duoc
phét trién: CAM 1 (GLS4, Bay41-
4109) va CAM II (JNJ56136379,
AT-130, INJ-632, INJ56136379). Co
ché: Can thiép vao qud trinh lip rdp
v6 capsid cia HBV dan dén sy hinh
thanh cac capsid bat thuong [12].
Giai doan nghién ctru: Giai doan II.

Trong modt nghién ctu dugc tién
hanh ndm 2022 béi Janssen va CS dé
danh gia hiéu qua cua JNJ-56136379
trecn BN VGBM khong xo gan cho
thdy JNJ-56136379 duong udng
duoc dung nap tbt, 1am giam dang ké
HBV DNA va HBV RNA cua vi rut
nhung chi lam giam han ché HBsAg
hoac HBeAg & nhitng BN HBeAg
duong tinh [12].

11
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Hinh 5. Céc chat diéu bién lap rdp capsid [13].

* Cdc chdt e ché gidi phéng
HBsAg (Twong img muc tiéu so 6
trong Hinh 2): Dai dién: REP 2139 va
REP 2165. Co ché: Uc ché giai phéng
HBsAg tir cdc té bao gan nhiém trung,
tir d6 e ché phan tng mién dich do
HBsAg giy ra va hoat dong nhu mot
tdc nhan khang vi rut [14]. Giai doan
nghién ctru: Giai doan II. Trong nghién
ctru duge bdo cdo nam 2020 dé danh
gid hiéu qua cia REP 2139 truyén tinh
mach két hop véi liéu phiap TDF va
PEG IFN-0-2a trong thoi gian 48 tuan
cho thdy REP 2139 an toan va dung
nap tot, ty 1& thanh thai HBsAg,
chuyén d6i huyét thanh, kiém sodt vi
rit cao, cling nhu duy tri chirc nang
gan binh thuong trong qua trinh theo
doi lau dai [14].

4. Piéu chinh phan img mién dich
cda vat chua

Trong qud trinh nhiém HBV ty
nhién, do vi rit ¢6 kha ning trén tranh
su nhan biét cta hé théng mién dich.

12

Hon nita, nhiém HBV kéo dai dn dén
r6i loan chirc nang té bao T (kiét stc).
Do d6, sau khi nging diéu tri, cin tao
ra phan tng mién dich chdng vi rit
hi¢u qua [14].

Chat chu van thu thé Toll-like
(TLR): Pai dién: Chat cht van TLR-8.
Co ché: Chét cha van TLR tham gia
vao qud trinh san xuat IFN ndi sinh,
kich hoat cac tﬁng tin hiéu khac dan
dén wrc ché sy nhan 1én cua HBV. Giai
doan thtr nghiém: Giai doan II. Nghién
ctru nham ddnh gid hiéu qua cua su két
hop chit chi van TLR-8 dudng udng
voli NAs trén 24 BN VGBM c6
HBeAg duong tinh va 24 BN c6
HBeAg am tinh. Sau li¢u phdp don tri
liéu v6i NAs trong 24 tuan cho thiy
mat HBsAg ¢ hai BN va mat HBeAg 6
ba BN vao tuan 48. Tuy nhién, liéu
viéc kich hoat hé théng mién dich ¢6
gay ra cidc dot bung phit viém gan
hodc tu mién dich sau dé hay khong 1a
mét diéu dang lo ngai [14].



TAP CHI Y DUQC HQC QUAN SU SO 6 - 2023

Khing thé don dong (Monoclonal
antibodies): Pai dién: GC1102 va VIR-
3434. Co ché: Gitp trung hoa, ngin
chan sy lay lan cua vi rat va loai bo vi
rut luvu hanh. Hién da duoc thir nghiém
giai doan Ib: Trong mdt nghién cuu
tién hanh ndm 2021 do EASL cdng bb,
cho thdy viéc diéu tri litu VIR-3434
1én dén 3000mg duoc dung nap tot &
nhitng nguoi tham gia khoe manh.
Ngoai ra, dit liéu cling cho thdy VIR-
3434 an toan va giam HBsAg ¢ nhiing
BN VGBM [14].

Li¢u phap vac xin: bai dién: GS-
4774 1a vic xin tdi t6 hop. Co ché:
Kich hoat hé théng mién dich cua BN.
Giai doan thir nghiém: Giai doan II.
Nghién ctru Cho thiy GS-4774 két hop
v6i TDF gitip ting kha nang chong lai
HBV [14].

KET LUAN

Phuong phép diéu tri VGBM hién
nay thiéu ddp ung trong diéu tri lau
dai, dic biét 1a sy mat khdng nguyén
bé mit viém gan B (HBsAg), doi hoi
phai diéu tri kéo dai ¢ hau hét BN do
su ton tai dai ding cia DNA vong
khép kin cong hoéa tr1 cia HBV
(cccDNA). Céc loai thudc méi nhim
vao cdc giai doan khic nhau trong
vong doi cua HBV da va dang duoc
nghién ctru, bao gém diéu chinh phan
g mién dich cua vat chu, cdc chét uc

ché sy xdm nhap cia vi rit, gy roi
loan cccDNA, cic chat trc ché phién
mi ctia HBV, chat diéu bién lip rdp
capsid, chat tc ché men phién ma
nguoc RNaseH hay cdc chat wc ché
giai phong HBsAg. Hy vong vo1 su
xudt hién cta céc liéu phdp diéu hoa
mién dich va khang vi rit méi, muc
ti€u loai bé hoan toan HBV khoi té bao
nhiém bénh sém c6 thé dat duge.
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TAO DONG VA BIEU HIEN GEN MA HOA KHANG NGUYEN
TAI TO HQP NS1 CHUNG BON CHUNG VI RUT DENGUE
TRONG VI KHUAN ESCHERICHIA COLI

Hoang Xudn Cwong"’, P6 Nhw Binh', Vii Minh Thuwong’
Biii Thiry Linh’, Nguyén Thi Thanh Théo', Triwong Cong Dinh'
Biii Minh Trwong', Bii Thé Ngoc', Lam Théo Nguyén', Vo Thi Bich Thiy”

Tém tit

Muc tiéu: Tich dong, biéu hién va tinh sach khang nguyén tdi t6 hop NSI
chung ¢ cic diém epitope nhan biét dugc khang thé khang bdn ching vi rit
Dengue (DENV). Phwong phdp nghién cuu: Poan gen ma hdéa cho khang
nguyén NS1 chung bon chung dugc gan chén vao vector pET22b+ sau d6 duoc
bién nap vao ching té bao E.coli BL21. San pham tai t6 hgp dugc kiém tra bang
cic phuong phip PCR, enzyme cat giéi han, giai trinh tw vad SDS-PAGE.
Két qua: Poan gen ma héa khang nguyén tii to hgp NS1 c6 kich thudc 417 bp,
ma héa tao chudi polypeptide dai 139 amino acid, va twong dong 100% véi trinh
tw chudi polypeptide cuia khang nguyén NS1 chung cho bon ching DENV da
dugc cong bd trén GenBank. Két qua dién di trén SDS-PAGE cho thiy protein
tai t6 hop 6xHis-rNS1 c6 khoi lugng phan tir khoang 18 kDa. Két lugn: Biéu
hién thanh cong khang nguyén tdi t6 hop NS1 chung bon ching DENV trong té
bao E.coli. Pay 1a két qua nghién ctru bude dau dinh huéng tao khdng thé don
dong chan dodn phat hién bon chiing DENV tai Viét Nam.

Tir khéa: Vi rit Dengue; E.coli; NS1; Khang nguyén tii to hop.

"Hoc vién Quén y
*Vién Nghién ciru hé gen, Vién Han 1am Khoa hoc va Cong nghé Viét Nam
Vién S6t rét ky sinh tring Trung wong, By Y té
*Tac gia lién hé: Vo Thi Bich Thiy (thuytbvo.igr @ gmail.com)

Ngay nhan bai: 07/6/2023

Ngay duge chdp nhan ding: 28/7/2023
http://doi.org/10.56535/jmpm.v48i6.388
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CLONING AND EXPRESSION OF GENE ENCODING RECOMBINANT
NS1-DENV1-4 SEROTYPE ANTIGEN IN ESCHERICHIA COLI

Abstract

Objectives: To study the cloning, expression, and purification of the general
NS1 antigen with epitope-detectable antibodies against four Dengue virus
(DENV) serotypes. Methods: The gene coding for NS1 antigen generally four
serotypes was inserted into pET22b+ vector then transformed into E.coli BL21.
Recombinant products were examined by PCR, restriction enzyme, sequencing,
and SDS-PAGE methods. Results: The gene encoding the recombinant NS1
antigen with a size of 417 bp, 139 amino acids, and 100% homology with the
polypeptide sequence of the NSI antigen was published on GenBank. SDS-
PAGE electrophoresis results showed that the recombinant protein 6xHis-rNS1
has a molecular weight of approximately 18 kDa. Conclusion: Successful
expressed the recombinant NS1 antigen in E.coli. It was the initial result of
research aimed at creating monoclonal antibodies to detect four serotype DENVs
in Vietnam.

Keywords: Dengue virus; E.coli; NS1; Recombinant antigen.

dinh bdn typ vi rdt sdt xudt huyét 1a
vi rit DENV-1, DENV-2, DENV-3
va DENV-4 [3]. Céc bién thé nay cua

PAT VAN PE

Vi riat Dengue 1a mot vi rit RNA
soi duong duoc phén 1ap 1an dau tién

vao nam 1943 ¢ Peru boi mot nhém
cac nha khoa hoc do tién si Albert
Sabin dtng dau nghién ctu [1]. Céc
nha khoa hoc da phan 13p vi rit tu
mau cua bénh nhadn va sau dé xac
dinh day 12 mot kiéu vi rit thudc ho
Flaviviridae, chi Flavivirus [2]. Chi
nay bao gém vi rit West Nile, vi rit
Dengue, vi riut Zika, vi rut Yellow
fever,... Cho dén nay, ngudi ta xdc

vi rut Dengue c6 tinh khdng nguyén
va di truyén twong ddi khdc nhau.
Néu nhiém mét loai DENV nao d6
thuong s& tao mién dich véi loai
DENV d6, nhung chi tao mién dich
mot phan va tam thoi déi v6i nhiing
loai DENV khdc. Tdc nhiém sau dé
voi mot loai DENV khac lam tang
nguy co mic bénh nghiém trong hon
va ¢6 thé de doa dén tinh mang [4].
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Bo gen ciia DENV c6 chiéu dai xap
xi 11 kilobase, voi mot khung doc mo
duy nhit gébm 3400 amino acids.
Polyprotein nay dugc phan cit bai cic
protease cua vi rit va té bao dé thanh
ba protein ciu tric (C, prM va E) va
bay protein phi cau tric (NS1, NS2A,
NS2B, NS3, NS4A, NS4B va NS5)
[6]. Trong d6 NS1 la ving c6 kha nang
sinh mién dich va c6 tinh tng dung cao
nhit dé tro thanh chi thi phan to
(biomarker) phat hién va phong chéng
sot xuat huyét Dengue [4]. Trong giai
doan dau cta qud trinh 1y nhiém vi
rut, protein NS1 giip RNA cua virus
xam nhap vao hé théng mién dich cta
vat chi, dong thoi né ciing hd tre hinh
thanh phic hgp sao chép vi rit. NS1
dugc tiét ra tir cdc t& bao nhiém bénh
va luu thong trong mdu cua bénh nhan
[5]. C6 thé phat hién NS1 bang cdc xét
nghiém chan dodn khdc nhau nhu test
nhanh, ELISA PCR.... Nhitng khang
thé duoc sinh ra trong hé théng mién
dich bénh nhin c6 vai trdo chéng lai
NS1 va loai bo vi rit ra khoi co thé néu
chang may nguoi bénh bi nhiém lai 1an
tiép theo. Vi thé, mot nghién clru tao ra
khang nguyén tdi t6 hop NS1 véi cdc
diém epitope c6 thé nhan biét cuing lic
cic khang thé khdng cdc serotype cua
vi rit Dengue trong huyét thanh bénh

18

nhin 13 can thiét dé xay dyng mot
biomarker phét hién cac chung DENV
o Viét Nam.

POI TUQONG VA PHUONG PHAP

NGHIEN CUU
1. Vat liéu nghién ctru
Chung vi khuan E. coli BL21
(Thermo Fisher Scientific) dugc su
dung lam chung tao dong va
biéu hién protein dich dudi su cam
B-D1-

thiogalactopyranoside). Plasmid pET1.2

ung cua IPTG (Isopropyl

duoc tong hop nhan tao bai Genscript
Biotech (Piscataway, New Jersey,
Hoa Ky) c6 mang doan oligonucleotide
NS1 ma héa cho protein NS1 theo thiét
ké voi 2 vi trf cit emzym giéi han Ndel
va Xhol. Plasmid pET22b+ (Novagen)
ding dé thiét ké vector biéu hién NS1
dudi su kiém sodt cia promoter T7 va
c6 mang gen khiang khang sinh
ampicillin dé sang loc thé bién nap.
Cic kit tach chiét va tinh sach plasmid
tdi to hop, mdi T7 promotor, hda chat
tach chiét ADN, PCR va mot s6 mdi
truong, vat liéu thuong dung trong
phong thi nghiém dugc cung cip
bo1 Vién Nghién cttu hé gen, Vién
Han 1am Khoa hoc va Coéng ngh¢
Viét Nam.
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2. Phwong phap nghién ciru
* Thiét ké plasmid mang gen NSI va
bién nap vao E.coli BL21:

Cit doan gen NSI ra khoi doan
oligonucleotide tong hop nhén tao va
cit m¢ vong vector pET22b+ bang 2
enzym Ndel va Xhol, san pham cit
duoc tinh sach bﬁng Gene]ET PCR
Purification Kit (Thermo Fisher
Scientific, My). Sau d6 gin doan gen
NS1 vao vector pET22b+ di duoc cit
mé vong bang enzym T4 ligase & 22°C
trong 3 gio. Plasmid pET22b+_ NSI
duoc bién nap vao té bao kha bién
E.coli BL21 bang phuong phép sdc
nhiét. Huyén phi t& bao ngay sau dé
duoc cdy trai trén dia thach Luria
Bertani (LB agar) (1% peptone; 0,5%
cao nam; 0,5% NaCl; 2% agar) c6 bd
sung 100 pg/mL ampicillin.

* Sang loc cdc khuan lac mang gen
NSI:

Sau mot dém nudi céy, chon cac
khuén lac da moc trén dia LB agar tién
hanh nuéi 1ong ¢ 37°C trong 18 gio va
sau d6 tich ADN plasmid. Cac ADN
plasmid nay s& duoc kiém tra bang
phan tmg PCR véi mdi dic hiéu
NSI_ CLF  (méi  xudi):  5-—
CATATGAAGTATTCATGGAAAACA
TGGGG-3" va NS1_CI_R (mdi nguoc):
5’-CTCGAGGTAACCCGGAGG-3’.
San pham PCR ding kich thudc
(khoang 417bp) s€ dugc dem di gidi

trinh ty Sanger tai Cong ty 1st BASE
(Singapore) bing cip moi thuong mai
T7 promoter.

* Cam ung biéu hién va tinh sach NSI:

Chung biéu hién protein NS1 duoc
nudi cdy trong 400mL mdi truong LB
long (chtra 100 pg/mL ampicillin) &
nhiét do 30°C véi toc do lic 200
vong/phit, khi mat d6 nudi cdy vi
khuidn ODgy nm dat 04 - 0,8, chat
IPTG dugc bd sung vao ong dich vi
khuan sao cho néng do cudi dat
0,1mM. Sau 16 gid cam (mg biéu hién,
thu sinh khdi té bao bang ly tim voi
toc d6 3.000rpm trong 5 phit & 4°C.
Hoa can vi khudn sau biéu hién véi
dung dich dém PBS (pH 7.4; 137mM
NaCl; 2,7mM KCI; 10mM Na,HPOy;
1,8mM KH,PO,). Phi mang té bao
bang séng siéu Am duogc gilt trong dé
lanh 2 phiit. Dich phd té bao dugc ly
tdm véi tbe d6 13.000rpm trong 5 phiit
0 4°C, sau d6 duoc cho 1én cot tinh
sach HisPur™ Ni-NTA Spin Columns
(Thermo Fisher Scientific, M¥y). Rira
cic protein tap bang Wash Buffer (pH
7,4; 20mM Na;PO4 300mM NaCl;
25mM imidazole), thu protein dich
NS1 bang Elution Buffer (pH 7.4;
20mM Naz;PO,; 300mM NaCl; 250mM
imidazole). Panh gid mtrc do biéu hién
va quy trinh tinh sach protein tdi to hop
NS1 bang k¥ thuat dién di bién tinh
SDS-PAGE.
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KET QUA NGHIEN CUU VA BAN LUAN
1. Sang loc cac khuan lac mang gen NS1

San pham pET22b+_ NS1 duoc bién nap vao té bao E.coli BL21, sau nudi ciy
qua dém chi nhitng thé bién nap nao nhan plasmid pET22b+_ NS1 mdi c6 kha
ning khang ampicilin va hinh thanh khuédn lac trén moi trudng c6 chira khang
sinh nay (Hinh 1a). Cic thé bién nap nay s& duoc kiém tra bang phuong phip
PCR khuén lac dé sang loc nhitng dong mang plasmid muc tiéu. Trong qud trinh
sang loc bang phuong phdp PCR véi cip mdi T7 promoter va T7 terminator,
ching t6i thu dugc nam dong té bao E.coli xuét hién mot bang vach c6 kich
thudc giira 400bp va 500bp, phit hop véi kich thude gen NS di thiét ké 12 471bp
(Hinh 1b).

M 01 02 02 04 05

SOOBE o . — - e

(b)

Hinh 1. (a) Cdc dong NS1 duoc sang loc sau bién nap.
(b) Kiém tra ADN plasmid véi mdi dic hiéu. M: Thang ADN 1kb plus.

Tiép tuc giai trinh ty Sanger cdc mdu ADN plasmid cho thiy c6 su twong dong

100% véi trinh ty gen NSI theo thiét ké ban dau (Hinh 2). Gen NSI duogc gén
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chén vao ding vi tri cia enzym Ndel va tuong dong khung dich ma. Nhu vay,
vector pET22b+ mang gen NSI tdi to hop dd dwgc bién nap thanh cong vao té
bao E.coli BL21.
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Hinh 2. Giai trinh tu plasmid t4i t6 hop pET22b+_ NS1 véi moi T7 promoter va

T7 terminator.

2. Biéu hi¢n va tinh sach protein tai t6 hop NS1

Khuan lac cho két qua ding kich thuéc san phdm véi phan tng PCR dugc
chon dé biéu hién protein NS1. Két qua phan tich SDS-PAGE (Hinh 3a) cho
thiy, cdc mau protein téng sb cta chung E.coli BL21 mang plasmid
pET22b+_NS1 dugc cam ung biéu hién trong diéu kién tdi vu vé néng do IPTG
(0,1 mM), thoi gian (16 gid), nhiét do (37°C) co xuét hién mot vach protein dam
nam trén vach 15 kDa cta thang chuan, twong tng vé6i kich thudc theo tinh todn

ctia khdng nguyén tdi t6 hop NS1 (khoang 18 kDa).
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rNSI
(~18 kDa)

rNSI
—
(~18 kDa)

consensus sequence rNS1
NS1-DENV Clonel
NS1-DENV Clone2
NS1-DENV Cloned
NS1-DENV Clone4
NS1-DENV_Clone5

Hinh 3. (a) Protein tong s6 E.coli BL21 mang gen NS1.
(b) Protein NS1 di duoc tinh sach. (¢) Mot phan két qua giai trinh tir acid amin
ctia ndm protein NS1 tai to hop so sanh vdi trinh ty acid amin ctia protein chung
ctia bon serotype Dengue M: Thang protein.

Pién di SDS-PAGE kiém tra san pham sau tinh sach cho thay c6 duy nhat mot
bing protein c6 kich thudc khoang 18 kDa (Hinh 3b), diy 1a san phim c6 gén
dudi histidine 6X thu dugc sau khi di qua cdt tinh sach, giai trinh ty cling cho Kkét
qua trinh ty acid amin cta ndm khuan lac 13 twong dong véi trinh ty acid amin
cua protein NS1 chung cho ca 4 serotype (Hinh 3c), nhu vay xac dinh chinh xéac
13 protein NS1 t4i t6 hop.

KET LUAN nhitng nghién ctu tiép theo nhim tao
ra khdng thé don dong phét hién dugc

D3 tao dong va biéu hién thanh cong :
cling ldc bon chung DENV tai Viét Nam.

niam dong té bao E.coli mang vector tdi
t6 hop pET22b+_NS1. Céc dong té bao ~ Loi cdm on: Nghién ctru nay dugc
nay biéu hién protein t4i t6 hop NS1 tai trg boi S& Khoa hoc Cong nghé
chung cho bén ching vi rit Dengue. Ha Noi trong dé tai ma s6 01C-08/01-
Két qua cta nghién ctru s& 1 co sd cho  2020-3.
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PANH GIA KHA NANG LI GIAI CAC DONG TE BAO UNG THU CD19*
CUA CAC TE BAO CAR-T

Ngé Thu Hang', Dang Thuy Linh'
Nguyén Thi Hién Hanh’, Cin Vin Mao"*
Tém tit
Muc tiéu: Déanh gid kha nang li giai cic dong té bao ung thu CD19* cta cdc té
bao CAR-T. Phwong phdp nghién ciru: Nghién ctu thuc nghiém, mé ta cit
ngang c¢6 ddi ching. Cac dong té bao ung thu Daudi, 1D2 (CD19%) va K562
(CD19") duoc danh dau bang CFSE. Té bao CAR-T hoic PBMC (effector) dugc
bd sung vao cdc giéng nudi chira té bao ung thu CD19* hoic K562 (target) theo
ty 16 target:effector (T:E) 1:2, 1:5, 1:10. Hon hop té bao duoc nudi trong ti 4m
37°C, 5% CO, trong 6 gid, sau d6 phan tich bang flow cytometry. Két qua: Té
bao CAR-T c6 kha nang li giai té bao ung thu CD19* va kha ning li giai ting ty
1¢ thuan véi ty 16 CAR-T nudi cdy dong thoi voi té bao CD19*, su khdc biét c6 §
nghia thong ké so véi nhém chimg PBMC va CD19™ (p < 0,05). Két lugn: Té bao
CAR-T c6 kha ning li giai cic dong té bao ung thu CD19".
T khéa: CAR-T, CD19".

EVALUATION OF THE LYTIC EFFECTS OF CAR-T CELLS ON CD19"
CANCER CELL LINES

Abstract

Objectives: To evaluate lytic effects of CAR-T on CD19" cancer cell lines.
Methods: Experimental, descriptive, cross-sectional study with control groups.
Daudi, 1D2 (CD19") and K562 (CD19") cancer cell lines were labelled with CFSE.
CAR-T or PBMC cells (effector) were added to the culture wells containing CD19"
or K562 cancer cells (target) with the target:effector ratio (T:E) of 1:2, 1:5, 1:10.

'B6 mén Sinh Iy bénh, Hoc vién Quan y
*B$ mon, Trung tim Huyét hoc - Truyén mau, Hoc vién Quén y
#Téc gia lién hé: CAn Vin Mio (canvanmao@vmmu.edu.vn)
Ngay nhén bai: 19/5/2023
Ngay duge chap nhan ding: 30/6/2023
http://doi.org/10.56535/jmpm.v48i6.376

24



TAP CHI Y DUQC HQC QUAN SU SO 6 - 2023

The cells were incubated at 37°C, 5% CO, for 6 hours, then analyzed by flow
cytometry. Results: CAR-T had the ability to lyse CD19" cancer cells, and the
lysis ability increased according to the ratio of CAR-T co-cultured with CD19"

cells. The difference was statistically significant when compared to control
groups (PBMC and CD19) (p < 0.05). Conclusion: CAR-T cells exhibit the

ability to lyse CD19" cancer cell lines.
Keywords: CAR-T, CD19".

PAT VAN DE

Theo wdc tinh ctia T6 chtic Y té Thé
gidi, mdi nim trén toan thé gidi c6
khoang trén 18 tri¢u truong hgp moi
mic va 9,5 triéu ngudi chét vi bénh
ung thu [1]. Bénh bach cau nguyén bao
lympho cap tinh (ALL - Acute
Lymphoblastic Leukemia) hodac bénh
bach ciu cip dong lympho, Lo-xé-mi
cAp dong lympho 13 mot trong nhiing
bénh ung thu phd bién nhit & tré em
trén thé gidi, chiém khoang 75% tat ca
céc loai ung thu mau [2, 3].

Liéu phdp diéu tri chu yéu hién
dugc st dung cho ALL la héa tri ligu,
tuy nhién, hiéu qua cua phuong phép
diéu tri nay chi dat tdi da 20% & nguoi
truong thanh [4]. Li€u phap mién dich
sir dung té bao T mang thu thé nhan
tao CAR (Chimeric antigen receptors)
c6 kha ning nhan biét cdc khdng

nguyén dac hiéu trén bé mat té bao ung

thu, tir d6 kich hoat kha ndng phan giai
té bao ung thu dang 1a van d& dugc
nhiéu nha khoa hoc quan tam [5, 6]. Su
dung thu thé CAR-T dang ngay cang
pho bién trong nghién ctru va diéu tri
ung thu do kha nang tang sinh va kha
ning giét cua té bao T giy doc (T.),
doéng thoi c6 tinh dic hiéu lién két
thong qua thy thé khang nguyén CAR
[6, 7].

Tuy nhién, & Viét Nam chua tng
dung liéu phap té bao CAR-T dé diéu
tr1 ung thu néi chung va ALL néi
riéng. Trudc khi dp dung trong diéu tri
1am sang thi can danh gid hiéu qua kha
nang li giai cdc té bao ung thu cua khbi
té bao CAR-T in vitro va tac dung diéu
tri trén mo hinh dong vat mang khoi
ung thu ¢ ngudi. Ching toi tién hanh
nghién ctru nay nham: Pdnh gid khd
nang li giai cia CAR-T khi nudi cdy
ciing véi cdc dong té bao ung thu ¢é va
khéong c6 CDI19".
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POI TUQONG VA PHUONG PHAP
NGHIEN CUU

1. P6i twong nghién ciu

- Té bao Daudi (ATCC CCL-213)
dong t& bao ung thu hach lympho
CD19" Burkitt (ATCC, Hoa Ky).

- Té bao K562 (ATCC CCL-243)
dong té bao ung thu bach ciu man tinh
dong tiy CD19(-).

- Té bao CAR-T CDI9RCD137/pSB
(CAR-T2) la san pham coa dé tai
nghién ctru ung dung va phét trién
cong nghé cap qudc gia. Mi sb KC
10.39/16-20.

- Té bao CAR-T CDI9RCDI137-
1Casp9-IL15/pSB (CAR-T4)
pham cua dé tai nghién ctru tng dung

la san

va phiét trién cong nghé cap qubc gia.
Mi s6 KC 10.39/16-20.

- Té bao PBMC lam nhém ching.

2. Phwong phap nghién ctiru

* Thiét ké nghién ciru: Nghién ctu
thyc nghiém, md ta cit ngang c6 doi
ching.

* Phurong phdp, k thudt, tiéu chudn
sw dung trong nghién cuu:

- K§ thuat nuoi cay té bao:

Liy typ té bao ung thu bach cau
Daudi, 1D2 (¢ bao K562 dugc
chuyén nap c¢6 CD19") va chimg am
K562 CD19 (-) (mat do té bao 10°
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té bao/l mL/typ) dang bao quan & -
80°C trong FBS (10% DMSO) duoc
lam 4m nhanh ¢ 37°C trong khoang 1
phut. Sau d6, 20 mL mdi truong RPMI
1640 (10% FBS) dugc bd sung tir tir
vao 6ng té bao trude khi ly tim & 200
vong trong 10 phut. Sau khi loai bo
toan bd dich ndi, cin té bao dugc hoa
tan bang moi trudng nudi cdy RPMI
1640 (10% FBS, 37°C) nhim dwa mat
d6 té bao vé 10° t& bao/mL. Té bao
duoc nudi trong chai T25 ¢ 37°C, 5%
CO,, 46 4am > 90%, khong lic dén khi
mat do dat 10° t& bao/mL thi tién hanh
cdy chuyén vé 5x10° t& bao/mL. Thay
mdi trudng nudi cdy 2 ngay/lan. Khi sd
luong té bao du 16n, thu hoach té bao
va dém sb luong té bao thu duogc, didu
chinh mat do té bao dat cdc mat do 10’
té bao/mL.

- Phuong phép tich PBMC:

Midu tuwoi (43 xtr 1y chdéng dong)
duoc pha loang voi PBS 1X (pH 7,2).
Sau d6, mau dugc pha lodng 2 lan
bing PBS 1X truéc khi dwoc dat
PREMIUM
(p = 1,077g/mL) trong céc dng falcon

lén trén Ficoll-Paque
50 mL (tranh trén 1an Ficoll v&i hon
hop mau - PBS). Mdi 6ng falcon chira
15 mL Ficoll va 30 - 33 mL mau da
pha lodng. Céc 6ng falcon dugc ly tim
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tai 400g trong 35 phit (khong st dung
ché do phanh). Sau khi ly tam, 16p
PBMC (nam giita plasma va Ficoll)
dugc hit ra va hoa vao 40 mL PBS 1X
(0,5% BSA; pH 7,2). Hon hop trén
dugc ly tim lanh va loai bé dich 3 1an
tai cdc chuong trinh ly tam 350g, 10
phut; 160g, 15 phut va 300g, 10 phut.
Dich ndi dugc loai bé hoan toan va
sinh khdi té bao dugc hoa tan bang
4 mL méi truong nudi cdy RPMI,
10% FBS.

- P4nh ddu CFSE va dong nudi ciy
CAR-T véi céc té bao CD19™;

Mot ngay trude khi thuc hién thi
nghiém, té bao CAR-T dugc rd dong
nhanh trong bé 6n dinh nhiét 37°C, hoa
tan trong 10 mL RPMI da duogc lam
4m va ly tam thu té bao (300 vong/phiit
trong 10 phit). Sau khi rtra hai 1an véi
PBS 1X (ly tam 300g trong 10 phut va
loai bo dich ndi), té bao duge hoda tan
trong RPMI, 10% FBS vé mat do
10°/mL va duoc nudi qua dém trong ti
am 37°C, 5% CO,, d6 am > 90%.

Cic dong té bao ung thu Daudi, 1D2
(CD19") va K562 (chimg am CD19)
dugc danh dau bang CFSE thong qua
st dung bo kit Cayman 7-AAD CFSE
cytotoxicity assay. Chuyén 10° ¢
bao/mL vao giéng cta dia 24-well.

Sau 30 phit bo sung té bao CAR-T
hoac PBMC (effector) dugc thu b?mg

ly tim va duoc bd sung vao cic giéng
nudi chira té bao ung thu CD19" hoic
K562 (target) theo ty I¢ target:effector
(T:E) 1:2, 1:5, 1:10 v&i c& mau mdi ty
16 n = 6. Hon hop té bao dugc nudi
trong ti 4m 37°C, 5% CO,, do am
> 90% trudc khi duoc phan tich bang
flow cytometry.

- Danh gia kha nang li giai in vitro
té bao CD19" ctia CAR-T:

Sau 6 gid dong nudi cdy, thu té bao
va rira 2 1an bang PBS 1X, sau d6 dugc
nhudm véi 7-AAD 1X trong 100 pL
PBS 1X, 0,1% BSA trong 30 phut &
4°C. Sau khi 1, té bao duogc rira bang
PBS 1X va hoa tan bang 300 uL FACS
Buffer va phin tich bing mdy
BDFacsLyric. Quan thé CFSE* dugc
chon dé dém ty 1¢ té bao sdng chét, tir
d6 ddnh gid kha ning li giai t& bao
CD19* cua khéi té bao CAR-T & cdc
liéu khac nhau.

* Xir Iy 6 liéu: So sanh trung binh
ctia 2 nhém doc 1ap bang T-test, so
sanh trung binh cta 3 nhém bang phan
tich phuong sai ANOVA. S6 liéu dugc
xt 1y bang phin mém SPSS 20.0 va
GraphPad Prism 6. Sy khac biét c6 y
nghia thong ké khi p < 0,05.

3. Pao dirc nghién ciru

Nghién ctru duge chip thuin cua
Ho6i dong Pao duc trong nghién ctu
Y sinh hoc Bénh vién Quan y 103 s
180/2021/CNChT-HbDD.
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KET QUA NGHIEN CUU
1. Panh gia kha niing li giai té bao K562 ciia té bao CAR-T béng danh

dau CFSE
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Hinh 1. Ty 1é té bao K562 CFSE" bi li giai sau 6 gio dong nudi cdy véi PBMC
hoac CAR-T tai céc ty 1€ khic nhau.

Két qua hinh 1 cho thdy, ty 1& diéu
tri CAR-T/PBMC ting thi ty 1& té bao
K562 chét ciing ting lén. O ty 18
K562:CAR-T cao nhét 1a 1:10 thi ty 18
té bao K562 CFSE" chét sau 6 gio
d6ng nudi cdy nam trong khoang 8 -
15%, trong khi ty 1¢ nay ¢ nhém dong
nudi ciy PBMC 1a chét 6 - 12%. Hiéu
qua li giai gitta nhém ddng nudi cay
CAR-T va PBMC véi té bao K562
khong c6 su khéc biét ¢6 y nghia théng
ke (p > 0,05).

Nhu vay, CAR-T CD19RCD137 va
1Casp9-IL15 khong c6 kha nang li giai
dong té bao K562 nguyén ban, khong
biéu hién CD19 khac biét so vo1 nhém
ching PBMC.
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2. Panh gia kha ning li giai té bao
CD19" ciia té bao CAR-T bing danh
dau CFSE

Hai dong té bao Daudi (CD19") va
1D2 (CD19%) duoc st dung cho danh
gid kha ning li giai cta té bao CAR-T
v6i té bao ung thu CD19",

Két qua cho thiy: O ca 2 nhém nudi
cidy dong thoi hai thé hé CAR-T
CD19RCD137/iCasp9-IL15 véi té bao
Daudi/ID2 déu c6 ty 1& t& bao
Daudi/1D2 chét (bi li giai) cao hon c6
y nghia théng ké so voi nhém nudi
ddéng thoi PBMC va céc té bao trén
(p < 0,05) (Hinh 2, Hinh 3).
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Mit khéc, ty 1é t& bao ung thu bi li
giai ting 1én twong Ung voi ty 1& dong
nudi ciy CAR-T va té bao CD19" (p < 0,05).

