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NGHIEN CUU PINH LUQONG PONG THOI
PARACETAMOL VA METHOCARBAMOL TRONG VIEN NEN
BANG PHUONG PHAP SAC KY LONG HIEU NANG CAO

Nguyén Thi Hang Van'", Cao Viin Anh', Nguyén Viin Bach!

Tom tat

Muc tiéu: Xay dung va thim dinh quy trinh dinh luong dong thoi paracetamol
(PAR) va methocarbamol (METH) trong vién nén bang sic ky long hiéu ning cao
(high-performance liquid chromatography - HPLC). Phwong phdp nghién ciru:
Dinh luong PAR va METH bang phuong phap HPLC véi cot sac ky LunaR Cis
(4 x 250mm, 5um), nhiét d6 cot 26°C, téc d6 dong 1,0 mL/phut, dau do UV tai
budc séng 274nm, thé tich tiém 10uL, pha dong gdbm acetonitril: Dung dich acid
formic (0,2% trong nudc) theo chuwong trinh gradient; tham dinh phuong phap theo
huéng dan caa ICH. Két qud: Phuong phap dam bao tinh tuong thich hé thong,
tinh dac hiéu, khoang tuyén tinh, d6 chinh xac va do ding theo quy dinh ctua ICH.
Két lugn: Phuong phap dinh lugng dam bao cac yéu cau va cé thé sir dung dé dinh
luong dong thoi PAR va METH trong vién nén.

Tir khoa: Paracetamol; Methocarbamol; Sac ky long hiéu ning cao; Vién nén.

SIMULTANEOUS DETERMINATION OF PARACETAMOL AND
METHOCARBAMOL IN TABLETS BY A HIGH-PERFORMANCE
LIQUID CHROMATOGRAPHY METHOD

Abstract

Objectives: To develop and validate a procedure for the simultaneous
quantifying of paracetamol (PAR) and methocarbamol (METH) in tablets by high-
performance liquid chromatography (HPLC). Methods: Quantify PAR and METH
by HPLC method with Luna® Cig (4 x 250mm, 5um), column temperature of 26°C,
flow rate of 1.0 mL/min, detector UV at 274nm, injection volume was 10uL,

'Hoc vién Quany
*Téc gia lién h¢: Nguyén Thi Hong Van (vannguyenhvqy@gmail.com)
Ngay nhan bai: 03/12/2024
Ngay dwgc chiap nhan ding: 13/01/2025
http://doi.org/10.56535/jmpm.v50i5.1109
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mobile phase consisting of acetonitrile and 0.2% formic acid in water with a
gradient program; validated according to ICH guideline. Results: The validation
results for system suitability, specificity, linearity, precision, and accuracy showed
that this method conformed to the ICH requirements. Conclusion: The quantitative

method can be used to simultaneously quantify PAR and METH in tablets.

Keywords: Paracetamol;
chromatography; Tablet.

PAT VAN PE

Dang thudc két hop gitta METH va
PAR la thuéc giam dau lién quan dén co
thit co xuong, dung trong mot sd
truong hop nhu bong gan, chin thuong,
viém khop. Trong @6, METH la hoat
chat co tac dong gidn co kéo dai trén cac
co xuong bang cach tc ché chon loc
trén hé than kinh trung wong, @c ché co
rat, giam dau trung tam, thudc tac dong
nhanh (sau uéng 30 pht), hiéu qua cao
va kéo dai, khdong anh huong Ién cac
neuron van dong, it tdc dung phu. PAR
hoat dong nhu mét thudc giam dau nhe
va ha sbt, ngan chan viéc giai phong cac
chat trung gian hoa hoc (prostaglandin)
gay dau, viém va sot [1, 2].

Hién nay, tai Viét Nam va trén thé
gidéi d3 c6 nhiéu ché pham két hop
METH va PAR (chu yéu & dang vién
nén) duoc nghién cuou va dua ra thi
truong. Pé kiém nghiém cac ché pham
nay phuc vu cho cdng tac quan ly chat

8

Methocarbamol;

High-performance liquid

lugng thudc can ¢ mot quy trinh dinh
luong phu hop, dam bao tinh khoa hoc.
Qua tham khao cac c6ng trinh nghién
clru cua Ccac tac gia trong va ngoai nudc
vé van dé nay, ching tdi nhan thay, hién
nay, ¢ Viét Nam chua nghién ciu nao
cdng bé quy trinh dinh lwong dong thoi
METH va PAR trong vién nén; DugcC
dién My USP 47 [3] chi c6 chuyén luan
riéng cia METH va PAR; mot so tac gia
trén thé gidi ciing di nghién ciu, dé
xuat mot s phuong phap dinh luong
d6ng thoi nhu quang pho dao ham, cam
bién dién hoéa, HPLC [4, 5, 6], tuy
nhién, van con nhitng ton tai chua phu
hop voi diéu kién nghién ciu cia cac
phong thi nghiém tai Viét Nam. Vi vay,
ching toi tién hanh nghién ctu nay
nham: Xay dung dwoc mét quy trinh
dinh lwong dong thoi hai hoat chdt PAR
vd METH, hé tro cong tac kiém tra,
kiém soat char lwong thusc trén thj
trueong Viét Nam.
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POI TUQONG VA PHUONG PHAP
NGHIEN CUU

1. Poi twong nghién cieu

* Nguyén vdt ligu: Chéat chuan
Paracetamol (Acetaminophen), SKS:
C0924019, ham luong 99,7% do Vién
Kiém nghiém thudc Trung wong cung
ciap. Chat chuan METH, sé Ié:
C16837156, ham luong 98%, xuat xu
Macklin (Trung Quéc). Thuéc thu:
Vién nén két hop METH va PAR.
Acetonitril, acid formic dat tiéu chuan
HPLC.

* Thiét bi nghién cizu: Hé thdng
HPLC Alliance Waters 2695D; Detector
PDA (My¥), can phan tich, may siéu am.

2. Phuwong phap nghién ctru

* Phirong phdp chuan bi mau chudn,
mau thiz, mdu trang:

Dung dich chuan hén hop goc (So):
Hoa tan 100mg chat chudn METH va
81,2mg chat chuan PAR bang ethanol
(EtOH) 70% dé thu duoc dung dich
chuan hén hop goc c6 nong do METH
va PAR tuong tng la 1.000 va 812
pg/mL.

Diy dung dich chuan hdn hop: Pha
lo&ng dung dich Sp bang EtOH 70% dé
thu dugc ddy dung dich chuan hdn hop
c6 nong 46 METH va PAR lan luot 13
80 - 120 pg/mL va 65 - 97,5 pg/mL.

Dung dich thu: Can chinh xac va
nghién thanh bot 20 vién nén. Hoa tan

mot luong bot vién tuong duong véi
khoang 100mg METH va 81,2mg PAR
bang EtOH 70%. Tiép tuc pha lodng dé
thu duoc dung dich thar c6 nong do
METH va PAR tuong trng khoang 100
va 81,2 pg/mL. Loc qua mang loc
0,45um.

Mau tring: EtOH 70%.

* piéu kién sac ky: Hé thong sac ky:
HPLC Alliance Waters 2695D. Cot sic
ky pha dao LunaR® Cig (4 x 250mm,
5um). Detector: UV budc song 274nm.
Toc do dong: 1,0 mL/phit. Nhiét do
cot: 26°C. Pha dong: Khao sat thanh
phan va ty ¢ pha dong: ACN:H:0
(25:75, tt/tt); ACN:Acid formic 0,2%
(25:75, 13:87 va chuong trinh gradient,
tt/tt). Thé tich tiém: Khao sét cac thé
tich tiém 5uL, 10uL, 20pL.

* Tham dinh phuwong phdp: Tién
hanh tham dinh theo céc chi tiéu cua
ICH [7].

* Xur Iy so ligu: Sb ligu dugc xir ly
bang Microsoft Excel.

3. Pao duc nghién cau

Bai bao 14 san pham cua dé tai khoa
hoc va cdng nghé cap Hoc vién duoc
thuc hién theo quyét dinh sé 569/QD-
HVQY ngay 27/02/2025. S liéu duoc
Vién Pao tao Dugc, Hoc vién Quan y
cho phép sir dung va cong bd. Nhém tac
gia cam két khong co xung dot loi ich
trong nghién cuu.
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KET QUA NGHIEN CUU VA BAN LUAN
1. Két qua khao sat diéu kién sac ky
* Két qua khdo sdt pha dong:
Tién hanh khao sat mot s hé pha dong. Két qua dugc trinh bay ¢ hinh 1.
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(b) ACN : Acid fomic 0,2% (25:75)
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(d) ACN : Acid fomic 0,2% (gradient)

PAR

Hinh 1. Sic ky db ¢ cac pha dong khao sat.

Véi hé pha dong thi nhat, ACN:H.0
(25:75) dang dong, pic cia METH
khong tach dugc ra khoi nén mau. Véi
hé pha dong tht hai, nudc duogc thay
bang dung dich acid formic 0,2%, pic
cua 2 chat bi kéo dudi. Véi hé pha dong
thi ba, ty 16 ACN giam xudng 13%, thoi
gian luu cia METH Ién téi 33 phut,
PAR Van bi rira giai sém, pic mat can
d6i nén hé pha dong dang dong khong
phu hop. Do d6, chon chuong trinh
gradient ACN:H20 vai ty I¢ ACN tang
tur 3 - 35% trong thoi gian tir 0 - 25 phdt.
Két qua 2 chit duoc rira giai trong
khoang 20 phut, pic dat yéu cau vé hé

10

s6 bat dbi xung trong khoang 0,8 - 1,5
va s6 dia 1y thuyét > 3.000.

* Két qua khao sat thé tich tiém:

Tién hanh khao st thé tich tiém mau
5, 10 va 20uL. Véi thé tich tiém mau
la 20L, pic ciia ca 2 chat bi kéo duoi.
Khi giam xuéng 10pL, pic caa PAR va
METH thu dugce déu can xang, khong
con hién tugng kéo duoi, pic can xung.
Tiép tuc giam xudng con 5uL thi pic
cua PAR va METH thu dugc cling can
xang, tuy nhién, khi tiém 13p lai 6 lan dé
danh gia tinh tuwong thich hé thdng thi
khong dat. Do vay, lya chon thé tich tiém
la 10uL dé xay dyung diéu kién sac ky.
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2. Két qua thim dinh phwong phap dinh lwong

* Két qua tham dinh tinh twong thich ciia hé thang:

Tién hanh phan tich 6 1an mau chuan hdn hop c6 néng @6 METH va PAR tuong
rng 100 pg/mL va 81,2 pg/mL. Két qua dugc trinh bay trong bang 1.

Bang 1. Két qua khao sat d6 twong thich cua hé thdng sic ky.

PAR METH
Mau tr Spic tr Spic
ehiy gy N ehay qve TN
1 9,98 1427081 0,86 8016 20,73 1601027 1,22 87123
2 9,98 1431295 0,86 7798 20,74 1597029 1,21 87284
3 9,97 1431600 0,85 7860 20,72 1605760 1,23 89195
4 9,96 1433294 0,86 7831 20,73 1602945 1,19 86433
5 9,96 1427825 0,86 7698 20,73 1608412 1,22 86070
6 9,95 1430967 0,86 7613 20,72 1608700 1,22 85689
B 9,97 1430344 0,86 7802 20,73 1603979 1,23 86966

RSD (%) 01 0,18 013 0,04

(N: S6 dia Iy thuyét; Spic: Dién tich pic; tR: Thoi gian lwew; Tf Hé s6 bat doi;
TB: Trung binh)

Do léch chuan twong ddi RSD (%) cua thoi gian luu, dién tich pic caa PAR va
METH trong 6 phép thir déu trong khoang cho phép (< 2%), hé s6 bat di lan luot
la 0,86 va 1,23; s6 dia ly thuyét cao. Nhu vay, hé théng phi hop va dam bao 6n
dinh cho phép phan tich dinh lugng.

* Két qud tham dinh @6 dac hiéu ciia phirong phap:

Tién hanh phan tich mau tring, dung dich chuan hdn hop va dung dich thir c6
nong 6 METH va PAR tuong tng 100 pg/mL va 81,2 ug/mL. Két qua sic ky dd,
phd UV duoc ghi & hinh 2 va hinh 3.

11
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Hinh 2. Sic ky d6 tham dinh do dac hiéu.
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Phé UV mau thir (b)
Hinh 3. Ph UV cua PAR va METH trong mau chuan (a) va mau thir (b).

Sic ky d6 caa mau tring (EtOH 70%) khong xuat hién pic trong khoang thoi
gian twong (g Vi pic ctia cac chat chuan. Sic ky do cua mau chuan, mau thir c6
pic PAR va METH & thoi gian luu khoang 9,9 va 20,7 phdt. Hinh dang phd cua
pic PAR va METH trén sic ky d6 ctia dung dich thir va dung dich chuan tai thoi

gian luu trén 13 phu hop. Biu ndy ching to phuong phép c6 tinh dic hiéu cao.
* Két qud tham dinh d@é tuyén tinh ciia phwong phap:

Tién hanh sac ky day cac dung dich chuan hdn hop cua PAR va METH da chuan

bi (muc 2) theo quy trinh da lya chon. Két qua duoc trinh bay & bang 2.

12
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Bang 2. Méi lién quan giita ndng do PAR va METH véi dién tich pic.

. PAR METH

Mau Nong dd (ng/mL)  Spic (UV.9) Nong dd (ng/mL)  Spic (UV.9)
1 64,85 1169286 77,38 946285
2 72,95 1314648 87,05 1059426
3 81,06 1448018 96,72 1168383
4 89,16 1588209 106,4 1279728
5 97,27 1725101 116,06 1388762

KQ Y =17171X +56544, R2=0,9997 Y =11478X + 57831, R?2=0,9999

(Spic: Dién tich pic; KQ: Két qud; STT: Sé thir tu)

C6 sy twong quan tuyén tinh gitta dién tich pic va ndng d6 chat phan tich trong
khoang nong do khao sat voi hé s twong quan R? caa PAR va METH lan luot 12

0,9997 va 0,9999.

* Két qud tham dinh dg chinh xac:
Do chinh xé&c cua phuong phap: Tiém lan lugt 6 mau dung dich thir cling nong

d6 vao hé théng sac ky.

Do chinh xac trung gian: Tiém 6 mau dung dich thir duwoc chuan bi boi 2 ngudi
phan tich (NPT) khéc nhau vao cac ngay khac nhau. Két qua duoc trinh bay ¢ bang 3.

Bang 3. Két qua khao sat do chinh xac caa phuong phap va do chinh xac trung gian.

] PAR METH
NPT Miu KL(;)nau Spic HL%so  Spe  HL %50
(UV.s) V6&i nhan (UV.s)  véinhan
1 02081 1393062 10252 1095636 96,89
2 02054 1360440 10144 1083091 97,04
3 02001 1310978 100,34 1032580 94,96
4 02018 1337496 10151 1057221 96,41
NPTL 5 02082 1388161 10211 1097194 96,98
6 02123 1384558 9988 1097667 95,14
B 101,30 96,24
RSD (%) 1,00 0,98

13
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. PAR METH
x KL mau

NPT  Mau ) Spic HL % so Spic HL % so
(UV.s) v6i nhan (LV.s)  véinhan

1 0,2107 1410200 102,50 1114340 97,32

2 0,2084 1393882 102,44 1090936 96,33

NPT2 3 0,2092 1408356 103,10 1112517 97,86

4 0,2106 1409119 102,47 1113493 97,30

5 0,2112 1415455 102,64 1117256 97,35

6 0,2109 1416214 102,84 1116678 97,44

TB 101,98 96,75

RSD (%) 0,98 0,93

(Spic: Dién tich pic; NPT: Nguwoi phan tich; KL: Khéi lwong; HL: Ham heong;
TB: Trung binh; STT: Sé thi# tw)

RSD (%) so véi nhén ¢ cdc mau deu < 2%. Nhu vay, do chinh xac cia phuong
phap va do chinh xac trung gian dat yéu cau cua ICH.

* Két qud tham dinh do diing ciia phirong phdp:

Phan tich cac mau thém chuan (80%, 100% va 120% nong do dung dich thi).
Panh gia do thu hoi va RSD (%) cta do thu hoi. Két qua trinh bay & bang 4.

Bang 4. Két qua khao sat do ding cua phuong phap.

L PAR METH
Mau < = KLC  Spe  KLC B§ KLC Spc KLC P
(%) @ TV DDTTC TH TH TV DDTTC TH TH

(mg) (uV.s) (mg) (%) (mg) (uV.s) (mg) (%)

1 02215 656 1301856 64,79 988 76,0 1051607 74,47 98,1

2 02186 64,8 1299054 6554 101,1 76,6 1049784 7547 985

80 3 02164 64,9 1300886 66,55 1025 77,3 1047480 76,08 984
TB (%) 100,8 98,3

RSD (%) 1,88 0,23

1 02232 79,4 1453044 81,09 1024 96,2 1176614 94,40 98,1

2 02192 80,7 1451018 82,33 102,3 957 1161754 93,74 98,0

100 3 02194 80,1 1441401 81,18 101,7 957 1162698 93,80 98,1
TB (%) 102,1 98,1

RSD (%) 0,42 0,05

14
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PAR METH
Miu rﬁ; KLC Spe KLC Pp KLC Spe KLC Dp
(%0) ) V. ppttc TH TH TV pptTc TH TH

(Mg) (uvs) (mg) (%) (MY (uvs) (mg) (%)

1 02172 96,9 1579189 97,41 100,8 1156 1275026 113,39 98,1

2 02196 97,1 1588055 97,53 100,7 1155 1280738 113,27 98,0

120 3 02151 96,8 1585104 98,84 1024 1152 1266615 112,94 98,1
TB (%) 101,3 98,1

RSD (%) 0,93 0,03

(Spic: Dién tich pic; KL: Khoi liwong; KLCTV: Khéi lwong chudn thém vao;
DDTTC: Dung dich ths thém chudn; KLCTH: Khéi lirong chuan thu hoi; TH: Thu
hoi; TB: Trung binh; STT: Sé thif tw)

Ty Ié thu hoi & tat ca cac mau dat tir 98,0 - 102,5% so véi luong chuan thém
vao; RSD < 2%. Chung to phuong phap da xay dung c6 do dung cao.

3. Ung dung xac dinh ham lwgng PAR va METH trong ché pham

Ap dung phuong phéap dinh lugng 3 ché pham vién nén véi ty 1¢ két hop cua
PAR va METH la 325mg/400mg. Két qua thé hién trong bang 5.

Bang 5. Két qua dinh lugng ché pham.

i PAR METH
Mau Llrgz;% can Spic Ham lugng Spic Ham lugng

(MV:s)  (mg) (%)  (UVS)  (mg) (%)

1 0,2105 1423447 79,68 103,6 1116643 92,44 97,6

2 0,2102 1424789 79,76 105,1 1115272 92,32 97,7

3 0,2073 1399153 78,32 104,7 1074201 88,92 954

TB (%) 104,4 96,9
RSD (%) 0,79 1,31

Két qua: Ham luwong PAR va METH trong cac ché pham lan luot Ia
104,4 (£ 0,79)% va 96,9 (= 1,31)% so v&i ham lugng ghi trén nhan.

15
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BAN LUAN

So sanh véi mot sé cong bd qudc té
khéc st dung hé dung méi pha dong la
MeOH:H,0, thoi gian luu cia ca 2 chat
cling twong ddi ngin (< 10 phat), tuy
nhién, pic thu dugc khong can xang, hé
s6 kéo dudi khong dat so voi yéu cau
cia Duoc dién Viét Nam 5 (0,8 - 1,5).
USP 47 phan tich METH sir dung dung
dich dém KH2PO4 0,05M lam giam tuoi
tho cua hé théng sic ky. Do d6, ching
t6i lya chon hé pha dong don gian gébm
ACN va acid formic 0,2%, ap SUAt trong
qua trinh phan tich ciing thap hon so voi
hé¢ MeOH:H20. Do d6, quy trinh dinh
lwgng nay phi hop véi diéu kién trang
thiét bj tai nhiéu phong thi nghiém ¢
Viét Nam hon.

Phuong phap xay dung véi dang vién
phdi hop METH/PAR 400mg/325mg.
Véi cac ché pham c6 ty I két hop khac
nhu 500mg/400mg, 300mg/380mg; van
c6 thé 4p dung dugc quy trinh dinh
luong nay sau khi diéu chinh phuong
phap chuan bi mau va xay dung lai
duong chuan.

KET LUAN

Nghién ctru d3 xay duyng va tham
dinh dugc phuong phap HPLC dinh
lugng dong thoi PAR va METH trong
vien nén st dung cot Luna® Cisg
(4 x 250mm, 5pm), téc do6 dong
1,0 mL/phut, dau do UV tai budc song
274nm, thé tich tiém 10uL, pha dong

16

gom acetonitril:dung dich acid formic
0,2% theo chuong trinh gradient. Két
qua tham dinh chiing té phuong phap c6
do dac hiéu tét, do dung va do chinh xac
cao trong khoang tuyén tinh cua ca
2 chit, c6 thé sir dung dé dinh luong
mot s6 ché pham dang luu hanh trén thi
truong.
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UNG DUNG HE THONG THONG TIN PIA LY
TRONG XAY DUNG BAN PO DICH TE PIA KHONG GIAN
MOT SO BENH TRUYEN NHIEM TAI TINH YEN BAI (2014 - 2023)

Hoang Anh Tudn®, Nguyén Binh Viét', Nguyén Dirc Kién®, Tran Quang Trung!
Nguyén Hdi Sam?, Vi Ngoc Hoan?!, Lé Hupnh Tién Diing', Bli Manh Hung?

Tom tat

Muc tiéu: Mo ta két qua ang dung hé thdng thong tin dia ly trong xay dung ban
d6 dich té dia khdng gian mot sé bénh truyén nhiém tai tinh Yén Bai giai doan tir
2014 - 2023. Phuwong phdp nghién ciru: Nghién ciru md ta két hop véi phan tich
s6 liéu thir cap va phuong phap ban do. Két qud: Xay dung co sé dir liéu thuoc
tinh ban d6 dich t& dia khdng gian qua sé liéu vé s6 ca mic va tir vong mot s6 bénh
truyén nhidm tai tinh Yén Bai trong 10 nim (2014 - 2023) bing phan mém
MaplInfo. Khai thac, tng dung phan mém Maplnfo xay dung ban d6 chuyén dé
mot s6 bénh truyén nhiém lay truyén chi yéu qua duong hd hap, duong tiéu hoa,
duong mau, duong qua da va niém mac. Két lugn: Xay dung co so dir liéu dich té
dia khong gian cac bénh truyén nhidm tai tinh Yén Bai dd cung cap mét bic tranh
tong thé vé thyc trang mac bénh va tir vong caa mot sé bénh truyén nhiém.