Két qua ciing cho thdy kha nang li
giai té bao CD19" tuong duong nhau
gitta hai thé hé té bao CAR-T (p > 0,053).
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Nhu vdy, hai thé hé CAR-T
CDI19RCDI137 va iCasp9-IL15 déu c6
kha ning i giai té bao ung thu CD19*
va kha nang li giai tang theo su tang
cia ty 16 CAR-T duoc dong nudi ciy
v6i té bao CD19*.
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me T:E1:5
s TE 1:10

Hinh 2. Ty 1¢ té bao Daudi, 1D2 CFSE" bi li giai sau 6 gid dong nudi cay véi
PBMC kich hoat hoac CAR-T tai céc ty 1€ khic nhau.
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Hinh 3. Hinh 4nh dai dién kha ning i gii té bao CD19" (Daudi) ciia CAR-T.
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BAN LUAN

Liéu phap mién dich st dung té bao
T duoc bién d6i véi thu thé khing
nguyén kham (CAR) da dugc ching
minh hiéu qua trong diéu tri bénh bach
cau va u lympho khang véi héa tri ligu.
Cdc nghién ctru 1Am sang gan ddy da
cho thay phan tng tuyét voi cua té bao
CAR-T trong nhiéu loai khdi u té bao
B&10.

Ung thu té bao B dai dién cho mot
nhém bénh huyét hoc khong dong
nhat, hau hét déu ddp tng vé6i héa tri
liéu. Tuy nhién, c6 rat nhiéu bénh nhan
da bi tai phat bénh. Do d6, trudc nhitng
khé khan gip phai trong diéu tri bénh
nhén ung thu 4c tinh t& bao B tdi phat,
can c6 nhitng nd lyc dé phét trién cdc
liéu phap diéu tri ddc hiéu hon va it
doc hon [11].

St biéu hién CD19 bj han ché trong
tat ca cic giai doan phét trién cia té
bao B va né khong dugc biéu hién
trong té bao gdc tao mdu. CDI9 1a
khang nguyén 1y twong do né biéu hién
manh trén bé mat tat ca cac té bao B
nhung lai khong biéu hién trong té bao
géc tao mau [12]. Hon nira, viéc cac té
bao B khoe manh bi tiéu diét do hién
tugng “nham dich ngoai khdi u” c6 thé
duge xu 1y bang cdch tiém bd sung
khang thé cho ngudi bénh. Pén nay,
hau hét cic thor nghiém 1am sang té

30

bao CAR-T diéu tri ALL déu tap trung
nham dich 1a thu thé CD19.

Té bao CAR-T trong nghién ctru cila
ching t6i c¢6 kha ning nhim dich
khing nguyén CDI19, lién két véi té
bao thong qua thy thé nay va gay li giai
té bao ung thu ¢6 bicu hién CD19".

Két qua nghién ctru cta ching toi
rat phit hop v6i co ché nay: Ca hai thé
h¢ CAR-T CDI9RCD137 va iCasp9-
IL15 déu it gdy li giai té bao CDI9-
nhung déu c¢6 kha nang li giai 1o rét té
bao ung thu CDI9". Mit khéc, kha
nang li giai tang theo sy tang cua ty 1¢
CAR-T duoc dong nudi cay véi té bao
CD19".

Két qua nay 1a tién dé quan trong dé
tiép tuc thuc hién nhitng nghién ctu
tiép theo in vitro va in vivo dé khang
dinh tdc dung 1i giai va gdy chét té bao
ung thu cua khdi té bao CAR-T.

KET LUAN
Té bao CAR-T c6 kha ning li giai
cic dong té bao ung thu ¢c6 CD19* nhu
té bao Daudi va 1D2.
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KET QUA CHUYEN PON PHOI PONG LANH NGAY 5 SO VOINGAY 6
TAI BENH VIEN PA KHOA TAM ANH HA NOI

Cao Tuin Anh"", Lé Hoang'

Toém tit

Mouc tiéu: Nhan xét két qua chuyén don phdi dong lanh ngay 5 so véi ngdy 6
tai Trung tAm hd tro sinh san, Bénh vién TAm Anh Ha Noi. Phwong phdp nghién
cuu: Nghién clru mo ta hdi ctru trén 872 bénh nhan (BN) < 35 tudi, chuyén don
phoi déng lanh rét tt hodc tdt ngay 5 hodc ngay 6, khong 1am sang loc phoi tir
thang 01/2019 - 01/2023 Két qud: 830 BN chuyén phdi ngay 5 va 42 BN chuyén
phoi ngay 6. Ty 18 c6 thai, thai 1am sang, thai dién tién cao hon & nhém chuyén
phoi ngay 5 so véi ngay 6 (74,3% so voi 64,3%, 60,3% so voi 54,8%, 53,3% so
v6i 40%); tuy nhién, su khéac biét khong c6 y nghia théng ké véi p > 0,05. Pong
thoi, ty 16 hong thai cua nhém chuyén phoi ngdy 5 thdp hon khong c¢6 y nghia
thong ké so véi ngay 6 (7,1% so véi 12,1% ), p = 0,292. Ngoai ra, ty 1¢ thai sinh
hod cua nhém chuyén phoi ngay 5 cao hon khong c6 ¥ nghia théng ké so véi
ngay 6 (14% S0 V61 9,5%), p = 0,413. Két ludn: Ty 1é c6 thai, thai 1am sang, thai
dién tién cua chuyen don phoi ngay 5 cao hon ngay 6; tuy nhién, sy khac biét
khong c6 ¥ nghia théng ké. Do d6, chuyén phdi ngay 6 van 1a Iya chon tét, dam
bao két qua c6 thai cao néu BN khéng c6 phoi ngay 5.

Tir khoa: Chuyén don phéi; Phoi déng lanh; Phoi ngay 5 so v6i ngay 6.

PREGNANCY OUTCOMES ON THE 5™ DAY VERSUS THE 6" DAY OF
SINGLE FROZEN - THAWED BLASTOCYST TRANSFER
AT TAM ANH GENERAL HOSPITAL HANOI
Abstract

Objectives: To compare the outcomes on the 5™ day of single frozen blastocyst-stage
embryo transfer with those on the 6™ day at assisted reproductive technology center,
Tam Anh General Hospital Hanoi. Methods: A retrospective descriptive study on
872 patients < 35 years of age, with the transfer of very good or good single
frozen embryos on the 5 or 6™ day, without embryo biopsy from January 2019
to January 2023. Results: 830 patients were in the 5"-day embryo transfer group,

"Trung tAm h tro sinh sin, Bénh vién Pa khoa Tam Anh Ha Noi
“TAc gia lién h¢: Cao Tuin Anh (anhct@tamanhhospital.vn)
Ngay nhan bai: 09/5/2023
Ngay dwoge chip nhan ding: 10/7/2023
http://doi.org/10.56535/jmpm.v48i6.394
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and 42 patients were in the 6™-day embryo transfer group. Pregnancy rate (PR),
clinical pregnancy rate (CPR), and ongoing pregnancy rate were higher in the 5"-
day group (74.3% vs. 64.3%, 60.3% vs. 54.8%, and 53.3% vs. 40%, respectively);
however, the differences were not statistically significant (p > 0.05). Meanwhile,
the miscarriage rate of embryo transfer on the 5" day was lower than that on the
6" day, which was not statistically significant (7.1% vs 12.1%; p = 0.292).
Furthermore, the biochemical pregnancy rate on the 5" day of embryo transfer
was higher than that on the 6™ day (14% vs. 9.5%; p = 0.413), which was also not
statistically significant. Conclusion: Although the pregnancy, clinical pregnancy,
and ongoing pregnancy rates were higher in the 5™-day group, the differences
were not statistically significant. Therefore, if the patient does not have embryos
on the 5" day, a 6"-day embryo transfer is still a good option ensuring high

pregnancy rates.

Keywords: Single frozen blastocyst transfer; Frozen embryo; Day 5 versus

day 6 embryo.

PAT VAN DE

Chuyén phoi 12 mot giai doan quan
trong trong qua trinh thyuc hién ky thuat
thu tinh dng nghiém. Hién nay, véi k¥
thuat dong phdi thuy tinh hod va nuoi
cAy phdi phit trién, chuyén phdi dong
lanh ¢ giai doan phdi nang ngay cang
pho bién va dugc khuyén khich rong
rdi & c4c trung tdm hd trg sinh san do
tranh dugc nguy co quéd kich budng
tring va cai thién ty 1& lam to. Chién
luge ndy thic ddy qud trinh chuyén
don phdi & cic trung tAm hd tro sinh
san. Do d6, chuyén phoi déng lanh
khong chi duy tri két qua c6 thai tot
hon ma con giam thiéu nguy co da thai
va cdc bién chimg lién quan dén ba me
va tré so sinh cling nhu chi phi cham
soc suc khoe.

Phoi dugc nudi cidy trong Ong
nghiém thuong phat trién dén giai doan
phoéi nang 5 ngay sau khi thu tinh,
nhung nhitng phdi cham hon c6 thé dat
duogc giai doan phoi nang vao ngay thu
6 hoac tham chi mudn hon. Cac nghién
ctru hién nay da chi ra rang trong cic
chu ki chuyén phéi twoi, chuyén phoi
nang ngay 5 ¢4 ty 18 1am t6 va ty 18 thai
1am sang cao hon so véi chuyén phoi
nang ngay 6 [1]. Hau hét cdc nghién
ctru cho rang hién tugng nay c6 thé 1a
do su giam kha ndng thu cam cua ndi
mac tir cung trong qui trinh chuyén
phoi ngay 6 [2]. Mac du vay, ty 1€ co
thai ctia chuyén phdi dong lanh ngay 5
va ngay 6 trong cdc nghién ctru la trai
ngugc nhau. Cic nghién clru cuia
Marek va Kovalevsky cho thay ty 18

33



TAP CHI Y DUQC HQC QUAN SU SO 6 - 2023

lam t6 va ty 1& thai 1dm sang sau
chuyén phdi dong lanh ngay 5 déu cao
hon so v6i ngay 6 [3]. Trong khi d6,
nghién ctru cua Behr va Kenichiro
khong quan st thay sy khdc biét nay
[4]. Theo nghién ctru cua Levens va
CS, ty 1& 1am t6 sau chuyén phoi dong
lanh phoi ngay 5 cao hon ddng ké so
voi phol ngay 6 nhung khong c6 su
khéc biét vé ty 1¢ thai 1am sang giira
cac nhom nay [5].

O Viét Nam, cic nghién ctru tuong
tu con han ché; do do, ching t6i thuc
hién nghi€én cltu nay v&i muc tiéu:
Nhdn xét két qud chuyén don phoi
dong lanh ngay 5 so véi ngay 6, nham
cung cdp thém thong tin hitu ich cho
cdc bdc si lam sang trong tw van va
diéu tri BN.

POI TUQONG VA PHUONG PHAP
NGHIEN CcUU

1. P6i twong nghién ciu

872 BN vo sinh chuyén don phéi
dong lanh tai Trung tam hd trg sinh
san, Bénh vién Pa khoa Tam Anh Ha
Ni tur thang 01/2019 - 01/2023.

* Tiéu chudan lva chon: BN < 35
tudi, khong 1am sang loc phdi; Budng
tir cung binh thuong trén phim chup t
cung voi tring hodc soi budng tir cung;
Khong c6 ur dich voi tir cung trén phim
chup tor cung voi tring hodc si€u am;
NoOi mac tir cung ngay c6 chi dinh
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chuyén phoi 8 - 13mm ; Chuyén 1 phoi
rat tt hodc tot ngay 5 hodc ngay 6
dugc hd tro hoang thé véi progesteron
vi hat (dat am dao) 600 mg/ngay va
dydrogesteron (uéng) 30 mg/ngay.

* Tiéu chuan logi trir: BN xin noan,
xin phdi; Adenomyosis; Tu cung di
dang, u xo tr cung LO, L1, L2 theo
FIGO; Chuyén phdi khé: C6 méu &
catheter hoac nong ngoai, nong hodc
kep co tir cung.

2. Phwong phap nghién ctru

* Thiét ké nghién ciru: Nghién ciru
md ta hdi ctu.

* C& mau va cdch chon mau:

- C& mau: Tit ca BN chuyén don
phoi déng lanh ngay 5 hodc ngay 6 rat
tbt hoac t5t thoa man tiéu chuin Iua
chon va khong c6 tiéu chuin loai trur tur
thang 01/2019 - 01/2023 tai Trung tdm
hd trg sinh san, Bénh vién Pa khoa
Tam Anh Ha Noi.

- Cé4ch chon mau: Léy mau thuin
tién, khong xdc suit.

- Dit liéu thu thap tir BN bao gdm:
S6 chu ki chuyén phéi trudc d6; tudi
(ndm); thoi gian vO sinh (ndm); BMI
(kg/m*); FSH (D2/D3) (mIU/mL);
AMH (ng/mL); ndéi mac t&r cung ngay
¢6 chi dinh chuyén phoi (mm); ty 18 c6
thai (%); ty 1¢ thai lam sang (%); ty 1€
thai sinh hod (%); ty 1¢ hong thai (%);
ty 1¢ thai dién tién (%).
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* Bo cong cu nghién cuu va ky thudt
thu thép s6 liéu:

S6 liéu dwoc khai thdc tir hd so
bénh 4n, sau d6 nhap vao phiéu thu
thap s liéu BN. Sé liéu duoc nhdp va
lam sach bang phan mém Excel 2019
bo1 mot nghién ctru vién, kiém tra lai
dir liéu ngau nhién dinh ky 01 1an/thang
bdi mot nghién ctru vién khéc.

* Phan tich va xit Iy s6 liéu:

Cic bién duoc phén tich biang phan
mém théng ké SPSS (version 22); két
qua trinh bay dudi dang mean + SD va
ty 1€ %.

3. Pao dirc nghién ctru

Nghién ctru mé ta 1dy dit liéu hdi ctru
khong can thiép vao diéu tri, khong
lam thay d6i két qua diéu tri cia BN.

Nghién ctru chi phuc vu cho quyén
loi cua BN, ngoai ra khong c6 muc
dich nao khéc.

Céc thong tin cua BN duoc dam bao
tinh bi mat tuyét d6i bang cich mdi dbi
tugng duge cap 1 ma PID duy nhat,
thong tin cua ddi twong dugc tich biét

v6i s0 liéu nghién ctlru.

KET QUA NGHIEN CUU

Trong thoi gian tir thang 01/2019 - 01/2023, ¢6 872 BN (830 BN chuyén don
phoi ngay 5 va 42 BN chuyén don phoi ngay 6) thoa min diéu kién dugc dua vao

nghién cuu.

1. Mot s6 dic diém ciia BN chuyén don phdi dong lanh ngay 5 va ngay 6

Bang 1. Dic diém nén cua BN chuyén phoi ngay 5 va ngay 6.

Pic diém Ngay 3 Neay 6 p
: (n = 830) (n =42)
S6 chu ky chuyén phdi trude d6 0,2+0,5 02+04 0,668
Tudi (ndm) 28,7 +3,1 30,0 + 2,4 0,007
Thoi gian vo6 sinh (ndm) 35+22 3,623 0,869
BMI (kg/m?) 21,0 +2,7 20,0 2,0 0,016
FSH (D2/D3) (mIU/MI) 6,0 + 1,4 6,2+1,3 0,304
AMH (ng/mL) 59+3,7 4,5+27 0,032
No6i mac tir cung ngay c6 chi dinh 9.6+ 1.1 93+1.1 0.063

chuyén phoi (mm)

Su khdc biét vé sb chu ky chuyén phdi truéc d6, thoi gian vo sinh, ndng do
FSH ngay 2 hodc ngay 3 chu ky, ndi mac tr cung ngay c6 chi dinh chuyén phdi
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ctia chuyén phoi ngay 5 va ngay 6 1a khong c6 ¥ nghia théng ké (p > 0,05). Tudi
BN chuyén phoi ngay 5 thap hon c6 y nghia thong ké so véi chuyén phoi ngay 6
(p < 0,05). Trong khi d6, BMI va AMH cao hon c6 y nghia théng k& ¢ nhém
chuyén phoi ngay 5 so véi chuyén phéi ngay 6 (p < 0,05).

2. Nhin xét két qua cia ciac BN chuyén don phdi dong lanh ngay 5 va

ngay 6
Bang 2. Két qua chuyén don phdi déng lanh ngay 5 va ngay 6.
i Ngay 5 Ngay 6
Pic diém
(n = 830) (n=42)
617/830 27142
Ty 1€ c6 thai (%) 0,148
74,3% 64,3%
114/815 4/42
Ty 1€ thai sinh héa (%) 0,413
14,0% 9,5%
51/722 4/33
Ty 1€ hong thai (%) 0,292
7,1% 12,1%
491/815 23/42
Ty 1€ thai 1am sang (%) 0,479
60,2% 54,8%
o 383/720 12/30
Ty 1€ thai dien tien (%) 0,156
53,2% 40,0%

Ty 18 c6 thai, ty 18 thai sinh hod, thai 1dm sang, thai dién tién ctia chuyén phéi
ngay 5 cao hon chuyén phoi ngiy 6; tuy nhién, su khic biét khong cé y nghia
thdng ké (p > 0,05). Ngoai ra, ty 1¢ hong thai ctia chuyén phdi ngay 5 thap hon
chuyén phéi ngay 6; tuy nhién, su khic biét cling khong c6 y nghia thong ké
(p > 0,05).
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BAN LUAN

Trong nghi€én ctru nay, chuing toi
nhan xét két qua chuyén don phdi déng
lanh ngay 5 va ngay 6. Cac BN dugc
nhan vao nghién ctu la nhitng BN
< 35 tudi, chuyén don phdi déng lanh
ngdy 5 hodc ngdy 6 véi chit luong
phoi rat tot hodc tdt (theo bang phu
luc), khong 1am sang loc phdi, chuyén
phoi 1an dau tién hodc 1an tha 2 dé loai
trir nhitng trudng hop that bai do tudi
cao hodc thit bai lam to lién tiép nhiéu
lan. Dong thoi, ching tdi loai trir cdc
BN c6 & dich voi tir cung (trén siéu am
hodc chup tir cung - voi tr cung), u X0
tr cung dudi niém mac (LO, L1, L2
theo FIGO), adenomyosis, chuyén phéi
khé, 12 nhitng yéu t6 anh huong dén
két qua chuyén phéi cua BN.

Chiing toi nhan thdy s6 luong BN
chuyén phoi ngay 5 nhiéu hon chuyén
phoi ngay 6 (830 BN so véi 42 BN),
diéu nay tuong ty nhu nghién ctru cta
Jiang va CS (2022) [6]. 42 BN chuyén
phoi ngay 6 dugc dua vao nghién ctu
la nhitng BN khong c6 hodc chi c6 1
phoi rat tot hodc tt ngay 5 da chuyén
that bai trudc d6. Piéu d6 ciing 1y giai
tai sao AMH ¢ nhém chuyén phoi
ngay 5 cao hon c6 y nghia thong ké so
voi ngay 6 (5,9 + 3,7 ng/mL va 4,5 +
2,7 ng/mL, p = 0.032), tudi ciia BN
chuyén phoi ngay 5 thdp hon c6 y

nghia théng k& so v&i ngay 6 (28,7 +
3,1 va 30,0 = 2.4, p = 0,007). Cac BN
chuyén phdi ngdy 5 thuong gip o
nhitng BN ¢6 nhiéu phéi chuyén, dic
biét voi BN ¢6 hoi ching budng trimg
da nang (ty 1¢ méc 1a 7,9% theo nghién
ctu cua Zhuang va CS (2022) [7].
Trong d6, ty 1€ thura can, béo phi gip
trong hoi chting budng tring da nang
la 38 - 88% theo nghi€én clu cua
Barber va CS (2019) [8]. Vi vay, c6
thé 1y giai tai sao chi s6 BMI cua cic
BN chuyén phédi ngdy 5 cao hon c6
y nghia théng k& so voi BN chuyén
phoi ngay 6 (21,0 £ 2,7 va 20,0 £ 2,0,
p=0,016).

Cic BN c6 dong thoi phoi rat tot
hodc tot ngay 5 va ngay 6 thuong lua
chon chuyén phéi ngay 5. Boi vi cdc
nghién ctru hién tai chi ra ring chuyén
phoi ngay 5 c6 két qua tot hon hodc
trong duong v6i chuyén phdi ngay 6,
nhu trong nghién ctu phén tich téng
hop cua Bourdon va CS (2019) cho
thdy ty 1& thai 14m sang ¢ bénh nhéin
chuyén phoi ngay 5 cao hon ngay 6 véi
RR = 127 (95%CI: 1,16 -1,39,
p <0,001) [9]. Tuy nhién, trong nghién
ciru ctia Jiang va CS (2022) c6 nhiéu
diém tuong dong véi nghién ctu cua
ching t6i nhu tuéi BN < 35 tudi,
chuyén phoi lan dau. Véi phdi chuyén
12 chat luong tdt, cdc tdc gia chi ra rang
ty 1é thai 14m sang va ty 18 1am t6 cua
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chuyén phoi ngay 5 khdc biét khong c6
y nghia théng ké& so vé&i chuyén phoi
ngay 6 (60% so v&i 54,5%, 62% so voi
56,3%:; p > 0,05) [6]. Két qua tuong tu
ghi nhan trong nghién clru cua
Stankewicz va CS (2022), véi BN
chuyén don phoi dong lanh, sy khdc
biét khong c6 ¥ nghia thong ké gitra
chuyén phdi ngay 5 va ngay 6 vé ty 18
c6 thai, ty 1é thai 1am to va ty 18 thai
dién tién [10]. Trong nghién ctru cua
ching t01, ty 1€ c6 thai, ty 1¢ thai lam
sang, ty 1& thai dién tién cao hon &
chuyén phoi ngiay 5 so véi ngay 6
(74,3% so véi 64,3%, 60,3% so voi
54,8%, 53,3% so v&i 40%), nhung su
khéc biét 1a khong c6 ¥ nghia thong ké
v6i p > 0,05. Dong thoi, ty 16 hong thai
ciia chuyén phdi ngay 5 thip hon
khong c6 ¥ nghia thong ké so véi ngay
6 (7,1% so voi 12,1% ), voi p = 0,292.
Ngoai ra, ty 1€ thai sinh hod cua
chuyén phéi ngay 5 cao hon so voi
ngay 6 (14% so v61 9,5%), nhung su
khéc biét cling khong c6 ¥ nghia théng
ké voi p=0,413.

KET LUAN

Véi nhimg BN < 35 tudi, chuyén
don phoi dong lanh chat luong rat tot
hoic tot va khong 1am sang loc phdi, ty
1¢ c6 thai, thai 1am sang va thai dién
tién cua chuyén phoi ngay 5 cao hon
ngay 6; tuy nhi€n, sy khic biét la
khong c6 ¥ nghia théng ké. Boi vay,
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két qua chuyén phoi ngay 6 van 1a kha
quan va la lya chon tdt néu BN khong
c6 phdi ngay 5. Tuy nhién, day Ia
nghién ctru hdi ctru, dong thoi sé luong
BN chuyén phoi ngay 6 con it. Do do,
can c6 nhitng nghién ciru véi s6 luong
BN chuyén phdi ngay 6 16n hon, dic
biét 1a cdc nghién ctru RCT dé khang
dinh van dé nay.
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NHAN XET PAC PIEM LAM SANG, CAN LAM SANG CUA THAI PHU
TIEN SAN GIAT TAI BENH VIEN PHU SAN HA NOI
TU THANG 6/2018 - 02/2023

Dé Tang Pic"’, Nguyén Duy Anh?, Nguyén Thanh Thiiy', Lé Ngoc Anh’
Tran Thi Thu Hang®, Ngé Thi Ngoc Dung', Nguyén Thi Minh Thanh’
Pham Thi Tuyét Chinh?, Hoang Thi Lién’, Phan Mai Hoa'

Dé Thi Huong', Nguyén Minh Huyén', Tran Ngoc Tién’

Tém tit:

Muc tiéu: Nhan xét mot sd dic diém 1am sang va cin 1dm sang cua thai phu
tién san giat (TSG) so vai thai phu binh thuong tai Bénh vién Phu san Ha Noi1 tu
thang 6/2018 - 02/2023. Phwong phdp nghién ciru: Nghién ciru mo ta cit ngang
trén hai nhém thai phy la nhém thai phu TSG (202 thai phy) va nhém dbi chirng
(197 thai phu binh thuong). Cac biéu hién lam sang va chi s6 can lam sang cua
céc thai phy dugc thu thap tir bénh dn 1am sang vao bénh an nghién curu. Két qud:
Tudi trung binh cta thai phy, huyét 4p toi da, huyét 4p tdi thiéu, protein niéu,
ndng do creatinine, ure, acid uric huyét thanh, AST, ALT huyét thanh trung binh
cta thai phu TSG cao hon ¢6 ¥ nghia so véi nhém d6i chimg (p < 0,001). Tudi
thai, cAn ning so sinh va ndng do albumin huyét thanh ciia nhém thai phu TSG
thip hon nhém ddi ching c6é ¥ nghia théng ké (p < 0,001). Ty 1& phi, dau dau,
nhin md cta nhém TSG cao hon c6 ¥ nghia so v6i nhém ddi chimg. Ty 18 thai
phu TSG bi giam tiéu cau cao hon so véi nhém ddi chimg, sy khac biét ¢ y
nghia théng k& v6i p < 0,001. Két lugn: C6 sy khdc biét vé mot sé chi sb 1am
sang va can lam sang gitta nhém thai phu TSG va nhém thai phy binh thuong.

Tir khéa: Tién san giat; Tang huyét 4p; Protein niéu.

"Truwong Pai hoc Y Ha Ni
*Bénh vién Phu san Ha Ngi
*Truwong Pai hoc Y Dugc, Pai hoc Quéc gia Ha Noi
“Truomg Pai hoc Y Dwoc Hii Phong
“TAc gia lién h¢: Pd Tung Pic (tungdachy @ gmail.com)
Ngay nhén bai: 26/4/2023
Ngay duge chiap nhan ding: 30/6/2023
http://doi.org/10.56535/jmpm.v48i6.361
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STUDY ON CLINICAL, LABORATORY CHARACTERISTICS IN PRE-
ECLAMPSIA PREGNANT WOMEN AT HANOI OBSTETRICS &
GYNECOLOGY HOSPITAL FROM 6/2018 - 02/2023

Abstract

Objectives: To review several clinical and laboratory characteristics of pre-
eclamptic pregnant women compared with healthy ones at Hanoi Obstetrics &
Gynecology Hospital from 6/2018 - 02/2023. Methods: A cross-sectional
descriptive study was carried out on two groups of pregnant women: The group
of pre-eclamptic women (202 pregnant women) and the control group (197
normal pregnant women). Clinical features and laboratory parameters of pregnant
women were collected from clinical records into research records. Results: The
mean maternal age, systolic blood pressure, diastolic blood pressure, proteinuria,
serum creatinine, urea, and uric acid levels, AST enzyme, and ALT enzyme of
pre-eclamptic women were significantly higher than those of the control group
(p < 0.001). The gestational age, birth weight, and albumin concentration in the
serum of the pre-eclampsia group were significantly lower than those of the
control group (p < 0.001). The edema, headache, and blurred vision rates of the
pre-eclampsia group were considerably higher than those of the control group.
The proportion of pre-eclamptic women with thrombocytopenia was higher than
that of the control group, and the difference was statistically significant with
p < 0.001. Conclusion: There are differences in some clinical and laboratory
indicators between the group of pregnant women with pre-eclampsia and the
group of normal pregnant women.

Keywords: Pre-eclampsia; Hypertension; Proteinuria.

PAT VAN DPE

Tién san giat 1a bénh 1y thai nghén
nghiém trong, nam trong nhém rdi loan
tang huyét 4p thai ky, véi ty 1é mac tir
2 - 8% tong sb cdc truong hop mang
thai trén thé gidi, 1a nguyén nhan hang
dau dan dén tir vong me¢ va chu sinh [1].

Tang huyét 4p va protein niéu 12 hai
triéu chirng chinh cua bénh, xuét hién
sau tuan thir 20 cia thai ky; tuy nhién,

nhitng réi loan chic ning cdc hé co
quan c6 thé xay ra ngay sau d6 giy ra
nhiéu bién ching de doa 1én tinh mang
nguol me nhu: Suy gan, suy than, hoi
ching HELLP (tan mdu, tding men gan
va giam s lugng tiéu cau), san giat,
rau bong non, chdy mdu sau dé,...
Cung v6i d6 12 nguy co mic bénh tim
mach, bénh chuyén héa trong twong
lai. P4i v6i thai nhi, bénh thudng giy
ra tinh trang thai cham phat trién trong
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tor cung, tang ty 1¢ dé non, nhe can, tu
vong so sinh [2].

Do vay, du phong, chan doén, xir tri
va tién Iugng TSG c6 ¥ nghia quan trong.
Hién nay, da c6 nhiéu nghién ctru sau
vé co ché bénh sinh ctia TSG dén muc
phén tir dé tim ra nhimg dau 4n sinh hoc
gitip chan dodn sém TSG, tir d6 giam
ganh nang bénh tat cho bénh nhan (BN),
gia dinh va hé thdng chim séc stic khoe.
Tuy nhién, nhitng xét nghiém nay van
chua duoc 4p dung ciing nhu trién khai
dién rong trén lam sang. Vi vay, céc
xét nghiém sinh héa co ban nhu
protein ni€u, albumin, creatinine huyét
thanh, acid uric huyét thanh va xét
nghiém huyét hoc nhu tiéu ciu van
déng vai trd chu yéu gidp cdc béc si
1am sang chan dodn kip thoi, xdc dinh
mirc d6 t6n thuong co quan, kiém so4t
hiéu qua bénh va cdc bién ching. Dé
c6 thé tiép tuc nghién ctiru vé dic diém
cac triéu chimg cua TSG trong thoi
gian gan ddy, dic biét 1a & cdc thai phu
trén dia ban thanh phd Ha Noi, chiing
t6i tién hanh nghién ctu nay nham:
Nhdn xét mor s6 dac diém lam sang va
can lam sang o thai phu TSG so vdi
thai phu binh thuong tai Bénh vién Phu
san Ha Noi tir thang 6/2018 - 02/2023.

POI TUQONG VA PHUONG PHAP
NGHIEN CUU

1. P6i twong nghién ciu
* Poi twong nghién ciu: Cac thai

phu dugc theo ddi, quan 1y thai nghén
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va sinh con tai Bénh vién Phu san Ha
NO1 trong thoi gian tur thang 6/2018 -
02/2023, duoc lua chon vao 2 nhém:
Nhém TSG (n = 202) va nhém dbi
ching (n = 197).

* Tiéu chudn lua chon:

- Nhém thai phu TSG: Thai phu
mang thai sau 20 tuan, dugc chan dodn
TSG theo “Hudng dan qudc gia vé céc
dich vu cham séc suc khoe sinh san”
ctia BO Y Té nam 2016.

- Nhom thai phu binh thuéng (nhém
d6i chung): Thai phy binh thuong,
khoéng c6 cdc tridu ching TSG (huyét
ap binh thuong, khong c6 protein ni¢u)
hay cdc bénh 1y khdc trong sudt qué
trinh mang thai.

* Tiéu chudn logi trir: Thai phu c6
tién st thai chét luu, say thai lién tiép,
da thai, da i, thai di dang, thai phu c¢6
céc bénh 1y man tinh khéc.

* Dja diém va thoi gian nghién ciru:
Nghién ctru duoc thuc hién tur thing
6/2018 - 02/2023 tai Bénh vién Phu
san Ha Noi.

2. Phwong phap nghién ctru

* Thiét ké nghién ciru: Nghién ctru
md ta cat ngang c6 doi chung.

* C& mau va chon mau: Chon mau
thuan tién voi 202 thai phu nhém TSG
va 197 thai phu nhém binh thuong.

* Cong cu nghién cuu va ky thudt
thu thip sé liéu: Thong tin BN duoc



TAP CHI Y DUQC HQC QUAN SU SO 6 - 2023

thu thap tor bénh dn Idm sang vao bénh
4n nghién ctu. Bién sd nghién ctu:
Tudi me, 1an mang thai, tudi thai, can
ning so sinh, huyét ap tdi da, huyét 4p
t6i thiéu, phu, dau dau, nhin mo, protein
ni¢u, albumin, creatinine, ure, acid
uric, AST, ALT, hemoglobin, tiéu cau.

* Xir Iy s6 liéu: St dung phdn mém
SPSS 20.0, st dung cdc phép kiém
dinh, thong ké so sdnh c6 y nghia khi
p <0,05.

3. Pao dirc nghién ciru

Diy 12 mot nhdnh cta dé tai cip So
Khoa hoc va Cong nghé Thanh phd Ha
Nb6i “Pdnh gid biéu hién gen cua céc
enzyme ti€u protein gian bao (MMP)
va mot s yéu té lién quan v6i TSG &
cdc thai phu tai Ha Noi”. Dé tai da
duoc Hoi dong dao diuc trong nghién
cuu Y sinh hoc, Bénh vién Phu san Ha
No6i chip thuin théng qua (sb 734
CN/BVPS - TT BT CDT).

KET QUA NGHIEN CUU
Bang 1. Mot s6 dic diém 1am sang thai phu TSG.
Nhém TSG Nhém dbi chirng
Pic diém lAm sang (n =202) (n=197) p
n % n %
<19 6 3 8 4,1 <0,001
Tuéi 20 - 34 135 66,8 162 82,2
uot me > 35 61 30,2 27 13,7
X +SD 30,75 + 6,126 28,11 +5,239 <0,001
1 83 41,1 86 43,7
Lan thai 2 65 32,2 69 35 0,614
>3 54 26,7 42 21,3
Tudi thai X +SD 35,22 + 3,749 36,37 + 5,198 < 0,001
Can nang 5o X +SD 220368 +728,79 315974 +44940  <0,001
sinh (gram)
. C6 181 89,6 9 4.6
Phu Khong 21 10,4 188 954 <0001
A C6 92 45,5 3 3.2
Pau dA ’ ’ 1
au dau Khong 110 54,5 194 o35 <00
C6 22 10,9 0 0
Nhin m¢ ’ 0,001
tmo Khong 180 89,1 197 100 =7
Huyét dp toi da (mmHg)
— 154,27 + 16,618 110,05 + 5,121 <0,001
(X + SD)
Huyét 4p t6i thiéu (mmHg)
97,85+ 11,33 69,17 + 5,167 < 0,001

(X + SD)
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Bang 1 cho thiy tudi trung binh cta thai phu TSG 1a 30,75 + 6,126, cao hon
c6 y nghia so v6i nhém d6i ching 1a 28,11 + 5,239, véi p < 0,001; trong d6,
nhém thai phu tir 20 - 34 tudi chiém phan 16n ca 2 nhém, ty 1& tudi me > 35 tudi
mic TSG cao hon nhém dbi ching ¢ ¥ nghia thong ké (p < 0,001). Khong cé su
khéc biét s6 1an mang thai gitta 2 nhém nghién ctru (p > 0,05). Cin ning so sinh
trung binh & tré ¢6 me mic TSG thip hon ding ké so voi nhém ddi ching
(p < 0,001). Ty 1¢ thai phu c6 triéu chiing phu, dau dau, nhin md ¢ nhém TSG
cao hon nhém ddi chirmg ¢ ¥ nghia vé6i p < 0,001. Tudi thai, huyét dp tdi da va
huyét dp tdi thiéu trung binh ctia nhém thai phu TSG cao hon nhém ddi chimg,
su khdc biét c6 y nghia théng ké (p < 0,001).

Bang 2. So sanh mot s6 chi s6 sinh héa ctia 2 nhém thai phu.

Nhém TSG Nhém déi chirng
Chi s6 sinh hoa (n =202) (n =197) p
(X +SD) (X +SD)

Protein ni¢u (g/L) 5,11 +7,182 0,26 + 0,076 < 0,001
Albumin (g/L) 32,26 £ 6,324 36,60 + 2,384 < 0,001
Creatinine

(umol/L) 72,27 £ 19,161 58,15 + 10,748 < 0,001
Ure (mmol/L) 5,16 £2,337 3,08 £0,815 < 0,001
Acid uric (umol/L) 436,87 £ 110,004 293,64 £ 64,562 < 0,001
AST (U/L) 33,36 + 39,795 20,25 + 15,957 < 0,001
ALT (U/L) 28,36 +£44,735 14,60 + 23,415 < 0,001

N@)ng do protein ni¢u, creatinine, ure, acid uric, AST, ALT trung binh cua
nhém thai phu TSG cao hon so véi nhém ddi chimg, su khdc biét c¢6 ¥ nghia
théng ké (p < 0,001). Nong d6 albumin huyét twong trung binh ctia nhém TSG
thap hon c6 ¥ nghia so véi nhém déi chimg (p < 0,001).
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Bang 3. So sinh mot s6 chi s6 huyét hoc & 2 nhém thai phu.

Nhém TSG Nhém doi chirng
Chi sb huyét hoc (n =202) (n=197) p
n % n %
<110 30 14,9 23 11,7
Hemoglobin 0,35
>110 172 85,1 174 88,3
(g/L) B
X+SD 12729+17,111 122,11 +10,363 < 0,001
o <150 23 11,4 2 1
Tiéu cau < 0,001
> 150 179 88,6 195 99
(g/L) _
X+SD 21232+63,185 232,51 +57,399  <0,001

Ty 1¢ thiéu mau & thai phu khong c6 su khéc biét gitta nhém TSG va nhém dbi
chtng véi p = 0,35. Ty 18 thai phu ¢6 tiéu cdu giam (tiéu cau < 150 g/L) ¢ nhém

TSG cao hon nhém ddi ching, sy khdc biét ¢6 y nghia théng ké véi p < 0,001.

BAN LUAN

Trong nghién cuou cua ching toi,
tudi me mac TSG trung binh (30,75 +
6,126 tudi) cao hon nhém déi ching
(28,11 + 5,239 tudi), sy khéc biét ¢ y
nghia théng ké va tuong dong voi
nhiéu nghién ctru. Ty 186 BN TSG > 35
tudi (chiém 30,2%) cao hon so véi
nghién ctu cia Nguyén Thanh Ha
(15,2%) thuc hién nam 2016 cho théy
xu hudng c¢6 con mudn hi€én nay lam
ting ding ké nguy co mic bénh [3].
Theo tac gia Conde, thai phu mang thai
con so khi d trén 35 tudi thi nguy co
bi TSG ting 1én c6 y nghia théng ké
[4]. Mac du trong nghién clru cua
chiing t6i, khdng c6 khdc biét vé ty 18

con so va con ra gitra 2 nhém TSG va
nhom thai phu binh thuong, tuy nhién
ty 1é thai phy mac TSG trong lan sinh
con dau van chiém phén 16n (41,1%).
Phi 12 triéu ching pho bién trong TSG
voi ty 1€ 89,6% BN c6 triu ching phu
trong nghi€én cuou nay. Theo tic gia
Nguyén Thanh Ha (2016), ty 1& nay la
91% [3]. Hién nay, phit khéng con nam
trong tiéu chuan chan dodn ctia TSG
nhung diy 1a triéu chirng dé phat hién
va 12 nguyén nhan khién thai phu di
kham. Trong thyc hanh 1am sang, phu
con dugc st dung lam dAu hiéu theo
doi sy ddp ung cua TSG véi cic
phuong phdp diéu tri va tién luong
mirc d trAm trong cua bénh. Ty 18 thai
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phu c6 triéu dau d4u, nhin md & nhém
TSG cao hon nhém dbi ching cé ¥
nghia thdng ké véi p < 0,001. Pay 1a
cac triéu chirng quan trong giip phan
loai muc do TSG. Can ndng so sinh &
tré ¢6 me mac TSG thip hon dang ké
so vOi1 tré¢ c¢c6 me mang thai binh
thuong, diéu nay ching to su kém nudi
dudng thai nhi trong TSG do mach
mau nhau thai khéng dugc tdi cau tric
day du din dén thiéu mdu va oxy téi
nudi thai.

Huyét 4p tim thu trung binh
(154,27 + 16,618 mmHg) va huyét 4p
tam truong trung binh (97,85 %+
11,33 mmHg) cuia nhém thai phu TSG
cao hon nhém ddi chimg c6 y nghia
thong ké, twong dong véi nghién ctu
ctia tic gid Nguyén Thi Thanh Huong
nam 2022 (huyét 4p tAm thu: 158,52 +
13,43 mmHg; huyét d4p tAm truong:
100,48 = 11,73 mmHg) [5]. Tang
huyét 4p 1a triéu chimg chinh trong
TSG. Chi sé huyét dp con duoc st
dung dé phén loai bénh va tién luong
cdc nguy co ddi véi thai phy. Huyét 4p
cang ting thi bién chung thai nhi va
thai phu cang tang. Trong nghién ctu
cua tac gia Pauli.V.H va CS (2021) da
chi ra: O thai phu TSG, su gia ting
huyét 4p tdm truong c6 thé 1a yéu td
nguy co dan dén bién chung san git
va chi s6 huyét 4p tAm thu cang cao
g6p phan dan dén bién ching phi phoi
[6].
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Cung vé6i ting huyét dp, protein niéu
1a triéu chiing chinh thtr hai cua TSG.
Nong d6 protein niéu va albumin huyét
tuong trung binh quan sit & nghién ctru
nay 1an luot cao hon va thap hon cé y
nghia (p < 0,001) & nhém TSG khi so
sanh v6i nhém d6i ching. Didu nay c6
thé thiy rang, ton thwong mach mau da
co quan & TSG, trong d6 c6 than, din
dén viéc xuat hién protein trong nudc
tiéu, kém theo d6 1a sy giam protein
trong huyét twong ma chi yéu la
albumin. Két qua nay phu hop véi
nhiéu nghién ciru trudc day.

Cic thay doi vé sinh 1y bénh cia
than da dugc mo ta trong bénh ly TSG,
két qua cua ching t6i cho thiy néng do
ure, creatinine, acid uric huyét thanh
tang 1én déng ké so véi nhém thai phu
khoe manh (p < 0,001), d6 12 biéu hién
cua sy suy giam chuc ndng than. Su
ton thuong chtic ning than dwgc phat
hién & BN TSG ngay ca trude khi phét
hién protein ni¢u (nghia 1a c6 su ton
thuong thyc thé). Ngoai ra, nong do
acid uric huyét thanh dic biét ting cao
ty 1& thuan v6i micc do ting huyét ap,
chi diém cho tién trién bénh va su xuét
hién cta cdc bién chimg & ca thai phu
va thai nhi. Theo nghién ctru cua tac
gia Asgharnia nam 2017, ¢6 mdi lién
quan ddng ké gitra sy gia ting nong do
acid uric huyét thanh véi tinh trang suy
giam chtrc ndng gan va ty 1€ sinh non &
thai phu TSG [7].
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Trong co ché bénh sinh cia TSG,
gan ciing 12 mdt co quan dich bj ton
thuong gdy ly giai cdc té bao gan va
suy giam chitc nang gan, biéu hién qua
chi s6 AST, ALT va LDH, tinh trang
bénh cang ning thi cdc chi sd cang
tang cao, goi ¥ dén hoi chimg HELLP.
Trong nghién ctru cua chiing 61, gia tri
trung binh cua enzyme gan ¢ thai phu
TSG cao hon so v6i nhém ddi ching,
va noéng do trung binh AST (33,36 +
39,795 UI/L) 16n hon ALT (28,36 +
44,735 UI/L). Két qua nay phit hop véi
nhiéu nghién ciru vé TSG trude do.

Nghién ctru cta chiing t6i cho thay
su khdc biét ¢6 ¥y nghia thong ké vé sb
luong tiéu cau trung binh gitta hai
nhém TSG va nhém dbi chimg (lan
lugt 1a 212,32 + 63,185 g/L so voi
232,51 + 57,399 g/L), két qua nay phi
hgp véi nghién ctu cua tac gia Dogan
K. va CS nam 2015 (209,42 + 90,26
g/L so vaoi 238,91 + 70,79 g/L). Ty 1€
thai phu c6 s6 luong tiéu cau giam la
11,4%, so v6i 9,3% theo Tran Thi
Kham (2008) [9]. Tiéu cau giam la do
tang hoat héa tiéu cau, ting tiéu thu do
tang hoat héa dong mau va hinh thanh
cdc huyét khdi nho trong long mach.
Tiéu cau giam ciing v6i nhiing thay do6i
chi sd sinh héa khic gom ALT > 70
UI/L, AST > 70 UI/L, LDH > 600
UI/L va creatinine > 106umol/L. da
dugc ching minh 1a cdc du hiéu tién
lugng ning ctia TSG. Chi sé6 LDH ting

cao 1a biéu hién cho sy tan mau, day
cling 12 nguyén nhin chinh din dén
tinh trang thiéu mau ¢ thai phu TSG.
Tuy nhién, ty 1& thiéu méu giita hai
nhém lai twong déng véi nhau. C6 thé
1y gidi do nghién ctru dugc thuc hién
tai Bénh vién Phu san Ha Noi - Bénh
vién tuyén dau nén tinh trang bénh
dugc kiém sodt sém, giam ty 1é tién
trién niang dan dén hoi chimg HELLP.
Bén canh d6, trong mgt thai ky binh
thuong, thai phu cling ¢6 thé gip tinh
trang thiéu mau do khdi luwong tudn
hoan ting két hop véi thiu sit va cdc
yéu t6 vi luvong khic.

KET LUAN

Tubi trung binh cua thai phu TSG
va ty 1& san phu TSG Ién tudi (> 35
tudi) cao hon ¢é y nghia so véi nhém
dbi chimg. Can ning so sinh con &
nhém TSG thip hon ding ké so voi
nhém déi chung (p < 0,001). Huyét 4p
t6i da va huyét 4p tbi thiéu, ty 1& phu,
dau dau, nhin mo, cdc chi sd sinh héa
nhu protein ni¢u, creatinine, ure, acid
uric, AST, ALT cao hon & nhém TSG
so v6i nhém ddi chting, su khéc biét c6
y nghia théng k& (p < 0,001). Nong do
albumin & nhém TSG thap hon so véi
nhom thai phu binh thuong, sy khac
biét c6 ¥ nghia thong ké (p < 0,001).
Ty 1¢ thai phu c6 tiéu ciu giam & nhém
thai phu TSG cao hon c6 y nghia so
v6i nhém ddi ching.
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Loi cam on: Nghién ctru dugc thuc
hién v6i su hd tro kinh phi cia dé tai
cap thanh phd Ha Noi “Pdnh gid biéu
hién gen cua cdc enzyme tiéu protein
gian bao (MMP) va mét s yéu 16 lién
quan voi TSG o cdc thai phu tai Ha
Néi” do PGS.TS. Nguyén Thanh Thiy
lam chu nhiém dé tai. Nhém nghién
curu tran trong cam on sy tham gia cua
BS. Pham Thi Tam, BS. Nguyén Thi
Ngoc Thao, CN. Poan Son Hai -
Truong Pai hoc Y Ha Noi.
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PANH GIA TAC DUNG CUA ESTROGEN DANG UONG
VA DANG BOI NGOAI DA LEN MOT SO YEU TO PONG MAU
TRONG QUA TRINH CHUYEN PHOI PONG LANH
TAI VIEN MO PHOI LAM SANG QUAN DPOI

Dinh Trong Ha"", Pham Thi Nguyét’
Trinh Quéc Thanh', Trinh Thé Son’

Tém tit

Mouc tiéu: Panh gid tac dung cta estrogen dang udng va bdi ngoai da 1én mot
s6 yéu t dong mdu trong chuin bi niém mac tir cung (CBNMTC) cho chuyén
phoi dong lanh. Phuwong phdp nghién cibu: M6 ta tién ciru trén 49 cap vo chong
c6 chi dinh chuyén phoi dong lanh tai Vién M6 phoi 1am sang Quan doi tir thang
10/2021 - 7/2022. Béi tugng dugc chia ngiu nhién thanh hai nhém. Nhém 1 sir
dung phéc do estradiol duong ubng, nhém 2 sir dung estradiol duong boi ngoai
da. Dénh gid chi sb PT(s), APTT (gidy), AT III (%) trudce va sau CBNMTC & 2
nhém. Két qud: Trudc khi CBNMTC, PT, APTT, AT III khong c6 su khac biét
gilra hai nhém (p > 0,05); Nhém 1, APTT sau qué trinh CBNMTC (29,35 + 1,72)
thép hon so v61 trude qua trinh CBNMTC (30,63 + 1,52) voi p < 0,05, cac chi $b
PT, AT III khong c6 su khac bi¢t (p > 0,05); Nhém 2, APTT sau CBNMTC
(30,24 + 1,72) thap hon so véi truéc CBNMTC (31,03 + 2,26) véi p < 0,05, PT,
AT III khong c6 su khéac biét (p > 0,05); Trong giai doan CBNMTC, PT, APTT,
AT III khdng c6 su khdc biét gitra hai nhém (p > 0,05). Két lugn: APTT sau
CBNMTC thép hon so véi trudc CBNMTC c6 ¥ nghia théng ké & ca 2 nhém.
Céc chi sb PT, APTT, AT III khong c6 su khéic bi¢t gitra hai nhém.

Tir khoéa: Estrogen; Estradiol; 17p-Estradiol; Chuyén phdi dong lanh; Yéu to
dong mau.

"Hoc vién Quan y
%vVién Phap y Quén doi
*Tac gia lién h¢: Pinh Trong Ha (hadtqx@yahoo.com)
Ngay nhan bai: 23/5/2023
Ngay dugc chip nhan ding: 10/7/2023
http://doi.org/10.56535/jmpm.v48i6.377
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ASSESSMENT OF THE EFFECTS OF ORAL ESTROGEN
AND TRANSDERMAL ESTROGEN ON SEVERAL COAGULATION
FACTORS OF FROZEN EMBRYO TRANSFER CYCLES
IN THE MILITARY INSTITUTE OF CLINICAL EMBRYOLOGY
AND HISTOLOGY

Abstract

Objectives: To assess the effects of oral estrogen and transdermal estrogen on
several coagulation factors in endometrial preparation (EP) of frozen embryo
transfer cycles. Methods: A prospective descriptive study on 49 couples with
indications for frozen embryo transfer at the Military Institute of Clinical
Embryology and Histology from October 2021 to July 2022. Subjects were
randomly divided into two groups. Group one used oral estradiol, and group two
used transdermal estradiol. PT(s), aPTT(s), and Antithrombin III(%) index were
assessed before and after EP with exogenous estradiol in 2 groups. Results:
Before EP, the PT, APTT, and AT III were not different between the two groups
(p > 0.05); in group one, APTT after EP (29.35 + 1.72) was lower than before EP
(30.63 £ 1.52) with statistical significance (p < 0.05), while PT, AT III, has no
difference (p > 0.05); in group two, APTT post-EP (30.24 £+ 1.72) was lower than
pre-EP (31.03 + 2.26) with statistical significance (p < 0.05), while PT, AT III
has no difference (p > 0.05); in the uterine EP stage, PT, APTT, AT III had no
difference between two groups (p > 0.05). Conclusion: APTT after EP was
significantly lower than before EP, which was statistically significant in the two
groups. There was no difference between the two groups in coagulation indices
such as PT, APTT, and AT III.

Keywords: Estrogen; Estradiol; 17B-Estradiol; Frozen embryo transfer;
Coagulation factors.
PAT VAN PE Trong nhitng nim gan ddy, c¢6 nhiéu

Estrogen d duoc st dung cho phu nghién ctu cho thiy viéc s dung

nit v6i nhiéu muc dich khdc nhau,
nhidu nhit 13 dung trong bién phédp
tranh thai, c6 khoang hon 100 triéu phu

estrogen lam ting nguy co bi huyét
khéi tinh mach [2, 3]. St dung
estrogen ciing lam thay ddi trong con

nit trén toan thé giéi st dung thudc
trdnh thai c6 thanh phan estrogen [1].
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duong dong mdau ngoai sinh, cu the 1a
lién quan dén tdng muc dJ cua cic yeu
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t6 déong mdu trong huyét twong nhu
yéu t6 I (fibrinogen), yéu t& II
(prothrombin), yéu t6 VII, VIII va X
cling nhu giam nhe yéu t6 dong mau V
(FV) lam ting nguy co huyét khéi [4].
Viéc khdo sit con duong dong miu
ngoai sinh c6 thé duge thuc hién béng
thoi
prothrombin (Prothrombin time - PT)

xét nghiém danh gia gian
va thoi gian thromboplastin tirng phan
(Activated Partial Thromboplastin time
- APTT) thong qua xét nghi€ém nay
ching ta c6 thé so bo ddnh gid dugc
hoat tinh déng mdu cia cic yéu td
tham gia trong con duong dong mau
ngoai sinh (II, V, VII, X, fibrinogen...).
Mat khac, antithrombin III (ATIII),
protein C va protein S chinh 1a 3
protein trc ché sinh 1y ty nhién ddi voi
qué trinh dong mau. Anti thrombin III
la mot globulin mién dich c¢é chirc
ning tc ché 1am nging hoat dong cia
cic yéu to dong mau nhu thrombin hay
cic yéu t6 khic. Do d6, anti thrombin
III (¢ ché qua trinh déng mdu, gitip
duy tri qud trinh nay dién ra binh
thuong. Theo nghién ctru cua Beller va
CS (1985), nhitng phy nit st dung
estrogen bi anh huong dén mirc ATIII
[5]. Trong mdt thir nghiém lam sang
ngau nhién cé ddi chimg, viéc thay thé
estradiol valerate bang oestrogel dang
bdi da dugc tién hanh, qua d6 dua ra
két luan: Oestrogel cho két qua tot hon

estradiol valerate, nhat 13 & nhitng BN
chbng chi dinh estradiol valerate nhu
nguy co cao huyét khdi tinh mach sau,
tang lipid mdu va rdi loan dong méu
[6]. Hién nay tai Viét Nam chua c6
nhiéu nghién ctru so sénh sy khdc nhau
cia dang estrogen udng va dang gel
bdi thim thau qua da 1én mot sb yéu td
déng mdu trong qud trinh chuyén phoi
d6ng lanh. Do d6, chiing t6i tién hanh
nghién ciru nay nham: Pdnh gid tdc
dung cia estrogen dang uong va boi
ngodi da lén mét sé yéu té dong mdu
trong chudn bi niém mac tir cung cho
chuyén phoi dong lanh.

POI TUQONG VA PHUONG PHAP
NGHIEN CUU

1. P6i twong nghién ciu

* Poi twong nghién ciru: 49 cip vo
chdng c6 chi dinh chuyén phdi déng
lanh tai Vién Mo ph6i 1am sang Quan
doi, tu thang 10/2021 - 7/2022.

* Tiéu chudn lwa chon:

- BN duoc chi dinh chuin bi NMTC
bang phdc d6 sir dung noi tiét ngoai
sinh, c6 it nhat 1 phoi chat luong tot.
NMTC vao ngay “md cira s6” > 7mm.

- BN ddng y tham gia nghién ctu.

* Tiéu chudn loai trir:

- BN di dang tr cung. Bénh 1y thuc
thé tir cung: Nhin so dudi niém mac,
polyp budng tir cung, dinh budng tur
cung, lac NMTC...
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- BN ¢6 dich trong budng tir cung;
tién st roi loan dong, cAm mau; huyét
khdi dong - tinh mach tién trién (nhu
nhdi méu co tim, dot quy);

- BN hién tai hodc c¢6 tién su bi u
gan (lanh hoac 4c tinh), cdc bénh gan
nang; tang triglyceride mau nang.

2. Phwong phap nghién ciu

* Thiét ké nghién ciru: Nghién ciru
md ta tién cuu.

* Cdc bude tién hanh:

- Thu thap thdong tin bénh su, dac
diém 1am sang va két qua cin 1am sang
theo mot mau bénh 4n.

- Néu khong phat hién bt thuong
trén siéu 4m ngdy 2 chu ky kinh, bét
dau chuan bi niém mac bang estrogen
ngoai sinh phdc dd liéu linh dong:

+ Nhém ubng (nhém 1, n = 24):
Vién nén Progynova 2mg khoi dau
bang lidu 3 vién/ngay. Mdi vién nén
Progynova 2mg chira 2mg estradiol
valerate.

+ Nhom bdi ngoai da (nhém 2, n = 25):
Oestrogel 0,06% khéi dau bang liéu
3 thanh/ngay. Mobi thanh 2,5g gel
Oestrogel chtra 1,5mg 17B-Estradiol.

- Theo dbi sy phat trién cua do day
NMTC, sau 10 - 12 ngay khi do day
NMTC > 7mm tién hanh “m¢ cira s6”
bang progessterone.
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- Xét nghi¢ém chic nang dong mau
lan 1: Pinh lugng cdc yéu t dong méiu
ngoai sinh: PT (gidy), APTT (giay),
AT III (%) tai thoi diém ngay 2 chu ky
kinh truéc khi str dung E2 dé chuan bi
NMTC.

- Xét nghiém chtrc nang dong mau
1an 2: Pinh lugng cdc yéu t dong miu
ngoai sinh: PT (gidy), APTT (gidy),
AT 1II (%) vao “ngdy md cira s6”
trude khi sir dung progesterone.

* Chi tiéu nghién citu: Cdc chi sb
PT, APPT, AT III truéc va sau chuan
bi niém mac t cung bang estradiol
ngoai sinh.

* Xur Iy 56 liéu: S6 liéu thu thap vao
bénh &n nghién ctru va dugc nhap vao
phin mém Excel, phan tich s6 liéu
bang phan mém SPSS 20.0. Két qua
duogc trinh bay dudi dang gid tri trung
binh + d6 léch chuan va ty 1& phan
tram. Céc test thong ké thich hop duogc
str dung dé kiém dinh sy khdc biét giira
hai nhom. Gia tri p < 0,05 duogc coi la
¢6 y nghia thong ké.

3. Pao dirc nghién ctru

Nghién ctu duoc chép thuan bai
Ho6i dong Y duc trong nghién ctu Y
Sinh hoc - Hoc vién Quan y. boi tuong
nghién ctru duoc cung cip day du chi
tiét vé nhitng ndi dung can biét vé
nghién ctru trude khi ty nguyén tham
gia nghién ctru. C4c nguyén tic vé y duc
dugc dam bao thuc hién nghiém tic.
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KET QUA NGHIEN CUU

1. Pac diém cac yeu to dong mau trwéc khi chuan bi niém mac bang
estradiol ngoai sinh

Bang 1. Céc yéu t6 dong mau ngay trude khi str dung estradiol.

. Nhém 1 Nhém 2
Chi so xét nghiém _ _ p
(X +SD) (X +SD)
PT (giay) 12,72 £ 0,67 12,96 £+ 0,63 > 0,05
APTT (giay) 30,63 + 1,52 31,08 £2,23 > 0,05
AT III (%) 101,16 + 18,83 99,88 +£21,32 > 0,05

Cic chi s6 danh gid chirc nang dong méau dugc ddnh gid gdm PT, APTT, AT
11T vao ngay 2 chy ky kinh nguyét, ngay trude khi bd sung estradiol ngoai sinh.
Két qua cho thay truéc khi budc vao giai doan chuan bi NMTC, sy khéc biét céc
chi s6 nay giita hai nhém khong c6 ¥ nghia thong ké véi véi p > 0,05.

2. Pac diém cac yéu to dong mau sau so véi truwde khi chuan bi niém mac
bang estradiol ngoai sinh
Bang 2. Bi¢n doi cac chi s6 danh gid yéu to dong mau trudc
va sau bo sung estradiol duong udng.

Trwéc qua trinh Sau qua trinh
Chi sé xét nghi¢gm  chuén bi NMTC chuén bj NMTC p
(n = 24) (X + SD) (n =24) (X + SD)
PT (gidy) 12,72 £ 0,67 12,67 £0,81 > 0,05
APTT (gidy) 30,63 + 1,52 29,35+ 1,72 <0,05
AT I (%) 101,16 + 18,83 94,54 + 15,75 > 0,05

Chi s6 PT, APTT, AT III sau qud trinh chuan bi NMTC lan luot 1a 12,67 gidy,
29,35 gidy va 94,54% thap hon so Vi trudc qud trinh chuan bi NMTC véi gid tri
lan luot 1a 12,72 gidy, 30,63 gidy va 101,11%. Sy khac biét & chi sé APTT c6
¥ nghia thong ké véi p < 0,05.
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Bang 3. Dic diém sy thay d6i chi sé d4nh gid chirc ning déng médu

& nhém ddi tuong str dung estradiol duong bdi ngoai da.

Trwéc qua trinh Sau qua trinh
Chi s6 xét nghiém chuan bi NMTC chuan bi NMTC p
(n=25) (X +SD) (n=25) (X +SD)
PT (gidy) 12,96 + 0,63 12,80 £ 0,75 > 0,05
APTT (gidy) 31,03 £2,26 30,24 + 1,72 < 0,05
AT III (%) 100,83 +£21,23 98,20 £+ 20,50 > 0,05

Chi s6 PT, APTT, AT III sau qua trinh chuan bi NMTC lan luot 1a 12,80 giy,
30,24 gidy va 98,20% thap hon so véi trudc qud trinh chuan bi NMTC véi gid tri
lan lugt 12 12,96 gidy, 31,03 gidy va 100,83%. Su khéc biét & chi s6 APTT ¢6 y
nghia thong ké véi p < 0,05.

Bang 4. Dic diém chi s danh gia chirc nang dong mau giira hai nhém
sau qud trinh chuan bi NMTC.

) Nhom 1 Nhom 2
Chi so xét nghiém _ _ p
(n=24) (X +SD) (n=25)(X+SD)
PT (gidy) 12,67 £ 0,81 12,80 £ 0,75 > 0,05
APTT (gidy) 29,35+ 1,72 30,24 £ 1,72 > 0,05
AT III (%) 94,54 + 15,75 98,20 + 20,50 > 0,05

Sau qud trinh chuan bi NMTC, céc chi s6 danh gid chirc ning dong méu bao
gém PT, APTT, AT III & ddi twong thuéc nhém 1 1an luot 1a 12,67 gidy, 29,35
gidy va 94,54% thap hon ¢ nhém 2 véi chi s6 PT, APTT, AT III lan luot 1 12,80
gidy, 30,24 gidy va 98,20%. Cic chi s6 ddnh gid dong mau ngoai sinh & ca 2
nhém déu nam trong gidi han binh thudng va sy khac biét gitta hai nhém khong

c¢6 y nghia thong ké voi voi p > 0,05.

54



TAP CHI Y DUQC HQC QUAN SU SO 6 - 2023

BAN LUAN

Trong nghién ctru nay, ching to1 st
dung chi sb thoi gian prothrombin-PT
(gidy), thoi gian thromboplastin tung
phan hoat héa-APTT (gidy) va chi sd
anti thrombin III-AT III (%) dé dénh
gid chtic nang d6ng mau ciia d6i twong
nghién ctru.

Thoi gian prothrombin-PT 1a chi sb
khdo siat con duong dong mdu ngoai
sinh, PT biéu hién hoat tinh déng mau
ciia cdc yéu to tham gia con dudng
dong mau ngoai sinh nhu II, V, VII, X.
PT tinh theo thoi gian dong binh
thuong tor 12 - 14 gidy. Trong nghién
ctru cua ching t61, PT cua ca hai nhém
sau qud trinh chuan bi NMTC la 12,74
+ (0,78 (gidy), giam so voi trudc qua
trinh dung estradiol 12,84 + 0,66
(gidy), tuy nhién, chi s6 nay van trong
gi61 han binh thuong, sy khic biét so
v6i thoi diém trude st dung estradiol
khong c6 ¥ nghia thong ké (p > 0,05).
Khi so sénh chi s6 PT giita hai nhém
sau qud trinh chuan bi NMTC, cho
thiy nhém st dung estradiol dudng
uéng c6 PT 1a 12,67 + 0,81 (gidy) thap
hon so v1 nhém bdi ngoai da 1a 12,80
+ 0,75 (gidy). Diéu nay cho thay, mic
di sau khi chuan bji NMTC cho chuyén
phoi dong lanh bang phic do sir dung
estrogen, PT c6 xu hudng ngan lai, thé
hién tinh trang tdng dong mdu, tuy
nhién, trong nghién ctru cua chung to1,

su khic biét khong c6 y nghia thong
ké. Twong ty nhu vay, mac du chi sb
PT & nhém estradiol duong udng thap
hon nhoém estradiol gel boi ngoai da
khong c6 ¥ nghia théng ké (p > 0,05).

Thoi gian thromboplastin ting phan
hoat h6a-APTT 1a chi s6 nhdm khao
sdt thoi gian hoi phuc calci ctia huyét
tuong citrat héa sau khi 0 vdi lugng
vira kaolin (hoat héa yéu td tiép xic)
va cephalin (thay thé yéu t6 3 tiéu ciu)
gitip ddnh gid chinh xdc cdc yéu to
tham gia con duong dong mdu noi sinh
nhu yéu t6 VIII, IX, XI, XII, II, IX cé
gid tri binh thuong 1a 30 - 40 gidy.
Trong nghién ctru cua ching t6i, APTT
sau qud trinh chuan bi NMTC bang
estradiol ¢ ca hai nhém c6 gia tri trung
binh 14 29,80 + 1,76 (gidy), thap hon
¢ ¥ nghia so voi trude khi ding thude
12 30,83 + 1,92 (gidy) (p < 0,05). O
nhém st dung estradiol dudng udng,
APTT sau qud trinh chuan bi NMTC
thip hon ¢6 y nghia & thoi diém trude
ding thude (1a 29,35 + 1,72 (gidy) so
v6i sau khi ding thube 1 30,63 + 1,52
(giay); p < 0,05). Tuong ty nhu vay, ¢
nhom st dung estradiol dang boi ngoai
da, APTT sau qud trinh chuan bi
NMTC thip hon c6 y nghia & thoi
diém trudc khi dung thude (30,24 +
1,72 (gidy) so v6i sau dung thudc
31,03 + 2,26 (gidy); p < 0,05). Chi s6
APTT gidm ¢ ca hai nhom sau qua
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trinh st dung estradiol thé hién tinh
trang tang dong, va su khac biét c6 y
nghia thong ké cho thay tic dung ding
ké cua estradiol trong phic db chuéan bi
NMTC d6i véi APTT, sy ting dong
cling ¢6 sy thay doi & nhém sir dung
estradiol dudng udng véi chi s6 APTT
thip hon. Tuy nhién, trong nghién ctru
nay sy khac biét chua dat dugc muc y
nghia thong ké.

Anti thrombin III-AT III, III 1a mot
protein c6é vai trd (¢ ché qud trinh
dong mau ty nhién, bdo dam qua trinh
dong mdu dién ra binh thudng, ngin
ngra hinh thanh cuc mdu dong trong
long mach. Gid tr1 AT III binh thuong
80 - 120%. Trong nghi€én ctru cua
ching t61 AT III ¢6 xu hudng giam sau
qud trinh sir dung estrogen bao gém ca
dang uéng va dang boi ngoai da nhung
su khdc biét khong c6 y nghia thong ké
(96,37 £ 18,18 so vai 101,00 £ 19,95,
p > 0,05), & nhom st dung estradiol
dang udng AT III giam déng keé
(94,54 £ 15,75 so voi 101,16 + 18,83;
p > 0,05), tuy nhién sy khac biét khong
c6 ¥ nghia théng ké. Sau qud trinh
chuan bi NMTC, AT III & nhém 2 c6
xu hudéng cao hon nhém 1 (98,20 +
20,50 so voi1 94,54 £ 15,75; p > 0,05),
su khdc biét khong cé ¥ nghia thong
ké. Su giam AT III cho thay tinh trang
taing dong mdiu sau qud trinh dung
thuéc, nong do AT III thdp hon &
nhém diing estrogen dudng ubng goi y
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rang tinh trang ting dong ciing c6 su
thay d6i so véi nhém ding estradiol
dang bdi ngoai da. Tuy nhién, trong
nghién ctru cua chuing t6i, chua dat dugc
mirc khéc biét c6 ¥ nghia thdng ké.