Tir khoa: Hé thong thong tin dia ly; Bénh truyén nhiém; Dich t&.

APPLICATION OF GEOGRAPHIC INFORMATION SYSTEMS IN
BUILDING A SPATIAL EPIDEMIOLOGICAL MAPPING OF
SOME INFECTIOUS DISEASES IN YEN BAI PROVINCE (2014 - 2023)

Abstract

Objectives: To describe the results of applying geographic information systems
in constructing geo-epidemiological maps of some infectious diseases in Yen Bai

'Hoc vién Quany
*Trwong Dai hoc Lam nghiép
“Téc gia lién h¢: Hoang Anh Tuén (hoanganhtuan@vmmu.edu.vn)
Ngay nhan bai: 15/11/2024
Ngay dwoc chap nhan ding: 31/3/2025
http://doi.org/10.56535/jmpm.v50i5.1094
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Province from 2014 to 2023. Methods: A descriptive research design combined
with secondary data analysis and mapping methods. Results: Building a database
of geo-epidemiological map attributes through data on the number of cases and
deaths of some infectious diseases in Yen Bai Province in 10 years (2014 - 2023)
using Maplnfo software. Exploiting and applying MaplInfo software to build
thematic maps of a number of infectious diseases, mainly through the respiratory
tract, gastrointestinal tract, blood, percutaneous, and mucosal passages.
Conclusion: Building a geospatial epidemiological database of infectious diseases
in Yen Bai province has provided an overall picture of the current situation of
morbidity and mortality of some infectious diseases.

Keywords: Geographic information system; Infectious disease; Epidemiology.

PAT VAN PE

Yén Béi la cira ngd noi giita Pong
Bac va Tay Bac caa T6 quéc, co duong
sat va duong bo ndi Ha Nai va cac tinh
ddéng bang trung du véi Van Nam -
Trung Québc [1]. Hé théng kiém soat
dich bénh cua Yén B&i nam trong hé
thng y té chung cua ca nudc véi phan
cap s&'y té va Trung tam kiém soét dich
bénh tinh Yén Baéi 1a nong cot. Trong
nhitng nim qua, hoat dong phong chdng
bénh truyén nhidm cua tinh ludn nhan
duoc su quan tdm cua lanh dao, chi dao
cac cap va dat duoc rat nhiéu két qua
tich cuc. Mac du vay, hoat dong phong
chéng dich bénh tiép tuc gap nhiéu kho
khan, thach thic do tinh hinh dich bénh
van dién bién phuc tap va kho luong.

Cung véi su phét trién caa cong nghé
théng tin va cudc cach mang cong
nghi¢p 4.0, viéc nghién cuu tng dung
xay dung hé thong thong tin dia ly (GIS)
trong y hoc ngay cang dugc quan tam.

18

Dic biét, xay dung co sé dit liéu ban d6
dia khong gian giup thu thap, quan ly va
phan tich thong tin vé sy phan bé dia ly
cia cac bénh truyén nhiém trén nguoi
nham cung cip buc tranh tong thé vé
tinh hinh dich bénh, cung cap day du
cac thdng tin vé dich bénh mot cach truc
quan, tao diéu kién thuan loi cho hoat
dong phong chdng dich ngay cang hiéu
qua. Chang toi thyc hién nghién cau
nay nham: Xay ding cac Iép ban do
chuyén dé phdan nhém theo dwong lay
truyén chu yéu cua mét sé bénh truyén
nhiém giai doan tir 2014 - 2023 tai céc
huyén cua tinh Yén Bdi va dwoC minh
hoa béi mét sé ban do.

POI TUQNG VA PHUONG PHAP
NGHIEN CUU
1. Poi twong nghién ciu
Hé thong co sé dit liéu xay dung ban
d dich t& mot sé bénh truyén nhiém:
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Ngudn dit liéu khdng gian (dir lidu
nén dia 1y): Puogc khai thac tir ban dd
hanh chinh cua 14 tinh phia Béc ty 1¢
1:100.000 va ban d6 hién trang diéu
kién tu nhién, khi hau cta céc tinh phia
Bac ty I& 1:100.000. Cac ban dd nay
duoc sb hoa va tao ra 6 nhém 16p di
liéu: Co so toan hoc, ranh gigi (bién gidi
dia chinh), thay hé (mang luéi thuy
van), giao thong va co so ha ting. Riéng
dt ligu nén dia hinh dugc thu thap tir
Cuc Po dac, Ban d6 va Thong tin dia ly
Viét Nam [2].

Nguén dit liéu phi khong gian (di
lieu thuoc tinh): Bénh truyén nhiém
dugc thong ké trong 10 ndm theo Thong
tu 48/2010/TT-BYT (giai doan 2014 -
2015) va Thong tu 54/2015/TT-BYT
ctia Bo Y té (giai doan 2016 - 2023).

* Pja diém va thoi gian nghién ciu: Tai
tinh Yén Bai tr thang 01/2014 - 12/2023.

2. Phuong phap nghién ctru

* Thiét ké nghién cizu: Nghién ciu
mo ta két hop véi phan tich sé liéu thi
Cép va phuong phap ban dd.

* C& mau va cach chon mau:

C& mAau va cach chon mau vé ngudn
dir liéu khdéng gian: Chon cé chu dich
c4c dir liéu hanh chinh, dat dai, thay hé,
giao théng va co sé ha tang cua tinh
Yén Bai.

C& mau va cach chon mau nguon di
liéu phi khdng gian: Chon cé chu dich
1a toan bo céc bénh dugc thong ké theo
Thong tu 54/2015/TT-BYT cia Bo Y té

tai Trung tdm Kiém soét bénh tat tinh
Yén Bai.

* Ngi dung va céc chi sé nghién cizu:

S6 ca méc theo bénh duoc phan bo:
Theo nhdm bénh, theo dia gidi hanh
chinh, theo thoi gian (nam).

S6 ca tr vong theo bénh: Theo dia
gidi hanh chinh (tir vong tirng bénh tirng
nam, minh hoa bang bénh Dai va M6
n&o cau).

Téng s6 ca tir vong: Theo dia gisi hanh
chinh trong 10 ndm (tr vong 10 ndm/huyén
do mac bénh Dai va M6 néo cau).

* Bg cong cu thu thdp va phan mém
ung dung GIS:

Bo cong cu thu thap so liéu dugc
thiét ké sin trén co s ndi dung cac téng
hop tinh hinh dich bénh truyén nhiém
theo tirng thang trong 10 nam (2014 -
2023) theo Thong tu 54/2015/TT-BYT
tai Trung tdm Kiém soét bénh tat tinh
Yén Bai.

Phan mém ang dung GIS: Phan mém
MaplInfo sir dung cong cu Info Tools va
chtrc niang Update Column dé cap nhat
cac dir liéu vao ban 6. M& nguon dong.

* Quy trinh tién hanh:

Dt liéu duoc thu thap qua bo cong cu.

Str dung phuong phap sb hda va cap
nhat dit liéu: Doi véi dir ligu da duoc
bién tap bang Excel, thong tin tir bang
Excel dugc chuyén thanh co sé dit liéu
sang dang *.TAB ma Maplnfo quan ly
két ndi dir lieu khong gian thong qua
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mot truong chung 1a 1D. Nhirng dir liéu
duoc cap nhat s& dugc xur 1y dé thanh dit
liéu thuoc tinh va dir liéu khéng gian
cho ban db.

Str dung phuong phap ban dd: Cap
nhat, trinh bay dir lidu va Gng dung dé
bién tap ban dd. Van dung chtrc nang
Create Thematic Map cua phin mém

Maplnfo dé bién tap ban do. Tuy timg
loai ban do cac kiéu thé hién (Type)
khac nhau dé bién tdp nhu Ranges (thé
hién phuong phap d6 giai), Graduated
(thé hién phuong phap ky hiéu), Bar
Chart (thé hién phuong phap ban do -
biéu dd), Individual (thé hién phuong
phap nén chat luong).

Thu thép di¥ iéu

|

Phan tich thong tin,
dir liéu

v

Thiét ké mé hinh co s&
di héu

!

Xy dung danh muc di
liéu trén MapInfo

Dik liéu d3 co
& dang s6

h 4
Chuén héa va chuyén dbi
dir ligu trén Maplnfo

Nhép di liéu trén
MaplInfo

v

Bién tap dit lidu trén
Maplnfo

v

Kiém tra san phim

Hinh 1. So d6 quy trinh xay dung CSDL dix ligu.

* Khong ché sai sé, xiz Iy va phan tich sé liéu: Céc phiéu thu thap sé lidu
dugc thict ke trudc dua theo noi dung va céc chi s6 nghién cau, xin y kieén chuyén
gia trudc khi tien hanh thu thap so liéu tai dia ban. Nhap va xtr ly cac so liéu trén

Microsoft Excel.
3. Pao dwic nghién ctru

Bai bao 1a san pham cua dé tai cap Bo Qubc phong “Nghién ciru xay dung co
s& dir liéu dich t& dia khong gian mot s6 bénh truyén nhiém ¢ ving trung du va
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mién ndi phia Bic phuc vu bao vé stc khoe bo d6i va nhan dan” va dugc thuc hién
theo Quyét dinh s6 3204/QD-BQP ngay 23/8/2022, dugc phép cong bd khoa hoc
dura vao Thuyét minh cua dé tai. Sé liéu nghién ctru duoc Bo Québc phong cho phép
sir dung va ¢éng bd nhu san pham dang 111 cua dé tai. Nhom tac gia cam két khong

¢6 xung dot loi ich trong nghién ctu.

KET QUA NGHIEN CUU VA BAN LUAN

1. Phan bé sé ca mac mét sé bénh truyén nhiém

BENH CUM NAM 2022

T. HA GIANG

T.LAO cal
T.TUYEN
QUANG

T.SON LA

BENH QUAL BI NAM 2022

T. HA GIANG

T.LAO CAT
T.TUYEN
QUANG

T. SON LA

BENH VIRUS ADENO NAM 2022

T. HA GIANG

T.LAO CAI

T.TUYEN
QUANG

T.SON LA

BENH THUY PAU NAM 2022

T. HA GIANG

T.LAO CAl
T. TUYEN
QUANG

-t

T.SON LA

e

Hinh 2. Sé luong ca mac bénh theo huyén nim 2022
qua mot s6 bénh duong hd hap.

Trong sb c&c bénh truyén nhiém lay
qua dudng hé hap tai tinh Yén Béi trong
giai doan 2014 - 2023: Bénh cum ghi
nhan s6 ca mic cao nhat véi tong cong
54.878 ca, trong d6 nam 2014 1a ndm co
s6 ca mic 16n nhat (11.757 ca). Céc
bénh do virus Adeno ciing c6 sb ca mac

dang ké (18.003 ca). Tiép theo la cac
bénh thuy dau (7.859 ca), quai bi (3.938
ca) va soi (1.713 ca).

Bénh do virus Adeno: Nghién ctu
cua Umuhoza va CS [3] phén tich phan
bé khéng gian - thoi gian caa bénh do
virus Adeno tai Kenya (2007 - 2013)
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phat hién cac cum khéng gian vai cac
“diém néng” kéo dai & khu vuc phia
Tay va ven bién Kenya. Két qua cho
thay s6 ca nhiém virus Adeno trong cac
dot dich twrong quan thuan vai nhiét do
va s6 gid nang, twong quan nghich voi
téc do gio.

Bénh thay dau: Hau hét cac nghién
ctu khang dinh bénh thay dau cé xu
huéng mua vu rd rét, vai ty 1é mic bénh
cao vao nhitng thang lanh tac gia Zhu
va CS [4] xac dinh dinh dich vao mua
dong tai Trung Khanh, Trung Qudc, noi
hau hét cac dot bung phat dich xay ra
trong khoang thang 1 - 3. Cac phan tich
khong gian chi ra mdi twong quan giita

BENH TIEU CHAY NAM 2014 i thich

T. HA GIANG

BENH TIEU CHAY NAM 2023 c

T. LAI
CHAU

cac dot bung phét bénh thuy dau véi
mét sé yéu té nhan khau hoc va kinh té
- xa hoi.

Bénh quai bi: Cac nghién cuu tai
Trung Quéc [5] chi ra sy phan bé mua
vu ro rét cua bénh quai bi, véi hai dinh
dich xay ra vao cac thang 4 - 7 va thang
11 - 01 nam sau. Tac gia Zhu va CS [8]
da nghién ctru dich t& bénh quai bj tai
thanh phé Tring Khéanh (2004 - 2018),
phat hién cac cum khéng gian - thoi
gian théng qua phan tich sy trong quan
khong gian bang phuong phap Moran's
| va thng ké quét khdng gian - thoi gian
SaTScan.

BENH TIEU CHAY NAM 2019

T. HA GIANG

T. LA
CHAU

s thicd
-

h
@
T. HA GIANG
1030 ca

—

T. TUYEN
QUANG

Hinh 3. Sé lwong ca mic bénh tiéu chay theo huyén nim 2014 - 2019 - 2023.
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BENH TIEU CHAY TRUNG BINH 10 NAM 2014-2023

.............

T. HA GIANG

T. LAI
CHAU

H.VAN CHAN

er-m 1

T. SON LA H.VAN CHAN

Hinh 4. Sb luong ca méic bénh tiéu chay theo huyén trung binh
tor nam 2014 - 2023.

Bénh tiéu chay: Trong s cac bénh truyén nhiém lay truyén qua duong tiéu hoa
tai Yén Bai, bénh tiéu chay c6 sé luong mac cao nhat 1 16.542 ca, trong d6 nim
2014 ¢6 s6 ca mac cao nhat vai gan 3.000 ca mac, nam 2016 1a thap nhat véi 829
ca mac. Cac nhom tac gia gan day da ma rong nghién ctu, ap dung cac mé hinh
thong ké hién dai. Tac gia Jaya va CS dua trén mo hinh khdng gian - thoi gian
phan cip Bayes dé phan tich xu hudng bénh tiéu chay & tré em < 5 tudi tai
Bandung, Indonesia (2023), xac dinh sy khac biét vé nguy co theo khu vuc va xay
dung mo hinh du béo dich tiéu chay [6].

2. Phan bé sé ca tir vong mét sé6 bénh truyén nhiém

* Bénh dai:

TU VONG DO BENH DAI TRONG 10 NAM

T. HA GIANG

T.LAO CAI
T.TUYEN
QUANG

T.SON LA

Lo osowow - oo
L

Hinh 5. S lwong ca tir vong do bénh dai trong 10 nam (2014 - 2023).
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Trong giai doan 2014 - 2023, cac ca
tir vong do bénh truyén nhiém van duoc
ghi nhan, véi bénh dai gay tir vong
nhiéu nhat (12 ca) va phan b4 rai rac qua
cic nam; udn van so sinh, viém ndo
virus khac, viém mang ndo do ndo mé
cau va cim, mdi bénh ghi nhan tir 1 - 3
ca tir vong. CAc bénh truyén nhidm khac
khéng co ca tir vong trong giai doan
nay. Tai Yén Bai, bénh dai cé ty I¢ tir
vong/mic 1 100%, nguyén nhan cha
yéu do khéng tiém phong, tiém muon
hodc khong du lidu. Nghién ctu cua
Nguyén Vin Chuyén va CS (2017) [7]
vé thuc trang bénh truyén nhiém tai Tay
Nguyén (2008 - 2014) cho thay ty 18 tir
vong thap, véi cac nguyén nhan dién

* Bgnh md ndo cau:

hinh gém uén van so sinh (57 ca), dai
(36 ca), viém ndo virus, sot xuat huyét
Dengue va ly truc trang.

Téc gia Yao va CS [8] &p dung thong
ké quét khdong gian - thoi gian cua
Kulldorff phan tich cac truong hop bénh
dai tai Trung Quéc (2004 - 2013), cho
thiy viing nguy co mé rong vé phia Bic
va phia Tay, lién quan dén cac yéu té
kinh té - x hoi va méi truong. Phan tich
bénh dai trén nguoi theo thoi gian cho
thay xu hudng mia rd rét. Viec cang cd
mod hinh theo mua trén, giai thich bién
dong lién quan véi thay doi quan thé
ché, dac diém hoat dong ngoai troi va
yéu té khi hau.

BENH MO NAO CAU NAM 2017

T. LAI H.MU CANG CHA

CHAU

Chid thich
K o e e

T. SON LA

T. HA GIANG

T. TUYEN
QUANG

Hinh 6. Sy xuat hién caa bénh mé ndo cau theo dia ban huyén vao nam 2017.
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Trong giai doan nghién cuu, bénh
ndo md cau & tinh Yén Bai xuat hién
rai rac véi s6 ca mac thap (< 5 ca/nam),
ghi nhan moét troeong hop tr vong nam
2017. S6 luong ca bénh han ché nén
chua xac lap dugc mé hinh phan bd
khdng gian - thoi gian cta bénh. Paireau
va CS (2014) [9] da dua cac yéu té moi
truong nhu d6 4m va luong mua vao
md hinh khéng gian - thoi gian tac gia
Bayes, chi ra méi tuong quan giita cac
bién d6i khi hau theo mua véi khoi phat
va mac d6 caa bénh do mé ndo cau.
Umaru va CS (2014) [10] phan tich
khéng gian - thoi gian cac dot bung phat
viem mang ndo tai Kaduna, Nigeria
(2007 - 2011), str dung phan bd huéng
va chi s Moran's T dé xac dinh cac mo
hinh lay truyén bénh.

KET LUAN

Viéc xay dung co sé dir liéu dich té
dia khdng gian cac bénh truyén nhiém
tai tinh Yén Bai da cung cap mot ban do
tong thé vé thuc trang mac bénh va tir
vong caa mot sé bénh truyén nhidm; va
mot s6 dic diém nhu ty nhién, kinh té -
xa hoi, dong thuc vat, vi sinh vat cé lién
quan dén bénh truyén nhiém tai ving
trung du va mién ndi phia Bic. Pong
thoi khai thac, ung dung phan mém
Maplinfo xay dung cac ban d6 chuyén
dé theo duong lay nhu bénh duong hd
hip, bénh duong tiéu hoa, bénh duong

mau, bénh duong qua da va niém mac;
cac 1op ban dd vé sb ca tr vong do bénh,
cac 16p ban d6 chuyén dé vé su xuat
hién cua bénh truyén nhiém nhém A.
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DPANH GIA POC TiNH CAP VA ANH HUONG CUA CHE PHAM
BO PHE NGOC THAI PEN THE TRANG CHUNG VA CAC CHI SO
HUYET HQC TREN PONG VAT THUC NGHIEM

Tran Thi Thu Hién'?, Nguyén Thanh Ha Tuin®

Tém tit

Muc tiéu: Danh gia doc tinh cap cua ché pham B6 phé Ngoc Thai trén chudt
nhit tring Swiss va xac dinh anh huong ctia ché pham dén thé trang chung, chi sb
huyét hoc ciia chudt cong tring Wistar. Phwong phdp nghién ciru: Nghién ctru
xac dinh ddc tinh cap theo phwong phap Litchfield-Wilcoxon bang cach cho chudt
nhit tring Swiss udng ché phim theo liéu ting dan, theo ddi ty 1& chudt chét va
dau hiéu bat thuong trong vong 7 ngdy. Anh hudng ctia ché pham dén thé trang va
chi s6 huyét hoc dugc danh gia trén chudt cong tring theo huéng dan ciia Bo Y té,
ding véi lidu 7 mL/kg/ngay va 21 mL/kg/ngay, theo ddi trong 28 ngay. Cac chi s6
huyét hoc g6m h@)ng cau, bach cau, tiéu cau, huyét sdc to, hematocrit va thé tich
trung binh hong cau dugc phén tich tai cac thoi diém trudc khi udng thude (DO),
sau 14 ngay (D14) va sau 28 ngay (D28). Két qua: Chudt nhat tring khi uéng ché
pham B6 phé Ngoc Thai & muc lidu t6i da 150 mL/kg thé trong trong 24 gio khdng
¢6 chudt nao chét. Chudt cong tring dugc udng ché pham véi licu 7 mL/kg/ngay
va 21 mL/kg/ngay khong lam thay dbi dén thé trang chung ciing nhu céc chi s6
huyét hoc giita cac 16 chudt nghién ctru. Két lugn: Ché pham B6 phé Ngoc Thai
khong giy doc tinh cdp va khong anh hudng dang ké dén thé trang chung, cac chi
) huyét hoc khi danh gia trén dong vat thuc nghiém.

Tir khoa: Bo phé Ngoc Thai; Poc tinh cap; Chi sd huyét hoc.

ASSESSMENT OF ACUTE TOXICITY AND EFFECTS OF
BO PHE NGOC THAI ON GENERAL HEALTH AND
HEMATOLOGICAL INDICES IN EXPERIMENTAL ANIMALS

Abstract

Objectives: To evaluate the acute toxicity of Bo phe Ngoc Thai in Swiss
mice and its effects on general health and hematological parameters in Wistar rats.

Vién Y hec Cé truyén Quan ddi
ZHoc vién Quany
“Téc gia lién hé: Nguyén Thanh Ha Tuin (nguyentuan000010@gmail.com)
Ngay nhan bai: 15/3/2025
Ngay dwgc chap nhan ding: 25/4/2025
http://doi.org/10.56535/jmpm.v50i5.1260
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Methods: Acute toxicity was assessed using the Litchfield-Wilcoxon method, in
which Swiss mice were administered increasing doses of the formulation and
monitored for mortality rate and abnormal signs for seven days. The effects of the
formulation on general health and hematological parameters were evaluated in
Wistar rats following the guidelines of the Ministry of Health, using doses of
7 mL/kg/day and 21 mL/kg/day, monitored for 28 days. Hematological parameters,
including red blood cell count, white blood cell count, platelet count, hemoglobin
concentration, hematocrit, and mean corpuscular volume, were analyzed at DO, D14,
and D28. Results: When white mice received Bo Phe Ngoc Thai at a maximum
dose of 150 mL/kg body weight for 24 hours, no mice died. White rats taking the
preparation at doses of 7 mL/kg/day and 21 mL/kg/day did not change the general
condition, as well as hematological indices, between the groups of mice studied.
Conclusion: Bo Phe Ngoc Thai exhibited no acute toxicity and had no significant

effects on general health or hematological parameters in experimental animals.

Keywords: Bo phe Ngoc Thai; Acute toxicity; Hematological index.

PAT VAN DE

Hé hd hap dong vai tro quan trong
trong viéc duy tri su song. Do thuong
Xuyén tiép xdc voi tic nhan moi trudong
nhu virus, vi khuan, bui min, héa chat
doc hai, hé hd hap dé bi ton thuong, lam
ting nguy co mac cac bénh ly viém
nhiém cap va man tinh. Cac bénh ly
duong hd hap ngay cang pho bién va co
xu huong khong ngung gia tang. Trén
thé gidi, tinh dén nam 2019 c6 khoang
545 triéu ngudi mac cac bénh 1y duong
hd hap man tinh, chiém 7,4% dan sé,
véi ty 18 tir vong 18n toi 3,9 triéu ca moi
nim [1]. O Viét Nam, theo tic gia
Hoang Tién Tuyén va CS nghién ciru co
cdu bénh truyén nhiém tai Bénh vién
Quan y 103 tir ndm 2005 - 2010 cho
thay bénh 1y ho hap chiém 23,55% [2].
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Bénh gém nhiéu triéu ching chu yéu
nhu sdt, ho, khac dom, chay nudc miii,
trc nguc... gdy anh hudéng nhiéu dén
chat luong cudc sdng, lam giam hiéu
qua lam viéc. Trong y hoc co truyén,
bénh hd hap thudong duoc quy vao cac
chting “khai thau”, “dam am” va duoc
diéu tri bang cac bai thudc c6 tac dung
thanh nhiét, giai doc, tuyén phé, hoa
dam, chi khai binh suyén va ich khi.
Ché pham B6 phé Ngoc Thai duoc
nghién cau va tng dung dya trén
nguyén tac nay, vai su két hop cua 9 vi
thudc c6 tac dung thanh phé, giai doc,
hoa dam va ich khi.

Viéc danh gia doc tinh cip va anh
huong cua ché pham B6 phé Ngoc Thai
dén thé trang chung va céc chi sb huyét
hoc trén dong vat thuc nghiém la budc
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quan trong trong viéc khang dinh tinh
an toan cua ché pham truéc khi ng
dung rong réi trén lam sang. Vi vay,
nghién ctu nay dwoc thuc hién nham:
Pdnh gid mire d3 an toan cia ché pham
B6 phé Ngoc Thai trén mé hinh dong
vdt thuc nghiém, tqo tién d@é cho cac
nghién cizu tiép theo.

POI TUQNG VA PHUONG PHAP
NGHIEN CUU

1. Poi twong nghién ciu

* Ché pham nghién ciru: B6 phé Ngoc
Thai gom cac dugc liu: Bach Truat
(Rhizoma Atractylodis macrocephalae)
100mg, Y di (Coix lachrymal-jobi L)
100mg, Béi miu (Bulbus Fritillariae)
80mg, Bach bd (Radix Stemona) 80mg,
Hoang cam (Scutellaria baicalensis
Georgy) 80mg, Cat canh (Radix
Platycodon grandiflorum) 80mg, Tang
diép (Folium Mori albae) 80mg, Xa can
(Rhioma Belamcandae chinensis) 80mg,
Cam thao (Radix Glycyrrhizae) 50mg.
Phu liéu: Nudc tinh khiét, natri benzoate,
duong saccharose. Ché pham duoc bao
ché duéi dang cao long, dong lo
125mL, dat tiéu chuén co sd, do Cong
ty C6 phan Y Dugc Ngoc Thai san xut.
Liéu dung: 50 mL/ngay (twong duong
36,5g dugc li¢u/ngay & nguoi 50kg).

* Pong vat nghién crru: Nghién ciu
dugc thuc hién trén hai nhom chuot
gdm chuot nhat trang dong Swiss trudng
thanh nang 18 - 22g va chudt cong tring

chung Wistar truong thanh nang 180 -
200g; c4 hai gidng khoe manh.

Dong vat do Ban dong vat, Hoc vién
Quan y cung cp, duoc nudi trong diéu
ki€én phong thi nghiém vo61 anh sang tu
nhién, nhi¢t d6 24 - 27°C, d6 4m 50 -
60%. Chuot dugc an thirc an danh cho
doéng vat nghién ctu, nudc loc udng
tu do.

* Tiéu chuan logi triv: Dong vat
khong du tudi, can ning theo yéu cau
cua nghién cuu, dong vat co biéu hién
khong d¢am bao vé sirc khoe (mang bénh
truyén nhiém, c6 biéu hién 16 do, mét
méi, dm yéu, khong nhanh nhen, han
ché hoat dong), trong thdi ky mang thai.

* Thiét bi, héa chdt: May phan tich
huyét hoc Humancout 30TS (Human,
Prc, san xuat nam 2017), st dung phan
mém phan tich huyét hoc chuyén dung
cho chuét thi nghiém. Héa chat thi
nghiém dat tiéu chuan phan tich, su
dung theo quy trinh nghiém ngat.

* Pia diém va thoi gian nghién civu:
Nghién ctru dugc thuc hién tai B mon
Duogc ly, Hoc vién Quéan y tir thang 6 -
12/2024.

2. Phwong phap nghién ciru

* Péc tinh cap: Xac dinh lidu gay
chét 50% sb chudt thi nghiém (LDso)
theo phuong phap Litchfield - Wilcoxon,
theo huéng din ciia BO Y té va hudng
dan cia WHO vé ché pham B6 phé
Ngoc Thaéi trén chudt nhat trang Swiss
bang duong udng [3, 4].
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Chudt nhét trang duoc chia thanh 5
16, mdi 16 10 con. Chudt & mdi 16 dugc
cho ubng B6 phé Ngoc Thai bang kim
cong dau ti chuyén dung theo liéu ngoai
suy cho chudt nhit tring (hé sb 12) 1a
12 mL/kg/ngay (twong duong 8,76 g/kg
thé trong/ngdy). Chudt uéng Bo phé
Ngoc Thai v6i cac mirc lidu ting dan tir
25 mL/kg (twong duong 18,25g duoc
lieu/kg thé trong) dén 150 mL/kg (tuong
duong 109,50g dugc liéu/kg thé trong,
13 1iéu t6i da chudt co thé dung nap).

Chudt dugc theo doi tinh trang chung
(an udng, van dong, bai tiét...) trong
7 ngay sau khi udng ché pham. Ty 1¢
chuot chét trong 72 gio ¢ timg 16 nghién
ctru dé xac dinh LDso.

* Anh hwong dén thé trang chung va
cdc chi sé huyét hoc cua chuot duoc cho
uong ché pham Bé6 phé Ngoc Thdi:

Chuét cong tring Wistar dugc chia
thanh 3 16, méi 16 10 con [3, 5]. Chuot
dugc udng Bo phé Ngoc Théi bang kim
cong dau ti chuyén dung véi liéu ngoai
suy cho chudt cong tring (hé sb 7) 1a
7 mL/kg/ngay (twong duong 5,11g dugc
liu/kg thé trong/ngay). Udng mbi ngay
1 1an vao 8 gid sang trong thdi gian
28 ngay. Lo chung: Udng nudc cét
10 mL/kg/ngay. Lo thir 1: Ubng B phé
Ngoc Thai liéu 7 mL/kg/ngdy (twong
duong 5,11g duoc liéu/kg/ngay). Lo thir
2: Udng Bb phé Ngoc Thai lidu 21
mL/kg/ngay (twong duong 15,33g duogc
lidu/kg/ngay, liéu gap 3 16 thir 1).
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* Chi tiéu danh gia: Tinh trang chung,
thé trong ctia chudt. Panh gia cac chi sd
huyét hoc: S6 luong hdng cau, ham
lwong hemoglobin, hematocrit, thé tich
trung binh héng cau, s6 lugng bach cau,
sO lugng tiéu cau tai cac thoi diém DO,
D14, D28.

* X Iy s6 liéu: S6 lidu thu thap duoc
xt 1y theo phuong phap thong ké, su
dung phan mém SPSS 25.0 va cac phan
mém thdng ké y hoc khac.

3. Pao dirc nghién ciru

Nghién ciou da dugc thong qua
Hoi dong dé cuong ciia Bo mon - Khoa
Y hoc C6 truyén, Bénh vién Quéan y 103
va Hoi dong Pao dic trong nghién ciru
trén dong vat cua Hoc vién Quéan y
(s6 02/2024/CNChT-HPPPDV ngay
28/6/2024). S6 liéu nghién ctru dugc Bo
moén Dugce 1y, Hoc vién Quan y cho
phép str dung va cong bd. Nhom tac gia
cam két khong c6 xung dot 1oi ich trong
qua trinh nghién ctru.

KET QUA NGHIEN CU'U

1. Poc tinh cip cia ché phim
Bo phé Ngoc Thai

Chuét nhit tring udng B6 phé Ngoc
Thai theo liéu tang dan tir 25 mL/kg/ngay
(18,25¢ duwoc lidu/kg/ngay) dén
150 mL/kg/ngay (109,50g dugc
ligu/kg/ngay). Sau 72 gio va 7 ngay
theo ddi, khdng c6 chudt chét, chudt
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khong co biéu hién bat thudng (rdi loan
hanh vi, co giat, ti€u chay...). Chudt
nghién ctru & céc 16 4, 16 5 dugc dung
lidu cao c6 biéu hién giam hoat dong, xu
16ng nhe. Tur ngay tha hai tré di, chuot
trong cac 16 nghién ctru tré lai phuc hoi
trang thai binh thuong, duy tri hoat dong,
an udng 6n dinh, phan binh thuong va

khong xuét hién dau hiéu bat thuong.
Liéu c6 tac dung trén chudt nhat tring
1a 12 mL/kg/ngay. Chudt di dung dén
mirc lidu 150 mL/kg thé trong (gip 12,5
1an) nhung khéng c6 chudt nao chét
hogc biéu hién dau hi¢u doc tinh. LDso
khong xac dinh dugc, do khong cé
chudt chét ngay ca & lidu cao nhat.

Bang 1. Boc tinh cap cua B6 phé Ngoc Thai trén chudt nhat trang.

Lo S6 TTubng Codic SL Liéu dung S6 chudt séng/chét
chudt chudt (mL/10g/lan) miu  udng mI. CP/kg/ngay g DL/kg/ngay sau 72 gio/7 ngay

L61 10 0,25 Khong 1 25 18,25 10/0

L62 10 0,25 Khong 2 50 36,50 10/0

L63 10 0,25 Khong 3 75 54,75 10/0

L64 10 0,25 Co 2 100 73,00 10/0

L65 10 0,25 Co 3 150 109,50 10/0

(TT: Thé tich; SL: S6 lan; CP: Ché pham; DL: Duoc liéu)

2. Thé trang chung va cac chi s6 huyét hoc ciia chudt

* Tinh trang chung: Trong 28 ngay theo doi, chudt & ca ba 16 nghién cuu (16
chtng, 16 thtr 1, 16 thir 2) duy tri trang thai hoat dong binh thudng, an udng tdt,
16ng muot, phan kho, khong ghi nhan dau hiéu bat thuong nao.

* Sw thay doi thé trong chuot:

Bang 2. Anh huéng ctia B6 phé Ngoc Thai dén thé trong chudt (g).

, Trong lwgng chudt (g)
Thoi diém P123
Lo chirng (1) Lo thir 1 (2) Lo thir 2 (3)
DO (a) 190,40 £ 5,02 186,40 + 9,37 192,70+ 8,9 > 0,05
D14 (b) 208,10 + 8,61 204,20 + 13,16 211,80+ 12,7 > 0,05
D28(c) 225,40 + 6,96 219,90 + 13,93 228,00+ 11,4 >0,05
Panb,c pb—a< 0101; pc—a< 0,01; pc—b< 0,01

Két qua cho thay trong lugng chudt ¢ ca ba 16 nghién ciru déu ting dan theo thoi
gian. Cuy thé, tai D0, D14 va D28, thé trong chudt tang dang ké trong tirng 16 nghién
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ctru so v6i thoi diém ban dau (p < 0,01). Tuy nhién, khi so sanh giita cac 16 tai cing
mot thoi diém, su khac biét vé trong luong khong c6 ¥ nghia thdng ké (p > 0,05).
* Ddnh gid cdc chi sé huyét hoc:

Bang 3. Anh huéng ctia B6 phé Ngoc Théi dén cac chi s6 huyét hoc.

Chi tiéu Thoi diém L6 ching Lo thir 1 Lo thir 2
nghién cieu  xét nghiém (1) (2) (3) P123
DO (a) 9,10 + 0,46 8,86 + 0,48 9,01+072 >0,05
Soluong  p1g () 8,48 + 1,06 8,95+ 0,24 870+058  >005
hong cau >0.05
(TIL) D28 (c) 8,98 40,77 9,51+ 1,64 8,57 +0,89 :
Pab.c pb-a> 0105; pc-a> 0,05; pc-b> 0,05
DO (a) 159,70 £10,89 160,10+ 11,76 162,60+ 11,62 >0,05
Hamluong 14 ) 15070 £12,29 150,60 +12,44 151,00+ 1444 >0,05
huyet sac to >0.05
L) D28 (c) 155,20+ 13,65 149,20+ 1351 15230+1743 O
Pab.c Pb-a> 0,05; pca> 0,05; pcb> 0,05
DO (a) 44,41 + 3,35 44,52 + 2,48 4486+369 >0,05
Hematocrit D14 (b) 43,18 + 3,54 42,06 + 3,71 4323+299 >005
(%) D28 (c) 43,24 + 4,96 4487 +441  4214+404 005
Pab,c Pb-a> 0,05; pca> 0,05; pcb> 0,05
. DO (a) 4740 + 4,79 4770+414  4880%4,26 >0,05
Thé tich
trungbinh D14 (b) 47,20 + 3,43 46,50 + 3,81 4580+397 >0,05
hongcau  p2g (c) 48,10 + 1,29 46,30+323  4640+395 005
fl
( ) pa,b,c pb-a> 01051 pc—a> 0’051 pC-b> 0’05
DO (a) 8,65+ 1,18 8,86 + 1,58 825+054  >0,05
Soluong g (p) 8,48 + 0,85 8,99 + 1,95 873+099 >005
bach cau >0.05
GIL) D28 (c) 8,91 + 2,24 8,98 + 2,80 8,83+ 1,07 !
Pab.c pb—a> 0,05, pc-a> 0,05, pc.b> 0,05
DO (a) 630,00+£90,11 628,80+ 132,23 649,70+ 10528 > 0,05
Soluong  p14 (p) 556,60 + 102,98 554,20+ 77,10 530,90 + 143,72 >0,05
tiéu cau >0.05
(/L) D28 (c) 579,50 £ 75,90 587,20+ 112,90 570,60+ 87,54 O
pa,b,c pb—a> 0105; pc—a> 0,05; pc—b> 0,05
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Bang 3 cho théy su On dinh cua céc
chi s6 huyét hoc gitta cac 16 chudt
trong sudt qué trinh nghién ctru. Cy thé:
S6 lwong hdéng cau, ham luong
hemoglobin, hematocrit, thé tich trung
binh hong cau, sb lugng bach cau va sd
luong tiéu cau tai cac thoi diém DO,
D14 va D28 déu khong c6 su thay doi
dang ké giira cac 16 chudt (p > 0,05).
Khi so sanh trong tung 16 tai cac thoi
diém khac nhau, khong c6 su bién doi
dang ké nao vé cac chi sé huyét hoc
(p > 0,05), diéu d6 cho thay ché pham
khong gay anh huong cac chi sd huyét
hoc ctia chudt cong tring.

BAN LUAN

1. Poc tinh cap cia ché pham
Bo phé Ngoc Thai

Két qua nghién ctru cho thiy, chudt
nhit trang dugc udéng ché pham Bo phé
Ngoc Théi dén liéu toi da 150mL ché
pham/kg (twong duong 109,50 g/kg thé
trong), cao gap 12,5 lan liéu ngoai suy
tir nguoi ma khong xuét hién dau hiéu
ngd doc cdp tinh. Cac biéu hién nhu
hanh vi, van déng, mau sic da va long,
chtrc ning tiéu hoa, than kinh khong c6
su bat thuong. Khéng ghi nhan duoc
truong hop chudt chét trong subt thoi
gian theo doi nén chua xac dinh dugc
LDso cta ché pham theo phuong phap
Litchfield - Wilcoxon. Piéu nay cho
thiy B6 phé Ngoc Thai co do an toan
cao khi sir dung qua duong udng. Ché

pham B6 phé Ngoc Thai dugc ciu thanh
tir cac vi thudc c6 tinh 6n hoa, chu yéu
tap trung vao thanh nhiét giai doc, tuyén
phé héa dam, chi khai binh suyén. Cac
vi thudc trong ché phdm khéng nim
trong cac nhom thude doc. Két qua nay
phu hop vé61 cac dac tinh dugce 1y cua
ché pham, khing dinh tinh an toan cua
Bo6 phé Ngoc Théi trong nghién ctru
thuc nghiém (Bdng 1).

2. Anh hwéng cia ché phiam
B6 phé Ngoc Thai Ién tinh trang
chung, thé trong va cac chi sb
huyét hoc ciia chudt

Tinh trang chung va thé trong: Trong
28 ngay theo ddi, chudt cong tring & ca
ba 16 nghién ctru khong xuat hién dau
hiéu bat thuong vé hanh vi, than kinh,
tiéu hoa hay van dong. Chuot van hoat
dong nhanh nhen, mat sang, 16ng bong
muot, in ubng binh thuong. Trong
luong chudt & ca ba 16 déu ting theo
thoi gian, phan anh sy phat trién sinh 1y
binh thuong cia dong vat thi nghiém.
Khi so sanh gitra 16 udng B6 phé Ngoc
Thai va 16 chiing, sy khéc biét vé muirc
tang trong khong c6 y nghia thong ké
(p > 005). O 16 ding liéu cao
(21 mL/kg/ngay), muc tang trong c6 xu
hudng thap hon so véi 16 dung licu thap
(7 mL/kg/ngay), nhung su chénh l¢ch
nay khong dat y nghia thong ké
(p > 0,05) (Bdng 2). Piéu nay cho thiy
ché pham khéng anh huéng tiéu cuc
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dén tdc @6 ting trudong cua chudt trong
diéu kién thi nghi¢m. Theo y hoc )
truyén, ty vi 1a ngudn gbc sinh ra khi
huyét. Khi ty vi khoe manh, khi huyét
vuong thi co thé phat trién binh thuong.
Ché pham B6 phé Ngoc Thai c¢6 cac vi
thudc kién ty nhu Bach truat, Y di, giup
duy tri can bang dinh dudng ma khong
gdy anh hudng tiéu cuc dén thé trong
[6, 7]. Trong lwong chudt ting dong déu
& tit ca cac nhom cho thay ché pham
khong gdy anh hudng dén chuyén hoa.
Chi s6 huyét hoc: Sau 28 ngay theo
ddi, cac chi sd huyét hoc ¢ ca ba 16
nghién ctru déu 6n dinh, khong ghi nhan
bién dong dang ké trude va sau khi st
dung ché pham. Cu thé, s luong hong
cau, bach cau, tiéu ciu, hematocrit, ham
lugng huyét sic t6 (hemoglobin) va thé
tich trung binh hong cau khong c6 su
khac biét ¢ y nghia thong ké giita cac
16 (p > 0,05) tai tat ca cac thoi diém
nghién cuu (DO, D14, D28). Nhu vay,
ché pham B6 phé Ngoc Théi véi cac
muc lidu 7 mL/kg/ngay (twong duong
5,11g dugc licu/kg/ngay) va 21
mL/kg/ngay (twong duong 15,33g dugc
ligu/kg/ngay) voi thoi gian nghién cuu
28 ngay khong thay anh hudng dén cac
chi s6 huyét hoc trén chudt cong tring
thue nghiém (Bdng 3). Phén tich theo y
hoc ¢b truyén: Phé chu khi, giup cho
qua trinh chuyén hoa tan dich va diéu
hoa huyét mach. Ty héa sinh ra khi hau
thién, 1a vét chat co ban dé tao thanh khi
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huyét dé nuéi dudng co thé. Ché pham
B6 phé Ngoc Thai trong thanh phan ¢
céc vi thudc nhu Bach truat, Cam théo,
da giup bd phé kién ty, diéu hoa khi
huyét, nho vay, khi huyét luén dugc bd
sung, cong ning tang phu nhd d6 ma on
dinh, phat huy tot chic ning nudi
dudng va bao vé co thé [7, 8].

Nhu vay, B6 phé Ngoc Théi khong
anh hudéng dén céc chi sb huyét hoc, cho
thdy tinh an toan va kha nang thich Gmg
t6t ciia ché pham khi sir dung kéo dai.

KET LUAN

Ché pham B phé Ngoc Thai khi
ubng véi lidu tdi da 150 mL/kg/ngay
(gap 12,5 lan lidu twong dwong trén
1am sang ¢ ngudi) khong gy chét va
khong xuat hién du hiéu bat thudng
trén chudt nhit tring. Do d6, chua xac
dinh dugc LDso va chua ghi nhan ddc
tinh cép cia ché pham theo phuong
phap nghién cuu.

Khi st dung ché pham véi liéu
7 mL/kg/ngay va 21 mL/kg/ngay lién
tuc trong 28 ngay, chudt cong tring
khong c6 thay d6i bat thuong vé tinh
trang chung, khong anh huéng dén thé
trong va khong lam bién d6i cac chi sd
huyét hoc.