Maic du chua dat dugc muc ¥ nghia
thong ké, két qua cta ching tdi ciing
cho thdy, sy bién doi cua cic chi so
déng mau toan phan cé xu huéng 1o
hon & nhém st dung estrogen duong
ubng & ca ba chi s6 PT, APTT va AT
III. Nghién ctru cua tac gia Catherine
Bagot (2010) chi ra rang céc chi sb xét
nghiém dong mdu lién quan thrombin
¢ nhém phu nit dung estrogen dudng
ubng thay d6i ding ké so véi nhém dbi
chimg (p < 0,001 cho tit ca cic so
sanh). Trong khi d6, su khac biét c6 y
nghia khéng duoc tim thdy ¢ nhém
ding estrogen qua da, diéu nay duogc
giai thich bdi chuyén héa cua estrone,
chat chuyén héa chinh cua estrogen
duong udng nhung lai khong cé khi
dung estrogen qua da [7]. Tac gia
Vesna Antovska (2004), khi nghién
clru tic dong cua estrogen qua da d6i
v6i cdc chi s6 dong mdu, PT, APTT
cling cho thdy PT va APTT khong c6
su thay d6i ding ké so véi trudc diéu
tri [8]. Tur cdc két qua trén thdy rang,
c6 thé ding ba chi s6: PT, APTT va
AT III dé dénh gid bién d6i cta chic
ning déng mdu dbi voi cdc dbi tuong
str dung liéu phép thay thé hormone.
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KET LUAN

Khong c6 su khdc biét vé tic dong
ctia estradiol giita dang udng va dang
bdi ngoai da trong phdc d6 chuan bi
NMTC trén cic chi s dong méau nhu
PT (giay), APTT (giay) AT I (%)
trong nghién ctru nay. Tuy nhié€n, chi
s6 APTT (gidy) sau qud trinh chuan bj
NMTC thép hon so véi trude qud trinh
chuan bi NMTC c6 ¥ nghia thong ké ¢
ca 2 nhém nghién ctru.
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PANH GIA MUC PO HAI LONG CUA NGUOI BENH NGOAI TRU
TAI BENH VIEN DA CHIEN CAP 2 SO 4 VIET NAM THAM GIA
LUC LUONG GIN GIU HOA BINH LIEN HQP QUOC
TAI PHAI BO NAM SUDAN

Lé Vigt Anh™*", Vii Minh Dwong"’, Nguyén St Tuin™*
Tém tit
Muc tiéu: Panh gia muc do hai long cia nguodi bénh (NB) ngoai trd tai Bénh
vién da chién Cip 2 sb 4 Viét Nam tai Nam Sudan (BVDC2.4). Phuwong phdp
nghién citu: St dung phuong phdp mé ta cit ngang trén 126 NB 1a nhdn vién
Lién Hop Qudc (LHQ), kham va diéu tri ngoai tri tai BVDC2.4, thang 4/2023.
Két qua: 97,61% NB dudi 40 tudi, ty 1& nir: 10,32%. Ty 1¢ hai long vé kha ning
tiép can: 85,56%; su minh bach thong tin va thu tuc kham bénh, diéu tri: 86,51%;
co s& Vit chat va phuong tién phuc vu NB: 80,56%; thai d0 trng x1r, ndng luc
chuyén mon ctia nhan vién y té: 92,59%; két qua cung cip dich vu: 87,50%. Két
lugn: Ty 1¢ hai long cua NB ngoai tri 1a 86,54% va dap ting duogc 86,75% so voi
mong doi ciia NB.

Tir khéa: Dich vy bénh vién; Bénh vién D chién cap 2 s 4; Muc do hai long.

ASSESSMENT OF THE SATISFACTION OF OUTPATIENTS
OF VIETNAM’S LEVEL 2 FIELD HOSPITAL ROTATION 4
IN THE UNITED NATIONS MISSION IN SOUTH SUDAN

Abstract

Objectives: To evaluate the level of satisfaction of outpatients of Vietnam’s
Level 2 Field Hospital rotation 4 in the United Nations mission in South Sudan.

"Bénh vién D chién Cip 2 s6 4 - Hoc vién Quéan y
’B$ mon - Khoa Phiu thuat Long nguc - Bénh vién Quan y 103 - Hoc vién Quén y
*Khoa Hdi sirc tich cue - Bénh vién Quén y 103 - Hoc vién Quén y
*Khoa Chi huy tham muu Quén y - Hoc vién Quén y
*Téac gia lién hé: Lé Viét Anh (dr.levietanh @gmail.com)

Ngay nhan bai: 09/5/2023

Ngay dugc chiap nhan ding: 30/6/2023
http://doi.org/10.56535/jmpm.v48i6.368
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Methods: A cross-sectional was used with 126 UN staff patients, examined and
treated as outpatients at Vietnam’s Level 2 Field Hospital rotation 4, South
Sudan, in April 2023. Results: 97.61% of patients are under 40 years old, the
female rate is 10.32%. The satisfaction rate about accessibility is 85.56%; the
transparency of information and procedures for medical examination and
treatment is 86.51%; facilities and equipment to serve patients is 80.56%; the
attitude and professional capacity of medical staff is 92.59%; the service delivery
result is 87.50%. Conclusion: The overall satisfaction rate of outpatients is
86.54% and meets 86.75% of the patient's expectations.

Keywords: Hospital services; Level 2 Field Hospital No.4; Level of satisfaction.

PAT VAN PE

Chét luong hoat dong ciia mot bénh
vién duoc ddnh gid boi nhidu yéu t6,
trong d6 c6 su hai long, tin tudng cua
NB. Gan ddy, cic bénh vién ciing da
quan tim nhiéu dén viéc nang cao chat
lugng kham chira bénh, dac biét 1a su
hai 1ong ctia NB vé chat luong phuc
vu. Cac bénh vién cling can cur trén
huéng dan cua BO Y té dé dinh ki khao
sat su hai long cua NB [1]. Mgt bénh
vién thudong xuyén quan tam, xac dinh
muc d6 hai long ctia NB thi s€ ludn cé
nhiéu bién phép, phuong thirc cai thién
chat luong, qua d6 s& phuc vu NB
duoc tdt hon. Khi dap ung duogc su
mong doi, hai long cua NB thi Bénh
vién do6 s€ ludn la mdt dia chi tin cay.

Bénh vién di chién cap 2 s6 4 Viét
Nam tai Nam Sudan la bénh vién cép 2
trong hé thong 4 cap céc bénh vién da
chién ctia Lién Hop Quéc, voi st ménh
cham séc suc khoe cho nhan vien LHQ

trong pham vi 1 phan khu (twong
duong 1 Bang hanh chinh). Puogc su
quan tam, chi dao cua Bo Quéc Phong
Viét Nam, Bénh vién da chién cép 2
Vi¢t Nam ludn dugc chi trong dau tu
trang thiét bi y té, ngoai ra Ban Gidm
déc BVDC2.4 ciing hét stc quan tim
dén thdi d6 va chét luong phuc vu NB.

Tir thiang 10/2018 dén nay, ca 4 thé
d6i Bénh vién Di chién duoc Viét
Nam trién khai tai phai bo Nam Sudan,
déu dugc ddnh gid cao vé trinh do
chuyén mon, sy chuyén nghiép, su
tan tuy va nhiét tinh. Cong tic tim
hiéu, ddnh gid sy hai long cua NB
ludn duge Ban Gidm dbc BVDC2.4
quan tam thuong xuyén; va cling la
dé c6 co so dé ra cdc giai phép, cai
tién chat luong nham ddp Gng ngay
mot tot hon nhu cau cia NB va khang
dinh thuong hi¢u Bénh vién Da chién
Viét Nam tai phdi b. Chinh vi nhitng
Ii do tién hanh

trén, ching toi
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nghién ctru nhdm: Ddnh gid mirc do
hai long cua NB ngoai tri tai Bénh
vien Da chién cd'p 2564 Viéet Nam tai
Nam Sudan.

POI TUQONG VA PHUONG PHAP
NGHIEN CUU

1. Pdi twong nghién ciru

126 NB 1a nhan vién LHQ, kham va
diéu tri ngoai trd tai Bénh vién Da
chién cip 2 s6 4 Viét Nam - Nam
Sudan, thang 4/2023.

2. Phwong phap nghién ctru

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

* C& mau nghién ciru: Thuan tién.

* Tiéu chudn lva chon:

- NB ngoai tri dén khdm va diéu tri
tai BVDC2.4.

- NB dong y tham gia nghién cru.

* Tiéu chudn logi trir: NB khong
ddng y tham gia nghién ctu.

* Ngwoi thuc hién: Nhan vién
phong téc chién BVDC2.4.

* Phiéu khdo sdt bao gom:

- Thong tin chung: Tudi, gi6i tinh,
nghé nghiép, don vi, khoa ti kham. ..

- Noi dung phong van: Theo hudng
din cua B Y té nam 2019 (trong d6
ching t6i da lugc bét mdt cau hodi
khoéng phit hop véi dic diém, didu kién
hoat dong thuc té cia BVDC2.4) [1].
Go6m 05 ndi dung sau:

60

+ Kha ning tiép can.

+ Sy minh bach thong tin va thu tuc
kham bénh, di€u tri.

+ Co sO vat chit va phuong tién
phuc vu NB.

+ Thai d6 ung xu, nang luc chuyén
mon cua nhan vién y te.

+ Két qua cung cap dich vu.

- Murc hai long theo thang do Likert:
Tinh theo thang s6 5 diém, theo hudng
dan cia Bo Y t€ nam 2019 [1]. Cu thé:

+ Rét khong hai long: 1 diém.

+ Khong hai long: 2 diém.

+ Binh thuong: 3 diém.

+ Hai long: 4 diém.

+ Rét hai long: 5 diém.

* Phirong phdp thu thip sé liéu:

+ MObi NB tuong tmg v6i mot phiéu
nghién cuu.

+ Giai thich myc tiéu nghién ctru.

+ Phét phiéu khao st (dd duoc dich
sang tieng Anh).

+ Huéng dan cich tra 10i cic ciu
hoi trong phi€u nghién ctru.

+ Thu lai phiéu nghién ctru.

+ Phan tich, tong hop.

+ Tinh diém hai long, ty 1& hai long,
ty 1€ dap tng so voi mong doi... theo
hudng dan cau BO Y t€ nam 2019 [1].

* Xip Iy s6 liéu: Phan mém SPSS
20.0.
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3. Dao dirc nghién ciru

- Nghién ctru nay duoc sy cho phép cta Chi huy y té phdi bo (Chief medical
officer - CMO), Ban Giam doc BVDC2 4.

- NB dugc bao mat thong tin.

- Nghién ctru chi duoc tién hanh trén nhitng ngudi dong ¥ tham gia.

KET QUA NGHIEN CUU
Bing 1. Dic diém cua dbi tuong nghién ctu.
Pic diém S6 NB (n) Ty 18 (%)
<30 56 44,44
Tudi 31-40 67 53,17
> 40 3 2,39
o Nam 113 89,68
Gioi tinh
N 13 10,32
N o Lyc lugng v trang 107 84,92
Nghé nghiép

Dan su 19 15,08

Pa s6 NB dén khdm, diéu tri ngoai trd > 40 tudi, chiém 97,61%, ty 1é nit
12 10,32%.

Bang 2. Két qua danh gid sy hai 1ong chung ctia NB.

Khong hai  Binh thwong Hai long

Noi dung long (%) (%) (%) iém
Kha ning tiép cin 6,19 8,25 85,56 4,37
Su’ mmP bac.hk thqng tin va thu tuc 6.51 6.98 86.51 436
kham bénh, diéu tri
Co s& vat chat va phuong tién phuc 10,62 8.83 80.56 417
vu NB
Thai do umg xu, ndng lyc chuyén = 5 ¢ 423 92,59 4,49
mon cua nhan vién y té
Két qua cung cap dich vu 3,77 8,73 87,50 441
1\:/1[érnc dd hai long chung doi vai bénh 6.05 7.40 86.54 436
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Su hai long vé thdi do Gng xt, ning lyc chuyén mon cia nhin vién y té
BVDC2.4 chiém ty 18 cao nhit (92,59%). Thap nhat 1a sy hai long vé co s& vt
chat va phuong tién phuc vu NB: 80,56%. Danh gia mirc d6 hai 1ong chung voi
bénh vién cho thdy: Ty 1é NB hai long chiém 96,54% (twong duong 4,36 diém).

Bang 3. Su hai 1ong cua NB vé kha nang tiép can.

Noi dung Hai long Piém
(%)

Kha ning tiép cin 85,56 4,37
Ca\c blin \bao, chi dan duong dén bénh vién rd rang, dé 8730 430
nhin, dé tim
Cic so dd, bién bdo chi dan duong dén cdc khoa,

X Al A X X 1AL A% o 75,40 4,18
phong trong bénh vién 10 rang, dé hi€u, dé tim
Céc khdi nha, cau thang dugc dénh s6 o rang, dé tim 70,64 3,94
Céc 16i di trong bénh vién, hanh lang bang phang, dédi 96,03 4,71
Khoang cach tir cdc don vi dén Bénh vién thuén tién 98,41 4,71

Viéc ddanh sb, thiéu cdc bang chi dan khién ty 18 hai 1ong cua NB véi ndi dung
kha ning tiép can con thip (70,64% va 75,40%). Panh gia chung vé kha ning
tiép can, ty 1é hai long dat 85,56% (twong duong 4,37 diém).

Bang 4. Su hai 1ong cua NB vé sy minh bach thong tin

va thi tuc khdm bénh, diéu tri.

Noi dung Hai long (%) PDiém
Sy minh bach thong tin va thu tuc kham bénh, diéu trj 86,51 4,36
Q:uy. Ermh khdm bénh dugc niém yét rd rang, cong khai, 74.60 3.08
de hiéu
C.EtC quyAtrlgEl, thu tuc kham bénh duogc cai cach don 83.33 426
gian, thuan tién
Gid dich vu y té niém yét ro rang, cong khai 86,51 4,25
Nhan vién y té ti€p don, huong dan NB lam cac thu tuc 94.44 4.68

niém nd, tan tinh

62



TAP CHI Y DUQC HQC QUAN SU SO 6 - 2023

Noi dung Hai long (%) Diém
Puoc xép hﬁng‘theo thtr tu trude sau khi lam céc thu tuc 96.03 463
dang ky, nop tién, kham bénh, xét nghiém, chiéu chup ’ ’
baénh gid thoi gian cho doi [am thu tuc dang ky kham 86,51 4,28
Dénh gid thoi gian cho téi lugt bac s§ kham 84,13 4,35
Piénh gi4 thoi gian dugc bac sy khdm va tu van 87,30 4,26
Diénh gi4 thoi gian chd 1am xét nghiém, chiéu chup 84,13 4,43
Dénh gid thoi gian chd nhan két qua xét nghiém, 88.10 4.49

chiéu chup

Ngoai trir mirc do hai long véi viéc niém yét quy trinh kham con thap
(74,60%), con lai cic chi s6 khdc déu dat trén 80%. Panh gid chung vé sy minh
bach thong tin va thu tuc kham bénh, diéu tri, ty 1€ hai long dat 86,51% (tuong
duong 4,36 diém).

Bang 5. Su hai 1ong cia NB vé co so vat chat va phuong tién phuc vu NB.

Noi dung Hailong (%) Diém
Co s& VAt chit va phuong tién phuc vu NB 80,56 4,17

C6 phong/sanh cho kham sach s€, thodng mat vao
mua he; kin gié va am dp vao mua dong

Phong cho ¢6 du ghé ngdi cho NB va sir dung tdt 82,54 4,24
Phong chd c¢6 quat (diéu hoa) day du, hoat dong

74,60 4,06

. R 90,48 4,34
thuong xuyén
Phong cho c6 cac phuong tién gidp NB c6 tam ly

e . .. \ . . x 73,81 4,02
thoai mdi nhu ti-vi, tranh anh, to roi, nude udng...
]?u’(_)c l?ao dflm su riéng tu khi khdm bénh, chiéu chup, 96.03 4.63
lam tha thuat
Nha v¢ sinh thuan tién, sir dung tdt, sach s& 72,22 3,87
Moi truong trong khuon vién bénh vién xanh, sach, dep 74,60 4,03
Khu kham bénh bao dam an ninh, trat tu 80,16 4,12

Sy hai 1ong ctia NB vé tinh riéng tu 12 cao nhat (96,03%), trong khi d6 cic yéu
t6 khéc chi dat mac kha. Panh gid chung vé co so vat chat va phuong tién phuc
vu NB, ty 1¢ hai long dat 80,56% (twong duong 4,17 diém).
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Bang 6. Su hai 1ong cua NB vé thdi d6 tng xur, ning lyc chuyén mon

cua nhan vién y te.

Noi dung Hai long (%) Piém
Théai d§ tng xwr, ndng luyc chuyén mon cua nhan vién 92,59 4,49
y té
Nhan vién y té c6 10i néi, thdi do, giao tiép diing muc 90,48 4,48
Nhan vién phuc vu c6 1oi ndi, thdi do, giao tiép
. 94,44 4,43
ding muc
Puoc nhan vién y té ton tron , ddi xtr cong ban , quan
: y ong g bang, q 92.86 456

tam, gidp do

Pa s6 NB déu rat hai 1ong vé ning luc chuyén mon, cling nhu thdi do cia
nhan vién BVDC2.4, v6i mirc hai long déu > 90%.

Bang 7. Su hai 1ong cua NB vé két qua cung cép dich vu.

. Hai long 2
Noi dung biém
(%)

Két qua cung cip dich vu 87,50 4,41
Két qua kham bénh da dap tng d ¢ "
< € qu\a am bénh da dap ung dugc nguyen vong cua 86.51 4.42
Ong/Ba
Cic héa don, phiéu thu, don thube va két qua kham bénh
duoc cung cap day du, rd rang, minh bach va duogc giai 89,68 4,36
thich néu c6 thic méc
Dénh gid mirc do tin twdng vé chét luong, dich vu y té 84,92 4,40
Pénh gid mirc do hai long vé gid ca dich vu y té 88,89 4,48

Dénh gid chung vé két qua cung cap dich vu, ty 1& hai long dat 87,50%
(trong duong 4,41 diém).
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Bang 8. Sy dap ing ctia Bénh vién so véi mong dgi cua NB.

R o Ty 1€ trung binh
So NB Ty 1€

Pap wrng so véi mong doi dap ung so v6i mong doi

%
() (%) (%)
< 40% 1 0,80
41 - 60% 3 2,38
86,75
61 - 80% 12 9,52
81 - 100% 110 87,30
Tong 126 100

Ty 1& NB cho ring Bénh vién da ddp ung duoc 80% so v6i mong doi tro 1én
chiém 87,3% (110/126 NB). Tinh trung binh mic mong dot dd dwoc dép tng
la 86,75%.

Bang 9. Mot s yéu t6 lién quan dén sy hai long ctia NB.

Yéu t6 S6 NB (n) Piém p

<30 56 4,35

Tudi 31-40 67 4,37 > 0,05
> 40 3 4,38
Nam 113 4,36

Gidi tinh > 0,05
N 13 4,39
. Lyc lugng vii trang 107 4,36

Nghé nghiép > 0,05
Dan su 19 4,42

Chua tim thdy mdi lién quan gitra su hai 1ong ctia NB véi cdc yéu td tudi, gidi
tinh va nghé nghiép (p > 0,05).
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BAN LUAN

* Pic diem cua doi twong nghién ciru:

Véi dac thu nhiém vu va dia ban
cong tic tai phdi bd Nam Sudan, d6i
tuong kham chira bénh cua BVDC2.4
1a lyc luong quan doi, canh séat va cac
nhan vién LHQ khic nén d6 tudi
thuong tré¢ va ty I¢ ntt tham gia luc
lugng gin gilt hoa binh cua céc don vi,
nudc cu quan theo quy dinh cua LHQ
1a khoang 10 - 12%. Diéu d6 giai thich
cho dic diém cua dbi twong nghién ctru
trong khao st nay 1a da s6 NB < 40
tudi, chiém 97,61%, ty 1& nir 1la
10,32%. C6 84,92% thudc luc lugng
vl trang.

* S hai long chung cua NB:

Két qua & bang 2 cho thdy su hai
long cia NB vé& tit ca cdc mit cla
BVDC2.4 la 86,54%, diém trung binh
la 4,36. Ty 1¢ hai long chung cua
ching t6i cao hon so vdi tic gia Cao
Lap Duc, T6 Gia Kién ndm 2018
(86,54% so voi 41,2%) [2].

Trong d6é, duoc NB déanh gid cao
nhit 1a thdi do ung xu, ning luc
chuyén mén cia nhin vién y té
BVDC2.4 (92,59%). Day chinh la sy
phan hdi rat tich cuc, thé hién dugc
trinh d§ chuyén moén cao, tinh chuyén
nghiép cua bénh vién Viét Nam tham
gia lyc lugng gin gilr hoa binh LHQ tai
Nam Sudan.
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* Mirc do hai long cua NB theo cdc
noi dung:

Su hai long chung cua NB véi bénh
vién déu dat két qua tot, da sb trén
85%. Vi 80,56% hai long vé ndi dung
vé co sO vat chit va phuong tién phuc
vu ngudi bénh, bénh vién can tiép tuc
phai cai thién hon nira. Mot phan do
diéu kién chién sy, tinh hinh chinh trj
bat 6n va diéu kién da chién tai phdi
bo; thoi tiét khic nghiét, khé khin
trong di chuyén va thiéu thdn vé ngudn
bd sung dd anh huéng phin nao dén
chit luong phuc vu cua bénh vién.
Cu thé:

- Kha ning tiép can: Nghién ciu
niam 2006 tai Hoa Binh di cho két qua
diém trung binh la 3,84 va 3,95 [3].
Két qua cuia ching tdi dat mic 85,56%
(diém trung binh 12 4,37).

BVDC2.4 tiép d6n, hudng din NB
rat cu thé, ti mi nhdm giip NB cam
thdy thoai mdi nhat, ro rang nhat va
ludn tim cdch khic phuc khé khian dé
NB dén kham duoc tiép can voi cic
dich vu mot cdch tét nhat. Bénh vién
dugc dat tai vi tri trung tdm, khodng
cach va vi tri céng vao rat thuan tién
cho viéc di chuyén tir cdc don vi. Céc
16i di trong bénh vién dugc bao tri
thudng xuyén, bang phang va dé di lai
cho NB. Tuy nhién véi yéu td nhu:
Viéc thiéu cdc so do, thiéu cdc bang
chi dan 12 mét ton tai, va diéu d6 cling
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khién ty 1¢ hai long cia NB trong noi
dung kha ning tiép cén con thip
(70,64% va 75,40%).

- Su minh bach thong tin va thu tuc
khdm bénh, diéu tri: Pat mic cao véi
viec BVDC2.4 1udn cong khai, c6 quy
trinh o rang tir lic phan loai, dén tiép,
huéng dan, khdm va lam cic xét
nghiém. Bénh vién ludn duy tri tét quy
ché hoat dong chuyén mon, duy tri tot
kip truc va cdc doi y té chuyén biét.
Dic biét tic phong lam viéc khéan
truong, khong dé NB phai cho doi 14u;
trong d6 viéc phan loai, phan ludng
NB dugc 1am rat bai ban, c6 hiéu qua
nham ¢ su uvu tién cao nhat véi cac
NB ning, cip ctru hay mic cdc bénh
truyén nhiém.

Viéc sip xép tht ty uwu tién khi
kham va lam xét nghiém cling nhu su
d6n tiép niém no, nhiét tinh cta nhin
vién y té 1a 2 yéu t6 duoc NB dénh gid
cao nhét (96,03% va 94,44%). Nghién
ciu ciia Tran Vin Dan, Truong Viét
Diing (2020) cho thdy NB it hai long
vé thoi gian cho, chi 55,7% [4]. Chung
t6i dang tiép tuc khic phuc viéc 1am
cho quy trinh kham bénh dugc dé hiéu
hon nita trong thoi gian téi.

- Co s& vat chat va phuong tién
phuc vu NB: BYDC2.4 hoat dong tai
Nam Sudan trong diéu kién da chién,
tinh hinh chinh trj bat 6n, nguy co
xung dot cao; thoi tiét khéc nghiét tai

dia ban déng quin gdy khé khan rat
16n dén viéc bdo dam co s& vat chét
cho hoat dong y té, ddc biét 1a rat nhiéu
khu nha, khu vé sinh bi xuéng cap theo
thoi gian. Cling vi vdy ma vi¢c duy tu,
bao dudng trang bi, mdy méc y té ciing
gip rat nhidu khé khin. Khudn vién
bénh vién ludn sach s€, ngan nép
nhung con thiéu nhiéu ciy xanh; san
bénh vién ludn dugc lau thuong xuyén
nhung khong thé tranh khoi ban, bui
(do thoi tiét nang néng, bui vio mia
kho va ban, ldy 16i vio mia mua).
Chinh vi vay day la ndi dung lam NB
khong hai long nhﬁt, chi dat 80,56%,
trong d6 nha v¢ sinh thuan tién, sach sé
chi dat & mtrc 72,22%. Pay ciing la ndi
dung duogc danh gid thip nhat ma Tran
Vin Dan da cong bd [4].

Trong nhi¢m ky, ching td6i da linh
hoat, tan dung cédc vat licu dé tao méi
dugc 01 phong khdm san khoa riéng va
2 phong tu van chuyén biét. Thyuc hién
ding quy dinh cia Bo Y Té Viét Nam
va LHQ khi kham cho NB, nhét 1a khi
NB la nir giéi. Vi vay ludn bdo dam
dugc sy riéng tu khi khdm, chyp va
lam thu thuat (96,03%).

- Thai do Umg xu, nang luc chuyén
mon cta nhin vién y té: véi 92,59%
va diém trung binh dat 4,49, thi day la
ndi dung ma bénh vién dugc cac
nhén vién LHQ danh gid cao nhit. So
sanh voi céc tdc gia Tran Van Dan,
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Truong Viét Diing thi nghién ctu cua
chiung t61 cao hon (92,59% so voi1
57.6%) [4]. Trén thuc té, chiing toi
nhan dugc rat nhiu 16i khen ngoi, thu
cam on, danh gia cao tur cic don vi, tu
chi huy phan khu cling nhu chi huy
phéi bo vé thdi do, sy niém nd trong
giao tiép, muc do nhiét tinh va than
thién cua cdc y bac sy Viét Nam khi
tham gia lyc luong gin gitt Hoa binh
LHQ. D6 ciing 1a mot trong nhiéu yéu
t6 tao nén thuong hiéu Bénh vién Da
chién Viét Nam tai Nam Sudan.

- Két qua cung cip dich vu: Puoc
danh gid rat cao, khi BVDC2.4 ludn
lam chuan cong tic héa don, cong tic
hanh chinh, nhanh gon va thuan lgi cho
NB. Pong thoi, NB luén nhan duoc sy
huéng dan tan tinh vé phiéu thudc,
cach sir dung thude va ché do ti kham.
So véi tac gia Tran Vin Dan [6] véi ty
1¢ hai long vé chat luong dich vu la:
42% va He X (2018) [5] véi diém
trung binh 1a 3,71 thi két qua cua
ching t6i 12 cao hon. Két qua nay ciing
tuong duong voi nghién clru cua Jena
S va Gupta M. (2018) khi c6 87,28%
NB hai long véi dich vu y té duoc
cung cp [6].

- bap tng duoc bao nhiéu % so véi
mong doi: Tuong tu tic gia Cao Lap
Duc voi ty 1€ 1a 83,5% so voi mong
doi cua NB [2], BVDC2.4 Viét Nam
tai Nam Sudan da dap ung duoc
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86,75% so voi mong doi cua NB trude
khi diéu tri.

* Tim hiéu yéu 16 lién quan dén sur
hai long cua NB:

Theo mét sé nghién ctu trude day
thi mot s6 yéu té c6 thé duoc xem xét
c6 anh huong dén sy hai long cia NB,
tir 46 dua ra cdc bién phdp cu thé hon.
Dé phit hop voi hoat dong thuc té cua
BVDC2.4, ching t6i dua ra ba yéu td
la tudi, giéi tinh va nghé nghiép dé
diéu tra. Két qua cho thdy nhimg yéu
t6 nay khong c6 sy lién quan dén sy
hai long cua NB.

Két qua ndy cta ching tdi c6 su
khac biét vo1 nghién ctru cua Cao Lap
Duc, To Gia Kién (2018) khi tac gia
nhan thdy mdi lién quan gira sy hai
1ong chung véi s6 1an khdm, tén phong
kham [2] va cua tic gia Tran Van Dan
thi cdc yéu t6 lién quan dén hai long
khong giéng nhau thy theo tudi, gidi
tinh, tinh trang dugc BHYT thanh toan
va c¢6 kha nang chi tra vién phi hay
phai vay no cua NB [4].

Tuy c6 nghién ctru cong b rang van
dé giao tiép c6 lién quan téi mic do
hai long [6]. Nhung chung t61 khong
gip khé khan trong van dé& giao tiép
nay. Toan bd nhin vién BVDC2.4 déu
da duoc huin luyén tdt vé Tiéng Anh,
vé van héa giao tiép trong méi trudng
da vin héa ciia LHQ. Diéu nay da gitip
ching t6i tao sy than thién, tao dugc
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nhitng 4n tugng tot dep vé nhiing
ngudi linh cu HY, nhitng ngudi linh mi
noi xanh Viét Nam trong mat ban be
qudc té, gitp chiing t6i hoan thanh tot
hon trong céng viéc chuyén mon y té.

KET LUAN

Ty 1€ hai long cua NB ngoai tra la
86,54% va dap ung duogc 86,75% so
v6éi mong doi cua NB.

Chua thdy mbi lién quan giira tuoi,
gidi tinh, nghé nghiép dén su hai long
cua NB.
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NHAN XET NONG PQ PAY CUA TACROLIMUS THANG THU 12
O NGUOI BENH GHEP THAN TAI BENH VIEN QUAN Y 103

Keovithoun Viboun'", Nguyén Trung Kién"’
Ha Thiém Déng’, Lé Vigt Thing"’
Tém tit
Muc tiéu: Khao sat néng d6 day Tacrolimus (TAC) tai thang thir 12 & nguoi
bénh ghép than tai Bénh vién Quan y 103. Phuwong phdp nghién cuu: Nghién
clru quan sat, tién ctru trén 87 bénh nhin (BN) ghép than tir ngudi hién sdng,
duoc theo doi 12 thang sau ghép tai Khoa Than - Loc méu, Bénh vién Quan y
103 tir thang 02 - 12/2022. Két qud: 55,2% BN sir dung licu TAC tir 0,1 - 0,2
mg/kg/ngay, khong c6 BN nao ding qud 0,2 mg/kg/ngay. Ty 18 BN c6 nong do
day TAC (Cy) dat muc khuyén cdo la 62,1%; ty 1€ BN c6 Cj dudi va trén mic
khuyén cdo chiém 1an luot 20,7% va 17,2%. Gi4 tri trung vi cia TAC C, 12 6,5
ng/mL. Khong c6 sy khic biét vé murc loc cau than trung binh gifra 3 nhém c6
nong d6 C, ctia TAC thap hon khuyén céo, dat theo khuyén cdo va cao hon ndng
d6 khuyén céo. Két lugn: Pa sb cic BN ghép than tai thoi diém 12 thang sau
ghép str dung liéu TAC tir 0,1 - 0,2 mg/kg/ngay, ty 1é dat ndng d6 TAC C, theo
khuyén cdo 12 62,1%.
Twr khoéa: Tacrolimus, C,, ghép than.

REMARK ON THE TACROLIMUS TROUGH CONCENTRATION
AT THE 12" MONTH IN KIDNEY TRANSPLANT PATIENTS
AT MILITARY HOSPITAL 103

Abstract

Objectives: To investigate the Tacrolimus trough concentration at the 12"
month in kidney transplant patients at Military Hospital 103. Methods: An
observational, prospective study was conducted on 87 kidney transplant patients
from living donors, followed up for 12 months post-transplant at Nephrology and

"Hoc vién Quén y
*Bénh vién Quén y 103
*Bénh vién Pa khoa tinh Bic Kan
*Tac gia lién hé: Keovithoun Vibounmy
Ngay nhan bai: 25/4/2023
Ngay dugc chip nhan ding: 12/6/2023
http://doi.org/10.56535/jmpm.v48i6.359
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Hemodialysis Department, Military Hospital 103, from February 2022 to
December 2022. Results: 55.2% of patients used a TAC dose from
0.1 - 0.2 mg/kg/day, and no patient used more than 0.2 mg/kg/day. The
proportion of patients with TAC trough concentration (C,) reaching the
62.1%; with C, below and
recommended level accounted for 20.7% and 17.2%, respectively. The median

recommended level was those above the
value of TAC C, was 6.5 ng/mL. There was no difference in mean glomerular
filtration rate between the three groups with TAC C, levels lower, within and
higher than recommendations. Conclusion: Most kidney transplant patients at 12

months post-transplant used a TAC dose from 0.1 - 0.2 mg/kg/day. The rate of

reaching the recommended TAC C, concentration was 62.1%.

Keywords: Tacrolimus, C,, kidney transplants.

PAT VAN PE

Ghép than 1a phuong phdp diéu tri
tdi wu cho BN bénh than man tinh giai
doan cubi [1, 2, 3]. Nguoi bénh sau
ghép than phai st dung thudc chéng
thai ghép subt doi dé trdnh hién tuong
thai ghép than. Phac do diéu tri chng
thai ghép dugc diung phd bién theo
khuyén cdo cua Hoi Ghép tang Thé
gidi gom 3 loai thude phéi hop: Thube
rc ché calcineurin, thudc khang
chuyén héa va corticosteroid, trong dé
thudc we ché calcineurin can duoc dinh
ky dinh luong dé x4c dinh nong do ddy
(Co) [4, 5].

O BN sau ghép than c6 thé c6 mot
s6 bién ¢6 lién quan dén st dung thude
chdéng thai ghép nhu giam chtc ning
than ghép, ton thuong than ghép, dai
thio duong méi mic sau ghép, ting
huyét dp... Vi viy, dua theo khuyén

cdo, mdi BN s& duoc duy tri ndng dod
thudc hop 1y nham han ché tinh trang
thai ghép ciing nhu ngd doc thude [6].
Trén thé giéi dd c6 nhidu nghién ctu
danh gid néng do thudc Tacrolimus,
trong tic thudc va cdc bién cd xuit
hién sau ghép [7, 8]. Ching toi tién
hanh nghién ciru nay nham: Khdo sdt
néng dé Tacrolimus tai thoi diém 12
thang sau ghép o BN ghép than tai
Bénh vien Quan y 103.