Két qua nghién ctru bude dau khing
dinh tinh an toan ctia B6 phé Ngoc Théi
trén dong vat thuc nghi€ém, tao co sé
cho cac nghién ciru sdu hon vé hiéu qua
va an toan trén 1am sang.
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NGHIEN CUU TOI UU HOA TAO KHOI TE BAO CAR-T
Ngd Thu Hangt, Céin Viin Méo'*

Tom tit

Muc tiéu: T6i wu héa qua trinh d6ng nudi cay té bao CAR-T va aAPC 1D2
nham thu dugc sé lwong va chét luong té bao CAR-T cao nhit. Phwong phdp
nghién ciru: Tach té bao don nhan mau ngoai vi (peripheral blood mononuclear
cells - PBMC) tir mau mau twoi. Sau d6 phan tich PBMC bang may flow cytometer
BD Facslyric. Chuyén nap cdu tric CAR vao PBMC bing may Amaxa
Nucleofector 2b véi chuong trinh T-020. Bong nudi cdy CAR-T va aAPC 1D2
theo ty 18 1:2 té bao CAR-T sdng. Phan tich biéu hién CAR bing real-time PCR.
Két qud: O ngay 7 va ngay 14, so luong té bao CAR-T di ting sinh 1én rat nhiéu
lan so véi ngay thir 3. Kha ning tang sinh cia hai thé hé té bao CAR-T 1a twong
duong nhau & 14 ngay va c6 su khac biét tir ngay 21. Sau 28 ngay, luong té bao
CAR-T iCasp9-1L15 (78,62%) thu duoc nhiéu hon so voi CAR-T CD19RCD137
(66,23%), véi p > 0,05. Két qua & ngay 28 cho thay ~ 97% sb té bao CAR-T cua
ca hai thé hé biéu hién CAR trén bé mit sau ting sinh. Két lugn: Té bao CAR-T
tang sinh hiéu qua trong 28 ngay dong nudi cdy cing té bao trinh dién khang
nguyén nhan tao va IL-2 v&i 4 lan bo sung aAPC (ngay 1, 7, 14, 21). 97% té bao
thu nhan duogc biéu hién phan tir CAR trén bé mat.

Tir khoa: Té bao CAR-T; Té bao don nhan méau ngoai vi; Chuyén nap.

STUDY ON OPTIMIZING THE PRODUCTION OF CAR-T CELL MASS

Abstract

Objectives: To optimize the co-culture process of CAR-T cells and aAPC 1D2
to obtain the highest quantity and quality of CAR-T cells. Methods: Separating
peripheral blood mononuclear cells (PBMC) from fresh blood samples. Then,
PBMC was analyzed by a BD Facslyric flow cytometer. Transpositing CAR into
PBMC using Amaxa Nucleofector 2b with T-020 program. Co-culture CAR-T and

1By mon Sinh ly bénh, Hoc vién Quany
“Téc gia lién hé: Cén Vin Mio (canvanmao@vmmu.edu.vn)
Ngay nhan bai: 10/3/2025
Ngay dugc chip nhan ding: 11/4/2025
http://doi.org/10.56535/jmpm.v50i5.1248
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aAPC 1D2 at aratio of 1:2X viable CAR-T cells. CAR expression was analyzed by
real-time PCR. Results: On the 7" and 14" day, the number of CAR-T cells
proliferated many times more than that on the 3" day. The proliferative capacity of
the two CAR-T cell generations was similar on the 14" day, and there was a
difference from day 21. After 28 days, the number of iCasp9-IL15 CAR-T cells
(78.62%) was higher than that of CD19RCD137 CAR-T cells (66.23%) with
p > 0.05. The results on day 28 showed that approximately 97% of CAR-T cells of
both cell generations expressed CAR on the surface after proliferation. Conclusion:
CAR-T cells proliferated effectively from the 28" day on co-culture with artificial
antigen-presenting cells and IL-2, with aAPC supplementation of 4 times (1%, 7%,
14, 21t day). The obtained cells expressed CAR molecules of 97% on the surface.

Keywords: CAR-T cell; Peripheral blood mononuclear cell; Transposition.

PAT VAN PE

Trong co thé séng, céc té bao T duoc
kich thich dé ting sinh va biét hoa boi
c4c té bao trinh dién khang nguyén nhu
té bao dudi gai (DC). Té bao T dugc
Kich hoat boi su tuong tac gitra cac thu
thé té bao T (TCR) va phtic hop hoa hop
md chinh nam trén bé mit té bao DC va
théng qua cac phan tir dong kich thich
nhu CD28, 4-1BB va OX40 [1]. Pé
khong phai nudi cdy clng véi té bao
DC, mot sé phuong phéap da tao ra céc
té bao trinh dién khang nguyén nhan tao
dé kich thich tu nhién cua té bao T da
duoc phat trién va thyc hién [2].

Phuong phap chu yéu duoc sir dung
dé kich hoat té bao T cho cac san pham
dang thtr nghiém lam sang la kich hoat
bang cac hat thuan tir pha khang thé
khang CD3/CD28. Anti-CD3/CD28
mADs va IL-2 da duoc sir dung danh gia
nhiéu san pham trong d6 c6 KTE-019

cia KITE Pharma (hién nay dugc chap
thuan nhu Yescarta). Cac nhom dau tién
b&o cdo sir dung cac hat tu tinh trong
cac nghién ctru dugc danh gia la nghién
ctru cua Deeks va CS vé té bao CAR-T
chéng gp120 trong diéu tri HIV [3].
Nhiéu nghién ctu sir dung phuong phap
nay co lién quan véi cac san pham cua
Novartis va Juno Therapeutics CTL019
(hién nay duoc phé duyét la Kymriah)
va JCARO014, JCARO015, JCARO017 va
JCARO018. Tuy nhién, dé giam chi phi
san pham, hién tai nhiéu nghién ciru da
phat trién cac phuong thirc khac nhu
diung khang thé don dong, dung cac
Interleukin hodc dung té bao nhan tao
trinh dién khang nguyén [4].

Nham hd trg qua trinh ting sinh té
bao T & quy md lo6n mot cach hiéu qua,
chiing t6i da tao va chon dugc mét dong
té bao trinh dién khang nguyén nhan tao
(aAPC 1D2) biéu hién manh ca 4 phan
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ter CD19, CD64, CD86 va CD137,
nghién ctru dugc thyc hién nham: Téi
wu héa qud trinh dong nudi cay té bao
CAR-T va aAPC 1D2 theo cac yéu té ty
Ié CAR-T:aAPC 1D2, sé lan bé sung
aAPC va thoi gian nudi cdy nham thu
nhdn dwoc sé lrong va chdt heong té
bao CAR-T cao nhat ¢ thé.

POI TUQONG VA PHUONG PHAP
NGHIEN CUU
1. Pdi twong nghién ciru
Té bao K562 dugc nudi ciy trong
moi truong RPMI 1640 (Biowest),
Fetal Bovine Serum (Hyclone), CTS
Optimizer T cell Expansion (Thermo
Fisher). Str dung bo kit SF Cell Line
(Lonza), bo kit Cell Line Nucleofector
V (Lonza), bd kit Ingenio Electroporation
(Mirus Bio) Iam chat chuyén nap va
MRNA SB (md hoa sleeping beauty
transpoase) dugc phién méd in vitro tai
Phong Thi nghiém K¥ thuat Gen, Trung
tam Nghién cau va Phét trién Coéng
nghé Sinh hoc, Truong Pai hoc Bach
khoa Ha Noi.

2. Phwong phap nghién ctiru

* Phwong phdp tach PBMC: Mau
mau tuoi dugc xur ly vai 3mL Ficoll-
Paque PREMIUM (p = 1,077 g/mL) dé
loai bo hoan toan dich ndi va tao sinh
khéi té bao. Sau do, khéi té bao duoc
hoa tan bang 4mL méi trudng nudi cay
CTS Optimizer complete.
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* Phan tich PBMC: Khéi PBMC
duoc quan sat dudi kinh hién vi soi
nguoc, dém sb luong va ty 18 té bao
séng/chét bang nhuom trypan blue
0,4%. Sau d6, nhudém té bao vdi cac
khang thé & nong do cudi 1 - 10 pg/mL
truéc khi t té bao & 4°C trong béng toi.
Té bao sau d6 duoc ria sach, hoa tan
trong 300uL FACS buffer va phéan tich
bang may flow cytometer BD Facslyric.

* Chuyén ngp vao PBMC: Nhuom
trypan blue 0,4%, dém sé luong té bao
va ty 1é té bao PBMC séng. Sau d6, 107
té bao séng duoc ria, loai bo hoan toan
dich ndi va hoa vao 5mL méi trudng
nudi ciy c6 bd sung bi tir Dynabeads
CD3/CD28 (sb lwong té bao bang vai sb
bi tir). Sau 60 gio nudi cay, bi tir dugc
loai bo bang nam cham. Sinh khdi
2 x 107 té bao dugc hoa tan bang 100pL
dung dich chuyén nap P3 Primary Cells
(Lonza) va 1upg plasmid SB100X va
10pg plasmid CD19RCD137/pSB. Han
hop trén duoc chuyén vao cuvette
chuyén dung (Lonza) va chuyén nap
bang may Amaxa Nucleofector 2b voi
chuong trinh T-020.

* pong nudi cdy CAR-T va aAPC:
Hoa tan aAPC 1D2 vé mat do 107 té
bao/mL bing méi truong CTS Optimizer
T cell expansion. aAPC sau d6 dugc bd
sung vao moi truong nudi cdy CAR-T
theo ty 1 2X té bao CAR-T séng.
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* Phan tich biéu hién CAR bang real-
time PCR: 10° t& bao séng duoc rua
sach va taich mRNA bang kit QlAamp
RNA Blood Mini (Qiagen). Lugng RNA
sau tach dwoc dinh lwong bing may
Qubit 4 Fluorometer (Thermo Fisher)
va Qubit RNA assay kit (Thermo
Fisher). RNA thu dugc duoc chuyén
cDNA vé1 Invitrogen™ SuperScript™
III Reverse Transcriptase. Sau do, 10ng
cDNA dugc su dung cho phan ung
phat hién muc d6 biéu hién mRNA
CAR véi cap mai dac hiéu [1, 2, 3, 4].

Cac budc dugc thuc hién theo hudng
dan cua nha san xuat.

3. Pao dirc nghién cau

Nghién cuu duoc thdong qua Hoi
ddng Pao duc tai Bénh vién Quan y 103
(s6 180/2021/CNChT-HPDD ngiy
10/8/2021). Sé liéu nghién ctu duoc
Ban chu nhiém d&é tdi Mi sé:
KC10.39/16-20 va B6 mén Sinh ly bénh,
Hoc vién Quéan y cho phép sir dung va
cong bb. Nhom tac gia cam két khéng
¢ xung dot loi ich trong nghién cuu.

KET QUA NGHIEN CUU
1. Phan tich bi¢u hién CAR bing real-time PCR

ence (ORn)

Fluoresc

i
. ——

~Ngay

Ngay 14 Ngay 7
.l ) S e —— % ¢ ;
e N > 4 N = N > 4

Cycles

Hinh 1. Phan tich biéu hién CAR sau 3, 7 va 14 ngay
dong nudi cdy CAR-T va aAPC bang real-time PCR.

Két qua cho thay co su tang biéu hién CAR khi dong nubi cdy CAR-T véi té
bao trinh dién khang nguyén nhan tao c6 CD19*. O ngay 3, sau 35 chu ky thi tin
hiéu méi bt dau tach ra khoi duong chuan. O ngay 7, chi can sau 15 chu ky va &
ngay 14 thi chi can < 15 chu ky di thay tin hiéu dat twong tu nhu ngay 3 sau 35
chu ky. Biéu nay cho thdy & cac ngay 7 va ngay 14, sb luong té bao CAR-T da
dugc tang sinh 1én rat nhiéu 1an so véi ngay 3 va ngay cang nhiéu té bao cé biéu
hién CAR trong quan thé méi trudng nudi ciy (Hinh 1).
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2. Tang sinh CAR-T trong thoi gian dai

1010

-o- CAR-T CD19RCD137
-M- CAR-T iCasp9-1L15

S6 lwong té bao
S
@

106 T T T T L]
Ngay 0 Ngay 7 Ngay 14 Ngay 21 Ngay 28

Hinh 2. S6 té bao CAR-T trong qua trinh ting sinh.

Két qua cho thay hai thé hé té bao CAR-T tang sinh hiéu qua khi dong nudi cay
Vi aAPC 1D2 va IL-2, dat = 2,5 - 5 x 10° sau 28 ngdy. Ngoai ra, kha ning ting
sinh cua hai thé hé té bao CAR-T la trong dwong nhau (trong 14 ngay dau) va bt
dau c6 su khac biét tir ngay 21. Sau 28 ngay, tuy luong té bao CAR-T iCasp9-1L15
thu duoc nhiéu hon so véi CAR-T CD19RCD137, khac biét khong c6 ¥ nghia
thdng ké khi st dung kiém dinh T-test (n = 3) (Hinh 2).

3. Phan tich biéu hién CAR bang flow cytometry

100+
=2
S E

40

204

Ty 1é té bao biéu hién CAR (%)

o

Hinh 3. Ty 1¢& té bao biéu hién thy thé CAR sau 21 ngay ting sinh.

Két qua cho thay ty 1é té bao biéu hién CAR dat =~ 66,23% ddi v6i CAR-T
CD19RCD137 va xap xi 78,62% ddi CAR-T iCasp9-1L15 (Hinh 3).
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Neg
IJ"zg.m
1
I W

10*
FITC-A

CAR-T iCasp9-IL15
Hinh 4. Két qua dai dién phan tich bi

Pos
58.87

Neg
J8113

10*
FITC-A

10!

CAR-T CD19RCD137
éu hién CAR bang flow cytometry.

Két qua flow cytometry cho thay ty I¢ biéu hién CAR ddi véi dong té bao CAR-T
CD19RCD137 la 58,87% va CAR-T iCasp9-1L15 la 70,10% (Hinh 4).

CAR-T. D28 - SINGLET

=x1000
250

200 100

2.66 97.34

Count

50
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™
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Hinh 5. Phan tich biéu hién CAR trén bé mat té bao CAR-T

thu nhan duoc 28

ngay tang sinh.

Két qua & ngay 28 cho thay =~ 97% sb té bao CAR-T cua ca hai thé hé thu nhan
duoc biéu hién CAR trén bé mat sau ting sinh (Hinh 5).

BAN LUAN

1. Phén tich biéu hién CAR bang
real-time PCR

Nham khang dinh té bao CAR-T c6
kha nang ting sinh khi nu6i ciing té bao
CD19*, chung t6i dong nudi cdy PBMC
khéng chuyén nap (PBMC), CAR-T
CD19RCD137, hoac CAR-T iCasp9-IL15

(CAR-T) véi té bao CD19* la aAPC
1D2 va té bao Daudi. Sau 3, 7 va 14
ngay thu thap 10° té bao song, tach
MRNA va phan tich real-time PCR vai
cap mdi dac hiéu cho ving gene biéu
hién phan tir CAR [5]. Két qua o hinh 1
cho thay c6 su ting biéu hién mRNA
ciia CAR khi dong nudi cdy CAR-T voi
té bao CD19*. Khi st dung cing luong
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té bao séng taich RNA, chuyén cDNA
va cing luong cDNA dau vao cho phan
tng real-time PCR. O ngay 3, sau 35
chu ky thi tin hiéu méi bat dau tach ra
khoi dudng chuan. Trong khi d6 ¢ ngay
7, chi can sau 15 chu ky va & ngay 14
thi chi can < 15 chu ky da thay tin hiéu
dat tuong tu nhu ngay 3 sau 35 chu ky.
Diéu nay cho thay & cac ngay 7 va ngay
14, s6 luong té bao CAR-T di duoc
tang sinh manh mé so véi ngay 3.

2. Tang sinh CAR-T trong thoi
gian dai

Chung t6i ting sinh luong 16n té bao
CAR-T thé h¢ 2 va thé h¢ 4 vai té bao
trinh dién khang nguyén nhan tao (ty Ié
1 CAR-T : 2 aAPC) va IL-2 (50 U/mL).
Luong té bao sau mdi chu ky bd sung
aAPC (7 ngdy) duoc xac dinh bing dém
té bao séng va xac dinh ty Ié té bao biéu
hién CAR biang flow cytometry. Két
qua (Hinh 2) cho thay hai thé hé té bao
CAR-T ting sinh hiéu qua khi dong
nudi ciy voi aAPC 1D2 va IL-2, dat
~ 2,5 - 5 x 10° sau 28 ngay. Ngoai ra,
khong thay su khac biét vé kha ning
tang sinh cua hai thé hé té bao CAR-T
trong 14 ngay dau. O ngay 21 va 28, sb
lugng té bao CAR-T iCasp9-1L15 thu
dugc nhiéu hon so v&i CAR-T
CD19RCD137, tuy nhién, su khac biét
khong c6 ¥ nghia théng ké. Két qua thi
nghiém vai nhiéu lan danh gia cho thay
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téc d6 ting sinh cua té bao CAR-T ¢ ca
hai thé h¢ 1a twong duong trong thoi
gian hai tuan dau cua qua trinh nudi cay.
Nhung sau hai tuan, t& bao CAR-T
iCasp9-15 c6 tbc do ting sinh co xu
huéng nhanh hon so véi té bao CAR-T
CD19RCD137. Biéu nay c6 thé do &
cac ngay sau, khi lugng 1L-15 tiét ra du
I6n n6 s& kich thich té bao CAR-T ting
sinh manh hon. Két qua nghién ciru nay
cling tuong tu nhu trong mot s6 nghién
ctru khac, cac tac gia thay khi nudi cay
té bao CAR-T clng véi cac hat tu co
chtra khang thé khang CD3 hoic CD28
hoic IL-2, té bao CAR-T s& c6 toc do
tang sinh manh hon [6, 7].

3. Phan tich biéu hién CAR bing
flow cytometry

Sau 21 ngay ting sinh, biéu hién
CAR cua té bao CAR-T CD19RCD137
va iCasp9-IL15 duoc danh gia bang sir
dung khang thé khang CD19 gan FITC
va phan tich bang hé théng may dém té
bao dong chay flow cytometry. Két qua
(Hinh 3) cho thay biéu hién CAR dat ~
66,23% d6i voi CAR-T CD19RCD137
va Xap xi 78,62% d6i CAR-T iCasp9-
IL15. O ngay 28, biéu hién CAR trén bé
mit té bao CAR-T sau ting sinh duoc
phan tich bang flow cytometry cho thay
~ 97% s6 té bao CAR-T cua ¢ hai thé
hé thu nhan dugc biéu hién CAR trén
bé mit.
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Két qua nghién ciru cho thay té bao
CAR-T khi nudi cdy cung té bao aAPC
c6 kha ning tang sinh vé6i s6 luong 16n
va theo thoi gian, cac té bao aAPC bi té
bao CAR-T tiéu diét co ty Ié con lai rat
thip (< 3% tai thoi diém ngay 28), trong
moi trudng nudi cdy chi chi yéu con lai
la té bao CAR-T. Két qua nay ciing
duoc nhan thay trong cac nghién ctu
trude day khi sir dung té bao trinh dién
khang nguyén nhan tao dé ting sinh té
bao CAR-T [8].

KET LUAN
Té bao CAR-T ting sinh hiéu qua
trong 28 ngay dong nudi cay véi té bao
trinh dién khang nguyén nhan tao co
CD19* va IL-2. Sau 28 ngay nudi cay
Vvé6i 4 1an bd sung aAPC (ngay 1, 7, 14,
21), 97% té bao thu nhan dugc biéu hién

phan tir CAR trén bé mit.
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PANH GIA POC TINH CAP VA ANH HUONG CUA CHE PHAM
PINH TAM NGQC THAI TOI MOT SO CHI SO HUYET HQC
TREN NGHIEN CUU THU'C NGHIEM

Nguyén Thi Ngoc Quyén'?, Nguyén Thanh Ha Tuin®

Tom tit

Muc tiéu: Nghién ctru doc tinh cap ciia ché pham Dinh tim Ngoc Thai (BTNT)
trén chudt nhat tring Swiss va anh hudng cta ché pham téi mot sd chi s6 huyét
hoc trén chudt cbng trang Wistar thuyc nghiém. Phwong phdp nghién citu:
Nghién ctru doc tinh cap theo phwong phép Litchfield-Wilcoxon. Nghién ctru 4nh
huong cuia DPTNT dén mét sb chi s6 huyét hoc theo hudng dan cia WHO. Két qua:
Chuét nhét tring dugc ubng ché pham PTNT liéu tr 25 mL/kg (twong duong
186,90g duoc lidu/kg thé trong) dén 150 mL/kg (twong duwong 101,40g duoc
lidu/kg thé trong), theo ddi sau ubng thudc 72 gid va sau 7 ngay khong thiy co
chudt chét. Chudt cong tring dugce uébng DTNT lién tuc trong 28 ngay véi lidu 7
mL/kg/ngay (twong duong 4,732¢g dugc lieu/kg/ngay) va 21 mL/kg/ngay (tuong
duong 14,196g duoc liéu/kg/ngay) khong anh hudng dén cac chi sé huyét hoc.
K&t lugn: Ché pham DTNT khong thé hién doc tinh cap va khong 1am thay doi
mot sb chi s6 huyét hoc trén chudt céng tréng thuc nghiém.

Tir khéa: Pinh tdim Ngoc Thai; Poc tinh cip; Chi s6 huyét hoc.

EVALUATION OF ACUTE TOXICITY AND EFFECTS OF
DINH TAM NGOC THAI FORMULATION
ON SOME HEMATOLOGICAL PARAMETERS
IN AN EXPERIMENTAL STUDY
Abstract

Objectives: To investigate the acute toxicity of the Dinh tam Ngoc Thai (DTNT)
formulation in Swiss albino mice and the effects of the formulation on certain
hematological parameters in experimental Wistar rats. Methods: Acute toxicity
was studied using the Litchfield-Wilcoxon method. The effects of DTNT on some

Vién Y hec Cé truyén Quan Doi
2Hoc vién Quany
“Téac gia lién hé: Nguyén Thanh Ha Tuin (nguyentuan000010@gmail.com)
Ngay nhan bai: 17/3/2025
Ngay dwgc chap nhan ding: 25/4/2025
http://doi.org/10.56535/jmpm.v50i5.1262
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hematological parameters were studied according to WHO guidelines.
Results: Swiss albino mice were administered the DTNT formulation at doses
ranging from 25 mL/kg (equivalent to 186.90g of medicinal herbs/kg body weight)
to 150 mL/kg (equivalent to 101.40g of medicinal herbs/kg body weight). No
mortality was observed during the 72-hour monitoring period and the subsequent
7 days. Wistar rats were administered DTNT continuously for 28 days at doses of
7 mL/kg/day (equivalent to 4.732g of medicinal herbs/kg/day) and 21 mL/kg/day
(equivalent to 14.196g of medicinal herbs/kg/day), with no effects on
hematological parameters. Conclusion: The DTNT formulation did not exhibit
acute toxicity and did not alter certain hematological parameters in experimental
Wistar rats.