POI TUONG VA PHUONG PHAP
NGHIEN CUU

1. Poi twong nghién ciru

* Poi twong nghién ciru: 87 BN da
ghép than, duoc theo doi va diéu tri
chdng thai ghép tai Khoa Than - Loc
mau, Bénh vién Quan y 103 tu thang
02 - 12/2022.
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* Tiéu chudn lva chon

- BN da duoc ghép véi thoi gian it
nhat 12 thang

- Pang st dung phic d6 thudc
chéng thai ghép gdém: Tacrolimus,
mycophenolate mofetil va Corticosteroid.

- Khong doi phic dd diéu tri trong
sudt thoi gian nghién ctu.

- BN dong y tham gia nghién ctru.

* Tiéu chuan loai triv:

- BN mic mot s6 bénh ly: Bénh dai
thdo duong; Lupus ban d6 hé thong;
viém gan man tinh hodc ton thuong
gan (tang emzyme gan GOT, GPT).

- BN viém nhiém ning nhu viém
phoi, nhiém khuan huyét... tai thoi
diém nghién cuu.

- BN khong dbéng y cho sir
dung/tham gia nghién cuu.

2. Phwong phap nghién ctru

* Thiét ké nghién ciru: Nghién ctru
tién ctru, quan sat.

* Thoi gian, dia diém nghién ciru:

- Thoi gian thyc hién nghién cuu:
Tur thang 02 - 12/2022.

- Pja diém nghién ctru: Khoa Than -
Loc mdu, Bénh vién Quan y 103.

* Noi dung va chi sé nghién ciru

Tat ca BN dén thoi diém 12 thdng
sau ghép dugc dénh gia.
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- Tubi/giéi tinh.

- Liéu Tacrolimus.

-N 6ng do C, cua Tacrolimus.

- Xac dinh né)ng do C, cua Tacrolimus.

- Phan tich mdi lién quan C, cia
Tacrolimus vo1 murc 1oc cau than .

* Phuong phdp, kj thudt, tiéu chudn
sw dung trong nghién ciru:

- Binh lugng néng do C, cua TAC:

+ BN udng TAC vao 8 gio va 20 gid
ngay hom trudc.

+ BN nhin #n vao budi sing ngay di
kham.

+ Lay méu tinh mach liic d6i (8 gid
sdng) dé 1am xét nghiém.

. Dinh luong néng do TAC trén mdy
ARCHTECT c¢il16200 tai Khoa Sinh
hod, Bénh vién Quan y 103 theo quy
trinh va huéng dan ctia nha san xuat.

. Pon vi tinh: ng/mL.

. Nong d6 dat khuyén cdo theo Hoi
Ghép tang Thé gidi: 5 - 8 ng/mL (tai
thoi diém 12 thang sau ghép).

. Mtic loc ciu than duogc tinh theo
cong thtrc EPI-CKD Creatinine 2021.

* Xip Iy s6 liéu: SO liéu duoc xur 1y
bing phan mém SPSS phién ban 22.0
cua IBM. So sanh trung binh cua 2
nhém doc 14p bang student T-test va
ciia nhiéu hon 2 nhém doc lap bang
ANOVA test (d6i v6i bién sb tuan theo
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phan phbi chuan). So sanh trung binh
ciia nhiéu hon 2 nhém doc ldp bang
Kruskal-Wallis test (d6i véi bién sb
khong tudn theo phan phdi chuan).
Su khdc biét c6 ¥ nghia théng ké khi
p <0,05.

3. Pao dic nghién cuu: bay Ia
nghién ctru mo ta, khong c6 can thi€p.
Nghién ctru khoéng vi pham cic van dé
vé dao duc. Tat ca d6i tugng nghién
ctu déu tu nguyén tham gia vao
nghién ctru sau khi dugc tu van day du.

KET QUA NGHIEN CUU

Bang 1. Dic diém tudi ciia BN nghién ctru.

Nhém tudi S6 BN (n) Ty 18 (%)
<30 19 21,8
>40 - < 40 41 47,1
>40 - <50 17 19,5
>50 - <60 9,2
> 60 2 2,3
Tuoi trung binh (nim) 37,02 +9,97

BN ghép than c6 tudi trung binh 12 37. Phin b chu yéu ¢ tudi trung nién, véi
66,6% BN c6 tudi tir 30 - 50 tudi, chi ¢6 2,3% BN c6 tudi tir 60 trd 1én.

= Nam

= Nt

Hinh 1. Dic diém gidi tinh BN nghién ctu.

Nam gidi chiém chii yéu trong nhém BN ghép than, ty 1¢ nam/nir 1a 3,6.
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Bang 2. Dic diém liéu thudc Tacrolimus & nhém BN nghién ctru.

Pic diém lidu thudc Tacrolimus S6 BN (n) Ty 18 (%)
< 0,1 mg/kg/24 gid 39 44.8
0,1 - 0,2 mg/kg/24 gid 48 55,2
Trung binh (mg/kg/24 gio) 0,1 (0,05-0,12)
Thap nhit - cao nhat (mg/kg/24 gid) 0,03-0,18

Liéu TAC 0,1 - 0,2 mg/kg cin niang/ngay chiém ty 1& cao nhat (55,2%).
Khong ¢6 BN nao sir dung liéu cao hon 0,3 mg/kg/ngay.

Bang 3. Dic diém ndng d6 C, thudc Tacrolimus.

Pic diém nong do C, cia Tacrolimus S6 BN (n) Ty 1€ (%)
Thap hon liéu khuyén cdo (< 5 ng/mL) 18 20,7
Pat liéu khuyén cdo (5 - 8 ng/mL) 54 62,1
Cao hon liéu khuyén cdo (> 8 ng/mL) 15 17,2
Trung vi lidu (ng/mL) 6,5 (5,3 -7,7)

Thap nhit - Cao nhat (ng/mL) 3,2-122

Gid tri trung vi ndng d6 C, ctia TAC 1a 6,5 ng/mL. Ty 1¢ BN ¢6 nong do C,
ctiia TAC dat theo khuyén cdo tir 5 - 8 ng/mL chiém 62,1%. Ty 1& BN c6 nong do
C, ciia TAC du6i mirc khuyén cédo 1a 20,7%. 17,2% s6 BN c6 nong do C, cua
TAC cao hon khuyén cdo.

Bang 4. Lién quan gitra néng dd C, cua Tacrolimus v&i muc loc cau than
tai thoi diém 12 théng.

Pic diém nong do C, n Miic loc ciu thin D
cua Tacrolimus (mL/phut)
< 5ng/mL (1) 18 80,7 £ 15,23
5-8ng/mL (2) 54 80,49 + 14,71 > 0,05
> 8 ng/mL (3) 15 83,26 £ 21,22

Khong c6 su khac biét vé murc loc cau than trung binh gitta 3 nhém c6 néng
do Cy cua TAC thap hon khuyén céo, dat theo khuyén cdo va cao hon khuyén céo
(p > 0,05).
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BAN LUAN

D6 tudi trung binh trong nghién ctu
cua chuing t6i 1a 37,02 + 9,97 (Bang 1),
phan bd cic lta tudi khong dong déu,
chu yéu gip BN ¢ do tudi lao dong tir
30 - 40 tudi, chiém 47,1%. Két qua nay
tvong dong v6i nghién ciu cua
Nguyén Manh Tuéng nim 2018 (tudi
trung binh 1a 42,41 + 11,18) [9] nhung
thap hon nghién ciru ciia Gaynor JJ va
cs (tudi trung binh 1a 49,3 + 13,3) [10].
Su khic biét nay 1a do tudi ciia BN
ghép than phu thudc vao nguyén nhan
gay suy than, tai Vi¢t Nam, nguyén
nhan giy suy than cha yéu do bénh cau
thin nguyén phat thuong xuat hién
sém, con & nudc ngoai ty 1¢ ting huyét
ap (THA) va dai thdo duong (DTD)
gy suy than nhiéu hon. Cic BN DTD
va THA c¢6 thoi gian mac bénh thudng
& tudi trung nién, dién bién bénh s&
gdy ton thuong than va suy than trung
binh khoang 5 nim, din dén suy than
giai doan cudi trung binh 12 10 nam.

Két qua ciia biéu d6 1 cho thay c6
78,2% BN la nam gigi. Ty 1€ gidi tinh
cua cdc nghién clru khd twong duong
nhau véi sd lugng BN nam 16n hon,
gap tir 1,5 - 2 1an s6 lugng BN nit, nhu
trong nghién ctru cia Nguyén Manh
Tudng [9] ty 1€ BN nam la 68,11%;
cua Gaynor JJ va CS [10] ty 1¢ BN
nam la 69,7%. Nhu vay, c6 su tuong
ddng vé ty 1& nam/nit & BN ghép than
gilta cdc nghién ctru va phu hgp véi

dac diém ty 1¢ BN nam mic bénh than
nhiéu hon BN nit.

Theo bang 2, chi ¢6 55,2% BN su
dung liéu tr 0,1 - 0,2 mg/kg/24 gid,
con lai 44,8% BN su dung lidu thip
hon 0,1 mg/kg/24 gid va khong ghi
nhan tredng hop nao st dung lidu cao
hon 0,1 mg/kg/24 gid. V6i mire lidu tai
12 thdng sau ghép nhu vay 1a hop ly vi
kha nang thai ghép cép tinh xay ra sau
khoang 1 nam sau ghép la thép. Néu sir
dung liéu cao hon 0,2 mg/kg/24 gio &
thoi diém nay dé gay ngo doc cho than
ghép, 1am anh huéng dén chirc ning
than ghép.

Két qua nghién ctru ctia ching toi
cho thay chi ¢6 62,1% BN c6 nong do
ddy cua TAC dat theo khuyén cdo 1a tir
5,0 - 8,0 ng/mL, con lai 20,7% BN cé
néng do day cia TAC thiap hon va
17,2% BN c¢6 nong do ddy cao hon
khuyén cdo (Bdng 3). Nhu viy, ty 18
BN c6 ndng d6 khong dat lidu khuyén
cdo con kha cao (37,9%), dac biét
nhém BN c¢6 nong d6 cao hon khuyén
cdo dé c6 nguy co doc than man tinh
dan dén giam chic than & giai doan
tiép theo. Piéu ndy goi y cdc thdy
thudc 1am sang can phai chinh lai lidu
phtu hop hon cho BN, dac biét tranh xu
huéng dé duy tri ndng do cao giy ngd
doc than ghép. Theo Ho1 Ghép tang
Thé gisi [5], liu thudoc TAC dugc
khuyén cdo nhu sau: Trudc ghép, liéu dan
nhap TAC tr 0,1 - 0,15 mg/kg/24 gio,
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sau ghép, trong 3 thing diu ciing
nhu cdc thang sau, ding liéu 0,1 -
0,2 mg/kg/24 gid tuy timg BN dé duy
tri néng d6 ddy nhu sau: Tt O - 3 thing
dau sau ghép: 10,0 - 12,0 ng/mL, tir 3 -
12 thang sau ghép: 8,0 - 10,0 ng/mL va
tr 12 thang tro 1én: 5,0 - 8,0 ng/mL. Ly
giai cho viéc duy tri lidu nay boi mdi
BN c¢6 chuyén hod thudc khéc nhau va
viéc duy tri ndng do ddy C, nhu trén
dam bdo than khong bi thai loai va
cling khong bi doc than, cling nhu it
tdc dung phu nhat. Hién nay, viéc diéu
tri cdc thude tre ché mién dich dugc cd
thé héa liéu diéu tri theo ddp Ung cia
tirng BN. Vi vay, dbi voi cdc BN st
dung lidu cia TAC thip hon khuyén
cdo can phai dugc theo doi sat ndng do
ddy Co ctia TAC dé kip thoi diéu chinh
liéu TAC cho phit hop.

Hién nay da c6 nhiéu nghién ciru
danh gid mbi lién quan giita nong do
TAC va mtrc loc ciu thén, cdc két qua
nghién ctru déu cho thdy mdi lién quan
¢6 ¥ nghia gitta ndng d6 TAC va mirc
loc cau than cua than ghép [8, 10]. Tuy
nhién, két qua nghién ctru trong bang 4
cia chdng toi cho thdy khong cé su
khéc biét ¢6 ¥ nghia vé muc loc ciu
than trung binh giita 3 nhém c6 ndng
d6 C, ctia TAC thap hon khuyén cio,
dat theo khuyén cdo va cao hon
khuyén cdo (p > 0,05). S¢ di nhu vay,
c6 thé do s6 luong BN nghién ctru cta
ching t6i khong nhiéu nén chua cé du
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dd manh vé mutc do théng ké. Nhiéu
nghién ctru tién hanh trén BN ghép
than da cho thiy, tai thoi diém < 12
thang sau ghép, BN thuong cé nguy co
thai ghép cao hon giai doan mudn;
trong khi d6, tai thoi diém > 12 thing
sau ghép, ty 1¢ thai ghép thuong thap
hon nhung ty 1& nhiém doc voi thude
{rc ché calcineurin lai cao hon do tic
dong tich lily doc cua thudc nay. Do
vdy, cdc nha 1am sang can theo doi sdt
su bién dbi chirc nang than (thong qua
muc loc cau than) dé chinh liéu cho
phit hop, gitp han ché cic nguy co
khong mong mudn x4y ra.

KET LUAN

Qua nghién ctu vé ndng do
Tacrolimus tai thoi diém 12 thdng sau
ghép & BN ghép than tai Bénh vién
Quan y 103, ching t5i thiy:

- Liéu TAC thuong dung 1a 0,1 -
0,2 mg/kg/24 gid (52,2%), khong c6 BN
nao st dung lidu > 0,2 mg/kg/24 gid.

- Ty 1&¢ BN c6 nong d6 Cy cia TAC
dat mac khuyén cdo 1a 62,1%, c6
37.9% khong trong muc ndng do
khuyén cdo, trong d6 17,2% BN c6
noéng d6 C, cao hon khuyén cdo. Trung
vi ndng do Cy ctia TAC 12 6,5ng/mL.

- Chua thay su khdc biét vé muc loc
cAu than trung binh giita 3 nhém c6
néng do C, cua TAC khac nhau
(p > 0,05).
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TINH TRANG TON THUONG THAN KINH
TRONG BENH GIAM AP CAP TiNH THE THAN KINH

Tran Vin Cwong"', Luu Vin Lé', Cao Hong Phiic’
Tém tit
Mouc tiéu: Mb ta dic diém 1am sang va ton thuong than kinh cta bénh giam dp
cap tinh thé than kinh. Phwong phdp nghién ciru: Nghién ciru md ta cit ngang
hdi ctru trén 31 bénh nhan (BN) giam 4p cip tinh thé than kinh, cdc chi s6 nghién
ctru gdm: Tinh trang khoi phat, tridu chimg 14m sang ngoai than kinh, rdi loan ¥
thirc, tién dinh, van dong, cam gidc, co vong. Két qud: Pa s6 BN khoi phdt bénh
trong vong 10 - 59 phit sau khi két thiic cudc 1an (77,42%). Thoi gian khoi phat
trung binh 12 20,77 + 16,22 phit. Triéu chirmg dau tién 12 t& bi (58,06%), yéu chi
(74,19%), bi ticu (35,48%). Cac triéu ching 1am sang ngoai than kinh gdom réi
loan huyét ap (25,81%), roi loan nhip tim (32,26%), chuéng bung (19,35%). Cac
t6n thuong than kinh gdm: 12,91% BN c¢6 réi loan ¥ thic (3,23% hon mé, 9,68%
lo mo); 6,45% BN rdi loan tién dinh; 83,87% BN liét ¢ chan, ty 1& stc co 0 - 1/5
dao dong tur 16,13 - 22,58%; ty 1€ roi loan cam giac 1a 77,42%; c6 70,97% bi roi
loan co vong. Két lugn: Thoi gian khoi phét bénh tir 10 - 59 phiit v6i triéu ching
12 t& bi, yéu chi va bi tiéu. Ton thuong than kinh chu yéu 12 hoi chimg ha liét.

Tir khéa: Bénh giam 4p cip tinh; Ton thuong than kinh.

NEUROLOGIC INJURIES
IN NEUROLOGICAL DECOMPRESSION SICKNESS

Abstract

Objectives: To describe the clinical characteristics and neurologic injuries in
neurological decompression sickness. Methods: A retrospective cross-sectional
description of 31 patients with neurological decompression sickness, research
indexes: Onset status, general clinical symptoms; conscious, vestibular, movement,

"Bénh vién Quan y 87, Téng cuc Hau cin
*Hoc vién Quén y
*Téc gia lién hé: Tran Vin Cudng (tranvancuongs10@gmail.com)
Ngay nhén bai: 13/6/2023
Ngay duwge chip nhan ding: 25/7/2023
http://doi.org/10.56535/jmpm.v48i6.403
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sensory disorders, and perineum sphincter dysfunctions. Results: The majority of
patients had onset within 10 - 59 minutes after diving (77.42%). The mean onset
time was 20.77 = 16.22 minutes. The first symptom was paresthesia (58.06%),
limb weakness/paralysis (74.19%), and perineum sphincter spasm (35.48%).
General clinical symptoms included blood pressure disorder (25.81%),
arrhythmia (32.26%), and abdominal distension (19.35%). The neurological
damage was: 12.91% conscious disorder (3.23% coma, 9.68% confusion); 6.45%
vestibular disorder; 83.87% leg2 paralysis, muscle strength score 0-1/5 ranged
from 16.13% - 22.58%; 77.42% sensory disturbances; 70.97% perineum sphincter
spasm. Conclusion: The onset time of the neurological decompression sickness
was 10 - 59 minutes, with symptoms of paresthesia, limb weakness/paralysis, and

perineum sphincter spasm. Neurological damage was mainly paraplegia.

Keywords: Decompression sickness; Neurological damage.

PAT VAN PE

Bénh giam 4p 1a mot roi loan bénh
1y lién quan téi sy xudt hién cua cdc
béng khi trong mdu, dich thé va mé.
Cic béng khi gy rdi loan than kinh,
tim mach, ho hép, van dong... lam
xudt hién cdc triéu ching trén 1am sang
[1]. Bénh giam 4p dugc phan chia
thanh 2 typ bénh: Typ I va typ IL.
Trong d6, typ II 1a thé bénh khé diéu
tri, ¢6 nguy co tr vong va/hodc dé lai
di chimg sudt doi. Bénh giam 4p thé
than kinh 12 mot trong cac thé bénh cua
typ I Tinh trang di chimg ciia thé than
kinh c6 thé 12 mat stc lao dong vinh
vién va/hodc phu thudc sinh hoat nho
vao nguoi khic. Do d6, chan dodn
som, kip thoi ¢6 ¥y nghia quan trong
gitp giam ty 1¢ di chtrng cho BN [2].

Cho dén nay, chi c6 bang 1am sang
pho bién cua bénh giam 4p néi chung
va mot sb lugng han ché nghién ctru
mod ta triéu chung cua bénh giam 4p
thé than kinh néi riéng. Dankner R.
cho biét triéu chimg than kinh thudng
xudt hién sau 10 phit ké tir khi két thuc
cudc 1an [3]. Blatteau (2011) nhan thay
cic tridu chimg nghiém trong gom réi
loan cam gidc, van dong va r6i loan co
vong lién quan t&i két qua hodi phuc
kém & BN giam 4p thé than kinh [4].
Tai Viét Nam, tic gia Ngo6 Van Hau
(2014), Cao Hong Phic (2019) nghién
ctru chi tiét bénh giam 4p chung [5, 6],
chua c6 tdc gia ndo nghién ciru chi tiét
vé bénh giam 4p than kinh va cic triéu
chtng ctia né. Vi vay, viéc chan dodn
som tai Viét Nam con gap nhiéu khé
khan. Xuat phét tir thuc té d6, ching
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t6i thuc hién dé tai ndy nhim: Mo td
ddc diém lam sang ciia bénh giam dp
cap tinh thé than kinh.

POI TUQONG VA PHUONG PHAP
NGHIEN CUU

1. Pdi twong nghién ciru

* Poi twong nghién ciu: 31 BN
giam 4p cap tinh thé than kinh dugc
di€u tri tai Bénh vién Quan y 87/Tong
cuc Hau can, tr thang 01/2020 -
12/2022.

* Tiéu chudn lya chon:

- Chén doén xdc dinh bénh giam dp
cap tinh (theo [1]).

+ Tién st 1an > 12,5 mét;

+ Thot gian 1dn > 30 phut;

+ Tho bang khong khi nén hoic céc
hon hop khi c6 khi tro.

- C6 it nhit mét trong cac tri¢u
chiing sau: Roi loan y thtrc, r61 loan
van dong, roi loan cadm gidc, roi loan
co vong va hoi chirng tién dinh.

- Thoi gian mac bénh < 1 tuan.

* Tigu chudn loai trir:

- BN bi bénh giam 4p typ L.

- C6 triéu ching v& phoi.

2. Phwong phap nghién ctru

* Thiét ké nghién ciru: Nghién ctru
mo ta cat ngang hoi ctru.

* C& mdu: St dung phuong phdp
chon mau thuan tién, cd mau toan bo.
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* Chi tiéu nghién cuu va phuong
phdp thu thdp thong tin:

- Thoi gian khoi phat: Tu khi 1én bo
dén khi c6 triéu chimg (phit).

- Triéu chung khoi phéat: Triéu
chimg BN cam thdy 6 & thoi diém
phét bénh gém céc nhém triéu chimg
sau: Ngit, mét, dau ddu, chéng mit,
buodn nodn, khé tho, tic nguc, dau khop,
t& bi, yéu chi thé va bi tiéu.

- Triéu ching 1am sang ngoai than
kinh gom: Réi loan huyét dp (ting
hodc giam huyét dp), rdi loan nhip tim
(nhip tim nhanh hodac ch@m hoac céic
r6i loan nhip khdc), roi loan hod hép,
ban da, dau khép, chudng bung, phan
ung thanh bung.

- Triéu chtng 14m sang than kinh
gébm: Cdc triéu ching tién dinh, rdi
loan y thuc, stc co tir chi dugc phan
loai thanh 5 mic, theo MRC [7], réi
loan cam giéc tr chi, ri loan co vong.

Phuong phap thu thap thong tin:
Puoc x4c dinh théng qua thu thap
thong tin tir bénh 4n diéu tri.

* Xup Iy $6 lidu:

Cic sb liéu nghién ciru duge xir ly
bang phan mém SPSS 22.0. Két qua
duoc thé hién dudi dang: Gia tri trung
binh (X), do léch chuan (SD),
phan trim (%). So sinh ty 1¢
kiém dinh khi binh phuong
Square Test). Gid tri khac biét
nghia thong ké khi p < 0,05.

ty 1€
dung
(Chi

~

c6y
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KET QUA NGHIEN CUU
1. Pic diém khéi phat

Bang 1. Thoi gian va triéu chiing khoi phét.

Chi tiéu S6 lwgng (n = 31) Ty 18 (%)

Thoi gian khoi phat (phut)

<10 5 16,13
10 - 59 24 77,42

> 60 2 6,45
Trung binh (phut) 20,77 £ 16,22
Tri¢u chirng khoi phét
Ngat 3 9,68
Meét 4 12,90
Dau dau 2 6,45
Choéng mat 5 16,13
Budn ndn, ndn 1 3,23
Khé thd 1 3,23
Pau tlrc nguc 2 6,45
Dau lung 7 22,58
Té bi 18 58,06
Yéu chi 23 74,19
Bi ticu 11 35,48

Pa s6 BN c6 thoi gian khoi phat trong nhém 10 - 59 phiit (77,42%). Thoi gian
khoi phat trung binh 1 20,77 + 16,22 phiit. Triéu chimg khéi phét cha yéu 1a t&
bi (58,06%), yéu chi (74,19%), bi tiéu (35,48%).
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2. Triéu chimg lAm sang ngoai than kinh

Bang 2. Triéu chirmg 1am sang ngoai than kinh.

Triéu ching S6 lwong (n = 31) Ty 18 (%)

Ri loan huyét dp 8 25,81
R6i loan nhip tim 10 32,26
Roi loan hd hép 2 6,45
Ban da 1 3,23
bau khop 0 0
Chudng bung 6 19,35
Phan trng thanh bung 1 3,23

Cic triéu ching 1am sang ngoai than kinh xuat hién nhiéu nhat gém rdi loan
huyét ap (25,81%), roi loan nhip tim (32,26%), chuéng bung (19,35%).

3. Triéu chirng 1Am sang than kinh

Bang 3. Mot sd triéu ching than kinh - co vong.

Triéu ching S6 lwong (n = 31) Ty 18 (%)
R6i loan tién dinh
C6 2 6,45
Khong 29 93,55
Réi loan ¥ thirc
Tinh 27 87,09
Lo mo 3 9,68
Ho6n mé 1 3,23
Roi loan co vong
Khong 9 29,03
C6 22 70,97

C6 6,45% BN xuét hién hoi chiing tién dinh, 3,23% BN hon mé; 9,68% c6 y
thirc 1o mo khi vao vién. Da s6 BN ¢6 16i loan co vong (70,97).
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Bang 4. Dac diém van dong - cam giic tai thoi diém nhap vién.

Tay T Tay P Chan T Chan P
Tri¢u chirng
n (%) n (%) n (%) n (%)
Strc co
0/5 0 (0) 0 (0) 7 (22,58) 5(16,13)
1/5 2 (6,45) 2 (6,45) 6 (19,35) 6 (19,35)
2/5 0 (0) 0 (0) 3(9,68) 3(9,68)
3/5 3 (9,68) 3(9,68) 5(16,13) 8 (25,81)
4/5 1(3,23) 3(3,23) 4 (12,90) 4 (12,90)
5/5 25 (80,65) 23 (74,19) 6 (19,35) 5(16,13)
Tong 31 (100) 31 (100) 31 (100) 31 (100)
Réi loan cam gidc
Binh thuong 30 (96,77) 29 (93,55) 7 (22,58) 8 (25,81)
Giam 1 (3,23) 2 (6,45) 21 (67,74) 20 (64,51)
Mit 0 (0) 0 (0) 3 (9,68) 3(9,68)
Tong 31 (100) 31 (100) 31 (100) 31 (100)

ba phén BN bi liét & chan, sttc co chan trai & mac 0/5 (22,58%), 1/5
(19,35%); strc co chan phai & muc 0/5 (16,13%), 1/5 (19,35%). Phan 16n cdc BN
bi r6i loan cam gidc & chan, chu yéu la giam cam gidc chan trdi (67,74%), chan
phai (64,51%); 3,23% BN bi mAt cam gidc 2 chan.
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BAN LUAN

1. Dic diém khéi phét

Thot gian va triéu ching khoi phat
duge md ta trong bang 1 cho thiy thoi
gian khoi phat chu yéu tir 10 - 59 phuit
(77,42%); cac trieu chung khoi phat
chinh gébm yéu chi (74,19%), t& bi
(58,06%), bi tiéu (35,48%), dau lung
(22,58%).

Thot gian khoi phat ciia nghién ctu
nay ngan hon nhung ty 1& cic triéu
chtng khoi phat lai cao hon so vé6i két
qua trong nghién ctu cua Blatteau
(2011) [8]. Nguyén nhan cua su khac
biét c¢6 thé la do khdc nhau vé dbi
trong nghién ctu. D6i tuong cla
nghién ctru nay 12 cdc ngu dan, vén 1a
nhitng ngudi ty thyc hanh nghé lan,
khong 13n theo quy trinh chuin ma lin
theo kinh nghiém dan téi triéu ching
khoi phéat ning né hon. Két qua nay
phit hop véi dic diém 1am sang bénh
giam dp cp tinh thé than kinh [2].

2. Triéu ching lam sang ngoai
than kinh

Céc triéu chirmg 1am sang ngoai than
kinh chung xuat hién nhiéu nhat gdm
r6i loan huyét ap (25,81%), r6i loan
nhip tim (32,26%), chudéng bung
(19,35%) (Bang 2). Két qua cua ching
t6i thdp hon cua nghién ctu Cha
(2019). Nghién ctru cua Cha (2019)
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thdy rang ty 16 BN bi ngtra da - ban da,
dau khép 1an luot 1a 67,9% va 49%,
trong khi nghién ctru cua ching to6i
khong c6 tinh trang ngtra da, dau khop
[9]. Nguyén nhan cua sy khac biét nay
c6 thé 1a do ddi twong nghién ciru khic
nhau. Cha (2019) nghién ctru trén doi
tuong bi bénh gidm &4p chung con
ching t6i nghién ctru trén nhém dbi
tuong bénh giam 4p thé than kinh.

Tir két qua nay ching toi thay thoi
gian tot nhat dé theo ddi va chan dodn
bénh giam &p thé than kinh trong
khoang tir 10 - 60 phit sau khi 1én mat
nude va cdc triéu ching goi ¥ chu yéu
gbm té bi, yéu chi, bi tiéu va dau lung.

3. Triéu chirng 1am sang thin kinh

Bang 3 cho thiy c6 6,45% BN xuat
hién rdi loan tién dinh, 3,23% hon mé,
9,68% y thtc lo mo, 70,97% roi loan
co vong. Ty 1& BN ning hodc rit ning
khi nhap vién thip. Diéu nay c6 thé
duoc 1y giai 1a do cdc truong hop rdi
loan y thirc ning c6 thé tir vong trudc
khi vao vién. Tuy nhién, can phai
nghién ciru thém. Ty 1¢ réi loan y thirc
trong nghién ctu nay thip hon trong
nghién ctru cua Blatteau (2020) [10].
S6 BN bi r6i loan co vong cua chiing
t6i twong duong voi két qua cua
Quiach Hoang Kién va CS (2022)
nhung lai cao hon so véi két qua cua
Cha (2019) [9].
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Bang 4 mo ta dic diém liét chi va
roi loan cam gidc, cho thay da phan
BN bi liét ndng & chan: Stc co chan
trdi & muc 0/5 (22,58%), 1/5 (19,35%);
stc co chan phai ¢ muc 0/5 (16,13%),
1/5 (19,35%); ri loan cam gidc xuét
hién ¢ 2 chan voi ty 1€ 77,42%. Day la
tinh trang r6i loan than kinh nang né.
Piéu nay c6 thé duoc giai thich 1a do
khi béng khi hinh thanh & tuy séng thi
da phan gdy ton thuong toan bd
khoanh doan tuy. Tu d6 gay ra tinh
trang r6i loan than kinh nghiém trong.
Tuy nhién do s6 lwong mau nhd nén
can tiép tuc nghién ctru v6i c& mau 1on
hon dé két qua c6 tinh khang dinh hon.

So v&i két qua cua mot sb tic gia
khéc, két qua cua nghién ctu nay cé
mdt s6 khéc biét. Ty 1¢ liét 2 chi dudi
trong nghi€n ctru nay cao hon ty 1€ liét
trong nghi€én ciu cua Quiach Hoang
Kién va CS (2022) (83,87% so voi
71%) [11]. Ty 1é r6i loan cam gidc chi
thé & nhém BN nghién ctru thip hon so
v6i két qua cua Quach Hoang Kién va
CS (2022) [11] (77,42% so voi 100%).

Nhu vay, triéu chimg chua yéu c6 gid
tri chin dodn cia bénh giam dp thé
than kinh 13 réi loan cam gidc, van
dong va co vong. Tri¢u chung it c6 gid

tri l1a roi loan tién dinh.

KET LUAN

T céc két qua nghién ctu trén,
ching t6i rdt ra mot s6 két luén sau:

Thoi gian khéi phat tor 10 - 59 phait
(77,42%), tricu ching khoi phéat chu
yéu: t& bi (58,06%), yéu chi (74,19%),
bi tiéu (35,48%). Tai thoi diém nhap
vién, cdc triéu ching lam sang ngoai
than kinh xuat hién nhiéu nhat gém réi
loan huyét dp (25,81%), rdi loan nhip
tim (32,26%), chuong bung (19,35%);
da phan ton thuong than kinh xuét hién
v6i hoi chimg ha liét biéu hién bang
liét 2 chi dudi (suc co 0 - 4/5), roi loan
cam giac (77,42%) va roi loan co vong

(70,97%).

Loi cam on: Ching t6i tran trong
cam on Ban Gidm d6c Bénh vién Quan
y 87, Ban Gidm dbc Hoc vién Quan y;
cic anh chi em dong nghiép Khoa Y
hoc Hai quan (Bénh vién Quan y 87),
Ban Ké hoach Téng hop (Bénh vién
Quin y 87), cdc dong nghiép tai Khoa
Y hoc Quéin Binh chung (Hoc vién
Quan y) di gitp d& ching t6i vé mat
ho so, thu tuc va k¥ thut thu thap

s0 liéu dé hoan thanh nghién ctru nay.
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HIEU QUA GIAM PAU PA MO THUC SAU PHAU THUAT NOI SOI
TRONG VA SAU PHUC MAC LAY THAN GHEP O NGUOI HIEN SONG

Nguyén Thi Phwong', Pham Vin Pong’, Vo Vin Hién™"

Tém tit

Muc tiéu: Nghién ctru hi¢u qua gidm dau da md thuc trén nguoi tinh nguyén
khoe manh sau phau thuat iy than ghép bang phuong phép phau thuat noi soi
(PTNS) trong hoac sau phic mac. Phwong phdp nghién ciru: Nghién cliru mo ta
cit ngang trén 52 ngudi tinh nguyén hién than (TNHT) sau phau thuét duoc sir
dung phuong phdp giam dau da mo thirc theo phdc d6 chung bao gém céc thude
paracetamol, nefopam va fentanyl duong tinh mach bénh nhan (BN) tu diéu
khién (patient-controlled analgesia - PCA). Hiéu qua giam dau dugc danh gid
théng qua thang diém nhin hinh dong dang (visual analog scale - VAS); tong luong
fentanyl tiéu thu qua PCA. Két qua: Tai thoi diém sau rit ndi khi quan (NKQ),
s6 ngudi TNHT c6 diem dau VAS < 4 (VAS = 2 hodc 3) 12 45 (80,36%) va VAS >4
(VAS = 4 hodc 5) 1a 11(19,64%); tai cdc thoi diém sau md tr Hy - Has: 100%
ngudi TNHT c¢6 VAS < 4; diém dau VAS cao nhat tai thoi diém H, va H,; khong
c6 sy khéc biét vé diém dau VAS giita nhém PTNS trong va ngoai phic mac (p > 0,05).
Luong fentanyl trung binh tiéu thu qua PCA va téng lugng fentanyl tiéu thu
trung binh dé giam dau trong 24 gio 12 60,2mcg va 288,9mcg. Ngudi TNHT
nhém PTNS trong phiic mac can giam dau bd sung nhiéu hon so véi nhém sau
phtic mac dac biét tai thoi diém H, (10,3mcg so vo1 21,8mceg) va H, (23,9mcg so
v6i 35meg) (p > 0,05). Két ludgn: Phuong phip giam dau da md thic sir dung
paracetamol, nefopam va fentanyl PCA dudng tinh mach BN ty diéu khién c6
hiéu qua giam dau tot, 12 mot lwa chon wu viét trong thyc hanh 14m sang, gidp
kiém soét con dau ¢ ngudi TNHT sau PTNS 1ay than ghép mot cach hiéu qua.