Keywords: Dinh tam Ngoc Thai; Acute toxicity; Hematological parameter.

PAT VAN PE

Ngu 12 trang thai sinh 1y thiét yéu va
1a mot phan khong thé thiéu cia cudc
séng, mang lai loi ich 16n cho strc khoe.
Mot gidc ngi tot s& gitip phuc hoi chire
nang cla cac co quan trong co thé [1,
2]. Mét ngt dang 13 chimg bénh ngay
cang pho bién, trd thanh mdi quan tim
16m trong xa hdi hién dai. Trén toan thé
gidi, ¢6 1/3 - 2/3 s6 nguoi truong thanh
c6 triéu chimg mét ngu ¢ cac mirc do
khac nhau va khoang 10 - 15% c6 mat
ngu man tinh vdi cac hau qua ban ngay.
Theo tac gia Bui Quang Huy, mdi nim
c6 khoang 30 - 45% sé bénh nhan
truong thanh tai Viét Nam gdp tinh
trang mat ngu. Mat ngi anh huong
nghiém trong dén chit luong cudce sdng,
néu khong dugc didu tri sé lam ting
nguy co cac roi loan tdm than, bénh Iy

tim mach [3, 4]. Tt bai thubc kinh
nghiém “An than dinh tri QY”” gém cac
vi Lac tién, Tao nhan, Bach linh,
Pan sam, Sinh dia, Mach moén, Ba tu
nhan, Vién chi, Mau 1, Pang sam,
Moc huong, Puong quy, Sai ho, Cam
thdo da duoc danh gia trén thuc nghiém
cho thay tinh an toan cua bai thudc [5],
Cong ty C6 phan Y Dugc Ngoc Thai da
nghién ctru chiét xuat tao ra ché pham
DTNT vé1 muc dich hién dai hoa
dang bao ché thude y hoc cd truyén,
nham t6i wu hoa hiéu qua diéu tri, thuan
tién cho ngudi bénh sir dung thude. Vi
vay, nghién ctu nay dugc thuc hién
nham: Pdnh gid ddc tinh cdp va danh
hueong t6i mot so chi s6 huyét hoc trén
dong vat thuc nghiém dé danh gia tinh
an toan ciia ché pham DTNT mét cdch
khoa hoc nhit.
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POI TUQONG VA PHUONG PHAP
NGHIEN CUU

1. P6i twong nghién ciru

* Chdt liéu nghién ciu: Ché pham
PTNT ciia Cong ty C6 phan Y Dugc
Ngoc Thai. Thanh phan trong 50mL ché
pham chiét xuat tr 33,8g hon hop
thudc gdom Lac tién (Herba Passiflorae
foetidae) 5g; Tao nhan (Zizyphus
jujuba Lamk) 4,5g; Bach linh (Poria
cocos Wolf) 4,5¢g; Pan sam (Radix
Salviae multiorrhizae) 4,5g; Sinh dia
(Radix Rehmania glutinosa) 4g; Mach
mon (Radix Ophiopogoni) 3g; Ba tir
nhan (Semen Thuja orientalis) 2g; Vién
chi (Radix Polygalae) 1,5g; Mau 1é
(Concha Ostreae) 1,4g; Dang sam
(Radix Codonopsis) 1,25g; Moc huong
(Radix Saussureae lappae) 800mg;
Puong quy (Radix Angelicae Sinensis)
600mg; Sai hd (Radix Bupleurum
chinensis) 550mg; Cam thao (Radix et
Rhizoma Glycyrrhira) 200mg. Phu lig¢u:
Nudéc tinh khiét, chét diéu chinh d¢ acid
(acid citric), chit bao quan (natri benzoat).

Liéu ding: Du kién trén 1am sang
cho nguoi 16n 1a 50 mL/ngay, tuong
duong 33,8g duogc li€u/ngudi/ngay o
nguoi 50kg thé trong. Nhu viy, licu
ding trén nguoi 1a 1 ml/kg thé
trong/ngay tuong duong 0,676g duogc
lidu/kg/ngay. Liéu dung cho chudt dugc
tinh liéu dua trén co s¢ liéu dung kinh
nghiém trén nguoi. Lidu ngoai suy trén
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chudt cong (hé sé 7) 1a 7 mL/kg/ngay
tuong duong 4,732g dugc liéu/kg/ngay,
trén chudt nhat (hé s6 12) la 12
mL/kg/ngay tuong duong 8,112g duogc
liéw/kg thé trong/ngay [6].

Chudt dugc cho udng cudng bic
(mau thr duoc dua truc tiép vao da day
chudt) bang kim cong dau tu chuyén
dung. D6i voi thr nghiém doc tinh cap,
dé nang cao liéu dung cho chudt, ché
pham duoc ¢ dic lai bang c6 quay chin
khong dén khi con 1/2 thé tich ban dau.

* D6i twong nghién ciru: Nghién ctru
st dung 50 chudt nhit tring dong Swiss
truong thanh (7 - 8 tudn tudi, khoe
manh, cin ning 18 - 22g, ca hai giéng)
va 30 chudt cong tring dong Wistar
truong thanh (8 - 10 tudn tudi, khoe
manh, can nang 180 - 200g, ca hai
gidng). Pong vat dugc nudi tai phong
nudi dong vat thi nghi€ém ctia B0 mén
Duoc 1y, Hoc vién Quan y, trong diéu
kién nhi¢t do 24 - 27°C, d6 am 50 -
60%, chu ky sang/toi 12 gio/12 gio
chiéu sdng tir 6 - 18 gio.

* Pia diém va thoi gian nghién civu:
Nghién ctru dugc tién hanh tir thang
6/2024 - 12/2024 tai B moén Dugc ly,
Hoc vién Quan y.

* Thiét bi, héa chat: May phan tich
huyét hoc Humancout 30TS (hing
Human, Duc); hoéa chat xét nghiém
huyét hoc (hdng Human, Puc); kim
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cong dau tu chuyén dung dung cho
chudt udng thudc (Nhat Ban).

2. Phwong phap nghién ciru

* Nghién citu déc tinh cdp trén chudt
nhdt trdang Swiss: Xac dinh doc tinh cip
va lidu giy chét 50% sb chudt thi
nghiém (LDso) clia ché pham DTNT
trén chudt nhit tring qua dudng udng
bang phuong phép Litchfield - Wilcoxon
[6] va theo huéng dan ctia WHO [7].

Chudt dugc nhin an 12 gio trudce
ubng thude (van cho udng nudc day du),
sau do 50 chudt duoc chia thanh 516 (10
con/16) va cho udng ché pham véi liéu
tang dan. Theo ddi s6 chudt chét trong
72 gio dau va tinh trang chung (an udng,
than kinh, van dong, bai tiét...), theo
ddi trong 7 ngay tiép theo sau khi uéng
thudc. Néu chudt chét s& dugc md dé
danh gia dai thé ton thuong cua cac co
quan (vi thé néu can). Tir d6 xac dinh
lidu cao nhat khong gay chét (0%), liéu
thap nhat gy chét hoan toan (LD1oo) Va
cac lidu trung gian, dua trén dir liéu nay
x4y dung do thi tuyén tinh cta ché pham.

* Nghién ciru dnh hwong cia ché
pham PTNT lén chirc ndng tao mdau &
chudt cong trang Wistar theo dwong
uong:

Chudt cong tring, thuan chung,
30 con, chia 1am 3 16, mdi 16 10 con.

- Lo ching: Ubng nudc cat
10 mL/kg/ngay.

- L6 thtr 1: Ubng miu tht lidu
7 mL/kg/ngay (tuong duong 4,732g
duoc liéu/kg/ngay)

- Lo thtr 2: Ubng miu thut lidu
21 mL/kg/ngay (twong duong 14,196¢g
duoc lieu/kg/ngay).

Chuot duoc cho uéng ché phém
DTNT hoic nude cit (tuy theo 16) mdi
ngdy mot lan vao 8 gid sang trong
28 ngay. Danh gia chirc ndng tao mau
qua cac chi s6 huyét hoc (s6 luong
héng cau, ham luong hemoglobin,
hematocrit, thé tich trung binh hdng
cau, s6 lugng bach cau, tiéu céu) tal cac
thoi diém: Trude khi udng (DO), ngay
14 (D14) va ngay 28 (D28).

* Xir Iy 50 lidu: S6 lidu duge xtr 1y
bang phan mém Microsoft Excel 2010
va SPSS 22.2, dugc trinh bay dudi dang
X+ SD, phan tich thong ké duoc thuc
hién bang thuat toan T-test student va
One-way Anova dé so sanh gia tri trung
binh.

3. Pao dirc nghién ciru

Nghién ctru dugc théng qua HOi
dong Pao duc trong nghién ciru trén
dong vat cua Hoc vién Quéan y theo
Quyét dinh s6 01/2014/CNChT-HDDDDV
ngay 28/6/2024. S liéu nghién ciu
dugc BO moén Duoc ly, Hoc vién Quan
y cho phép str dung va cong bd. Nhom
tac gia cam két khong co xung dot loi
ich trong nghién ctru.
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KET QUA NGHIEN CUU
1. Poc tinh cip
Bang 1. Boc tinh cp cua ché pham DTNT trén chudt nhit trang.

Lo S6 TT ubng Cb §L Liéu ding S6 chudt sdng/chét
chuft chuft (mL/10g/lan) mau wuong ., CP/kg/ngay g DL/kg/ngay S2U 72 gio/7 ngay

L61 10 0,25mL Khéng 1 25mL 16,90g 10/0

L62 10 0,25mL  Khong 2 50mL 33,809 10/0

L63 10 0,25mL Khéng 3 75mL 50,709 10/0

L64 10 0,25mL Cé 2 100mL 67,609 10/0

L65 10 0,25mL Cé 3 150mL 101,409 10/0

(TT: Thé tich; CP: Cé ddc; SL: S6 lan; CP: Ché pham,; DL: Dugc liéu)

Chudt dugc cho udng mau thir voi cac muc lidu tir 25mL ché pham/kg (twong
duong 186,90g duoc liéu/kg thé trong) dén 150mL ché pham/kg (twong duong
101,40g/kg thé trong). Theo ddi sau udng thudc 72 gio va sau 7 ngay, khong thiy
c6 chudt chét. Trong ngay dau sau khi uéng mau thir, chudt ¢ cac 16 dung liéu cao
(16 4, 16 5) co biéu hién giam hoat dong va xu 16ng nhe, nhung tir ngay thit hai tre
di, tat ca déu tro lai an udng, hoat dong binh thudng, ngoai ra khong c6 biéu hién
bat thuong khac. Liéu c6 tac dung trén chudt nhat trang 1a 12 mL/kg/ngay. Chuot
da dung dén muc lidu 150 mL/kg thé trong, nghia 1 gap 12,5 1an nhung khong ¢
chudt nao chét hogc bieu hién dau hiéu doc tinh.

2. Panh gia anh hwéng ciia ché pham PTNT 1én chirc ning tao mau

Bang 2. Anh hudng cta ché pham DTNT 1én sb luong hong cau
va ham luong huyét sic to trong mau chudt (X  SD).

Chi tiéu Thoi diém Lo chimg® Lo thi 1@ Lo thir 2® p
) DO @ 91+046  939+098 869%090 p,.>0,05
S0 luong D14 ©® 848+106 910+066 9,07+113 psi>005
hong cau D28 © 898+077 885+080 9,32+056 ps2>0,05

(Tetra/L) ’ ! ’ ' ’ '
Ptrong cing 16 Pb-a > 0,05; pea > 0,05; pev > 0,05

DO @ 159,70 + 10,89 163,30 + 18,86 159,40+ 3,06 p,,> 0,05
Ham luong D14 ® 150,70 + 12,29 153,90 + 15,76 151,30 + 19,44 ps.> 0,05
h“g;;i; o D28 © 155,20 + 13,65 152,70 + 16,41 159,80+ 6,91 ps2> 0,05

Po-a > 0,05; Pe-a > 0,05; pes > 0,05

ptrong cung 16

Két qua cho thay sé luong hdng cau va ham lwong huyét sic té trong mau chudt
thay d6i khong c6 y nghia théng ké (p > 0,05) khi so sanh trong cuing 16 & cac thoi
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diém DO, D14 va D28, ciing nhu so sanh gitra c4c 16 trong clng mot thoi diém
danh gia.
Bang 3. Anh huong cua ché pham DTNT lén hematocrit
va thé tich trung binh hong cau trong mau chudt (X + SD).

Chi tiéu Thoi diém L6 chimg® L6 thir 1@ L6 thir 2@ P

DO @ 44,41+335 46,06+541 4357+0,77  p,;>005

Hematocrit D14 ® 43,18+3,54 4267+505 40,18+548  p31>0,05

(%) D28 © 4324+496 4288+544 4395+295  P32>0,05
Ptrong ciing 16 Po-a > 0,05; pe-a > 0,05; pev > 0,05

v DO @ 4740 £4,79  4920+352 4850+530  p,;>0,05

tr?r:‘; té‘\l’r?h D14® 47204343 46,40+458 4580+301 psi>0,05

héng cau (f] D28 © 48,10+1,29 4720+3,65 4740217 P32>0,05
Ptrong cing 16 Po-a > 0,05; pc-a > 0,05; pe-b > 0,05

Két qua tir bang 2 cho thy, hematocrit va thé tich trung binh hdng cau trong
méu chudt khi so sanh giita cac thoi diém danh gia trong ciing mot 16, cling nhu
giita c4c 16 tai cing mot thoi diém danh gia thay d6i khong c6 ¥ nghia thong ké
(p > 0,05).

Bang 4. Anh huong cua ché pham DTNT 1én sb lugng bach cau
va so luong tiéu cau trong mau chudt (X + SD).

Chi tiéu Thoi diém L6 chirng® L6 thir 1@ Lo thir 2 p
, DO @ 865118  950%128 1328+1092 p,,>0,05
86 luong D14 ® 848+085  914+104  861+107 psi>005
bach cau
/L) D28 © 891+£224  890+152  952+268 Ps2>005
Ptrong cing 16 Po-a > 0,05; pe-a > 0,05; pes > 0,05
, DO @ 630,00 + 90,11 587,30 + 207,19 547,00 + 27,39 p,,> 0,05
Stfelll‘fglug D14® 556,60 + 102,98 469,20 + 88,01 520,90 + 108,16 ps1> 0,05
(/L) D28©  57950+7590 499,60+ 94,47 558,00+ 39,40 Ps2>0,05
Ptrong cing 1 Poa > 0,05; pea > 0,05; pes > 0,05

Két qua cho thay khi so sanh trong cuing 16 thi 16 chang, 16 thir 1 va 16 thir 2 &
ba thoi diém danh gia DO, D14, D18 ciing nhu so sanh giita cac 16 trong cling mot
thoi diém danh gid, sé lwong bach cau va sé luong tiéu cau trong mau chudt thay
d6i khong c6 ¥ nghia thong ké (p > 0,05).
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BAN LUAN

Tir két qua nghién ctru doc tinh cap
cho thiy ché pham DTNT an toan trén
chudt nhit tring khi dung duong udng.
Véi liéu luwong ting dan tir 25mL ché
pham/kg (twong dwong 186,90g duogc
lieukg thé trong) dén 150mL ché
pham/kg (tvong duong 101,40g/kg thé
trong), khong ghi nhan truong hop
chudt chét sau 72 gio theo ddi va trong
7 ngay tiép theo. Mic du ¢6 mot sé biéu
hién thoang qua nhu gidm van dong, xu
16ng & cac 16 ding licu cao trong 24 gio
dau, nhung céc triéu ching nay ty hoi
phuc nhanh chéng.

Nghién ctru ciling cho thay viéc sir
dung ché pham DTNT lién tuc trong 28
ngay trén chudt cong trang, voi lidu 7
mL/kg/ngay (tuong duong 4,732¢g dugc
ligu/kg/ngay) va 21 mL/kg/ngay (tuong
duong 14,196g duogc li€u/kg/ngay),
khong gay anh huong dén mot sb chi so
huyét hoc. Két qua cho thay khong co
su khac biét nao vé sb luong héng cau,
ham luong huyét sac t6, hematocrit, thé
tich trung binh hf)ng cau, sb lwong bach
cau va s luong tiéu cau gitta cac 16 thi
1,16 thir 2 va 16 chtng tai cac thoi diém
trude khi udng thude, ngay 14 va ngay
28 sau dung thudc. Diéu nay cho thiy
ché pham DTNT khéng gy ra cac tc
dong tiéu cuc dén chuc nang tao mau
cua chuot trong diéu kién thi nghi¢m.

Két qua vé tinh an toan cia PTNT ¢6
thé giai thich dya trén thanh phan cta

50

né. Céac dugce liéu cau tao nén bai thude
trong ché pham déu 1a duoc liéu hau
nhu khong c6 doc tinh. Trong cac vi
thudc cdu thanh nén bai thudc dang chi
¥ duoc bao céo co thé hién doc tinh
LD50 la Cam thao. Mac du Cam thao
(Radix et Rhizoma Glycyrrhira) duoc
béo céo c6 LD50 dudng udng trén chudt
nhat 13 14,2 - 18 g/kg [8], nhung luong
Cam thao duoc sir dung trong ché pham
chi 1a 200 mg/kg trong 50mL, tuong
duong 4 mg/kg trong 1mL ché pham ¢
ngudi 50kg. Khi quy dbi ra lidu ding
trén chudt nhat, con sd nay chi 1a 48
mg/kg, thap hon 295,83 lan so voi
LD50 d3 dugc cong bd. Két hop su
dung cac dugc liéu voi lidu lugng duoc
khuyén céo va tuan tha cic nguyén tic
phéi hop thudc trong y hoc ¢o truyén
cang 1am tang thém tinh an toan ciia ché
pham. Két qua cua nghién ctru nay ciing
pht hop véi két qua nghién ciru trude
day vé tinh an toan cua bai thuéc “An
than dinh tri QY™ [5], khong chi cung
cap bang chimg khoa hoc ban dau vé
tinh an toan cua ché phim ma con la co
s& dé tién hanh cac nghién ciru trén 1am
sang tiép theo.
KET LUAN

Ché pham DTNT khong thé hién doc
tinh cép trén chudt nhét tréng, du da
ubng dén liéu ti da 150mL ché pham/kg
(twong dwong 101,40g/kg thé trong)
gép 12,5 1an liéu du kién c6 tac dung.



TAP CHi Y DUQC HQC QUAN SU SO 5 - 2025

Ché pham PTNT khong anh hudng
dén mot sb chi sb huyét hoc khi cho
chudt cong tring ubng liéu 7 mL/kg/ngay
(twong duong 4,732¢g dugc liewkg/ngay)
va 21 mL/kg/ngay (tuong duong 14,196g
duoc liéwkg/ngay) lién tuc trong 28 ngay.

Loi cdm on: Nhom tac gid xin cam
on Bo Mén - Khoa Y hoc Co truyén,
Bénh vién Quan y 103 va B mon Duoc
1y, Hoc vién Quan y da gitp d& chdng
t0i hoan thanh nghién ctru nay.
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CHUYEN NAP CAC CAU TRUC PLASMID
VA MINICIRCLE SLEEPING BEAUTY VAO TE BAO LYMPHO T
BANG CONG NGHE NUCLEOFECTOR

Cdn Vin Mao*", Ngd Thu Héang?

Tom tat

Muc tiéu: Chuyén nap céc céu tric plasmid va minicircle Sleeping Beauty (SB)
trong chuyén nap thu thé khang nguyén chimeric (Chimeric Antigen Receptor -
CAR) vao té bao T bang cong nghé Nucleofector. Phwong phdp nghién citu:
Mau mau tuoi dugc xir Iy va tach té bao don nhan mau ngoai vi (Peripheral Blood
Mononuclear Cells - PBMC) roi dém té bao va phan tich bang flow cytometry, sau
d6 chuyén nap plasmid va minicircle tao CAR-T tuong tng. Cudi cing, danh gia
hiéu qua chuyén nap bang phan tich flow cytometry. Két qud: Hiéu suat chuyén
nap cua cau trdc plasmid CAR-T CD19RCD137/pSB thé hé 2 (25,88%) cao hon
cau tric CAR-T iCasp9-1L15/pSB thé hé 4 (14,72%), cau tric minicircle CAR-T
CD19RCD137/pSB (35,12%) cao hon CAR-T iCasp9-1L15/pSB (23,48%) Vi
p < 0,05. Ty 18 té bao song sau chuyén nap cia CAR-T CD19RCD137/pSB thé hé
2 (48,9%) cao hon so v6i CAR-T iCasp9-1L15/pSB thé hé 4 (25,4%), minicircle
CAR-T CDI19RCDI137/pSB (35,12%) cao hon CAR-T iCasp9-IL15/pSB
(23,48%) véi p < 0,05. Sy tang sinh cua té bao (4 ngay) véi IL-2 (100 U/mL) ching
minh quan thé PBMC van giit duoc chirc ning sau qua trinh chuyén nap. Két ludn:
Da chuyén nap va tao thanh cong khéi té bao CAR-T duya trén céc cau tric plasmid
va minicircle thé hé 2 va 4, tao nén tang cho céc thi nghiém ting sinh va danh gia
chic ning té bao T.

Tur khéa: Plasmid Sleeping Beauty; Minicircle Sleeping Beauty; Cong nghé
Nucleofector.