Tir khéa: Giam dau da md thirc; Giam dau bénh nhan tu diéu khién (PCA);
Phu thuat noi soi 1ay than ghép.

'Bénh vién Pa khoa Qudc t&é Nam Sai Gon, Thanh phé H6 Chi Minh
’Bénh vién Che Riy, Thanh phé Hoé Chi Minh
*Hoc vién Quén y
*Téc gia lién hé: V6 Vin Hién (vanhien103@gmail.com)

Ngay nhén bai: 25/5/2023

Ngay duge chip nhan ding: 20/7/2023
http://doi.org/10.56535/jmpm.v48i6.384
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EFFICACY OF MULTIMODAL ANALGESIA IN LIVING KIDNEY
DONORS AFTER INTRAPERITONEAL OR RETROPERITONEAL
ENDOSCOPIC NEPHRECTOMY

Abstract

Objectives: To study the analgesic effect on living donors undergoing intra- or
retroperitoneal laparoscopic nephrectomy. Methods: A descriptive cross-
sectional study on 52 donors who were given multimodal analgesia
postoperatively following the same process, including paracetamol, nefopam, and
fentanyl PCA (patient-controlled analgesia), and were evaluated for pain level
through the VAS (Visual Analog Scale); the amount of fentanyl consumed via
PCA. Results: At the time of extubation, 45 (80.36%) kidney donors had VAS <
4; 11 donors (19.64%) had VAS > 4. 100% of donors had VAS < 4 at the
postoperative time points (Hj - Hy4). There was no difference between the two
groups' VAS scores at the moment of extubation and at the postoperative time
points (p > 0.05); the average amount of consumed fentanyl for postoperative
pain relief within 24 hours via PCA and total were 60.2 and 228.9mcg,
the
nephrectomy needed more fentanyl than the remaining donors, especially at H;
(10.3mcg vs. 21.8mcg) and H, (23.9mcg vs. 35mcg) (p > 0.05). Conclusion: The
multimodal analgesia method, including intravenous paracetamol, nefopam, and
fentanyl PCA has good efficacy and is a superior choice in clinical practice,

respectively. Donors operated on by intraperitoneal laparoscopic

assisting donors in controlling the pain after intraperitoneal or retroperitoneal
laparoscopic nephrectomy effectively, safely, and with few complications.

Keywords: Multimodal
Endoscopic nephrectomy.

analgesia; Patient-controlled analgesia (PCA);

PAT VAN PE

Phiu thuat nodi soi ldy than ghép tur
ngudi cho sdng va ghép cho cic BN
suy than giai doan cubi da dugc ching
minh 1a an toan va cé hi¢u qua vuot
troi do mirc do xam 14n t6i thiéu, giam
thoi gian nam vién va thoi gian phuc
hoi hoan toan sau phﬁu thuat [1]. Mac

88

du PTNS da dugc chirng minh gay dau
it hon so v6i mé m& nhung thuce té cho
thiy nguoi TNHT duoc phau thuat ndi
soi cit than van phai chiu nhitng con
dau dang ké sau phau thuat, dic biét
trong 24 gio dau sau phau thuat va can
phai diéu tri bang opioid. C6 nhiéu
phuong phap dé giam dau sau PTNS
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lay than ghép dugc 4p dung nhu su
dung céc thubc giam dau non-steroid,
opioid duong tinh mach, giy t€ ngoai
mang cing truyén lién tuc hodc ¢ két
hop BN tu diéu khién. Hién nay, cac
bic sy c6 xu hudng phdi hop nhiéu
bién phdp dé ting cudng hiéu qua giam
dau dong thoi giam thiéu cic tic dung
phu cua mdi phuong phdp néi trén.
Trong nghién clru nay ching to1 su
dung phuong phdp gidm dau da md
thirc, 12 phuong phédp st dung nhiéu
loai thudc giam dau c6 tinh chat dugc
1y khac nhau tic dong vao cic thu thé
khic nhau doc theo con dudng gidm
dau v6i muc ti€u cai thién kha nang
giam dau dong thoi giam céc tic dung
phu lién quan dén timg loai thubc d6
[2]. Hién nay, & Viét Nam c6 rét it
nghién ctru dé cap dén nodi dung nay; vi
vay, ching t6i thuc hién nghién cuu
nay nhiam: Pdnh gid hiéu qud gidm
dau da moé thirc sau PTNS ldy thin
ghép o nguoi TNHT.

POI TUQONG VA PHUONG PHAP
NGHIEN CUU

1. Pdi twong nghién ciru

52 nguoi TNHT dugc PTNS lay
than hién tai Khoa Giy mé Hoi stc,
Bénh vién Chg Riy, Thanh phé HO
Chi Minh tir thang 02/2021 - 7/2022.

* Tiéu chudn lyva chon: Nguoi
TNHT ddp ung du céc tiéu chuin

nguoi cho than dugc quy dinh tai Quy
trinh k¥ thuat ghép than tir nguoi cho
song (Ban hanh kém theo Quyét dinh
sO 43/2006/QD-BYT ngay 29/12/2006
ctia B9 truong BO Y té) [3].

* Tiéu chudn loai trir: Ngudi TNHT
¢6 chong chi dinh vé phuong phip vo
cam va giam dau duogc st dung trong
phau thuat.

2. Phwong phap nghién ctru

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

* Cdc bude tién hanh:

- Bude 1: Chon nguoi TNHT vao
nhom nghién ctru: Nguoi TNHT trude
phau thuat duoc nghién ctru vién tu
van phuong phép giam dau dinh liéu ty
st dung, loi ich va céc tic dung phuy
khong mong mudn cé thé xay ra.
Nguoi TNHT dong ¥ va ky vao ban
cam két tham gia nghién ciru.

Pé so sanh va phan tich sau hon vé
tinh chat, mic dd dau sau md cua 2
phuong phdp mé dang 4p dung cho
PTNS lay than ghép, sau khi PTV chi
dinh phuong phap phau thuit, nhém
nghi€én ctu phan nhém nguoi TNHT
thanh 2 nhém: Nhém PTNS ly thin
trong phic mac (n = 28) va nhém
PTNS lay than ngoai phic mac (n = 28).
Viéc chon mau ctia 2 nhém nghién ciru
thuc hién theo phuong phdp chon mau
thuan tién (Idy du 28 ngudi TNHT cho
mdi nhém thi dung lai).
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- Buée 2: Gay mé, phau thuat lay
than tai phong mo.

Dit duong truyén tinh mach ngoai
bién, lip monitor theo ddi céc thong sd
chtrc ning sdng co ban. Tat ca ngudi
TNHT duogc gdy mé ndi khi quan theo
phac do théng nhat: Khoi mé: propofol
1,5 - 2,5 mg/kg; fentanyl 2 - 5 mg/kg;
rocuronium 1 mg/kg, dat néi khi quan
va thong khi co hoc tan s6 12 1an/phiit,
Vt: 6 - 8 mL/kg. Duy tri mé cin bang
voi sevoflurane, fentanyl, rocuronium.
Trude khi déng da 30 phiit, truyén tinh
mach cham paracetamol 1 g/100mL,
100mL

natriclorua 0,9% truyén tinh mach

nefopam 20mg pha trong
giai din co bang
sugammedex 2 mg/kg khi TOF = 2.
Ngudi TNHT dugc chuyén dén theo
doi tai phong hoi tinh, it noi khi quan

khi du tiéu chuan.

cham. Hoa

- Buédc 3: Tai phong hdi tinh: Tat ca
ngudi TNHT sau mé duoc st dung
thong nhéat phic do giam dau da md
thitc duong tinh mach bao gdm cdc
thudc paracetamol, nefopam va PCA
fentanyl theo phdc d6 nhu sau:

Paracetamol 1g/100mL, truyén tinh
mach trong 20 phit, cich nhau mdi 8
gid, bt dau 8 gid sau lidu dau trong

phong mo.
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Nefopam 20mg pha trong 100mL
natriclorua 0,9% truyén tinh mach
trong 20 phit, cich mdi 8 gio, bat dau
8 gid sau lidu dau trong phong md.

Khi d3 rdt 6ng ndi khi quan va thirc
tinh, thyc hi¢n dugc y 1énh:

St dung bom tiém PCA AutoMed -
3400: Dung dich giam dau gdm: 500
mcg fentanyl véi dung dich natriclorua
0,9% vira du 100mL (ndng d6 Fentanyl
5 mcg/mL). Cai dat may PCA véi licu
nén 1 mL/gio (5 mcg/gio), lidu bolus
10 meg (2mL), thot gian khéa 10 phut.
Néu thang diém VAS > 4, nguoi
TNHT duoc chuan do fentanyl: tiém
tinh mach 25 mcg fentanyl sau mdi 5
phit cho dén khi dat VAS < 4. Néu
thang diém VAS < 4 thi khong tién
hanh chuan d0, khoéi dong hé thdng
PCA fentanyl tinh mach.

Thu thap va phan tich d&r liéu:
Nguoi TNHT dugc theo doi tai hau
phau va ghi vao phiéu thu thap cic sd
liéu vé chtic ning song, muc do dau
khi nghi ngoi theo thang diém VAS,
tong luong fentanyl tiéu thy trong 24
gid dau sau md. Céc thoi diém dénh
gid dugc xdc dinh cu thé nhu sau: Sau
khi rit 6ng NKQ (chwa khoi dong
PCA); H, (Thoi diém bat dau khéi
dong PCA); H; (Sau khi khoi dong
PCA 1 gi6); H, (Sau khi khéi dong
PCA 2 gio); Hg (Sau khi khoi dong
PCA PCA 6 gio); Hj, (Sau khi khéi
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dong PCA 12 gio); Hg (Sau khi khoi
dong PCA 18 gio); Hyy (Sau khi khoi
dong PCA 24 gio).

Thang diém VAS va cdch danh gié:
Thang diém VAS 1a thang diém
“Nhin” dung dé do muc do dau cua co
thé bing cdch do phan ung tim ly
thong qua thi gidc. Thang ¢ diém tir 1
(khong dau) - 10 (dau dir doi). Trong
danh gid dau, diém VAS < 4 dugc goi
la gidm dau c6 hi¢u qua; VAS > 4
dugc coi 1a gidm dau chua hi¢u qua,
BN can duoc dung thém thude diéu tri
dau [4, 5].

* Xur Iy 56 liéu: Cac sd lidu dugc xur
ly thong ké va phan tich bang phan

mém SPSS 20. Céc bién dinh luong
dugc théng ké dudi dang gid tri trung
binh + d¢ léch chuan (X+ SD); cdc
bién dinh tinh duéi dang tan sd va ty 18
%. Phép kiém T-student khi so sdnh su
khéc biét trung binh cta hai bién dinh
luong; phép kiém Chi binh phuong dé
so sdnh su khéc biét cua céc bién dinh
tinh.

3. Dao dic nghién ciu: Nghién
ctru da dugc thong qua Hoi dong Pao
dtac trong Nghién ctru Y Sinh hoc va
duoc chip thuan nghién ctu tai Bénh
vién Cho Rdy, Thanh phé HO Chi
Minh (Quyét dinh s6 48/PHPN-HD
ngay 12/4/2021).

KET QUA NGHIEN CUU

Bing 1. Pic diém chung ctia nhém ngudi TNHT trong nghién ctru.

) Nhém chung SauPM  Trong PM
Pac diem chung

(n =56) (n=28) (n=28)

. o 455£9.2 41848  492+10
Tuoi trung binh (ndm) > 0,05

(28 - 67) (28-58)  (30-67)

590573 592+7  589+8
Can ndng trung binh (kg) > 0,05

(45 - 80) (49 -76) (45 - 80)
Khong hdt thube 14 28 (100%) 28 (100%) 28 (100%) > 0,05
Khong say tau xe 28 (100%) 28 (100%) 28 (100%) > 0,05
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Bang 2. Cdc dic diém lién quan dén gy mé.

Nhém chung Sau PM Trong PM

Pic diém
(n =56) (n =28) (n=28)
1 33 (59,9%) 16 (57,1%) 17 (60,7%) > 0,05
ASA
I 23 (41,1%)  12(429%) 11(393%) >0,05
TG phau thuattrung 550, 39 15 200+39,56 200 + 38,75
binh (phit) > 0,05
(X + SD) (min - max) (120 - 280) (120 -260) (140 - 280)
Luong thudc tiéu thu trong qud trinh gy mé
Propofol (mg) 127 £ 26,13 130 £25,76 124 + 28,54
> 0,05
(X+£SD) (min-max)  (70-200)  (100-200) (70 - 200)
Fentanyl (mcg) 232,5+36,23 228 +37,14 237 +£35,12
> 0,05
(X+SD) (min - max)  (150-300)  (150-300) (200 - 300)
Rocuronium (mg) 92,34 +23,54 94,12 + 24,34 90,56 + 23,12
> 0,05
(X+SD) (min - max)  (60-150)  (60-170) (60 - 150)
Sugamedex (mg)
100 £0 100 £ 0 100 +0 > 0,05
(X + SD) (min - max)
Thot gian rit NKQ 217561  214+62 22,1461
(phit) (X £ SD) > 0,05
(min - max) (10 - 35) (10 - 30) (10 - 35)
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Bing 3. Diém VAS sau rit NKQ.

. Nhém chung Sau PM Trong PM
biém VAS (n =56) (n =28) (n = 28) p
n (%) n (%) n (%)
2 1(1,79%) 1 (3,57%) 0 (0%)
3 44 (78,57%) 24 (85,71%) 20 (71,43%)
4 7 (12,50%) 1 (3,57% 6 (21,43%) > 0,05
5 4 (7,14%) 2(7,14%) 2 (7,14%)
6 0 (0%) 0 (0%) 0 (0%)
X +SD 3,37+ 0,6 3,14+ 0,6 3,36 £0,6 > 0,05

Sau rit NKQ, sé nguoi TNHT c6 diém VAS < 4 12 45 (80,36%); s6 ngudi c6
diém VAS >4 1a 11 (19,64%). Hai nhém PTNS trong va sau phic mac khéng c6
su khdc biét vé diém dau VAS tai thoi diém nay (p > 0,05).

Bing 4. Diém VAS tai cdc thoi diém sau mo.

. " Nhém chung Sau PM Trong PM
Thoi l\)ffg (n = 56) (n =28) (n =28) p
d.’\
rem n % n % n %
H, 2 3 5,4% 1 3,6% 2 7,1% > 0,05
3 53 94,6% 27 96,4% 26 92,9%
H, 2 10 17,9% 4 14,3% 6 21,4% > 0,05
3 46 82,1% 24 85,7% 22 78,6%
H, 2 13 23.2% 4 14% 9 32% > 0.05
3 43 76,8% 24 86% 19 68%
H, 2 13 23,2% 4 14% 9 32% > 0.05
3 43 76,8% 24 86% 19 68%
Hi, 2 39 69,6% 16 57% 23 82% > 0,05
3 17 30,4% 12 48% 5 18%
Hyg 2 33 58,9% 13 46% 20 1% >0.05
3 23 41,1% 15 54% 8 29%
Hy, 2 25 44.,6% 10 39% 15 54% > 0,05
3 31 55,4% 18 61% 13 46%

Piém VAS cua tit ca cdc BN sau phau thuat déu < 4; su khac biét vé diém
VAS giita 2 nhém trong va ngoai phiic mac khong c6 ¥ nghia thong ké (p > 0,03).
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Bang 5. Luong fentanyl ti€u thu thém qua stir dung PCA va

tong luong fentanyl sir dung (mcg).

Th0’1 Thube gidm dau Nhém chung SauPM  Trong PM
diém (n=356) (n=28) (n=28)
Fentanyl ti€u thu thém (mcg) 0 0
Ho Téng tieu thu fentanyl (mcg) 12,9 +3,0 9,8 +3,0 16 +3,0 >0,05
Fentanyl ti€u thu thém (mcg) 16,1 £1,4 10,3+ 14 21,8+1,5 <0,05
i Téng tiéu thy fentanyl (mcg) 292 +42  20,8+43 37,6+42 <0,05
Fentanyl ti€u thy thém (mcg) 29,5+ 12 239+ 12 35+13 <0,05
e Téng tieu thu fentanyl (mcg) 58,7 £29,8 445+29,6 729+30 <0,05
Fentanyl ti€u thu thém (mcg) 48,9+ 14,5 454 +13,1 523+18,2 >0,05
Ho Téng tieu thu fentanyl (mcg) 107,3 £42,5 89,2+41,3 125,3+44,2 <0,05
Fentanyl tiéu thy thém (mcg) 58,9+19,2 57,3+20,2 60,5+184 >0,05
2 ing tiew thy fentanyl (meg) 1684594 147.5556.6 1884614 <0,05
Fentanyl ti€u thu thém (mcg) 61,1 £20,2 58,14 £24,12 64,0+ 18,5 > 0,05
s Téng tiéu thu fentanyl (mcg) 229,0 £ 77,3 2054 £76,2 252,6 +78,1 <0,05
Fentanyl ti€u thu thém (mcg) 60,2 £20,2 58,13 £23,23 62,2+18,2 >0,05

Hy
Tong tiéu thy fentanyl (mcg)

288,9+97,0 263,3+97,1 314,5+96,2 >0,05

Tét ca cdc BN sau phiu thut déu phai ding thém fentanyl dé giam dau. Tong

lwong thude fentanyl phai dung thém cé sy khdc biét giita hai nhém trong va
ngoai phiic mac tai c4c thoi diém H1, H2, H6, H12 va H18 (p > 0,05).

BAN LUAN
Tuong tu nhu cdc nghién ctru vé
chéng dau khic trong phiu thuat,
ching t61 danh gid hi¢u qua giam dau
da md thirc dugc dp dung trén nguoi
TNHT sau phiu thuat liy than ghép
dya trén hai tiéu chi la diém dau theo
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thang diém VAS (tir 0 - 10) va luong
fentanyl tiéu thu thém qua PCA [4, 5].
Theo két qua tai bang 3, diém VAS
trung binh cia tit cd nguoi TNHT
ngay sau rit NKQ (thoi diém chua
khéi dong PCA) 1a 3,25 £ 0,6; trong d6
s6 ngudi TNHT c¢6 diém dau VAS < 4
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(VAS =2 hoac 3) 1a 80,36% va VAS >
4 (VAS = 4 hoic 5) 1a 19,64%. biéu
nay ching to mic db dugc tién hanh
dudi PTNS véi muc do can thiép tbi
thiéu, dugc ding cdc thudc giam dau
trong mo va 30 phiit trudc khi két thic
cudc md (paracetamol va nefopam)
nhung da c6 moét ty I¢ ngudi TNHT
xuat hién dau ngay sau khi rit 6ng
NKQ va cin phai sir dung thém thudc
giam dau opioid. Chung t6i cling nhan
thdy rang tai thoi diém nay, gitra hai
nhom PTNS trong va sau phuc mac
khong c6 su khac biét vé muic d6 dau.
Két qua nghién ctru ciia chiing t6i vé
hiéu qua va mac do dau sau md cla
ngudi TNHT tai céc thoi diém sau mb
tor Hy - Hyy dugc danh gid thong qua
diém dau VAS (Bdng 4) cho thiy
100% cac truong hop nguoi TNHT cé
diém dau VAS = 2 hoic 3. Piéu nay
ching t6 hiéu qua giam dau rat tot cia
phuong phdp giam dau da mo thuc cho
nguol TNHT sau PTNS. Nghién cuu
cua Ewan Mc Nicol xem xét cac thu
nghiém ngiu nhién c6 dbi chung vé
giam dau tinh mach lién tuc c6 kiém
sodt cua BN so véi gidm dau opioid
thong thudong dé diéu tri dau sau phiu
thuat. Céc phan tich tong hop duoc
thuc hién vé cic két qua bao gom hiéu
qua giam dau dugc ddnh gid bang
thang diém VAS, mirc tiéu thy thudc
giam dau, sy hai 1ong cia BN, thoi gian
nam vién va cic tic dung phu. Két qua

ghi nhan 55 nghién ctru v61 2023 BN
st dung PCA va 1838 BN thudc nhém
dbi chung. Nghién ctu ciing chi ra
rang PCA cung cp kha ning kiém sodt
con dau t6t hon va sy hai long cia BN
hon so véi gidm dau thong thuong theo
duong tiém 'khi can thiét' [6].

Nghién clru cua Savran-Karadeniz
M dénh gid hiéu quad giam dau sau
phau thuét cua 40 BN cit than ndi soi
qua phic mac va sau phic mac. BN
dugc truyén lién tuc hdn hop dung dich
0,1% bupivacain va 1 pg/mL fentanyl
tbc d6 5 mL/h qua dudng ngodi mang
cimg. Két qua ghi nhan diém s6 VAS
khi nam yén sau mo 30 phdt, 2 gid, 6
gio, 12 gio, 18 gio va 24 gio khong
khac biét gitta hai nhém. Ca hai nhom,
diém VAS cao nhit dugc ghi nhén vao
thoi diém O va 1 gid sau khi phau
thuat, sau d6 mac do dau giam dan va
c6 cam gidc dé chiu hon tir gid thir 18
0 ca hai nhém [7].

Nhu trong phan trinh bay ¢ trén,
nghién ctru cta ching toi so sianh diém
dau VAS tai cdc thoi diém sau md giira
hai nhom PTNS sau va trong phuc
mac, ghi nhan hiéu qua giam dau rt
t6t trong nhém nghién ctru chung va
khong c6 sy khéc biét vé mirc do diém
dau VAS gitra hai nhém nghién ctu.
Pé so sanh va ddnh gid sdu hon hon
gitra hai nhém, ching t6i theo doi thém
lugng fentayl dugc ti€éu thu thém va
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tong lidu fentanyl dwogc sir dung tai cdc
thoi Ngoai luong
paracetamol va nefopam dugc str dung
nhu nhau ¢ tat ca nguoi TNHT, theo
két qua tai bang 5 thi lugng fentanyl
phai bd sung trung binh trong 24 gio

diém sau mo.

cho ngudi TNHT sau mé ndi soi 1y
than 1a 288,9mcg. Tai thoi diém H,,
khong c¢6 truong hgp nao st dung thém
lidu fentanyl giam dau, do ddy 1a thoi
diém sém ngay sau giai doan chuan do,
cac truong hop c¢6 dau da duoc bd sung
lidu fentanyl cp ctru trude d6. Tai cdc
thoi diém H,, H, ¢6 sy khdc biét 1o rét
vé luong fentanyl st dung qua PCA,
trong nhom PTNS sau phic mac st
dung it hon ddng ké so véi trong phic
mac (p < 0,05). Tai thoi diém He, H,,
H,s luong fentanyl qua PCA ti€u thu
trong nhém PT sau phuc mac it hon so
vl nhém PT trong phic mac; tuy
nhién, sy khéc bi¢t nay khong c6 nghia
thong k& (p > 0,05). Tuy nhién do
lugng fentanyl bod sung thém tai thoi
diém H,, H, giita hai nhém c6 sy khéc
biét nén tong lugng fentanyl qua PCA
tinh tir khi bat dau trong nhém PTNS
sau phic mac van thdp hon PTNS
trong phic mac (p < 0,05). C6 thé 1a
do PTNS trong phiic mac lay than ghép
¢6 mic do xadm lan nhiéu hon, anh
hudng dén nhiéu tang trong 6 bung nén
sau md ngudi TNHT thuong c¢é mirc
dd dau cao hon so vdi PTNS sau phic
mac [1,7].
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Téac gia Chauhan (2018) thuyc hién
mot nghién ciru hdi ciru ngdu nhién cé
dbi chimg ¢ 50 ngudi TNHT ciing ghi
nhan két qua tuvong ty v6i nhém PTNS
sau PM c6 nhu ciu giam dau it hon
(186 - 51,07mcg so vai 254 - 62, 7mceg,
p = 0,000) va thoi gian hau phiu ngin
hon (7 - 3 ngay so véi 10,7 - 3,3 ngay,
p = 0,00). Tir d6 cho thiy rang cédch
tiép can sau PM 1am giam ddng ké con
dau sau phiu thuat va nhanh chéng
phuc héi khi so sanh véi cdch tiép can
trong PM nhitng nguoi hién than duogc
phau thuat noi soi cat than [8].

KET LUAN
Phuong phdp giam dau da md thirc
stt dung cic thudc giam dau bao gém
paracetamol,
duong tinh mach BN tu diéu khién c6
hi€u qua gidm dau tdt, 12 mot lya chon

nefopam va fentanyl

uu viét trong thuc hanh 1am sang, giup
béc si gdy mé kiém sodt dau ¢ ngudi
TNHT sau PTNS trong hodc sau phic
mac 14y than ghép mot cdch hiéu qua,
it bién chimng.

Loi cam on: Xin tran trong cam on
Pang uy, Ban Gidm déc, phong Ké
hoach tong hop, phong Nghién ctu
khoa hoc, Khoa Duogc - Bénh vién Cho
Ray; PGS.TS. Thai Minh Sim ciing
tap thé anh, chi, em nhan vién Khoa
Gay mé Hoi sttc va khoa Ngoai tiét
niéu, Bénh vién Cho Riy di gitip do
ching t6i tan tinh trong qua trinh thuc
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hién dé tai. Ching toi xin cam két
khong xung dot loi ich tir két qua
nghién ctru. Xin cam on dbi tuong
nghién cuu la nhling nguoi tinh
nguyén hién than da tham gia day du
quy trinh nghién ctru, gidn tiép déng
g6p thanh cong cua nghién ctru.
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BAO CAO PIEU TRI THANH CONG MOT BENH NHAN
SAI KHOP KHUYU TAI BENH VIEN DA CHIEN CAP 2 SO 4
VIET NAM THAM GIA LUC LUQONG GIN GIU HOA BINH
LIEN HQP QUOC TAI PHAI BQ NAM SUDAN

Lé Quang Pgo”?, Vii Minh Dwong"’
Nguyén Bd Ngoc’, Lé Viét Anh™*
Tém tit
Sai khop khuyu gip phd bién hang tht hai trong céc loai sai khdp. Tuy nhién
ké tir khi trién khai (thdng 10/2018), Bénh vién Da chién cap 2 Viét Nam tham
gia lyc lugng gin giir hoa binh Lién Hop Quéc tai phdi b Nam Sudan rat hiém
gap bénh nhan (BN) sai khép khuyu t61 diéu tri. Thang 8/2022, tai Bénh vién Da
chién cip 2 s6 4 (BVDC2.4), ching t6i diéu tri BN nam 32 tudi bi ngd chdng ban
tay trdi xudng dét trong tu thé khuyu tay dudi, vao vién véi biéu hién dau, sung
né, bién dang va bat luc van dong khuyu tay trdi. BN khong c6 bién chimg ton
thwong mach mdu than kinh, hinh anh chup X-quang khong c6 giy xuong viing
khuyu. BN duoc nin chinh va bat dong khép khuyu 3 tudn, sau d6 duoc tdp vén
dong phuc hoi chtc ning khép khuyu trdi. Sau 6 tuan diéu tri bién do van dong
khép khuyu trdi dat nhu tay phai.
Tur khéa: Sai khép; Khép khuyu; Sai khép khuyu; Bénh vién D3 chién cép 2.

A CASE OF SUCCESSFUL TREATMENT OF ELBOW DISLOCATION
AT VIETNAM’S LEVEL 2 FIELD HOSPITAL ROTATION 4
IN UNITED NATIONS MISSION IN SOUTH SUDAN

Abstract

The elbow joint is the second most dislocated joint. However, since its
deployment (October 2018), Vietnam’s Level 2 Hospital in South Sudan mission
has rarely seen patients with elbow dislocation for treatment. In August 2022,

'Bénh vién Da chién cip 2 s6 4 - Hoc vién Quén y
’Khoa Chin thwong chung va Vi phiu - Bénh vién Quan y 103 - Hoc vién Quén y
*Khoa Hdi strc ndi - Bénh vién Quan y 103 - Hoc vién Quén y
“B6 mén - Khoa Phiu thuat Long ngue - Bénh vién Quan y 103 - Hoc vién Quén y
*Téac gia lién hé: Lé Viét Anh (dr.levietanh @gmail.com)

Ngay nhan bai: 23/5/2023

Ngay duogc chip nhan ding: 04/7/2023
http://doi.org/10.56535/jmpm.v48i6.378
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in Vietnam’s level 2 Field Hospital rotation 4, we treated a 32-year-old male
patient who sustained a fall on an outstretched hand and presented with pain,
swelling, deformity, and inability to move his left elbow. The patient had no
complications of neurovascular damage, and the radiograph showed no fracture
of the elbow. The patient was performed closed reduction and immobilized the
elbow joint for 3 weeks, then was exercised to restore the function of the left
elbow joint. After 6 weeks of treatment, the range of motion of the left elbow

joint reached the same as the right side.

Keywords: Joint dislocation; Elbow joint; Elbow dislocation; Level 2

Field Hospital.

PAT VAN PE

Sai khép khuyu & ngudi 16n gap phd
bién hang thr hai sau sai khop vai. Ty
1¢ hang nam cua céc ca sai khop khuyu
don gian va phuc tap la 6,1/100.000
[1]. Sai khép khuyu dugc phan loai
gém sai khop khuyu don gian hoic
phuc tap [2]. Sai khép khuyu don gian
didc trung boi khong cé giy xuong,
trong khi sai khop khuyu phuc tap co
lién quan dén gdiy xwong pham
khop:Gay chom xuong quay, gdy mom
vet. Sai khop khuyu xay ra khi BN bi
ngd chong ban tay xudng dat trong tu
thé khuyu tay dudi. Sai khép khuyu
hay gip thé ra sau, dau trén hai xuong
cang tay bi kéo 1én trén & mit sau dau
dud1 xwong canh tay. Sai khép khuyu
thé ra trudc it gdp hon, v6i luc chan
thwong 16n hon thuong kem theo gay
mom khuyu. C6 thé gip bién chimg
ton thuong mach mau than kinh di kém

sai khop khuyu. Sai khép khuyu can
dugc nan chinh sém dé han ché cic
bién chung. Tir thang 10/2018, Bénh
vién Da chién cép 2 Viét Nam duoc
trién khai tai phdi b6 Nam Sudan, rat
hiém giap cic BN sai khép khuyu toi
diéu tri. Thang 8/2022, tai BVDC2.4,
ching t6i ¢6 diéu trj moét BN. Chinh vi
vay ching ti bdo cdo: Piéu tri thanh
cong mot bénh nhan sai khop khuyu tai
Bénh vién Da chién 2.4 Viét Nam o

phdi bo Nam Sudan.

GIOI THIEU CA BENH

Lam sang: BN nam 32 tudi, quic
tich Ghana, choi d4 béng bi nga chdng
ban tay trdi xudng dit trong tu thé
khuyu tay dudi dén kham tai BVDC2.4
sau tai nan 01 gio ngay 14/8/2022 voi
biéu hién dau dir doi, sung né va bat
lyc van dong khuyu trdi. BN da dugc
so ctru: C6 dinh tam thoi khép khuyu
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trdi & tu thé cua khép hién tai bang nep
Crame céanh - ban tay va chuom mat
quanh khép khuyu trdi tai Bénh vién
Di chién cap 1 Ghana. Khdm thuc thé:
Sung né, bién dang khuyu trdi va bét
luc van dong gap dudi khuyu tréi, dinh
(mdém khuyu trdi) cuia tam gidc Hueter
dao nguogc, duong Hueter thay doi.

Chyp X-quang khop khuyu tréi:
Hinh anh sai khép khuyu trdi thé ra sau.

Chén dodn: Sai khép khuyu trdi don
gian thé ra sau.

Diéu tri: BN dugc vo cam bing giy
té tai chd, nan chinh kin, chup X-quang
khép khuyu kiém tra két qua nan
chinh. BN duoc ¢ dinh mang bot sau
mit sau cdnh - ban tay trdi, tu thé
khuyu trdi gap 90°, cang tay trdi ngira
hoan toan trong 3 tuan. Trong thoi gian

cd dinh bot BN duoc huéng dan tap
van dong thu dong. Sau khi bé bot BN
duoc tap van dong phuc hdi chire nang
trong 2 tuan tiép theo. Sau 6 tuan diéu
tr1 khép khuyu trdi cia BN viing, bién
d6 van dong dat nhu tay phai: Gap/dudi
khép khuyu dat 150°/0°/0°, sap/ngia
cang tay trai dat 90°/0°/90°. X-quang
khép khuyu trdi: Khong c6 bit thuong.

Téi kham sau 3 thidng: BN khong
dau, quay tr¢ lai cong viéc trudc day
binh thudng, ¢ thé lao dong ning nhu
mang vic, xdch ning bang tay tréi,
choi thé thao (béng chuyén, cau 16ng).
Khép khuyu trdi viing, bién do van
dong khop: Gap/dudi dat 150°/0°/0°,
sdp/ngira cang tay trai dat 90°0°/90°.
X-quang khop khuyu trdi: Khong cé
bat thudng.

X-quang thang

X-quang nghiéng

Hinh 1. Hinh 4nh 14m sang va X-quang kh6p khuyu trdi sau chn thuong.
(Nguon: BVDC2.4 Viét Nam)
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X-quang thang X-quang nghiéng
Hinh 2. Hinh anh 1am sang, X-quang sau nan chinh, c¢6 dinh bot.
(Nguén: BVDC2.4 Viét Nam)

1%L
X-quang thang X-quang nghiéng
Hinh 3. Hinh 4nh X-quang sau diéu trj 03 thng.
(Nguén: BVDC2.4 Viét Nam)
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BAN LUAN

1. Nguyén nhan va co ché chin
thuwong

Sai khép khuyu ra sau thuong xay
ra khi BN bi ngd chdng ban tay xudng
dat trong tu thé khuyu tay dudi. Luc
chan thuong lam dudi cang tay qud
murc, 1am dat diy chang trude va bén
ctia khép, mom vet bi trat xuéng dudi
va ra phia sau rong roc [3].