1Bo mon Sinh ly bénh, Hoc vién Quany
“Téac gia lién hé: Can Vin Mio (canvanmao@vmmu.edu.vn)
Ngay nhan bai: 27/3/2025
Ngay dwgc chap nhan ding: 25/4/2025
http://doi.org/10.56535/jmpm.v50i5.1273
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TRANSPOSITION OF SLEEPING BEAUTY PLASMID AND
MINICIRCLE INTO T CELLS USING NUCLEOFECTOR TECHNOLOGY

Abstract

Objectives: To study the transposition of Sleeping Beauty plasmid and
minicircle in the transposition of chimeric antigen receptors into T cells using
Nucleofector technology. Methods: Fresh blood samples were processed and
separated into peripheral blood mononuclear cells (PBMC), then these cells were
counted and analyzed by flow cytometry, and the transpositions of plasmid and
minicircle were conducted to create CAR-T. Finally, the transposition efficiency
was evaluated by flow cytometry analysis. Results: The transposition efficiency
of the second-generation CAR-T CDI19RCD137/pSB plasmid construct
(25.88%) was higher than that of the fourth-generation iCasp9-1L15/pSB CAR-
T (14.72%), and the minicircle CAR-T CD19RCD137/pSB (35.12%) was higher
than that of the iCasp9-1L15/pSB CAR-T (23.48%), with p < 0.05. The viable
cell rate of the second-generation CD19RCD137/pSB CAR-T (48.9%) was
higher than that of the fourth-generation iCasp9-1L15/pSB CAR-T (25.4%), and
the minicircle CD19RCD137/pSB CAR-T (35.12%) was higher than that of the
1Casp9-1L15/pSB CAR-T (23.48%) with p < 0.05. Cell proliferation results (4
days) with IL-2 (100 U/mL) demonstrated that the PBMC population retained its
function after the transposition. Conclusion: The transposition of CAR-T cell
blocks based on the second- and fourth-generation plasmid and minicircle was
successfully conducted, creating a foundation for proliferation experiments and
testing T cell function.

Keywords: Sleeping Beauty plasmid; Sleeping Beauty minicircle;
Nucleofector technology.

PAT VAN PE

Y hoc phéan tir da budc vao thoi dai
cdng nghé cao cung cap cic phuong
phap diéu tri nhiéu bénh di truyén phuc
tap thdng qua cac san pham thuéc té bao
duogc bién d6i gene. Dé co thé tng dung
lam sang doi hoi kha ning tich hop on
dinh théng tin di truyén théng qua cac
vector chuyén gene mét cach an toan,

hiéu qua va kha thi vé mat kinh té [1].
Kha ning chuyén nap cac gene tu nhién
hoac tong hop vao cac loai té bao soma
clia con ngudi cung cap co sé cdng nghé
cho liéu phap gene dé diéu tri nhiéu
bénh 1y di truyén va mac phai va cho
phép cong nghé gene, cac san pham vy té
thuoc té bao véi nhiéu céc thugc tinh va
chtrc ning méi dé sir dung nhu cong cu
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phuc vu chin doan va trj liéu trong y
hoc. Dai da sb (70%) hé thdng phan
chuyén nap gene duoc sir dung trong
cac thtr nghiém 1am sang dang dién ra
vé lidu phap gene dua trén cac vector
virus, va chi mét ty Ié nho cac thu
nghiém sir dung hé thdng chuyén nap
khéng qua vector virus, chu yéu Ia
plasmid tran khdng tich hop DNA, ma
chi cung cap biéu hién gene nhat thoi,
khdng bén viing [2, 3].

Hién nay, c6 rat nhiéu phuong phap
chuyén gene c6 thé duoc &p dung vao té
bao T nhu tai nap bang vector virus,
transposons, mMRNA hoac st dung hat
nano, liposome, ky thuat xung dién
(electroporation)... Tuy nhién, c6 hai
loai phuong phap chinh da dugc thu
nghiém 1am sang 13 tai nap bang virus
va transposon két hop voi k§ thuat xung
dién [1, 4]. Thé hé méi nhat cua vector
SB transposon dap tng day du cac yéu
cau nay, co thé khac phuc cac han ché
lién quan dén vector chuyén gene virus
va cac phuong phap tiép can chuyén
gene khdng phai virus phé bién & cac
nghién ciru tién 1am sang dang dién ra.
Hé thdng SB cho phép gene chuyén 6n
dinh & muic cao va duy tri biéu hién gene
chuyén trong nhiéu loai té bao soma so
cap cua ngudi, do d6 nd dai dién cho
mét chién luoc chuyén gene rat hap dan
dé str dung trong 1am sang [2].

Hién nay, Viét Nam chua c6 nhom
nghién ctu nao thuc hién nghién cuau
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tao khéi té bao CAR-T ung dung trong
diéu tri bénh Iy bach cau cip. Vi vay,
nghién ctu cua chdng tdi xem Xxet:
Chuyén ngp cac cdu tric plasmid va
minicircle SB trong viéc chuyén nap
CAR vao té bao T bang cong nghé
Nucleofector.

POI TUQONG VA PHUONG PHAP
NGHIEN CUU

1. Poi twong nghién cieu

Té bao K562 nudi ciy trong moi
truong RPMI 1640 (R8758, Sigma),
Fetal Bovine Serum (S181G-500, Biowest),
CTS Optimizer T cell Expansion
(Gibco™ A1048501, Thermo Fisher).
St dung bo kit SF Cell Line (V4XC-
2032, Lonza), bo kit Cell Line
Nucleofector V (VCA-1003, Lonza) dé
chuyén nap plasmid va minicircle SB.

2. Phwong phap nghién ciru

* Phuong phap tach PBMC:

Mau twoi (d3 xir Iy chdng dong) duoc
pha loing voi mudi phosphate trung
tinh PBS - Phosphate-Buffered Saline
pH 7,2 (PBS 1X) (10010023, Glico).
Sau d6, 10mL hdn hop trén duoc dua
vao ong falcon 15mL chuta san 3mL
Ficoll-Paque PREMIUM (p = 1,077
g/mL) (Cytiva, Thuy Pién). Cac éng
falcon dugc ly tim lanh 4°C, tc d6 400
vong trong 35 phat. Sau khi ly tam, l6p
té bao don nhan PBMC (nim giira
plasma va Ficoll) dugc hit ra va hoa
vao 10mL PBS 1X (bd sung thém 0,5%
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huyét thanh bd BSA; pH 7,2). Han hop
trén duoc ly tdm lanh 4°C, téc d6 160
vong trong 10 phat. Sau khi lap lai budc
trén, dich ndi duoc loai bo hoan toan va
khdi té bao dugc hoa tan bang 4mL mdi
truong nudi cay CTS Optimizer complete
(A1048501, Thermo Fisher). 200uL
PBMC duoc st dung cho dém té bao
song chét va phan tich bang flow cytometry.

* Chuyén nap vao PBMC:

Thu 107 té bao PBMC sau khi tach
(d¢ém té bao séng chét biang nhuém
trypan blue 0,4% (15250061, Glico)
trén may dém va phan tich té bao
Countess® Il FL - Invitrogen/Thermo
Fisher). Nudi cay sinh khéi té bao trong
60 gio, bo sung bi tr Dynabeads
CD3/CD28. Sau nudi cay, loai bo bi tir
bang nam cham, thu té bao. Hoa tan
sinh 108 té bao bang 100pL dung dich
chuyén nap P3 Primary Cells (Lonza),
1pg plasmid SB100X va 10ug plasmid
hoac minicircle tao CAR-T tuong ng.
Hon hop trén dugc chuyén vao Cuvette
chuyén dung (Lonza) va duoc chuyén
nap bang may 4D Amaxa Nucleofector,
su dung chuong trinh EO-115.

* Phuong phap danh gia hiéu qua
qud trinh chuyén nap cdc cau triic
plasmid va minicircle SB vao té bao T

10pL té bao duoc tron déu voi 10pL
0,4% trypan blue, st dung may dém tu
dong Countess® Il FL - Invitrogen/
Thermo Fisher dé d¢ém sé luong té bao

va ty 1¢ té bao sdng chét. Lay 10° té bao
sau chuyén nap, nhudém véi protein
CD19 tai t6 hop gan FITC (Abcam,
ab246020) theo hudng dan caa nha san
xuat, chay flow cytometry va phan tich
v6i may BD Facslyric dé thu dugc ty 16
té bao duong tinh véi thu thé CD19, tir
do6 danh gia duoc hiéu qua cua qua trinh
chuyén nap.

* Xur Iy 56 liéu:

Phan tich dir liéu nghién cau bang
phan mém SPSS 20.0 va GraphPad
Prism 8.4.3, su khac biét c6 y nghia
théng ké khi p < 0,05. V&i cac phan
phdi chuan: So sanh trung binh cua 2
nhom doc 1ap bang T-test, so sanh trung
binh cta 3 nhdm bang phan tich phuong
sai anova. Véi cac phan phdi khong
chuan: So sanh trung vi ciia 2 nhoém doc
lap bang kiém dinh Mann-Whitney. Céc
bién dinh tinh duoc biéu thi bang ty 18
phan trim (%) va kiém dinh su khac
biét giita 2 nhom bang kiém dinh Chi-
square va Fisher's exact test.

3. Pao dirc nghién cau

Nghién ctru dugc théong qua Hoi
déng DPao duc tai Bénh vién Quan y 103
(S6  180/2021/CNChT-HPDD ngay
10/8/2021). Sb liéu nghién ctru duoc
Ban cha nhiém d& tai Ma sb:
KC10.39/16-20 va B6 mon Sinh 1y bénh,
Hoc vién Quan y cho phép st dung va
cong bd. Nhom tac gia cam két khong
c6 xung dot loi ich trong nghién ctru.
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KET QUA NGHIEN CUU

1. Két qua chuyén nap cic cau tric plasmid va minicircle SB vao té bao T
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Hinh 1. Hiéu suat chuyén nap vao PBMC st dung cac plasmid va minicircle.

Sau khi d3 t6i wu hoa qua trinh chuyén nap, chung t6i da thuc hién chuyén nap
c4c cau trac plasmid va minicircle tao khoi té bao CAR-T tuong tng. Két qua cho
thay c4u trdc plasmid CAR-T CD19RCD137/pSB thé hé 2 cho hiéu suit chuyén
nap cao hon so véi cau tric CAR-T iCasp9-1L15/pSB thé hé 4 (25,88% véi 14,72%).
Két qua tuong tu ciing dugc quan sat thiy véi cac cau tric minicircle CAR-T
CD19RCD137/pSB va CAR-T iCasp9-IL15/pSB (35,12% véi 23,48%) (Hinh 1).

2. Két qua danh gia hiéu qua qua trinh chuyén nap cac céu triic plasmid
va minicircle SB vao té bao T

Til¢ té bao song sau chuyén nap (%)

Q
Q\’g’é\ Nl

Hinh 2. Ty 1 té bao séng sau chuyén nap vai cac plasmid
va minicircle tao té bao CAR-T.
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Tuong tu VSi hiéu suat chuyén nap, ty Ié té bao séng sau chuyén nap cé sy khéc
nhau c6 y nghia théng ké gitta CAR-T CD19RCD137/pSB thé hé 2 (48,9%) so V&i
CAR-T iCasp9-1L15/pSB thé hé 4 (25,4%); gitta plasmid va minicircle (Hinh 2).
Trong khi d6, hai cau tric minicircle cho ty 18 séng sau chuyén nap 1a 60,7%

va 36,9%.

2x1071

song

1x107

S6 lwong té ba
ol
X
-
<

\ 1.5X107-/
'O

Plasmid CAR-T CD19RCD137/pSB
Plasmid CAR-T iCasp9-1L15/pSB

Minicircle CAR-T
CD19RCD137/pSB

Minicircle CAR-T iCasp9-1L15/pSB

LI S BN

O T 1 1
Ngay 0

Ngay 4

Hinh 3. S6 té bao séng khi tang sinh véi 1L-2.

C6 thé thiy sy tang sinh cua té bao khi quan sat trong thoi gian ngan (4 ngay)
nudi ciing vai IL-2 (100 U/mL), qua d6 chang minh mét phan rang quan thé PBMC
van gitr duoc chirc nang sau qua trinh chuyén nap (Hinh 3).

BAN LUAN

1. Két qua chuyén nap cac cau tric

plasmid va minicircle SB vao té bao T

Sau khi di t6i uu héa qua trinh
chuyén nap, ching toi da thuc hién
chuyén nap cac cau truc plasmid va
minicircle tao khéi té bao CAR-T tuong
tng. Két qua cho thay céu tric plasmid
CAR-T CD19RCD137/pSB thé he 2
cho hiéu suat chuyén nap cao hon dang
ké so voi céu tric CAR-T iCasp9-
IL15/pSB thé hé 4 (25,88% S0 Vai 14,72%).

Két qua tuong tu cling quan sat thay ddi
Vi cac cau tric minicircle CAR-T
CD19RCD137/pSB va CAR-T iCasp9-
IL15/pSB (35,12% so voi 23,48%).
Diéu nay c6 thé duoc giai thich boi sy
khéc biét vé kich thudc gitra cau tric thé
hé 2 va thé hé 4 (= 7100bp so Véi
~ 10.000bp). Chuyén gene bang dién la
mot k§ thuat an toan va hiéu qua dé
chuyén acid nucleic & moi kich thudc.
Str dung plasmid phoéng vién nho
(3,5kbp), chuyén dién hon 90% té bao,
vé6i kha ning song = 70%, co thé dat
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duoc thudng xuyén ngay ca trong céc té
bao nguyén phat nhu té bao gbc trung
mo. Tuy nhién, trong ciing diéu Kién thir
nghiém, chuyén dién plasmid I6n hon
(tir 6 - 16kbp) dan dén kha ning séng va
hiéu qua chuyén gene rat thap. Nhiing
su suy giam manh nay co lién quan truc
tiép dén kich thudc vat ly caa phan tu
plasmid. Hon nira, plasmid lon chi doc
hai khi cac té bao tiép xdc voi xung
chuyén dién. Boc tinh cu thé nay cua
plasmid 16n trong qua trinh chuyén dién
khdng phai do biéu hién gene chuyén va
Xay ra trong vong chua day 45 pht.
That vay, thoi gian phuc hdi sau xung
1én dén 45 phat c6 thé loai b hoan toan
doc tinh cu thé caa chuyén dién plasmid
I6n, dan dén hiéu qua song sot va
chuyén gene giéng hét nhu plasmid
nho. Qua trinh chuyén dién cua plasmid
nho va Ion c6 thé dat téi 90 - 99% qua
trinh chuyén gene véi ty 1& séng sot 1a
60 - 90% [1]. Khi so sanh gitra dang cau
triic plasmid va minicircle, két qua ciing
cho thay cac cau tric minicircle cho
hiéu suat chuyén nap tét hon plasmid
dung nhu du doan. Mot lan nixa, hiéu
suit caa phan tng chuyén nap c6 thé da
bi anh huong bai kich thudc cia cac cau
trdc. Co thé trong cing mot diéu kién
chuyén nap, ciu trac minicircle CAR-T
CD19RCD137/pSB cho hiéu suat cao
nhat.
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2. Két qua danh gia hi¢u qua qua
trinh chuyén nap cac ciu tric
plasmid va minicircle SB vao té bao T

Tuong tu Vi hiéu suit chuyén nap,
két qua nghién ctu cho thay ty 18 té bao
séng sau chuyén nap cua CAR-T
CD19RCD137/pSB thé hé 2 cao hon c6
y nghia so véi CAR-T iCasp9-
IL15/pSB thé hé 4, va plasmid cao hon
minicircle. Ngoai ra, cd thé quan sét
thy sy ting sinh cua té bao khi quan sat
trong thoi gian ngan (4 ngay) nudi ciing
véi IL-2 (100 U/mL), qua d6 chung
minh mot phan rang quan thé PBMC
van giit dugc chirc ning sau qud trinh
chuyén nap. Hiéu suat chuyén nap
plasmid va minicircle CD19RCD137
trong nghién ctru nay la twong duong
Vi cac nghién ciru trude day [2, 3]. Doi
VGi cau tric iCasp9-1L15, nghién ctu
tién phong béi Hoyos V va CS (2010)
thuc hién tai nap vai vector virus voi
hiéu suit ~ 70% [4]. Ngoai ra, mot
nghién ctu gan day vai cau tric CAR
mang IL-15 (khéng mang iCasp9) cho
hiéu suat chuyén nap = 50% [5].

KET LUAN

D3 chuyén nap va tao thanh cong
khdi té bao CAR-T dua trén c4c cau tric
plasmid va minicircle thé hé 2 va thé hé
4. Khéi té bao nay la nén tang cho cac
thi nghiém tang sinh va thir chirc nang
té bao CAR-T trong diéu tri bénh bach
cau lymphocytic cap tinh (ALL).
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NGHIEN CUU THAY POI KIEN THUC CUA CAC BAC SY QUAN Y
SAU TAP HUAN VE PAP UNG Y TE TRONG THAM HQA
VA MOQT SO YEU TO LIEN QUAN

Nguyén Tién Diing', Nguyén Nhw Lam*, Tran Pinh Hing"
Ngé Minh Diict, Nguyén Pai?, Lwong Trung Hiéu>*"

Tom tit

Muc tiéu: Panh gia thay doi kién thirc cua béac sy quan y vé dap ung y té trong
tham hoa va so sanh, phan tich mot sé yéu té lién quan sau tap huan tir ngay
24 - 27/7/2024 tai Bénh vién Bong Quéc gia Lé Hitu Trac, Hoc vién Quan .
Phwong phdp nghién cizu: So sanh, danh gia két qua trudc va sau tap huan bang
bo cau hoi tric nghiém duoc thiét ké sin trén 70 bac sy quan y cac tuyén tham gia
l6p tap huan vé dap ung y té trong tham hoa. Két qud: Phan Ion cac bac sy chua
duoc tap huan vé y hoc tham hoa (88,57%). Kién thtrc tong hop caa cac hoc vién
taing dang ké sau tap huan (70,71 + 8,71% so véi 86,28 + 8,56%; p < 0,01).
Tuy nhién, kién thic vé doi cap ctru va phan loai nan nhan tham hoa van ¢ muc
thap (21,43% va 24,29%). Thay d6i kién thic duoc ghi nhan nhiéu hon & nhém
bac sy tré < 40 tudi (88,33% so véi 82,36%; p < 0,05). Két lugn: Kién thuc vé dap
g y té trong tham hoa ctia hoc vién ting dang ké sau tap huan; ty 16 tra 101 ding
kién thirc vé dap ung y té trong tham hoa déu cai thién & nhiéu nhém noi dung.
Khong cd su khéc biét vé kién thirc cua cac nhém hoc vién vé vi tri cong tac, trinh
d6 hoc van va da duoc tap huan hay chua tap huan. Tuy nhién, thay doi kién thirc
dugc ghi nhan nhiéu hon dang ké & nhdm béc sy tré.

Tir khoa: Tham hoa tu nhién; Kién thic; Bac sy quan .

1Bénh vién Béng Quéc gia L& Hiru Trac, Hoc vién Quan'y
2Cuc Quany
SHoc vién Quany
*Téc gia lién h¢: Lwong Trung Hiéu (Hieuk35hvgqy@gmail.com)
Ngay nhan bai: 08/3/2025
Ngay dwoc chap nhan ding: 05/5/2025
http://doi.org/10.56535/jmpm.v50i5.1247
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RESEARCH ON CHANGES IN THE KNOWLEDGE OF MILITARY
DOCTORS AFTER TRAINING ON DISASTER MEDICAL RESPONSE
AND SOME RELATED FACTORS

Abstract

Obijectives: To evaluate changes in the knowledge of military doctors on disaster
medical response and compare and analyze some related factors after training from
July 24 to July 27, 2024, at Le Huu Trac National Burn Hospital, Vietnam Military
Medical University. Methods: Comparing and assessing knowledge before and
after training of 70 military doctors at all levels participating in the training course
on disaster medical response using a set of multiple-choice questions. Results:
Most doctors were not trained in disaster medicine (88.57%). The overall
knowledge of the trainees increased significantly after training (70.71 = 8.71%
compared to 86.28 + 8.56%; p < 0.01). However, knowledge about emergency
teams and classification of disaster victims remained low (21.43% and 24.29%).
Knowledge changes were more pronounced in young doctors under 40 years old
(88.33% vs. 82.36%; p < 0.05). Conclusion: Knowledge of disaster medical
response among trainees increased significantly after training; the rate of correct
answers to knowledge of disaster medical response improved in many content
groups. There was no difference in knowledge of trainee groups in terms of work
position, education level, and whether or not they had received training. However,
knowledge changes were significantly more pronounced among young doctors.

Keywords: Natural disaster; Knowledge; Military doctor.

PAT VAN DE

Tham hoa ludn di cung vai sy phat
trién kinh té, xa hoi. Cong tac dap ang
y té trong tham hoa khé khin hon nhiéu
SO V&i cac truong hop tai nan don 1€ xay
ra bat ngd, s6 luong Ién nan nhan cing
mét luc, co cau thuong tat phuc tap va
ngay lap tirc phai huy dong sé luong 16n
vé nhan luc, phuong tién, co sd VAt chat.
Dong thoi, doi hoi phai ¢ nhan vién y
té c¢6 kinh nghiém, nam viing kién thirc

va k¥ nang chuyén nganh khi tham gia
dap tng y té trong tham hoa [1].

Quan y la luc lugng nong cét trong
hé théng cau chira khi ¢ tinh hudng
khan cdp va tham hoa. DPic biét khi
tham hoa xay ra tai cic vung bién gidi,
hai dao, viing sau ving xa, kho tiép can
[2]. Trén co so két qua khao sét thuc
trang kién thirc thanh vién cac phan doi
quan y va tirng budc xay dung mo hinh
doi quan y ctu tro tham hoa, chuong
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trinh huan luyén da duoc xay dung va
trién khai tap huin cho béac sy tai cac
tuyén quan y. Nghién ceu nay duogc
thuc hién nham: DPdnh gid thay doi
kién thizc cua bac sy quan y tai Ccéc
tuyén sau khi dwoc tap hudn vé ddp g
y té trong tham hoa va dgi quan y ciru
tro tham hoaq.

POI TUQONG VA PHUONG PHAP
NGHIEN CUU

1. Poi twong nghién ciu

Go6m 70 hoc vién 13 bac sy dén tir cac
don vi quan y trong toan quan. L6p tap
hudn duogc t6 chiic 4 ngay tir 24 -
27/7/2024 tai Bénh vién Bong Quéc gia
Lé Hu Trac, Hoc vién Quan y.

2. Phuong phap nghién ctru

* Thiét ké nghién cizu: So sanh, danh
gid két qua trugc va sau tap huan
bang bo cau hoi tric nghiém duoc thiét
ké san.

Han ché yéu t6 nhidu: T6 chuac kiém
tra, danh gia tap trung, bo cau hoi thiét
ké sin duoc x&o tron cau hoi giira cac
nhom noi dung.

* Ngi dung, chi tiéu: Bo cau hoi gom
9 nhém, bao gom tham hoa va quan ly
tham hoa; t6 chirc hé thong cau chira
trong tham hoa, doi cap ctru trong tham
hoa, danh gia nhanh nhu cau y té, trung
tam diéu phdi cac doi cap cau trong
tham hoa, phan loai nan nhan tham hoa,
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van chuyén nan nhan trong tham hoa,
xtr Iy mot sb cap ctru thudng gap trong
tham hoa, cac van dé y té cong cong
trong tham hoa. Cac cau hoi déu duogc
thiét ké c6 mot cau tra loi dung va dugc
tinh toan ty ¢ tra 161 dung cac nhom ndi
dung (dung = dung toan bd sd cau hoi
thuoc nhém noi dung, sai = sai 1 trong
s cac cau hoi thuoc nhém noi dung),
kién thtrc cua cac bac sy quan y 1a trung
binh ty 1€ tra 161 dung cac nhom ndi
dung trudc va sau tap huan,

BO cau hoi Pre-test va Post-test
tuong doi can bang vé so lugng, mic do
kho va dugc Xao tron cac cau hoi gitta
cac nhdm noi dung; sau tap huan, bo cau
hoi Post-test cap nhat thém kién thirc
méi cua 16p tap huan (ddi quan y cau
trg tham hoa) va b sung cau tra loi gay
nhiéu, dong thoi tong hop kién thic, rat
gon lai & mot s6 nhém noi dung.

* Xu ly so liéu: S6 lieu nghién cau
duoc xir ly trén phan mém Stata 16.0.
Gia tri p < 0,05 dugc coi 1a co6 y nghia
thong ké.

3. Pao duc nghién ciru

Nghién cuu dugc thuc hién theo
ding quy dinh cua Bénh vién Bong
Qudc gia Lé Hitu Trac. S6 lieu nghién
ctru dugc Bénh vién Bong Quéc gia Lé
Hitu Trac cho phép sir dung va cong bd.
Nhom tac gia cam két khéng cd xung
dot loi ich trong nghién cau.
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KET QUA NGHIEN CUU
Bang 1. Bic diém cua ddi tuong nghién ciu.

Pic diém Phan nhom S6 lwong (n) Ty 1é (%)
U <40 46 65,74
Tuot (nam) > 40 24 34,26
L Nam 67 95,71
Giéi tinh Nit 03 429
Tudi quan (nm) <15 47 67,14
0! quan tns >15 23 32,86
Trinh do bai hoc 23 32,86
’ Sau dai hoc 47 67,14
oA s Bénh vién quan y 14 20,0

Pon vi cong tac -

on v cong Quan y don vi 56 80,0
Pi duoc tap huin vé Co 08 11,43
y hoc tham hoa Chua 62 88,57

Déi twong tap huan < 40 tudi chiém ty I¢ cao (65,74%), chu yéu la nam gioi
(95,71%), da sb c6 tudi quan < 15 nam (67,14%); trong d6, c6 67,14% trinh d6 sau
dai hoc, 80% dén tir cac quan y tuyén don vi va phan I6n chwa duoc tap huan vé y

hoc tham hoa (88,57%).

Bang 2. Ty I¢é tra 101 dtng theo cac nhom ndi dung.

Cac noi dung danh gia

Trwéc tap huan

Sau tip huén

n % n %
Tham hoa va quan ly tham hoa 3 4,29 49 70
T chtic hé thng ciu chira trong tham hoa 25 3571 60 8571
Doi cap cau trong tham hoa 11 1571 15 21,43
Danh gia nhanh nhu cau y té 17 2429 70 100
Trung tim diéu phéi cac doi cip cau trong tham hoa 39 5571 69 98,57
Phan loai nan nhan tham hoa 6 8,57 17 24,29
Van chuyén nan nhan trong tham hoa 28 40,00 56 80,00
Xt ly mot sb cap ctu thuong gap trong tham hoa 27 3857 56 80,00
Cac van dé y té cong cong trong tham hoa 47 67,14 68 97,14

Truéc tap huin, ty 1& tra 101 dung kién thire vé dap ang y té trong tham hoa &
hau hét cac nhdm noi dung déu & mic thap (< 50%), ngoai trir kién thuc vé trung
tam dicu phoi va cac van dé y té cong cong trong tham hoa (55,71 va 67,14%).
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Sau tap huan, ty Ié tra 101 ding kién thuc vé dap ang y té trong tham hoa déu cai
thién dang ké & nhiéu nhém noi dung (> 50%). Tuy nhién, kién thic vé doi cap
ctru va phan loai nan nhan trong tham hoa mic du c6 ting nhung van & muac thip
(21,43% va 24,29% so Véi trude tap huan 1a 15,71% va 8,57%).

Bang 3. Két qua tong hop tra 101 dang trudc va sau tap huan,

Truwéc tap huan Sau tap huan

Két qua tra |9 ding

n % n %
< 50% 8 11,42 0 0
50 - 75% 41 58,58 07 10,0
<0,01
> 75% 21 30,0 63 90,0
Trung binh (% cau ding) 70,71 £ 8,71 86,28 + 8,56

C6 sy cai thién rd rét vé két qua téng hop trudc va sau tap huan (70,71 + 8,71%
S0 V&i 86,28 £ 8,56%; p < 0,01). Ty I¢ tra o1 dung > 75% so céu hoi da tang tur
30% lén dén 90%, khac biét c6 y nghia vai p < 0,01.

Bang 4. So sanh thay d6i kién thtc trudc va sau tap huan

va mdi lién quan gitra cac nhom déi tuong.

Néi dung Phan nhém Trwéc tap huin Sau tap huén p
<40 (n=46) 73,16 + 8,40 88,33 + 6,54 0,001
Tudi > 40 (n=24) 66,01 £ 7,39 82,36 £ 10,56 0,001
p 0,008 0,005
<15 (n = 47) 72,80 + 8,66 8787+7,20 0,001
Tudi quén > 15 (n = 23) 66,44 + 7,25 83,04 +10,24 0,001
p 0,0034 0,0025
|3(an ‘1’5” 72,54 + 9,74 87,61£590 0,001
bon vi N .
cong téc Gl 10255848 85954911 0,001
P 0,38 0,51
o g‘;‘; 72,14 % 8,10 87,07+708 0,001
TrinhA do R Sau dai hoc
chuyén mén " :'47)' 70,01 + 8,99 85,46 + 9,15 0,001
D 0,33 0,25
Chua (n =23) 70,66 + 8,51 86,12 + 8,90 0,001
Tap huan Co (n=47) 71,09 £10,79 83,75+ 8,45 0,001
D 0,89 0,37
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S liéu tir bang 4 cho thay, trudc tap
huan, kién thic cua céc bac sy khong
khac nhau gitra don vi cong tac, trinh 6
chuyén mén va da duoc tap huan hay
chua tap huan (p > 0,05). Kién thuc tét
hon & nhém béac sy tré tudi (< 40),
tudi quan < 15 niam so véi nhdm con lai
(p <0,05).

Sau tap huan kién thuc cua cac nhom
déu duoc cai thién dang ké va khdng co
su khéc biét vé kién thirc cia cac nhom
hoc vién vé vi tri cong tac (87,61 +
5,90% S0 V&i 85,95 + 9,11%: p > 0,05),
vé trinh d6 dai hoc hay sau dai hoc
(87,97% s0 V&i 85,46%: p > 0,05) va da
dugc tap huin hay chua tap huan
(86,12% so voi 83,45%; p > 0,05).
Tuy nhién, thay doi kién thuac duogc ghi
nhan nhiéu hon dang ké & nhém bac sy
tré (88,33% so vai 82,36%; p < 0,05).

BAN LUAN

Kién thuc va k¥ nang ctia nhan vién
y té dong vai tro rit quan trong trong
dap ung y té vai tham hoa, bén canh
viéc phan loai, cap ctu, diéu tri va van
chuyén cho tirng nan nhan cuy thé ciing
nhu cong tac chi huy diéu hanh, cong
tac phdi két hop gitta cac bo phan y té,
cac tuyén y té. Cong tac dao tao lién tuc,
cap nhat kién thac va huan luyén thuc
hanh, dién tap véi cac tinh hubng gia
dinh nham gidp cho nhan vién y té nam
dugc quy trinh, ty tin va thuan thuc cac
budc khi ¢o tinh hudng thuc té xay ra,
g6p phan nang cao chat luong dap tng

y té trong voi tham hoa va tai nan hang
loat [3].

Nghién cau caa ching toi cho thay
két qua c6 su cai thién rd rét vé
kién thie dap ung y té vai tham hoa
trudc va sau tap huan (70,71 + 8,71 %
S0 V6i 86,28 + 8,56%: p < 0,01). Ty lé
tra 101 dung > 75% s6 cau hoi da tang tir
30% 1én dén 90%, khac biét c6 ¥ nghia
véi p < 0,01. Két qua nay ciing tuong
ddng vai két qua nghién ciru ciia mot s6
tac gia trong va ngoai nudc.

Tac gia Hermann S va CS (2021)
danh gia trén sinh vién y khoa tali
Truong Pai hoc Tubingen, Puc vé kién
thire dap tng y té trong tham hoa, ty 18
tra loi dung da tang tir 73,27% trong bai
Kiém tra trudc tap huan di ting 1én
95,23% sau tap huan (p < 0,001) [4].

Tai Tay Ban Nha, nghién ctu cua
Castro Delgado R va CS (2023) trén
108 sinh vién y khoa nam tht 5 cho thay
diém trung binh trugc khi tap huan 1a
4,25 (SD = 1,71) vai ty 16 dat 42%, diém
trung binh sau tap huan da tang lén 8,33
(SD = 1,28) vsi ty l¢ dat 97%
(p < 0,0001) [5].

Tac gia Kua Phek Hui J va CS (2016)
tién hanh tap huan vé so cap ctu bong
tré em tai Singapore cho 274 nhan vién
y té tai Trung tdm Chén thuong Nhi
khoa, noi dung tap huan dia trén huéng
dan caa Hoi Bong chau Au. Két qua cho
thdy c6 sy cai thién rd rét vé kién thuc
so cap cau bong [6].
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Nghién ctru cia Nguyén Nhu Lam va
CS (2018) vé thay ddi kién thirc nhan
vién y té sau khi duoc tap huin va tham
hoa chay né va bong hang loat cho thay
cO su cai thién rd rét. Cu thé 1a chan
doan dién tich bong tang tir 8,85% Ién
81,96% (p < 0,001), tinh lugng dich
truyén tang tir 65,90% lén 96,72%, cac
bién phap du phong séc bong tang tir
78,36% lén 95,39%, danh gia hi¢u qua
hoi sic séc bong tang tir 14,75% lén
81,96%. Kién thtc vé chan doan bong
ho hap cai thién tir 49,18% lén dén
86,88%. Kién thirc vé dap ung y té trong
bong hang loat cling dugc cai thién
dang ké. Ty 18 tra 1i ding < 50% s6 CAu
hoi di giam tir 20% xudng con 8%.
Trong khi do, ty 1€ tra 161 dung > 75%
sé6 cau hoi di tang tr 9,5% lén
42,94% [7].

Huan luyén hoat dong nhém ciing
dugc nghién ctru va danh gia, nghién
ctru cua Kaim A va CS (2020) danh gia
két qua caa chuong trinh huan luyén
méi cho thanh vién cac doi cap cau
trong tham hoa. Két qua cho thay su cai
thién vé nang luc ban than va tinh than
dong doi cua ca hai doi. Diém trung
binh cia nang lyc ban than ting tu
3,217 (+ 0,223) 1én 3,484 ( 0,217) va
diém trung binh cta ning luc 1am viéc
cia nhdm tang tur 2,512 (+ 1,313) Ién
3,281 (£ 0,864), khac biét co vy nghia
thdng ké (p < 0,05) [8].
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Vé phuong phéap, dién tap la hinh
thizc huan luyén cé hiéu qua cao nhat,
dic biét 1a trong dap ¢ng y té véi tham
hoa. Nghién cau cia Kim HD va CS
(2021) danh gia két qua diéu tra cua 14
cudc dién tap dua trén cong dong voi
525 nguoi dugc khao sat trudc va sau
cudc dién tap. Két qua cho thay diém
kién thac va thai do ting dang ké tur
3,9+1,016n4,3+0,9 (p <0,001) VA tix
21,4+3,41én22,4 +£3,2 (p<0,001) [9].

Khac véi mot s cac nghién ctu
khac, dbi twgng nghién cau caa ching
t6i 1a bac sy quan y, cd kién thic nén
gan nhu nhau do vay c0 thé thay kién
thize trude tap huan ciing it khac biét.
Tuy nhién, c6 ty 18 rat thap da duoc tap
huan, do vay can phai ting cudng tap
huan vé y hoc tham hoa trong thoi gian
tGi, dac biet 1a vé doi cap ciu va phan
loai nan nhan tham hoa.

Két qua sau tap huan, kién thire ting
rd rét, nhiéu chi tiéu ting cao dac biét 1a
kién thic co ban nhu khai niém, quan
diém, chién lugc dap tng y té trong
tham hoa, chtrc nang, nhiém vu cta doi
cap ctru, doi quan y cau trg tham hoa,
danh gia nhanh nhu cau y té trong tham
hoa. Tuy nhién, cac kién thuc van dung
vao cac tinh huéng cu thé mac du co
ting nhung van & mac thap, tham chi
chua dat 50% nhu phan loai nan nhan
tham hoa theo céac tinh hudng khac
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nhau, cac nhiém vu cu thé cua doi cap
ctru. Day 1a nhitng ndi dung can tap
trung hon nita trong cac 16p tap huan.
Ly do c6 thé 1a do thoi lwong tap huan
vé ndi dung nay chwa nhiéu, kién thac
mai. Quy trinh phén loai dugc giang
day la quy trinh START (simple triage
and rapid treatment) twong ddi don gian
nhung can danh thoi gian nghién cau,
thuc hanh. Céac nghién ctu trén thé gigi
cling cho thay ty I¢ phan loai dung theo
quy trinh START ciing chi dat 45 - 55%
[10]. Nghién ctru cua Parra Cotanda C
va CS (2016) trén nhan vién y té chuyén
nganh nhi khoa vé thay doi kién thirc va
k¥ nang thyc hanh vé dap tng y té trong
tham hoa cho thay viéc ap dung chuong
trinh dao tao da cai thién dang ké kién
thirc, nhan vién y té cam thay ty tin hon
trong dap ung y té vai tham hoa sau dao
tao (15,5% so voi 41,8%, p < 001),
tuy nhién khdng thay cai thién trong
két qua tra 10i cac cau hoi thuc hanh
tinh huéng [3].

V& céc yéu té anh huong dén két qua
tap huan, do ty 18 rat thap cac bac sy da
dugc tham gia tap huan, hon nita cac
kién thue tap huan lan nay la nhitng noi
dung méi duoc cap nhat, hau hét hoc
vién duoc tiép xuc 1an dau do vay c6 thé
ly giai tai sao khong c6 sy khac biét vé
kién thirc cua cac nhom da duoc tap
huan, sau dai hoc v&i cac nhédm con lai.

KET LUAN

Kién thirc vé dap ung y té trong tham
hoa cua c4c hoc vién ting dang ké sau
tap huan, ty 18 tra 1o dung kién thic vé
dap tng y té trong tham hoa déu cai
thién & nhiéu nhém noi dung, thay doi
kién thirc vé& d6i cap ctu va phan loai
nan nhan trong tham hoa co6 tang nhung
van ¢ mac thap (21,43% va 24,29% so
véi truéc tap huin 1a 1571% va
8,57%). Khong c6 su khac biét vé kién
thac cua cdc nhém hoc vién vé vi tri
cdng tac, vé trinh d6 hoc van va da duoc
tap huan hay chua. Thay doi kién thic
duoc ghi nhan nhiéu hon dang ké ¢
nhém bac sy tré sau tap huan (88,33%
S0 V&i 82,36%; p < 0,05). Tuy nhién,
thanh phan duoc tham gia I6p tap huan
duoc triéu tap theo ké hoach, do do
nghién caru méi danh gia duoc kién thirc
va thay doi kién thic véi ddi tuong la
bac sy quan y trong toan quan.

Loi cam on: Nhom nghién cuiu trén
trong cam on Bénh vién Bong Qudc gia
Lé Hu Tréc, bac sy thudc cac don vi
trong toan quan tham gia 16p tap huan
da giup chung t6i hoan thién nghién
chru nay.
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CHAN POAN DI TRUYEN TIEN LAM TO
BENH ROI LOAN DU TRU GLYCOGEN TYPE 6

Tri¢u Tién Sang', Trdan Vin Khoal, Nguyén Viin Phong"
Trinh Thé Son?, Nguyén Thanh Tiing?

Tom tit
Muc tiéu: Bao cdo k¥ thuat chan doan di truyén tién 1am t6 bénh rdi loan du trix
glycogen type 6 (glycogen storage disease type 6 - GSD6; OMIM#232700).
Phwong phdp nghién ciru: Gom mau mau ngoai vi ciia mot gia dinh 3 thanh vién
gém bd, me va con trai bi bénh ciing 7 miu sinh thiét phdi ciia cap vo chong sau
khi thuc hién thu tinh 6ng nghi¢m. Dya trén bién thé gene PYGL da xac dinh ¢
nguoi con trai bi bénh GSD6, tién hanh thiét ké moi phuc vu giai trinh tu gene
Sanger tim bién thé gdy bénh va phén tich di truyén lién két. Ap dung céc k¥ thuat
nay dé xac dinh cac bién thé gene trén cac mau phoi. Két qud: Hai phoi binh thuong
khong mang bién thé gene gy bénh; mot phoi mang bién thé PYGL: ¢.1334T>C
(p.Leu445Pro), mot phoi mang bién thé mat doan exon 14 - exon 17 trén gene
PYGL va ba phoi bi bénh GSD6. Két ludn: Tién hanh thanh cong k¥ thuat chan

doan di truyén tién 1am t6 bénh GSD6.

Tir khoa: PYGL; Bénh rdi loan du trit glycogen type 6; Chan doan di truyén

tién lam to.

PREIMPLANTATION GENETIC DIAGNOSIS OF
GLYCOGEN STORAGE DISEASE TYPE 6

Abstract

Objectives: To report the preimplantation genetic diagnosis of the glycogen
storage disease type 6 (GSD6; OMIM#232700). Methods: Including peripheral
blood samples from a family of three members: The father, mother, and son
diagnosed with GSDG6, and 7 blastocyst biopsy samples from the couple obtained after
undergoing in vitro fertilization (IVVF). Based on the PYGL gene variant identified
in the son with GSD6, primers were designed for Sanger sequencing to identify

!B mén Sinh hgc va Di truyén Y hgc, Hoc vién Quén y
2Vién M6 phoi va LAm sang Quan ddi, Hoc vién Quéin y
*Téc gia lién h¢: Triéu Tién Sang (trieusangk83@yahoo.com.vn)
Ngay nhan bai: 26/02/2025
Ngay duwge chip nhén ding: 31/3/2025
http://doi.org/10.56535/jmpm.v50i5.1235
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the disease-causing variant and conduct linkage analysis. These techniques were
applied to identify variants in the blastocyst samples. Results: Two embryos were
normal and did not carry the disease-causing variant; one embryo carried the
variant PYGL: ¢.1334T>C (p.Leu445Pro); one embryo carried a deletion variant
spanning exon 14 to exon 17 of the PYGL gene, and three embryos were affected
by GSD6. Conclusion: Preimplantation genetic diagnosis for glycogen storage

disorder type 6 (GSD6) has been successfully performed.

Keywords:
genetic diagnosis.

PAT VAN PE

Bénh rdi loan du trix glycogen loai 6
(GSD6; OMIM#232700), con dugc goi
1a bénh Hers, 1a bénh di truyén kiéu lan
trén nhiém sic thé thuong, véi ty 18
khoang 1/1.000.000 ngudi trén toan thé
gidi1 [1]. Bénh ddc trung bdi tinh trang
suy giam chirc nang phan giai glycogen
& gan, két qua ciia bat thuong trén gene
PYGL mi hoa tong hop enzyme
phosphorylase (enzyme quan trong
trong phan huy glycogen) [2]. Cac bién
thé gdy bénh trén gene PYGL din dén
lugng enzyme hoat dong khong du, tich
tu glycogen trong té bao gan, gy ra cac
tri¢u chirng dac trung cua GSD6.

Khoi phat cua bénh GSD6 thuong
X4y ra ¢ tré so sinh hodc tré tir 1 - 3 tudi,
v6i céc triéu ching dién hinh nhu gan
to, cham phat trién, ha duong huyét co
tang ketone, ting men gan va triglyceride,
mot sb khac lai biéu hién triéu chung
nhe va cai thién theo tudi tac [3]. Liéu
phap diéu tri hién van 1a thay doi ché do
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PYGL; Glycogen storage disease type 6; Preimplantation

an, st dung mot s6 loai tinh bot thay thé
dé on dinh dudng huyét. Tuy nhién, liéu
phap chi gitp kiém soat triéu chimg ma
khong thé chira khoi hoan toan, nguoi
bénh van c6 nguy co xuat hién cac bién
ching nhu lodng xuong, ung thu gan va
bénh co tim.

Phat hién bénh sém s& gitp nguoi
bénh cai thién chét luong cudc song va
phong tranh dugc cac bién ching. Bén
canh do, viéc phong bénh hoan toan co
thé thyc hién théng qua chan doan di
truyén tién lam to, giup cho nhiing cip
vo chong mang gene bénh c6 thé sinh
con khoé¢ manh, khong mang gene bénh.
Tuy vAy, hién chua c6 cong bd nao tai
Viét Nam vé chan doan di truyén tién
1am t6 bénh GSD6, do d6, nghién ctru
nay duogc thuc hién nhim: Bdo cdo kj
thudt chan dodn di truyén tién lam to
bénh GSD6, qua dé bé sung div liéu vé
chdn dodn di truyén tién lam t6 bénh Iy
di truyén don gene duoc thyc hién tai
Viet Nam.
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POI TUQONG VA PHUONG PHAP
NGHIEN CUU

1. Péi twong nghién ciu

GOm mAau mau ngoai vi cia mot gia
dinh 3 thanh vién gom b, me va con
trai bi bénh GSD6 cting 7 mAau sinh thiét
phdi cua cap vo chong co duoc sau khi
thue hién thu tinh dng nghiém.