BN chiing t6i diéu tri 12 Quén nhan
thudc luc lwong BO binh Ghana, choi
d4 bong bi ngd chdng ban tay trdi
xudng dat trong tu thé khuyu tay dudi,
¢6 co ché chan thuong dién hinh theo y
vin md td. Béng d4, béng chuyén 1a
cdc mon thé thao pho bién sau gio lam
viéc cua cdc Quan nhan tham gia lyc
lwong gin giit hoa binh Lién Hop Qubc
tai phdi b UNMISS Nam Sudan, san
béng 1a cdc sin dit nén khong bang
phing, cdc quin nhin cé nguy co gip
cic tai nan thé thao trong d6 c6 sai
khép khuyu.

2. Chan doan

Trong pham vi diéu tri, trang thiét bi
hién c6 cua BVDC2.4 Viét Nam, qud
trinh khai thac bénh su, kham khop
khuyu can ti mi va chup X-quang khop
khuyu du céc tu thé dé chan dodn xéc
dinh va tranh bo sét ton thuong.
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Bénh su: Bénh sir bao gém cac chi
tiét vé co ché chan thuong. Pi gip
chan thuong khuyu tay trudc day
chua? Can hoi BN vé céc triéu chimg
goi ¥ ton thuong than kinh: Cam gidc
t€ bi ¢ ban tay, ngon tay.

Kham 1am sang: Can kiém tra khép
khuyu xem cé bi sung né, bién dang
hoic bam tim khong. C6 thay doi
tuong quan 3 mbc xwong (moém khuyu,
mom trén 16i cAu va mom trén rong
roc) khong. Kiém tra kha ning gip
dudi cta khuyu tay. Kiém tra mach
quay, mach try, khdm chirc nang van
dong cam giac vung ban tay, ngdn tay
dé danh gid c6 ton thuong mach mdu,
than kinh két hop khéng.

X-quang khép khuyu: Can chup cic
tu thé thang, tu thé nghiéng dé xdc
dinh ton thuong sai khop va cé gy
xuong kem theo hay khong.

Theo ching t6i, viéc chan dodn sai
khép khuyu don thuan khong khé. Chi
can dya vao 14m sang va X-quang quy
wdc: Chan thuong ving khuyu (truc
tiép hodc gidn tiép), dau va sung né
viing khuyu, bét lyc van dong khép
khuyu, mom khuyu 1én cao so véi
mom trén 10i ciu vd mom trén rong
roc. Chan dodn xdc dinh bang chup
X-quang quy udc khop khuyu ¢ 2 tu
thé thang va nghiéng. Boi vay voi
trang bi mdy chup X-quang quy udc du
dé chan dodn x4c dinh sai khép khuyu.
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3. Van dé so clru

Khi ¢6 chan thuong nghi ngo sai
khop khuyu, khoéng nan chinh hodc cd
gang cir dong khép, didu nay c6 thé
giy thém cdc ton thuong co, day
chéng, mach mau, than kinh, tham chi
gay xuong vung khuyu. Nguoi so ctiu
can cb dinh tam thoi khép khuyu & tu
thé hién tai ciia khop bang cdch bing
cd dinh cdnh tay cang tay dp sét than
nguoi, néu c6 diéu kién thi ¢d dinh tam
thoi khop khuyu bang nep Crame canh
ban tay udn theo y mudn hoic nep tiry
g tu tao; chudm mat quanh khép dé
giam dau va giam sung né; nhanh
chéng dua BN t6i bénh vién dé kham
va diéu tri.

BN ching t6i diéu trj da duogc so
cuiu tai Bénh vién céip I Ghana ding
theo nguyén tic do d6 ching tdi khong
gip cdc ton thuong xay ra trong qud
trinh so cap ciu.

4. Diéu tri

Sai khop khuyu don thuan thé ra sau
dugc thong nhat diéu tri bang nin
chinh va cb dinh bot canh tay - ban tay,
tap phuc hdi chiic nang sau thdo bot [4].

* Ky thudt nan chinh (ky thudt
Stimson) [3]:

BN nim ngtra, giy té tai chd hoic
giy mé; ludn mot bang vai vong qua
gitra cdnh tay giao cho mot nguoi kéo
lai, hodc budc vao 1 méc ¢ twong.

- Buéc 1: Nguoi phu, tay phai nim
1ay ngén tay cdi va tay trdi nam lay céc
tay con kéo thiang theo truc cdnh tay.
Luc kéo tang dan du dé thang lyc cta
co nhi dau, co cdnh tay trudc va co
tam dau.

- Budc 2: Ngudi nan ding cdc ngén
cdi ddy mom khuyu va chom xuong
quay ra trudc dong thoi cic ngén tay giira
kéo dau dudi xuong canh tay ra sau.

Sau khi nian chinh cin kiém tra
mach quay; kham than kinh quay, try,
gifta viing ban ngén tay dé xédc dinh su
cai thién trong truong hop cé bat ky
triéu chimg ton thwong mach mau than
kinh két hop trude d6 hodc triéu ching
t6n thuong c6 thé xuat hién sau khi nin
chinh. Sau d6 ¢d dinh mang bdt sau
(b6t rach doc) cdnh - ban tay, tu thé
khuyu gap 90°, ciang tay ngira hoan
toan, thoi gian git bt thuong la 3
tuan. Chup X-quang khép khuyu tu thé
thang, tu thé nghiéng dé kiém tra két
qua. Sau khi thdo bt cho BN tap phuc
héi chirc ning.

* Phuc hoi chitc nang: Theo
Robinson P. M. va CS (2017), céac bai
tap duoc thuc hién ¢ tu thé nim ngura
vol vai gap 90°, khép va xoay trung
tinh. Tu thé nay giam thiéu tic dong
cua trong luc, giam luc hudng ra sau
va cho phép co tam dau hoat dong nhu
mot bd phan 6n dinh cta khuyu tay.
Hai bai tap duoc thuc hién: Sap, ngia
cang tay chii dong c6 hd trg va gap,
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dudi khuyu tay chi dong c6 hd tro.
Cic gi6i han cua chuyén dong duoc
x4ac dinh boi kha nang chiu dung cua
BN [5].

Nhiéu téc gia bdo cdo rang bat dong
14u hon 3 tudn dan t6i két qua kém hon
vé bién d6 van dong cua khuyu tay
[6, 7].

BN ching toi diéu tri dugc nan
chinh kin khép khuyu trdi, cb dinh bot
3 tudn va sau thdo bot dugc tap céac bai
tap phuc hdi chirc ning theo Robinson
P.M. va CS, két qua sau 6 tuan khop
khuyu trai vimg, gip dudi khép khuyu
trdi, sip ngura cang tay trai dat bién do
nhu tay phai. Két qua sau 3 thang diéu
tri: Tai kham sau 3 thang: BN khong
dau, quay trd lai cong viéc trudc day
binh thudng, ¢ thé lao dong ning nhu
mang vdc, xdch ning bing tay trai,
choi thé thao (béng chuyén, cau 16ng).
Khoép khuyu trdi viing, bién do van
dong khop: Gap/dudi dat 150°/0°/0°,
sdp/ngira cang tay trai dat 90°/0°/90°.
X-quang khop khuyu trdi: Khong cé
bat thudng.

KET LUAN

Sai khép khuyu hiém gip tai Bénh
vién Da chién cép 2 Viét Nam, Nam
Sudan. Chan dodn som sai khép khuyu
dua vao lam sang va X-quang quy udc,
diéu tri bﬁng nén chinh, ¢d dinh bot va
tap van dong phuc hdi chtic ning mang
lai két qua tot, han ché céc bién chung.
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THONG BAO LAM SANG: PAC PIEM KY THUAT
VA KET QUA LAY RUQT HIEN PE GHEP QUA HAI TRUONG HQP

Vii Nhit Dinh', Nguyén Trong Hoe', Trian Doanh Higu""

Tém tit

HoO1 ching suy rudt la tinh trang suy giam chic nang cua rudt mot cach
nghiém trong ctia doan dudi mic tdi thiéu can thiét cho sy tiéu héa va hap thu dé
dam bao nhu cdu dinh dudng va thé dich cta co thé. Khi suy rudt khong hdi phuc
va khong con kha ning nudi dudng ngoai thi bién phdp duy nhét dé diéu tri d6 1a
ghép rudt. O Viét Nam chua thuc hién ghép rudt, tuy nhién cic tién bd trong linh
vuc ghép tang gan diy cho thiy c6 thé trién khai ghép rudt tai Viét Nam nhim
dap tng nhu cau diéu tri trong nuwdc. Xuat phdt tir tinh hinh thuc tién trén, Hoc
vién Quan y da dugc Bo Khoa hoc va Cong nghé giao cho dé tai nghién ciru cap
Nha nuéc mi sé6 DPTDL.CN-22/20 “Nghién ciru trién khai ghép ruét don thuan
tir nguwoi cho soéng”. Trong khudn kho dé tai cap nha nude néi trén, ching tdi tién
hanh dé tai nhanh “Nghién ciru xdy dung quy trinh phdu thudt ldy, rira va bdo
qudn ruét ghép tir ngueoi cho song”. Ching t6i xin thong bdo vé quy trinh k¥
thuat va két qua lay rudt ghép cia hai truong hop da hién rudt ghép trong dé tai
cAp Nha nuée nay.

Tir khéa: Ky thuat 1ay rudt ghép; Nguoi song hién rudt; Ghép rudt non.

CASE REPORT: TECHNIQUES AND RESULTS OF SMALL BOWEL
HARVESTING FOR INTESTINAL TRANSPLANT WITH TWO CASES

Abstract

Intestinal failure syndrome is a condition in which the bowel function is
severely impaired below the minimal amount necessary for adequate digestion
and absorption to satisfy body nutrient and fluid requirements. Intestinal
transplantation is indicated for patients with irreversible intestinal failure and

"Hoc vién Quén y
#Téc gia lién hé: Tran Doanh Hi¢u (drtranhieul03@gmail.com)
Ngay nhan bai: 04/4/2023
Ngay duge chap nhan ding: 05/6/2023
http://doi.org/10.56535/jmpm.v48i6.341
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total parenteral nutrition (TPN) complications. In Vietnam, bowel transplantation
has not been performed, but recent advances in organ transplantation show that it
is possible to implement intestinal transplantation in the near future to meet the
needs of treatment in the country. Therefore, Military Medical University was
assigned a national-level research project by the Ministry of Science and
Technology according to the decision code DTL.CN-22/20 "Research the
isolated intestinal transplantation from living donors". Within this framework, we
conducted the branch project "Research on constructing surgical procedures
for harvesting, washing and preserving small bowel graft from living donors".
This article will present the technical procedure and results of small bowel
harvesting for intestinal transplant of two cases who had donated intestines in
this national project.

Keywords: Technique; Small bowel harvesting; Living donor; Small

intestinal transplant.

DAT VAN DE

Hoi1 chirng suy rudt la tinh trang suy
gidm chuc nang cua rugt mot céch
nghiém trong cua doan dudi mirc tbi
thiéu can thiét cho sy tiéu héa, hap thy
dé dam bao nhu cau dinh dudng va thé
dich cta co thé. Hoi chimg suy rudt cé
thé do mat doan rudt, rdi loan van dong
rudt hodc bénh bam sinh cua 16p biéu
md niém mac duong rudt [1, 2]. Trén
thé gidi, ty 1¢ mac hoi ching rudt ngin
¢ bénh nhan (BN) nhi la 24,5 truong
hop trén 100 000 tré sinh ra [3]. O Viét
Nam, tai Bénh vién Nhi Pong 1 va 2
trong vong hai naim c¢6 51 BN nhi mic
hoi chirng rudt ngan [4] gy ra cac bién
chtng tir vong (56,9%), nhiém khuan
huyét (72,4%), c6 33,3% tir vong trong
giai doan hoi sirc sau phiu thuat. Van
dé loai bo thoi gian chd ghép c¢6 tim
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quan trong dac biét dbi véi cdc BN ¢o
hoi chtmg suy rudt. Pén thang 7/2003,
173 BN da dugc ghi vao danh séach
ghép ruét & Hoa Ky, trong d6 co
131/173 (76%) 1a BN nhi va khoang
65% c6 nhu cau ghép gan/rudt két hop.
Ty 1€ to vong trong danh sich cho
ghép dac bi¢t cao & tré em cho ghép
gan/rudt két hop (25 - 30%). Khi suy
rudt khong hoi phuc va khong con kha
nang nudi dudng ngoai thi bi¢n phép
duy nhét dé diéu tri d6 1a ghép ruot [1,
2, 5-7]. Trong 3 thap ky gan day, nho
nhimg tién bo trong ky thuit ngoai
khoa, diéu tri chong thai ghép, ghép
rudt dd c6 nhitng phat trién vuot bAc.
Maic du Viét Nam chua thuc hién ghép
rudt, cdc tién bo trong linh vuc ghép
tang gan day cho thiy c6 thé trién khai
ghép rudt tai Viét Nam nham dép tng
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nhu cau diéu tri trong nudc. So voi
ngudn cho chét ndo, ghép rudt tur
ngudn cho sdng c6 nhiéu vu diém nhu
rGt ngan thoi gian chd, phu hop téi da
HLA, thoi gian thiéu mau lanh ngn,
manh ghép rudt twong thich tét, vo
khuan va phiu thuat phién [8]. Can ct
vao tinh hinh thyc tién trén, B Khoa
hoc va Cong nghé giao cho Hoc vién
Quin y dé tai nghién ctu cdp Nha
nuée theo quyét dinh s6 DTDL.CN-
22/20 “Nghién ctru trién khai ghép rudt
don thudn tir ngudi cho séng”. Tir do,
ching toi tién hanh d& tai nhanh
“Nghién ciru xdy dung quy trinh phdu
thudt ldy, rita va bdo quan rudt ghép
tir nguoi cho song”. Ching toi xin
thong bdo dién bién quy trinh k¥ thuat
va két qua cia hai ca lay rudt non don
thuan tir nguon cho song.

MO TA CA LAM SANG

1. M6 ta 1am sang

* Truong hop hién rudt thir nhat:

L.T.E., 47 tuéi, tién st md m& cat
rudt thuora viém duong MacBurney
trudc vao vién 05 nam, la me dé cua ca
nhan rudt tha nhat L. V. T, 26 tudi
(trude khi duoc phrflu thuat ghép rudt 1
thang, BN bi hoai tr gan toan bd rudt
non do tic mach, da duoc phﬁu thuat
cat doan rudt hoai ti dudi goc Treit
Scm, cich gbc hdi manh trang 15cm,
nbi tdn - bén; sau phiau thuat, BN

thuong xuyén dai tién phan l6ng nén
phai duy tri dinh dudng duong tinh
mach, tuy nhién van gay sit cin nhanh
va ¢6 chi dinh ghép rudt). Nguoi hién
thir nhat dugc phiu thuat 14y rudt ghép
c6 thé trang trung binh (cao 150cm;
nang 53kg; BMI 23,56); xét nghiém
mau co glucose: 4,48 mmol/L; protein:
84 g/L; albumin: 36 g/L; dién gidi
(natri 133 mmol/L; kali: 3,36 mmol/L).
Cic chi s chirc nang tim, phoi, gan,
than, cong thic mdu, dong mdu, vi
sinh vat trong gidi han binh thuong.
HLA ¢6 3/6 locus hoa hop gdm locus
A, B, DR. Phan Ung chéo am tinh,
nhom mau ABO hoa hop. Hinh anh cit
16p vi tinh da diy 6 bung: Khong thiy
bét thuong.

* Trueong hop hién rudt thir hai:

N. M. S., tién st khée manh, hién
rudt cho anh trai rudt 1a N. M. D. 42
tudi, c6 tién st tir nim 2007 BN trai
qua cdc cudc ph?lu thuét: Cét doan dai
trang do viém loét, thing dai trang; cit
gﬁn hoan toan rudt non do hoai tir tac
rudt chiéu dai rudt non cdn lai 80 cm;
vi BN c6 hoi chung gia tdc rudt man
tinh, dan t6i suy rudt khong hoi phuc.
Nguoi hién thr hai duoc phiu thuat 1ay
rudt non voi thé trang cao 162cm, nang
55kg, BMI 20,96; xét nghiém mau co
glucose: 5,13 mmol/L; protein: 77 g/L;
albumin: 43 g/L; dién giai (natri
131 mmol/L; kali 3,72 mmol/L). Cac
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chi sb chirc nang tim, phéi, gan, than,
cong thirc mau, dong mdu, vi sinh vat
trong giéi han binh thuong. HLA co
3/6 locus hoa hop gdm locus A, B, DR.

2. Panh gia tinh trang mach mau
rudt ghép truéc mo

Hinh anh cit 16p da ddy 6 bung
dung hinh mach mau trudc md cho
thdy: Kich thudc dong mach hoi manh
két trung trang (ICA) véi duong kinh
va chiéu dai 1an lugt 12 4,6 va 1,25mm;
3,5 va 9,4mm. Do dé, ching t6i du
kién 14y manh ghép tir dong mach chiu
trong bén phai (RIIA) cho truong hop
thr nhat vi doan mach ghép bi bao phu
bodi mac treo rudt do d6 khi ndi mach
s€¢ gap kho khan, dic bi¢t 1a khi xu ly
cac tai bién bién chung lién quan dén
qua trinh nbi mach [9]. Pdi véi trudng
hop nhén tht hai vi rudt con c6 hoi
ching gia tic rudt man tinh va rudt
mat chirc ning khong hdi phuc, chung
t6i du kién cat bo hoan toan rudt con
lai cia bénh nhan va dung doan mach
SMA (Pong mach mac treo trang trén),
SMV (Tinh mach mac treo trang trén)
ctia ngudi nhan dé ndi, khong phai nbi
dai thém manh ghép mach. Ca hai
truong hop hién rudt déu co nhanh
mach dai trang phai (Hinh 1).

3. Quy trinh phiu thuit

Ca hai truong hgp duge gdy mé theo
quy trinh chung: BN nam ngtra trén
ban mo, gy mé nodi khi quan, monitor
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theo doi gom: ECG, SpO, (c6 hién thi
d6 dau SPI), huyét 4p khong xam nhap
(NIBP), dién cuc theo doi d0 mé
Entropy trén tran, sensor theo doi do
gian co TOF ¢ tay phai, dat duong
truyén ngoai vi bang kim 18G. Thén
nhi¢t dugc theo doi ¢ thuc quan va &
da ving nich. Gilt 4m co thé bang
chin hoi véi mdy thoi hoi 4m va dém
nuéc diéu chinh nhiét do bing mdy
diéu nhiét (duy tri nhiét d6 nudc trong
mo tir 36 - 37°C). Chan hoi duoc phu
1én nguc va cdc chi thé. Cdc diém ty de
duogc dém 16t bang cdc miéng silicon
mém. Hai chan dugc quan tit véi mdy
bom 4p luc ngat quing dy phong huyét
khéi do ndm lau.

- Thi 1: Boc 16 6 bung

Mo bung dudng trang gitta trén dudi
ron, tir mii Gc dén xwong mu, di qua
cac 16p can co, m¢ mac ngang, phuc
mac vao O bung. Danh gia tinh trang
chung ctia cic tang trong 6 bung, tinh
hinh rudt non, dai trang, gan mat tuy
lach. Kéo dai trang ngang 1én trén bdc
10 goc trietz.

- Thi 2: Panh gia tinh trang chung 6
bung va rudt hién

Do chiéu dai cta rudt non tir goc
trietz t6i goc hdi manh trang, xac dinh
Vi tri léy rudt non la doan rudt cach goc
hoi manh trang 20cm léy 1én trén, dai it
nhit 200cm; va sau d6 cit mac treo
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rudt non hinh chit V, dinh huéng vé
mach mac treo trang trén nudi ruodt,
duéi chd chia ra nhanh dai trang phai
(RCA).

- Thi 3: Phau tich 14y rudt hién

Phdu tich cat rudt ghép: Phiu tich
boc 16 bé mach hdi manh két tring
trang (ICA), SMA, SMV, va RCA, di
dong toan bd mac treo manh ghép rudt
du kién 1ay (Hinh 2). Khi manh ghép
dd sdn sang, va bén nhin di chuin bi
xong khong gian 6 bung dé ghép mach.
Kep Bulldog dong mach ICA, danh gia
doan hoi trang dé lai khong thiéu mau.
Tiém Heparin 70 mg/kg tinh mach
trude khi cat mach 5 phat. Xét nghiém

{ )
4 )

TSN

ICAVAICV + ¢

Y

B

20cm hoi p 7

trang cuo1

Hinh 1. Hinh v& so dd ph?lu tich
lay manh rudt non dé ghép.

danh gia APTT, va tién hanh cat mach,
cac mach nhé nudi hdng héi trang dudi
muc ciat SMA va SMV duoc budc thit
lai tru6e khi cat. Dat manh ghép gom
rudt non va mac treo, dau tu do SMA,
SMV vao khay nuéc lanh 4°C va van
chuyén sang ban rira rudt ngay bén canh.

O ca hién tht nhat, do yéu cau can
ndi mach nén sau khi danh dau vi tri
1y rudt, phiu tich boc 16 va ldy manh
ghép dong mach chu trong bén phai,
chuyén cho bd phan rtra va chuén bi
manh ghép.

Phuc hdi luu thong tiéu hoa bang
nbi hdng trang - hoi trang tin - tan hai
16p, dong 16 mac treo bang chi safil 3.0.

Hinh 2. Hinh v€ manh ghép
rudt non cung mach nuoi.

* MCA: DBong mach dai trang giita, RCA: Dong mach dai trang phai, ICA va
ICV: Dong, tinh mach hoi - dai trang, SMA va SMV: Pong tinh mach mac treo

trang trén.
- Thi 4: Két thtic

Kiém tra cAm mau, lau sach 6 bung, dit dan luu Douglas va dong bung 2 16p.
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4. Két qua
* Két qua sém hai trieong hop hién ruét:

Bing 1. Pic diém manh rudt ghép.

Chi s6 Nguoi hién 1 Nguoi hién 2
Vi tri 14y rudt Rudt non céch géc hdi manh trang 20 cm
Chiéu dai rudt ghép (cm) 200 200
Tong chiéu dai rudt non (cm) 650 550
Kich thuéc SMA (dai x rdng) (cm) 1,8 x0,5 2,2x0,5
) L Nhanh 1: 1,0x 0,5
Kich thudc SMV (dai x rdng) (cm) 2,1x0,5
Nhanh 2: 1,0 x 0,4
Manh ghép tu than tr
Manh ghép tu than (cm) dong mach chau trong Khong
bén phai 2,5 x 0,5

Ca hai truong hop déu 1dy manh ghép rudt non cé chiéu dai 200cm; dé lai
20cm hoi trang cuoi.
* Két qud theo déi BN sau hai ndm:

Bang 2. Dic diém xét nghiém mau cua hai truong hop hién rudt sau hai nam.

Chi s6 Nguoi hién 1 Nguoi hién 2

Héng cau (T/L) 591 5,02
Huyét sic t6 (g/L) 105 147
Huyét cau t6 (L/L) 0,33 0,43

Sét huyét thanh (micromol/L) 6,4 18,60
Vitamin D (nmol/L) 85,09 45,05
Vitamin B12 (nmol/L) 334 159
Folate (ng/mL) 17,15 24,12
Ferritin (ng/mL) 18,9 356,80

Két qua sau hai nim theo ddi, ca hai truong hop hién rudt déu co ndng do
vitamin B12 va ferritin cling nhu folate trong gidi han binh thuong.
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BAN LUAN

Dbi voi dic diém manh rudt ghép,
chiéu dai ty do ciia mach ghép ngan
cling 1a mot tr¢ ngai lon khi ghép
mach, dac biét khi mac treo day, gay
can trd qua trinh khau ndi, tir d6 phai
ldy thém manh ghép mach, 1am ting
nguy co bién ching cho ca bén hién
rudt va bén nhén, dic biét 1a tai bién,
bién chimg lién quan téi manh ghép
mach. Trong ghép tang, chiéu dai
cuéng mach ctia manh ghép déng vai
trd rat quan trong khong nhiing anh
huéng dén thoi gian ghép, con anh
huong dén tu thé cuia manh ghép ma ¢
thé din toi gdp, xodn, cing mach gy
thifu mdu manh ghép. Trong ghép
rudt, chidu dai cuéng mach ghép di
dong la doan mach tu do khong cé cac
mach phu va la noi cdc cung mach nho
di ra (dong mach) va di vao (tinh
mach). O ca nhan thtr nhat, dy kién néi
mach SMA, SMV vao hé théng mach
chu dudi than, do d6 can thiét phai lam
dai mach ghép v6i Iy do & trén chung
t6i da dé cap. Ca nhan tht hai, ching
t6i ndi truc tiép vao hé théng mach
mau mac treo trang trén cuia ca nhan
sau khi cdt bo hét ruét mat chirc ning
cua BN.

Tinh trang chdm s6c BN ngay sau
mo va 1 ndm sau md: Sau md 3 ngdy
ca hai BN dugc rat dan luu 6 bung, an
chao, tdp van dong sém, dn com sau
mé 10 ngdy, dai tién phan long 3 -
4 lan/ngay/6 thang dau, sau do 1 -
2 1an/ngay va phan khudn dan. Dai tién
trd lai binh thuong sau mdé mot nam.

DPanh gia két qua cta ngudi hién
rudt sau hai nam, trudng hop hién rudt
1a nit bi thiéu mau nhuogc sic, BN ¢6
bénh két hop 1a rong kinh do u xo tir
cung, diéu tri kéo dai 3 thang, phai nut
mach. Sau md 2 nim, BN khong con
r6i loan dai tién, khong con cac r6i
loan ti€u hoéa, va khong cé biéu hién
thiéu mdu do thiéu vitamin B12. Viéc
Iwva chon vi tri rudt léy hay doan ruot
nao dé lai c6 vai trd vO cling quan
trong khong chi anh hudng téi két qua
ghép ¢ bén nhan ma con ca ¢ bén cho.
Vé mit sinh 1y, hau hét carbonhydrate
va protein duoc hip thu & t4 trang va
hdng trang, con hdi trang hap thu chat
béo tan trong mat, cic vitamin tan
trong dau va vitamin B12 (gin véi yéu
td nodi sinh duoc tiét ra boi da day).
Hau hét dich va dién giai duoc hip thu
& hoi trang va két trang. Binh thuong,
2 - 3 lit dich ti€u héa va thirc an va 7 -

9 1it dich tiét duwoc hip thu hang ngay &
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doan dudi cua duong 6ng tiéu hoa [9,
10, 11]. Nhu vay, dé lai it nhit 20cm
doan cudi hdi trang dam bao giir lai
duoc van Bohin, chitc ning hap thu
vitamin B12 va cidc vitamin & bén
nhan, bén canh d6 khong dugc ldy qua
40% tong chiéu dai cua rudt dé tranh
giy hoi chimg rudt ngin cho ngudi
hién rut. Biéu nay phi hop véi nghién
cuu cua Testa va CS [12], ¢ day cédc ca
hién cua ching t6i c¢6 ndong do vitamin
B12 lan luot 1 334 va 159 nmol/L sau
hién tang 2 nidm; ciing phit hop véi gid
tri 371 nmol/L cua Testa.

KET LUAN

Ghép rudt non la phuong phap
mang lai su song cho nhitng BN ¢6 hoi
chtng rudt ngan. Ky thuat 14y rudt non
dé ghép theo md hinh ghép rudt non
don thuan 13 mot ky thuat an toan va
kha thi cho ngudi hién rudt khi thyc
hién ¢ diéu kién y té cia Viét Nam.
Piém quan trong cta ky thuat 1a dé lai
it nhat 20cm hoi trang cubi va lay
khong qua 40% chiéu dai rudt dé dam
bao chirc nang tiéu hoda ciua nguoi
hién rudt.

Loi cam on: Nghién ctiru nay dugc
tai trg béi Bo Khoa hoc va Cong ngh¢
trong dé tai doc 1ap cap Quoc gia ma
s6: DPTPL.CN-22/20.
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DIBENZOCYCLOOCTADIENE LIGNANS ISOLATED FROM THE ROOTS
OF SCHISANDRA CAULIFLORA AND THEIR NITRIC OXIDE INHIBITION
ACTIVITY ON LPS STIMULATED RAW 264.7 CELLS
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Abstract

Objectives: To isolate and determine the chemical structure of some
compounds from the roots of Schisandra Cauliflora and their inhibitory activity
on nitric oxide production. Methods: The roots of Schisandra cauliflora, which
were collected in Vinh Phuc in April 2022, were processed before being
extracted and isolated to obtain compounds. Compounds structures were
elucidated based on extensive spectroscopic analyses, including 1D- and 2D-
nuclear magnetic resonance spectroscopy (NMR), mass spectrometry (HR-
ESI-MS), and CD spectra. The obtained compounds were evaluated for
inhibitory activity on nitric oxide production on LPS stimulated RAW 264.7
cells. Results and conclusion: From the methanol extract of the roots of
Schisandra cauliflora, three dibenzocyclooctadiene lignans were isolated,
including ananonin J, ananolignan F, and ananolignan C. Their structures
were elucidated. All the compounds inhibited nitric oxide productions on LPS
stimulated RAW 264.7 cells with 1Cs, values of 45.24 + 1.46, 41.32 + 1.45, and
48.71 = 1.34uM, respectively, compared to that of the positive control of
dexamethasone (ICsy 14.20 + 0.54uM). This is the first time these lignan
compounds have been isolated from the roots of Schisandra cauliflora.
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INTRODUCTION

Plants of the genus Schisandra are
often used in folk remedies where they
are endemic. Different parts of the
plant, such as roots, leaves, stems, and
shown to have

fruits, have been

different effects and wuses but are
mainly used for liver protection, anti-
inflammation, and strengthening the
circulatory and digestive systems, etc.
[1,2].

Many studies of the genus Schisandra
have published the isolation of many
lignans and triterpenoids containing
the

dibenzocyclooctadiene lignan and the

unique  skeletons, such as
schinortriterpenoid skeletons [3, 4, 5].
Due to its structural diversity and wide
therapeutic application in traditional

medicine, the genus Schisandra has

received national and international
research attention [5, 6].
In 2019, Vietnamese botanists

announced that Schisandra cauliflora
was a new species of the genus
Schisandra, which was endemic to
some northern provinces of Vietnam
and rarely found outside those areas
[7]. Therefore, the study of this new
object will have new results on: The
chemical composition and biological
activity leading to new research results,
which is the basis for further studies.

MATERIALS AND METHODS
1. Materials

The roots of Schisandra cauliflora
were collected in Vinh Phuc in April
2022.

was done by a taxonomist, Dr. Bui

Taxonomical authentication
Van Thanh, Institute of Ecology and
Biological Resources, Vietham Academy
of Science and Technology (VAST).
The voucher specimen was kept at the
Institute of Ecology and Biological
VAST,
Military Medical University.

Resources, and Vietnam

* Chemicals and equipment:

(LPS) from
Escherichia coli of Sigma Chemical
Co. (USA); Dulbecco’s Modified Eagle’s
Medium (DMEM); fetal bovine serum
(FBS) of Life
(USA); Sodium nitrite, sulfanilamide,
N-1-napthylethylene-diamine

dihydrochloride, and  dimethyl
sulphoxide (DMSO) of Sigma
Chemical Co. (USA); chemicals and

solvents for chromatography of Sigma,

Lipopolysaccharides

Technologies, Inc.

GIBCO, Invitrogen, and Promega, etc.
The cell RAW 2647 was

produced by Dr. Domenico Delfino,

line:

University of Perugia (Italy), and Prof.
Dr. Chi-Huang, National Yang-Ming
University (Taiwan).
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Thin layer chromatography (TLC)
performed on Aluminum TLC plate
coated normal phase (DC-Alufolien 60
F254, Merck); reversed phase C-18
(150pm, Fujisilica Chemical Ltd). The
spots were detected by spraying with
an aqueous solution of H,SO, 5%,
followed by heating with a heat gun.

Column chromatography is conducted
with the adsorbent normal phase and
reversed phase. The particle size of the
normal phase silica gel i1s 0.040 -
0.063mm (240 - 430 mesh, Merck),
and reversed phase of YMC (30 -
50um, Fujsilica Chemical Ltd).

Preparative high-performance liquid
chromatography (HPLC) was run on
an Agilent 1100 system, including
a binary pump, autosampler, DAD
detector, and semi-preparative HPLC
column YMC sphere ODS H80 (4pum,
20 x 250mm). The flow rate of the
isocratic mobile phase was 3 mL/min.
The compound was monitored at
wavelengths 205, 230, 254, and 280nm.
Ambient
column (open column) was performed

pressure chromatographic

using silica gel, reversed-phase C-18,
and diaion HP-20 resins as stationary
phase.

Nuclear magnetic resonance (NMR):
Measured on the Bruker AMS500 of the
Institute of Chemistry, VAST.
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The high-resolution electrospray
ionization mass spectrometry (HR-
ESI-MS) was acquired on an Agilent
6530 Accurate Mass Q-TOF LC/MS of
the Institute of Marine Biochemistry,
VAST.

2. Methods
* Extraction and isolation:

The roots of Schisandra cauliflora
were dried and pulverized to obtain
1.2kg dried powder, which was
sonicated with methanol three times
(10L and 2h each time) after removal of

solvent to give methanolic residues.

The obtained residues (87g) were
suspended with 1.0L of distilled
water and then partitioned with
dichloromethane. The dichloromethane
extract obtained was removed from the
solvent by distillation under reduced
pressure to obtain a dichloromethane
residue (21.2g) and an aqueous layer,

respectively.

The
impregnated with silica gel and
with

dichloromethane fraction

column chromatography
n-hexane/acetone  gradient solvent
system (20/1, 10/1, 5/1, 1/1) obtained
four fractions denoted SL1- SLA4.
The SL4 fraction (2.3g) was isolated

by reverse phase chromatography
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column R-18 with the solvent system
MeOH/H,O (1/1) to obtain three
fractions: SL4A, SL4B, and SL4C.
The SL4A fraction was further isolated
on a normal phase silica gel column
with the solvent system n-hexane/EtOAc
(10/1.2) to obtain compound 1 (5.6mg).
The SL4B fraction was also further
the
chromatography column with solvent
system n-hexane/EtOAc (10/1.3) to
obtain compound 2 (6.8mg). The SLAC
fraction was also further isolated by
the normal phase chromatography
column with n-hexane/EtOAc (10/1.25)
solvent system, yielding compound
3 (7.2mg). The of the
compounds were determined based on
the methods
resonance (NMR) and high-resolution
mass spectrometry (HR-ESI-MS).

isolated by normal phase

structures

of nuclear magnetic

* Method to determine the ability to

inhibit NO production of macrophage
RAW 264.7 cells:

RAW 264.7 cells were cultured in
DMEM medium with 2mM L-
10mM HEPES, 1.0mM
sodium pyruvate, and 10% fetal bovine
serum (GIBCO) Cells
were cultured after 3 - 5 days with the
ratio (1:3) and cultured in a CO,
incubator at 37°C, 5% CO..

glutamine,

supplement.

RAW 274.7 cells were placed in a
96-well plate at a concentration of 2 x
10° cells/well and incubated in an
incubator at 37°C and 5% CO, for 24h.
Next, the culture medium was removed
and replaced with FBS-free DMEM for
3h. Cells were then

different concentrations for 2h before

incubated at

being stimulated to produce NO factor
by LPS (10 pg/mL) for 24h.

Negative controls were wells with

no sample. The positive control

was Dexamethasone (Sigma) at

concentrations of 100, 20, 4, and

0.8 pg/mL.

Nitrite (NO,), which was considered
as an indicator for NO generation, was
determined using the Griess Reagent
System (Promega Cooperation, WI,
USA). The nitrite
measured with a microplate reader at
540nm. The nitrite content of the

sample was determined using a NaNO,

content was

standard curve and compared with a
negative control (LPS), determined by
the formula:

CNO sample x 100

% NO inhibition = 100% —
CxoLes

The test was repeated 3 times. The
TableCurve 2Dv4 computer software.

value was determined using
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1. Structural identification of isolated compounds

RESULTS AND DISCUSSION

Table 1. '"H-NMR and *C-NMR spectral data for ananonin J (1).

No. o 6™ o5 (J,Hz) No. o o  oy™ (J, Hz)

1 151.0 150.8 - 17 154 162  1.02(d,7.5)

2 1419 141.7 - 18 154 162  0.97(d,7.0)

3 1529 1527 - 1-OMe 61.1 609 3.59 (s)

4 111.0 1119 6.82(s) 2-OMe 612 60.8 3.90 (s)

5 133.7 1335 - 3-OMe 563 56.1 3.92 (s)

6 81.1  80.8 5.75 OCH,0 102.0 101.5  6.00(d, 1.5)
(d, 8.5) 5.98 (d, 1.5)

7 38.7 384  2.10 (m) 1 1762 1759 :

8 39.1 403  2.25(m) 2 40.5 403 1.74 (m)

9 80.6  80.0 5.80 3 268 26.6 1.23 (m);
(d, 4.0) 1.39 (m)

10 1339 1328 - 4 1.4 112 0.75 (t, 7.5)

11 101.7 1017  6.40(s) 5 153 151  0.86(d,7.5)

12 1487 1484 : 17 167.1 1669 ;

13 1347 1346 : 27 1277 127.6 :

14 1380 137.8 ; 37 1393 138.8 5.96 (m)

15 1180 117.8 ] 4" 16.0 157  1.84(dd, 3.0,

7.5)
16 1205 120.0 : 57 204 20.1 1.57 (s)

Y“CDCI;, "125 MHz, 500 MHz. *The NMR data of ananonin J [8].
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Figure 1. Structures and key HMBC and COSY correlations of compound 1.

Compound 1 was obtained as white
powder, = +72.0 (¢ 0.1, MeOH);
ECD (0.3 mg/mL in MeOH) 6(L):
+3.56(216), -2.34(251) mdeg. Its
molecular formula as C32H40010
was determined by the HR-ESI-MS
ion peak at m/z 541.2057 [M+Na]+
(theoretical calculation
[C32H40010Na]+: 541.2049).

The 1D and 2D NMR spectra of
compound 1 exhibited the presence of

for

two CH grounds connected to the
oxygen atom [0c/0y: 80.8 (C-6)/5.75 (d,
J = 8.5 Hz, H-6) and 80.0 (C-9)/5.80
(d, J = 4.0Hz, H-9) and two CH
grounds other at [d¢/dy: 38.4 (C-7)/2.10
(m, H-7) and 40.3 (C-8)/2.25 (m, H-
8)]; with two methyl groups appearing
as doublets at 6o/6y 16.2/0.97 (d, J =
7.0Hz) and 16.2/1.02 (d, J=7.5Hz);
three methoxy groups (d¢/dy 56.4/3.92,
60.8/3.90, 60.8/3.59); a hydroxy group;
a dioxymethylene group (dc/dy 101.5/6.00

(d,/=1.5Hz)and 5.98 (d, J = 1.5 Hz);
an Angeoyl group [0 166.9 (C-1")/
127.6 (C-2")/138.8 (CH, C-3"), 5.96
(m, H-3")/ 15.7 (C-4"), 1.83 (dd, J =
3.0, 1.0 Hz), H-4")/ 20.1 (C-5"), 1.57
(s, H-5"); and an isovaleryl group
[oc/oy 1759 (C-1")/40.3 (C-2), 1.74
(H-2)/26.6 (C-3'), 1.23 and 1.39 (m,2
H-3")/ 11.2 (C-4"), 0.75 (t, J = 7.5 Hz,
H-4") and 15.1 (H-5"), 0.86 (d, J = 7.5
Hz, H-5'). The abovementioned data
showed that compound 1 presented in
the dibenzocyclooctadiene seketone,
which was the basic seketone of
compounds from the genus Schisandra
[3,4,5, 6].

In the HMBC spectrum, H-11
interacted with C-9/C-12/C-13, H-9 with
C-1', H-4'" with C-2/C-3', and H-5'
with C-1"/C-2’/C-3’, while dioxygenated
methylene  protons at  5.98/6.00
correlated with C-12/C-13 indicating
one 2-methylbutyryl group at C-9, and
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the dioxygenated methylene group
attached to C-12 and C-13. In addition,
the HMBC correlations from H-4 to C-
2/C-3/C-6/C-16, from H-6 to C-17,
from H-4” to C-2”/C-3”, from H-5" to
C-17/C-2"/C-3”, from methoxy group
at 3.59 to C-1, from methoxy group at
3.90 to C-2, and from methoxy group
at 3.92 to C-3, confirmed the location
of one angeloyloxy group at C-6 and
three methoxy groups at C-1, C-2, and
C-3. Detailed analysis of the NMR data
showed that compound 1 was quite
similar to ananolin J [8].

The COSY spectrum also confirmed
the interactions of H-6/H-7/H-8/H-9,
H-7/H-18, H-8/H-17 as the structure of
ananonin J. The NOESY interactions
between H-9 and H-11, and H-6 and H-
4 showed that H-9 had f configuration
and H-6 had a configuration. The
appearance of NOESY interactions
between H-9 and H-7, H-18 and H-6,
and H-17 and H-18 showed that two
protons H-7 and H-8 both occupied the
[ position. Based on the above data,
determined as

compound 1 was

ananonin J [8].

Table 2. 'H-NMR and “C-NMR spectral data for ananolignan F (2).

No. o o™ ou™(J,Hz)  No. o o™ ox™ (J,Hz)
1 1519 1519 - 15 1214 1215 -

2 1413 141.5 - 16 123.3 1233 -

3 151.5 151.6 - 17 167 167  0.96 (d, 7.0)
4 110.6 1106  6.69 (s) 18 168 16.8 0.91(d,7.0)
5 1313 131.3 - 1-OMe  60.1 60.1 3.58 (s)
6 80.9 81.0 5.70(d,8.5) 2-OMe 60.6 60.6 3.89 (s)
7 380 381 202(m) 3-OMe 56.0 56.1 3.89 (s)
8 398 395 2.12(m) 14-OMe 595 595 3.85 (s)
9 796 79.6 5.74(d,45) OCH,0 1012 1012 597, 1.5)
10 1329 1329 - /5.99 (d, 1.5)
11 1023 1024  6.44(s) 1 170.0 170.1 ;

12 148.6 148.6 ; 2 20.6 20.6 1.57 (s)
13 1362 1362 ; 1 170.1 170.1 _

14 1418 1418 : 2’ 209 21.0 1.79 (s)

4 CDCl;, Y25 MHz, 500 MHz. *The NMR data of ananolignan F [9].
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Figure 2. Structures and key HMBC and COSY correlations of compound 2.

Compound 2 was obtained as white
powder, = +75.2 (c 0.1, MeOH); ECD

(0.3 mg/mLL in MeOH) 0®Q):
+3.45(216), =2.17(251). It’s molecular
formula as C27H32010 was

determined by the HR-ESI-MS ion
m/z 539.1889 [M+Na]+

(theoretical calculation for
[C27H32010Nal+: 539.1893).

peak at

The NMR spectra of compound 2
were similar to those of 1, except the 2-
methylbutyryl group and angeloyloxy
group, which were replaced by acetyl
groups and additional signals due to
one methoxy group. The location of
acetyl groups at C-6 and C-9 was
elucidated by the HMBC correlation
from H-9 to C-1’, H-2" to C-1’, H-6 to
C-17, and H-2” to C-1". The location

of the methoxy group at C-14 was
elucidated by the HMBC correlation
from the methoxy group at 3.85 to
C-14. The dioxymethylene group
remained attached to C-12 and C-13,
and the two acetoxyl groups attached
to C-6 and C-9. These positions were
re-examined by HSQC and HMBC
spectra.

the
interactions on the NOESY spectrum
of H-17/H-18, H-11/H-9, between H-
6/H-4, between H-18/H-6 showed H-6
along with two groups 7-CH; and 8-
CHj; all had a configuration, and H-7,
H-8, H-9 all had f configuration.

The NMR spectral data of
compound 2 was quite similar to
ananolignan F. Thus, compound 2 was

Similar to compound 1,

determined as ananolignan F.

121



JOURNAL OF MILITARY PHARMACO - MEDICINE N’ - 2023

Table 3. '"H-NMR and “C-NMR spectral data for ananolignan C (3).

No. oc®” 6™ o™ (,Hz)  No. o 6™ op™ (J,Hz)
1 151.1  151.1 - 13 1353 1354 -

2 140.8  140.9 - 14 141.0 141.0 -

3 153.0 153.0 - 15 1175 1176 -

4 1064 1065  7.02(s) 16 119.7 119.8 -

5 1354 1355 - 17 98 9.8 0.91 (d, 7.5)
6 726 726 4.71(d,2.0) 18 203 20.3 1.19 (d, 7.5)
7 436 437  216(m) 1-OMe 60.6 60.6 3.66 (s)

8 416 417  204(m) 2-OMe 610 61.0 3.90 (s)

9 83.8 835 4.58(d, 10.5) 3-OMe 559  56.0 3.91 (s)
10 138.6  138.7 - 14-OMe 59.7  59.7 3.85 (s)
11 1022 1022  630(s)  OCH,O 1012 1012  5.97(d, 1.5)
12 149.0 149.0 - 5.96 (d, 1.5)

4 CDCl;, Y25 MHz, 500 MHz. *The NMR data of ananolignan C [9].

OCH,4

Figure 3. Structures and key HMBC and COSY correlations of compound 3.

Compound 3 was obtained as white
powder, = -274 (c 0.1, MeOH);
ECD (0.3 mg/mL in MeOH) 6(A):
+3.78(216), —2.18(251);. It’s molecular
formula as C23H2808 was determined
by the HR-ESI-MS ion peak at m/z
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455.1687 [M+Nal+ (theoretical calculation
for [C23H2808Na]+: 541.2049).

Compound 3 also had spectra
similar to those of 1 and 2, which
indicated that compound 3 was the
dibenzocyclooctadiene lignan compound.
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Compared with compound 2,
compound 3 has lost the signals of two
acetoxyl groups at C-6 and C-9, and
had all four methoxy groups and two
methyl groups presented as doublets,
indicating that four methoxy groups
must bind to C-1, C-2, C-3, and C-14.
Similar to compound 2, C-6 and C-9
were the only two hydroxy groups
remaining with proton signals at ¢ 4.71
(d, J =2.0Hz) and 4.58 (d, J =10.5Hz),
where these two protons had HSQC
interactions with two carbons at 0 72.6

and 83.5, respectively. The configuration
of protons H-6, H-7, H-8, and H-9 was
determined by NOESY spectroscopy
showed that they had the fp
configuration. The NMR spectral data
of compound 3 was consistent with the

published spectral data of ananolignan
C [9].

Thus, compound 3 was determined
to be ananolignan C. In addition,
the HMBC interactions also further
confirmed the this
compound [10].

structure of

2. Results of Inhibitory activity on the NO production in LPS activated

RAW264.7 cells of compounds

Many dibenzocyclooctadiene lignans have been reported to exhibit anti-

inflammatory activity [3, 4, 5, 6].

Table 4. Inhibitory activity on the NO production in LPS activated RAW?264.7 cells.

Dexamethasone
Compound 1 Compound 2 Compound 3 .
(positive control)
Concentration
% NO % of cells % NO % of cells % NO % of cells % NO % of cells
(uM) inhibition  survived inhibition survived inhibition survived inhibition  survived

X SD X SD X SD X

SD X SD X SD X SD X SD

100 98.14 5.13 9821
20 23.18 134 100.00 245 2543 0.78 99.78
4 1354 099 8.08 0.19
0.8 467 0.29 462 027
4524 + 4132+
ICs, -
1.46 145

1.65 96.54 435 98.12 022 97.54 474 96.00 652 8954 196 86.51 2.15

232 21.23 051 9998 021 5250 1.65 93.71 1.87

904 0.17 3959 1.56

662 022 2824 075

48771 + 1420+ -
134 i 0.54
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Therefore, compound 1 - 3 were
evaluated for anti-inflammatory
activity by their ability to inhibit NO
production in LPS stimulated RAW
264.7 cells. The results showed that
compound 1 - 3 were able to inhibit
NO production with 1Cs, values of
45.24 +1.46,41.32 + 1.45, and 48.71 +
1.34uM, respectively.
with
published reports on inhibitory activity

This result was consistent

on nitric oxide production on LPS
stimulated RAW 264.7 cells of lignans
isolated from the genus Schisandra [3,
4,5, 6].

CONCLUSION

From the methanol extract of

cauliflora three
dicycooactadiene lignan compounds

were isolated, including ananonin J (1),

Schisandra roots,

ananolignan F (2), and ananolignan C
(3). Their chemical structures were
determined by 1D- and 2D- nuclear
magnetic ~ resonance  Spectroscopy
(NMR), mass spectrometry (HR-ESI-
MS), and CD spectra.

All three compounds showed the
potential of NO inhibition activity
production, with ICs, values of 45.24 +

1.46, 4132 + 1.45, and 48.71 =
1.34uM, respectively, compared to
that of the positive control of

dexamethasone (ICsy 14.20 = 0.54uM).
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THE ASSOCIATION BETWEEN SERUM SOLUBLE ST2
CONCENTRATION AND SOME CLINICAL AND SUBCLINICAL
INDICES IN PATIENTS WITH CHRONIC HEART FAILURE

Duong Hong Nien', Vu Xuan Nghiaz, Nguyen Xuan Tien’
Nguyen Van Hung4, Luong Cong T huc®*
Abstract

Objectives: To investigate the level of serum soluble ST2 (sST2) and its
association with some clinical and subclinical indices in patients with chronic
heart failure (HF). Methods: A prospective cohort study was performed on 116
patients diagnosed with chronic HF at the Cardiology Department, Military
Hospital 103, Hanoi and Cardiology Department, 19-8 Hospital - Ministry of
Public Security, Hanoi, Vietnam, and 40 control patients at General Health
Examination Department, Military Hospital 103, Hanoi from November 1, 2019
to September 30, 2022. Serum sST2 was measured using an enzyme-linked
immunosorbent assay. Results: The mean age (+ standard deviation) of patients
with chronic HF was 68.3 (£ 15.9) years, with 57.8% of the total patients who
showed their age was > 65 years. The median serum sST2 level in the group of
patients with chronic HF (median: 5.89 ng/mL) was significantly higher than
those in the control group (median: 2.39 ng/ml) (p < 0.05). Serum sST2 level
increased as LVEF decreased, with the highest level in HF with reduced EF
patient group, followed by HF with mildly reduced EF, and HF with preserved
EF groups. Serum sST2 level had a significant, positive correlation with heart rate in
chronic HF patients. The serum sST2 level in the group of NYHA class IV was
significantly higher than those in the group of NYHA class III and II (p < 0.05).

'19-8 Hospital - Ministry of Public Security
*Military Central Hospital 108
*Military Institute of Preventive Medicine
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Conclusion: The level of serum sST2 increased in chronic HF patients. Serum

sST2 level associated with left ventricular ejection fraction, and NYHA

classification in chronic HF patients.

Keywords: Soluble
NYHA classification.

INTRODUCTION

Heart failure is a complex clinical
syndrome that results from either a
structural or functional cardiac disorder
that impairs the ability of the ventricle
to fill or eject blood [1]. The American
Heart Association (AHA) reported that
the rate of HF in the United States was
more than 6 million people, accounting
for nearly 1.8% of the total population
in 2021 [2]. In Vietnam, research on
the prevalence of HF in the total
population has been limited. However,
based on both the total Vietnamese
population and the prevalence of HF in
Europe, an estimation of 360,000 to
1,8 million people with HF require
treatment [3]. In addition, it was
reported that the rate of HF is expected
to increase significantly due to the
availability of better diagnostic tools
ensuring proper diagnosis [2]. Although

HF treatment and prognosis have

suppression of tumorigenicity 2; Heart

failure;

improved with the current medical
with HF are

frequently hospitalized, and the survival

treatments, patients
rate is low. Therefore, new strategies
to manage patients with HF are priority

warranted.

In previous studies, biomarkers have
been proven to be helpful in HF
management,  particularly  soluble
suppression of tumorigenicity 2 (sST2),
which was suggested as a strong
predictor of cardiovascular outcomes
in both chronic and acute HF [4, 5].
Suppression of tumorigenicity 2 (ST2)
1s a member of the interleukin-1
family biomarker and
sST2

which are hypothesized to reflect

receptor
circulating concentrations,

cardiovascular stress and fibrosis.
A study by Ky et al. (2011) found
a robust, independent association
between a single baseline measure of

sST2 and adverse outcomes in chronic
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HF [5]. Pascual-Figal et al. (2009)
reported that the elevation of ST2 was
associated with a high rate of sudden
death [4].

research on sST2 level was carried out

However, in Vietnam,
in the general population, hypertension
disease, and acute HF; however, there
are not many studies on plasma ST2 in
patients with chronic HF except a
study by Le Khac Hiep et al. in 2020
[6]. The authors found that the sST?2
level increased in a group of chronic
HF with a higher NYHA grade, but
only 58 cases were recruited in this
study. Therefore, we conducted this
study with a larger sample size to:
Investigate serum sST2 concentration
and its association with clinical and
subclinical features in patients with
chronic HF.

MATERIALS AND METHODS

1. Subjects

116 patients diagnosed with chronic
HF were recruited at the Cardiology
103,
and Cardiology

Department, Military Hospital
Hanoi, Vietnam,
Department, 19-8 Hospital-Ministry of

Public Security, Hanoi, Vietnam from

128

November 1st 2019 to September
30th 2022.
* Inclusion criteria: Patients aged >

18 years; patients diagnosed with
chronic HF following the European
Society of Cardiology guidelines for
the diagnosis and treatment of acute
and chronic HF 2012 [7]; patients
agreed to join this study. The patient
consent was obtained from individual

participants included in this study.

* Exclusion criteria: Patients had

comorbidity with other diseases
affecting serum sST2 level, such as
respiratory failure, acute HF, liver
failure, bronchial asthma, autoimmune
disease, electrolyte disorders, severe
infection, etc. at the time of the study;
patients did not agree to participate in

the study.
A total of 40 healthy people who

were examined at the general health
examination, Military Hospital 103
were recruited at the same time as
a control group. The criteria for
the control group are as follows:

Age > 18 years; participants were not
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previously diagnosed with chronic or
acute disease; participants agreed to

join this study.

2. Methods

* Study
cohort study.

design: A prospective

* Sample collection: Convenient

sampling method.

* Study procedure: The study was
conducted according to the following
steps:

- Collecting data: Data regarding
patients, including age, sex, body mass
index (BMI), heart rate, blood pressure,
medical history, some biochemical
indices (glucose, estimated glomerular
filtration rate (eGFR), Na+, K+, Cl-,
creatinine, NT-proBNP), hematological
indices (hemoglobin (HGB), leukocytes,
neutrophil), X-ray indices (cardiothoracic
index, pulmonary congestion, pleural
effusion) and heart ultrasound indices

(ejection fraction, left ventricular end-

diastolic volume, left atrial diameter).

- Quantification of serum ST2: An
amount of 3mL of venous blood was

collected to quantify the level of serum

sST2 according to ELISA (Enzyme-

linked immunosorbent assay).
Measurement of serum sST2 level was
performed in the molecular physiology
laboratories of the Department of
Pathophysiology, Vietnam Military
Medical University

- Data analysis: SPSS 22.0 statistical
software was used for data analysis.
Continuous variables are represented
by the mean and standard deviation
(£ SD) and percentages (%). The level
of serum sST2 was log transformation
(base e) to 1improve normality.
Comparison of quantitative variables
with normal distribution using the
independent sample T-test and the
Pearson rank correlation coefficient
was used for analyzing relationships
between serum sST?2 level (continuous
and clinical and

variable) some

subclinical indices (continuous variables).

3. Ethics

Written informed consent was
obtained from all patients participating

in this study.
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Figure 1. Distribution of age in patients with chronic heart failure (n = 116).

The mean age (+ SD) of the chronic HF patients was 68.3 (+ 15.9) years, with
57.8% of the total patients who showed their age was > 65 years. There were 67
male patients out of 116 patients, accounting for 57.8%. The proportion of male
patients was higher than those of female patients, but the difference did not reach
statistically significant (p = 0.071). The mean age of male patients was 65.3 +
15.8 years, which was significantly lower as compared with the mean age of
women, which was 72.3 + 15.3 years (p < 0.05) (Figure 1).

Table 1. The concentration of serum sST2 in the study subject.

Patients with chronic HR Control group
n Median [IQRI1;IQR3] n Median [IQR1;IQR3]
Total 116  5.89 [3.97;11.47] 40  2.39 [1.96; 3.79]

Male patients 67 5.83 [3.31; 12.6] 23  3.05 [1.94; 4.45]
Female patients 49 59 [4.25;10.90] 17 2.36 [1.96; 3.36]

n: Number of patients, IQR: Interquartile Range.

Table 1 displays the median serum sST2 in chronic HF patients. The median
[IQR1; IQR3] of serum sST2 level in the total chronic HF patients was 5.89
[3.97; 11.47] ng/mL, which was significantly higher than those in the control
group (median [IQR1; IQR3]: 2.39 [1.96; 3.79] ng/mL). The median serum sST2
level for the male and female chronic HF patients was 5.83 and 5.9 ng/mL,
respectively. No significant difference was observed in the median serum sST2
level between male and female chronic HF patients (Table 1).
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Table 2. Correlations between Log (sST2) level and some clinical and

subclinical indices using Pearson rank correlation coefficient.

Clinical and subclinical indices r p
Age 0.104 0.266
BMI -0.030 0.747
Heart rate 0.189 0.042
Systolic pressure blood -0.027 0.771
Diastolic pressure blood -0.001 0.992

Hematological indices

HGB -0.022 0.814

Leukocytes -0.038 0.683

Neutrophil -0.082 0.383
Biochemical blood indices

Glucose 0.009 0.925

eGFR 0.025 0.788

Na+ -0.035 0.708
Creatinine -0.128 0.170
Cholesterol 0.010 0.912

Heart ultrasound indices

Left ventricular ejection fraction -0.179 0.054
Left ventricular end-diastolic volume 0.141 0.134
Left atrial diameter 0.004 0.996

r: pearson’s rank correlation coefficient, HGB: hemoglobin, BMI: body mass
index, eGFR: estimated glomerular filtration rate

The level of serum sST2 was positively and significantly correlated with the
heart rate (r = 0.189, p < 0.05). There were no significant correlations between
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the serum sST2 level and hematological, biochemical, and heart ultrasound
indices found in the present study (7Table 2).

Table 3. Comparison of serum sST2 level between different groups of related
factors in chronic heart failure patients using independent sample T-test.

Factors n Log(sST2) p

Yes 49 1.77+£0.82
Coronary artery disease 0.712
No 67 1.82+0.76

Yes 84 1.98+0.76
Hypertension < 0.001
No 32 1.32+0.62

Yes 6 1.92+091
Cardiomyopathy 0.688
No 110 1.79+0.78

Yes 32 191%0.66

Cguses of heart Valvular Heart Disease 0.339
failure No 84 1.75+0.82
Yes 58 1.81%0.69

Cardiac arrhythmias 0.827

No 58 1.78 £0.87
Yes 24 1.90%+0.60

Diabetes 0.480
No 92 1.77+0.82

Yes 13 1.64+0.89

Dyslipidemia 0.430
No 103 1.82+0.77
II 20 1.19+£0.74
NYHA I 63 1.73+£0.68 0.004*
v 33 230+0.68 < 0.000%*
<40% 43 2.05+0.76
Left ventricular 494, 46 1.69+082  0.034%
ejection fraction
> 50% 27  1.57+£0.65  0.008%**

NYHA: New York Heart Association classification; BMI: body mass index.
*: as compared with NYHA class II

*%*: as compared with LVEF <40%

%% as compared with LVEF 41 - 49%

132



JOURNAL OF MILITARY PHARMACO - MEDICINE N’ - 2023

Table 3

comparisons of serum

results of
sST2 level

among different groups of related

shows the

factors using an independent sample T-
test. The serum sST2 level in the group
of NYHA class I and IV
significantly lower than those in the
group of NYHA II (p < 0.05). There

was no significant difference among

WEre

different groups of causes of HF and
comorbidity disease in the present
study (p > 0.05) (Table 3). Since the
significant correlation between the
serum sST2 level and LVEF, we
compared the serum sST2 level among
different groups of LVEF and found
that a significant decrease of the serum
sST2 was observed in groups with
LVEF < 40% when compared with
those in group with LVEF 41 - 49%,
and in groups with LVEF > 50% when
compared with those in group with
LVEF 41 - 49% (p < 0.05) (Table 3).

DISCUSSION

In this study, we found that the
mean age of participants was 68.3
( 159) years. The
consistent with a previous report by
Lichtenauer et al. (2017) [8], but it was

inconsistent with previous reports by

result was

Ky et al. (2011) or Le Khac Hiep et al.
(2020) [4, 6]. Ky et al. (2011) reported
that the mean age of chronic HF
patients was 56.3 + 14 years [4], which
was lower than that in our study. This
may be explained by the fact that the
study by Ky et al. performed in a
developed country is suggested to have
better management of HF in the
population. In contrast, a higher age
(74.95 £ 13.86 years) was observed in
a report by Le Khac Hiep et al. on
Vietnamese chronic HF patients in
2019 [6]. These suggest that the health
management to decrease the rate of HF
in elderly people may be improved in
Vietnam. In addition, in this study, the
rate for female HF patients was higher
than that for male HF patients. It was
reported that the increased rate of HF
was associated with increasing age [2].
Since women showed higher average
life expectancy than men, an increased
risk of HF was found in older women,
which might lead to the imbalance of
gender rate in this study.

The median serum sST2 level was
recorded as 5.89 ng/mL in the chronic
HF patients and 2.39 ng/mL in healthy
people in this study. In an investigation
of 891 HF patients, Bayes-Genis et al.
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(2013) reported the mean serum sST2
level was 38.1 ng/mL [9]. Le Khac
Hiep et al. (2020) reported that the
level of serum sST2 in healthy people
was 2.3 ng/mL [6], which was much
lower than those in HF patients in the
present study and the report by Bayes-
Genis et al. (2013) [9]. Since increased
sST2 level and IL33 are

associated with fibrosis, remodeling,

seruim

and myocardial inflammation, increased
IL.33 has cardioprotective effects, such
as reducing myocardial fibrosis and
hypertrophy, preserving ejection fraction,
and improving survival. The sST2
is a receptor that inhibits beneficial
cardioprotective effects of IL-33. The
source of sST2 is derived mainly from
cardiomyocytes and fibroblasts in the
myocardium. Under the effect of
stretching, fibrosis, inflammation, and
remodeling of the myocardium, the
production of sST2 increases, which
might lead to an increase in the serum

sST2 concentration in HF patients.

In this study, our results also
showed that the serum sST2 level was
inversely and significantly correlated
with LVEF in chronic HF patients.

Although the assessment of left

134

ventricular function does not provide
all regional movement in the heart, it
shows the ability of the left ventricle to
contract. In the case of the contractility
of the left ventricular muscle decreases,
which might partly reflect severe damage
in the structure, such as dilation or
fibrosis in the heart. Moreover, the
right ventricular ejection fraction has
been reported to be associated with
serum sST2 in the previous study [6].
So, we will have a plan to analyze the
right ventricular indices and serum
sST2 level in chronic HF patients in
the future. Moreover, we did not find
any significant association between serum
sST2 level and some biochemical and
hematological indices, particularly eGFR.
Consistent results were observed in the
previous studies in Vietnam [6] and
another country [9]. These support
the hypothesis that serum sST2 is
eliminated by various pathways other
than the kidney. However, the number
of subjects in the present study is
small. Therefore, another study with a
larger number of HF patients should be
performed to investigate relationships
between serum sST2 level and other

hematological and biochemical indices.
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In addition, we found that increased
serum sST2 level in chronic HF patients
caused by hypertension, which was a
consistent result with a previous report
by Ky et al. (2011) [4]; however, it
was inconsistent with the previous
report by Le Khac Hiep et al. (2020)
[6]. The author reported that there was
no significant difference in serum sST2
different
hypertension, type 2 diabetes disease,
in HF
patients [6]. It may be due to different

level in groups  of

and valvular heart disease

times under high blood pressure and
different classification of hypertension
in chronic HF patients between our
study and previous study. Because
prolonged high blood pressure will
lead to hypertrophy, fibrosis, and
gradually leading to heart failure and is
associated with an increase in serum
sST2 level. In our study, there were no
patients in the group of NYHA class I,
and a significant increase in serum
sST2 level was observed in the NYHA
class IV and class III groups compared
to the NYHA II group. In a study by
Silvio Quick et al. (2015), they also
reported a positive correlation between
serum sST2 level and NYHA class

(r = 0.22; p = 0.002) [10]. These

results indicate that increased serum
sST2 level relate to increasing NYHA
class.

CONCLUSION

The median serum sST2 level in
patients with chronic HF was 5.89 ng/mL
with IQR [1 - 3] from 3.97 to 11.47
ng/mL. The level of serum sST2 was
positively and significantly correlated
with heart rate. Increased serum sST2
level related to increasing NYHA class
in chronic HF patients. Increased serum
sST2 level related to reduced LVEF

class in chronic HF patients.
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THE LE GUY BAI DANG TRONG TAP CHi Y - DUOC HOC QUAN SU

T apchiY-Dudgchocquansuxuadtban9s6/ndm,dangtaicaccongtrinhnghiénciu,
cacbaitdngquanvéydudchocquansy,ysinhhocvayxahdihoc, nhiingthongtin
Y-Dugchoctrongnudecvaqudcté,thongtinvénghiénciuvadaotao.

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

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

2. Cac thuat ngii théng nhat theo tit dién Bach khoa Viét Nam.

3. Bai gui dang danh may bang tiéng Viét, rd rang, caAch dong, mot bai khong dai qua
7 trang kho A4, ké ca bang biéu va tai liéu tham khao. Cac danh tit tiéng Viét néu dich ti
tiéng nudc ngoai viet kém theo tiéng nude ngoai. Cac chit viét tat phai cé chi thich cac tit goc
ctia cac chii viét tat.

4. Trinh tu cac muc trong bai:

a) Dau dé.

b) Ho va tén tac gia: Khong ghi hoc ham, hoc vi, chiic danh. C6 ghi chi don vi cong tac cua
ting tac gia d cudi trang thinhat baibao.

¢) No6i1 dung:

Tém tat tiéng Viét va tiéng Anh, bao gdm muc tiéu, d6i tuong va phuong phap nghién ctiu,
két qua va két luan (khoang 250 ti). Ghi tii khéa tiéng Viét va tiéng Anh.

Datvan dé: bao gdm ca phan muc tiéunghién ctu.

Doi1tugng va phuong phap nghién ctu.

Két qua nghién ctiuvabanluan.

Kétluan.

T3iliéu tham khéo,

Chi st dung nhiing bang, biéu, hinh anh cin thiét va phai c¢6 chid thich rd. Mbi bai viét
khong qua 5 hinh. Cudibai phai néu rd xuat xt ctia cong trinh, lam tai dau, thoi gian.

Tai lidu tham khao (khong qua 10 tai liéu va phai mang tinh cip nhat) sip xép theo thi
tu xudt hién trong bai bdo. Tai liéu tham khéo ghi theo thi ty sau: Ho tén tdc gid, tén cudn
sach (bai bdo), tén tap chi, nim xuat ban, tip, sd va trang tai liéu tham kho
Dung font Unicode.

5.Mobi tac gia dting tén dau ctia bai bao chi dudc déng t61 da mot bai trong mot s6.

6. Bai gtii ding khong tra lai ban thao.

7. Cudi mbi bai bao, tac gia ghi s6 dién thoai ca nhan va dia chi email ctia nguoi chiu trach
nhiém chinh.

I1.P6ivdicacbaitong quan, thong tin, baidich.

- D4 vé6i cac bai tong quan can c¢6 day du cac tai liéu tham khao va ngudn sé liéu da
dugc trich dan trong bai. Téc gia bai tdng quan ghi rd chitic danh, hoc ham, hoc vi, chuyén
nganh, cd quan va hoi chuyén khoa 6 phan ghi chi cuéi trang dau tién ctia bai tong quan.
Bai téng quan ciing dude danh may trén khé A4 va khong dai qua 7 trang ké ca biéu bang
vatailiéuthamkhao.

- Cac thong tin, bai dich can ghi rd xuit xt cia nguodn di liéu. D6i véi bai dich can
chup toan vin bai bao tiéng nuéc ngoai giii kém theo ban dich.

* BAI VIET XIN GU1 VE TAP CHi Y DUGC HOC QUAN SU - HOC VIEN QUAN Y
SO 160 DPUONG PHUNG HUNG, HA BONG - HA NOI
PIEN THOAI: 069. 566. 520 HAC GUI THEO PIA CHi EMAIL: tcydhqs @vmmu.edu.vn
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