Mau méu cua ngudi con trai 8 tudi
véi cac biéu hién 1am sang va can 1am
sang nghi ngo rdi loan du trix glycogen
(cham phat trién van dong, gan to, ha
duong huyét, men gan cao...) da dugc
tién hanh giai trinh tu gene thé hé méi
(next-generation sequencing: NGS) va
xéc dinh dugc ddi trgng mang mot bién
thé trén gene PYGL (NM_002863.5),
dugc ACMG phén loai la c6 kha nang
gay bénh PYGL: ¢.1334T>C (p.Leud45Pro).
Bén canh d6, mot bién thé khéc ciing da
duoc phat hién 1a mat doan exon 14 -
exon 17 trén gene PYGL. Véi su phu
hop tir 1am sang va két qua xét nghiém
gene, nguoi con da duoc két luan mac
bénh GSD6. Cip vo chong ¢ nguyén
vong sinh con khoé manh nén di tién

hanh thu tinh ng nghiém va c6 dugc 07
phdi (phdi N1-N7) va cac phdi nay
dugc tién hanh chan doan di truyén tién
lam t6 bénh GSDS.

2. Phuwong phap nghién ciu

Nghién ctru str dung céc k§y thuat sinh
hoc phan tu:

- Tach chiét DNA tir mau mau ngoai
vi: Mau méu duoc tach chiét DNA bang
bo kit G-spin™ Total DNA Extraction
Mini Kit (iNtRON Biotechnology).
DNA sau tach chiét dugc pha lodng vé
néng dd6 20 ng/uL, 4o tinh sach
A260/280 tir 1,8 - 2,2.

- K§ thuat sinh thiét phéi va khuéch
dai toan bo bd gene (whole genome
amplification - WGA): 7 phdi dugc
nudi cdy dén ngay thir 5 va tién hanh
sinh thiét o giai doan phdi nang. Mdi
phdi sinh thiét tir 3 - 5 té bao, rira voi
dung dich PBS 1X va 1% PVP, sau do
khuéch dai bo gene phdi bang bo kit
REPLI-g® Single Cell Kit (Quiagen).

- Phan tng PCR khuéch dai doan
gene chua bién thé PYGL: ¢.1334T>C

Str dung phan mém Primer-BLAST dé thiét ké hai cap mdi dugc dé khuéch dai
doan gene chira bién thé PYGL: ¢.1334T>C, véi kich thudc 266bp. Trinh tu moi
khuéch dai doan gene chira bién thé PYGL: ¢.1334T>C nhu sau:

PYGL-F:
PYGL-R:

5’-TTCCATTAATGGATCAGTGTCAGACC-3’
5’- TGTTGCATTAAACCTGAGTGACCA-3’
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Dua vao nhiét d6 ndng chay cua cap
mdi, lya chon 59°C lam nhiét do gan
mdi tdi wu nhat. Mdi ng phan ung PCR
dé khuéch dai doan gene chua bién thé
riéng co thé tich 25uL, trong d6 chira
12,5uL. GoTaq Green Mastermix 2X;
5,5uL nuéc; 1,0uL mdi mdi xubi -
nguoC va 5,0uL DNA mau. Chu trinh
nhiét khuéch dai gene nhu sau: 95°C - 5
phat, 35 chu ky gom 95°C - 30 giay,
59°C - 30 gidy, 72°C - 30 gidy va 72°C
- 10 phat. Sau khi chay phan ing PCR,
san pham khuéch dai duoc dién di trén
gel agarose 2% kiém tra, trugc khi tién
hanh giai trinh tu Sanger.

- Giai trinh ty Sanger: San pham
PCR dugc giai trinh ty Sanger trén may
SeqStudio, st dung bd kit BigDye®

Terminator v3.1 Cycle Sequencing
(Thermo Fisher) dé phat hién bién thé
PYGL: ¢.1334T>C. Trinh tu nucleotide
cua doan gene dugc phan tich va xac
dinh bang phan mém Bioedit Sequence
Alignment Editor.

- Phan tich di truyén lién két: Dya
vao vi tri cia gene PYGL, bén chi thi
STR (short tandem repeats) lién két
gene nam tai ving 14¢22.1 duoc lya chon
gom: D14S269, D14S50.05, D14S50.06
(lan luot cach gene PYGL khoang
1,60Mbps, 0,85Mbps va 0,84Mbps vé
phia centromere) va D14S50.96 (cach
gene PYGL khoang 0,01Mbps vé phia
telomere). Cap mdi khuéch dai cac STR
nay dugc thiét ké bang phan mém
Primer-BLAST (Bang 1).

Bang 1. Trinh ty mdi khuéch dai cac STR lién két gene PYGL.

Moi Trinh tw (5’ - 3°) Kich thwéc
F  /6-FAM/- CACATGGCATTACCAACC
D145269 ~227bp

R GCAACATGCTTGACAGG
F  /6-FAM/-ACGAGGAAGCACGAGAAAGG

D14S50.05 ~200bp
R GAGACTCAGAGCAGCC
F  /6-FAM/-TGGGTATCCTGGACCATTGTC

D14S50.06 ~207bp
R  GGGAACAGCAGATTTATATCCCCT
F  /6-FAM/- GCAGTACAGTCCAGCCTCG

D14S50.96 ~205bp
R AAGAGGGTTTACAAAGAGCTT
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MJi 6ng phan tmg PCR dé khuéch
dai doan STR riéng c6 tong thé tich
25uL, trong d6 chua 12,5uL GoTaq
Green Mastermix 2X, 5,5ul nudc,
1,0puL m&i moi xudi - nguoc va 5,0uL
DNA mau. Chu trinh nhiét khuéch dai
STR nhu sau: 95°C - 5 phut, 35 chu ky
gom 95°C - 30 gidy, 56°C - 30 giay,
72°C - 25 gidy va 72°C - 10 phut. San
phdam PCR duogc bién tinh va dién di
mao quan trén may SeqStudio Genetic
Analyzer, phan tich trén phan mém
GeneMapper ID 6.0.

- Sang loc léch boi nhiém sic thé
(preimplantation  genetic  testing  for
aneuploidy): Tién hanh chan doén di truyén
tién 1am t6 cho phdi dua trén két qua cua cac
ky thuat giai trinh tu Sanger va phan tich

lién két da thuc hién. Néu phéi khong bi
bénh s& dugc sang loc cac bat thudng nhidm
sac thé bang hé thdng giai trinh ty thé hé
mai (hé théng lon Torrent) sir dung bo kit
Ion ReproSeq™ for PGT-A.

3. Pao duc nghién cau

Nghién ctru dugc thuc hién theo
Quyét dinh cua Hoi dong Pao dic sb
1394/QD-HVQY ngay 17/7/2012 cua
Hoc vién Quan y. Dit liéu két qua
nghién ciru dugc Bo mén Sinh hoc va
Di truyén y hoc, Vién Md phdi va Lam
sang Quan d6i cho phep su dung va
cong bé. Thong tin caa bénh nhan dugc
dam bao git bi mat. Nhom tac gia cam
két khong co6 xung dot lgi ich trong
nghién cuu.

KET QUA NGHIEN CUU
1. Két qua phan wng PCR va giai trinh tw Sanger chwa bién thé PYGL:

c.1334T7>C

* Phan itng PCR khuéch dai doan gene chiza bién thé PYGL: ¢.1334T>C

1 2 3 4 5

500bp

266bp

7 8 9 10 11 12

Hinh 1. Két qua khuéch dai doan gene chtra bién thé PYGL: ¢.1334T>C
Giéng 1: Ching am; Giéng 2: Mau bé; Giéng 3: Mau me;
Giéng 5: Thang DNA 50bp; Giéng 6-12: Mau phdi N1-N7.

Kiém tra san pham PCR bing dién di agarose 2% trén cAc mau méu cua thanh
vién trong gia dinh va mau phoi cho thay da khuéch dai thanh cong cac doan gene
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c6 kich thuée nhu da thiét ké (266bp) (Hinh 1). Cac mau dam bao diéu kién dé
tién hanh giai trinh tu Sanger.

* Két qud gidi trinh t Sanger:

I——H—I——IH——!-ILI—#——H— ' S Sy
Exon 12:
PYGL: ¢.1334T=C PYGL: ¢.1334T>C
I-I..-..-'I.I...- .-...- ..-......- -I--.. ..'-.Il.--
Mmm f\NV"'M gt i
Con bi bénh

PYGL: ¢.1334T=C

I--III-II--III-II I-III-IIIIIIIIII- I.III.*I--II-III-

e i, b

Phoi N1 PhLai N2 Phoi N3
PYGL: c.1334T=C PYGL: c.1334T=C PYGL: c.1334T=C
f\[\m Jm vu\m\ ity i il
Phoi N4 Phéi N5 . Phdi N6
"Iﬁ| I"|I'P|'|L I\,ll:'lﬂ A
Phoi N7

Hinh 2. Két qua giai trinh tu Sanger phét hién bién thé PYGL: ¢.1334T>C.

Két qua giai trinh tu gene Sanger cho thay me 1a ngudi mang bién thé PYGL:
¢.1334T>C va di truyén cho con bi bénh, ngudi bé khéng mang bién thé nay. Trén
cac mau phdi N2, N4, N5, N6 la cac phoi mang bién thé PYGL: ¢.1334T>C, trong
khi d6 phoi N1, N3 va N7 khong mang bién thé nay.

2. Két qua phan tich di truyén lién két

Trén két qua dién di mao quan (Bang 2), phan tich trén truong hop ngudi bd,
ngudi me va con bi bénh dé suy luan ra cac alen lién két véi bién thé can xac dinh
di truyén tr me 1a: Alen 237bp cua locus D14S269, alen 215bp cua locus
D14S50.05 va alen 216bp cua locus D14S50.06. Tuong tu, phan tich kiéu gene
ctia ngudi bd va con bi bénh dé suy luan ra céac alen lién két voi bién thé mat doan
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di truyén tr bd 1a: Alen 237bp cua locus D14S269, alen 223bp cua locus
D14S50.05 va alen 222bp cua locus D14S50.06. Théng qua phan tich di truyén
lien két dua ra duoc két luan: Cac phoi N4, N5, N6 bi bénh; phdi N2 1a phdi mang
bién thé ngudn gbc tir me; phdi N7 1a phdi mang bién thé ngudn géc tir bd; phoi
N1, N3 1a phéi binh thudng, khdng mang bién thé gay bénh. Két qua nay hoan toan
phu hop véi két qua phat hién bién thé PYGL: ¢.1334T>C bang giai trinh tu gene
Sanger (Bdng 2).

Bang 2. Tong hop két qua phan tich di truyén lién két va giai trinh tu Sanger.

x Sanger A
Miu  DI145269 D14S50.05 D14S50.06 D14S5096 GL:%_ Laps KELIUAN
Me 231237 2151215 216/220  221/221 TC  Mang gene
B3 231237 2151223 2161222 221/221 TT  Mang gene
Conbibénh 237/237  215/223  216/222  221/221 TC  Bénh
Phoi N1 231231 2151215 216/220  221/221 TT  Binh thuong
Ph6i N2 231/237  215/215  216/216  221/221 Tc  Manggene
di truyen tr me
Phoi N3 231231 2151215 216/220  221/221 TT  Binh thuong
Phoi N4 2371237 2151223 2161222 221/221 TC _ Beénh
Phoi N5 2371237 2151223 216/222  221/221 TC  Bénh
Phoi N6 2371237 2151223 216/222  221/221 TC _ Beénh
Phoi N7 231/237 215223 2200222  221/221 T Manggene

di truyén tir bd

3. Két qua sang loc léch bai nhiém sic thé ciaa phoi

Cac phdi khong bi bénh (N1, N2, N3, N7) sé& duoc tién hanh sang loc léch boi.
Két qua cho thay ca 4 phoi nay khdng phat hién bat thuong nhiém sic thé: 46,XN
(Hinh 3). Cac tu van di truyén di duoc thyuc hién, gilp cho cip vo chong dua ra
quyét dinh lya chon phoi dé tién hanh chuyén phoi.

step 1M _windowil

Hinh 3. Két qua sang loc bat thuong nhidm sic thé trén mau sinh thiét phdi N1.

75



TAP CHi Y DUQC HQC QUAN SU SO 5 - 2025

BAN LUAN

O truong hop ca bénh trong nghién
ceu ndy, bién thé c.1334T>C
(p.Leud45Pro) cua gene PYGL dan dén
su thay thé acid amin leucine bing
proline tai codon 445, gay anh huong
dén cau tric va chic ning cua protein
PYGL. Su thay di nay c6 thé 1am giam
tinh linh hoat cua protein va chic nang
phan giai glycogen. Bién thé nay da
duoc ghi nhan trong co s& dir liéu
ClinVar (ID: 941372), dugc ACMG
(American college of medical genetics
and genomics) phan loai la cé kha nang
gay bénh va cling da duogc ghi nhan ¢
ngudi mac réi loan dy trir glycogen
trude day [4].

Bién thé mit doan exon 14 - exon 17
trén gene PYGL Ia bién thé chua ting
duoc ghi nhan trong cac co s¢ dir ligu
dot bién gene nhu ClinVar, HGMD
(human gene mutation database). Bién
thé mat doan 1on nay c6 thé gay ra hau
qua nghiém trong di véi chirc nang cua
protein duwgc ma hbda bai gene bi anh
huong, c¢d thé dan dén thiéu hut protein,
lam gian doan qua trinh phén giai
glycogen. Viéc phat hién bién thé mat
doan ndy mét céch truc tiép gip nhiéu
khé khin do: Chua biét chinh xac vij tri
mat doan; mot s6 phuong phap phat
hién truc tiép thong qua khuéch dai cac
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doan trinh tu chira viing mat doan (gap-
PCR, giai trinh tu Sanger) thuong co
kich thuéc 16n va dé xay ra hién tuong
mat alen (allelic dropout - ADO) trén
cac mau phoi sau khi thuc hién nhan
ban toan bo bo gene (WGA). Do 4o,
viéc sir dung k¥ thuat phan tich di
truyén lién két tré nén dic biét quan
trong trong truong hop nay. Phuong
phap phan tich di truyén lién két da gitp
xéc dinh gian tiép céc bién thé gay bénh
théng qua cac chi thi di truyén lién két
véi gene PYGL, tir @6, hd trg phat hien
cac bién thé gene khd nhan dién.

Phan tich di truyén lién két duoc
Hiép hoi Sinh san va Phéi hoc chau Au
(ESHRE) khuyén cao la tiéu chuan
vang trong chan doan di truyén tién lam
t6 bénh 1y don gene [5]. Truong hop
trong nghién ciru cua chung t6i da cho
thay vai trd quan trong khdng thé thiéu
cia phan tich di truyén lién két trong
chan doan di truyén tién lam t6 khi gidp
cai thién kha ning chan doan chinh x4c,
dac biét trong cac trudng hop bién thé
kho xac dinh boéi cac phuong phap giai
trinh ty gene truyén thdng hoic khi
khong xac dinh duoc vi tri chinh xac
cua bién thé. Vé6i cac STR duoc lua
chon st dung trong nghién cuau nay,
hoan toan c6 thé tng dung tuong tu
trong chan doan tién lam to cho cac ca
bénh GSD6 khac.
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KET LUAN

Tién hanh thanh cong k¥ thuat chan
doan di truyén tién 1am t6 bénh GSD6
cho mot cdp vo chéng véi tién st sinh
con bi bénh véi két qua 1a hai phoi binh
thuong khong mang bién thé gene gay
bénh, mot phdi mang bién thé PYGL:
c.1334T>C (p.Leud445Pro), mot phoi
mang bién thé mét doan exon 14 - exon
17 trén gene PYGL va ba phoi bi bénh.

TAI LIEU THAM KHAO

1. Kishnani PS, Goldstein J, Austin
SL, et al. Diagnosis and management of
glycogen storage diseases type VI and
IX: A clinical practice resource of the

American college of medical genetics
and genomics (ACMG). Genetics in
Medicine. 2019; 21(4):772-789.

2. Labrador E, Weinstein DA. Glycogen
storage disease type VI. 2019.

3. Grunert SC, Hannibal L,
Spiekerkoetter U. The phenotypic and
genetic spectrum of glycogen storage
disease type VI. Genes. 2021; 12(8):1205.

4. https:/Mmwww.ncbi.nlm.nih.gov/clinvar/
variation/941372.

5. ESHRE PGT-M Working Group.
ESHRE PGT Consortium good practice
recommendations for the detection of
monogenic disorders. Human Reproduction
Open. 2020; (3).

77


https://www.ncbi.nlm.nih.gov/clinvar/%20variation/941372
https://www.ncbi.nlm.nih.gov/clinvar/%20variation/941372

TAP CHi Y DUQC HQC QUAN SU SO 5 - 2025

GIA TRI NGUONG CAT DIEN TiCH MO NOI TANG TREN CHUP
CAT LOP VI TINH TRONG CHAN POAN HQI CHUNG CHUYEN HOA
O NGUOI KIEM TRA SUC KHOE TAI BENH VIEN CHQ RAY

Cao Thi Hong", L& Lam Ngan?!, Te Quang Thanh?

Tom tit

Muc tiéu: Xac dinh gia tri ngudng cat dién tich md noi tang (DTMNT) trén
chup cit 16p vi tinh (CLVT) trong chan doan hoi chiing chuyén hoéa (HCCH).
Phwong phdp nghién ciru: Nghién cau hdi ciu, mo ta cit ngang trén 390 ngudi
dén kham tir thang 3 - 4/2019 tai Trung tdm HECI, Bénh vién Chg Ray c6 tuoi
trung binh 48,92 + 10,59, nam gidi chiém da sb (n = 234/390). DTMNT do trén
chup CLVT chd do vong bung (VB) ngang mic rén. HCCH dugc xac dinh theo
su thong nhat caa Lién doan Pai thiao duong Qudc té (IDF), Hiép hoi Tim mach
Hoa Ky (AHA) nam 2009. Gia tri dwong cong ROC duing xac dinh ngudng cat cia
DTMNT. Két qua: Ngudng cit téi wu DTMNT trong chan doan HCCH 13 85¢m?
(@6 nhay 69,6%, do dac hiéu 72,9%) vai gia tri dién tich dudi duong cong ROC
(AUC) 12 0,757; cao hon so v&i VB va chi s khdi co thé (body mass index - BMI)
(0,739 va 0,639). Ngudng cit & nam gidi 12 107cm? (46 nhay 86,4%, d6 dic hiéu
68,3%): nit gidi 14 61,8cm? (46 nhay 67,1%, do dic hiéu 68,8%). O nir gidi, ngudng
cat ciing ting dan tir 29,2cm? ¢ nhodm 18 - 39 tudi, tang 1én 79,5¢cm? ¢ nhdém 60 -
79 tudi. Két lugn: DTMNT xéc dinh trén chup CLVT c¢6 gia tri chan doan HCCH
t6t hon VB va BMI, véi gié tri ngudng cit toi uvu khac nhau theo gidi tinh va tudi.

Tir khoa: Hoi chung chuyén hoa; Dién tich m& noi tang; Vong bung.

Trung tam Kiém tra Sirc khée Chg Riy Viét - Nhat (Trung tam HECI) - Khoa Chim séc
stc khée theo yéu cau, Bénh vién Cho Riy
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CUT-OFF VALUES FOR COMPUTED TOMOGRAPHY-DEFINED
VISCERAL FAT AREA TO IDENTIFY METABOLIC SYNDROME
IN HEALTH-CHECK EXAMINEES AT CHO RAY HOSPITAL

Abstract

Obijectives: To assess cut-off values for CT (computed tomography)-defined
visceral fat area (VFA) to identify metabolic syndrome (MetS). Methods: A
retrospective, cross-sectional descriptive study was conducted on 390 Vietnamese
adults undergoing regular health checkups from March to April 2019 at the HECI
Center, Cho Ray Hospital, with a mean age of 48.92 + 10.59 years; more than half
of the subjects were males (n = 234/390). VFA was measured by CT scan at the
umbilicus level. MetS was defined based on the consensus of the International
Diabetes Federation and the American Heart Association in 2009. Receiver
operating characteristic (ROC) curve analyses were used to determine the
appropriate VFA cut-off values. Results: The optimal cut-off value VFA for MetS
was 85cm? (sensitivity: 69.6%, specificity: 72.9%) with the area under the ROC
curve (AUC) was 0.757; higher than the values of WC and body mass index (BMI)
(0.739 and 0.639). The optimal cut-off value for males was 107cm? (sensitivity:
86.4%, specificity: 68.3%) and was 61.8cm? for females (sensitivity: 67.1%,
specificity: 68.8%). In females, VFA cut-off values increased from 29.2cm? in the
group 18 - 39 years to 79.5cm? in the group 60 - 79 years. Conclusion: VFA
measured by CT-scan could be a more valuable predictor of MetS than WC and
BMI, according to optimal cut-off values of gender and age.

Keywords: Metabolic syndrome; Visceral fat area; Waist circumference.

PAT VAN PE

Hoi chizng chuyén hoa la mot tap hop
cac yéu t nguy co lién quan dén bénh
tim mach va dai thao duong (PTD),
gom rdi loan duong huyét, ting huyét
ap, ting ndéng do chat béo trung tinh
(triglycerid), giam ndng d6 cholesterol
lipoprotein mat d cao (HDL-c) va béo
phi trung tam (béo bung) [1]. Ty & méc
HCCH trong dan sb ngdy cang gia tang,

ngudi c6 HCCH s& ¢6 nguy co cao mac
bénh ly tim mach, DTD va dét quy, lam
tang ty I¢ tr vong.

Hién nay, sé6 do VB thuong dugc
dung dé chan doan béo bung vi dé thuc
hién. Tuy nhién, VB khong thé phan
biét duoc md noi tang vai mo dudi da
c6 hiéu qua [1]. Trong khi d06, su tich tu
m& nodi tang la nguyén nhan chinh gay
ra khang insuline va dan dén nguy co
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mac HCCH. Viéc do m& noi tang bang
chup CLVT hoac chup céng huong tir
(MRI) di duoc khuyén cao, giip phan
biét m& véi cac mo khac dé dang, cho
phép xac dinh khéi luong m& noi tang
cling nhu m& dudi da mot cach doc lap
va lap lai cao [2]. Hién nay, chup CLVT
lieu thap 1am giam tiép xdc voi tia X.
Mac du MRI khong ¢6 tia X nhung do
ky thuat chup phuc tap, chi phi cao nén
k¥ thuat nay it dugc su dung hon. Pa co
bdo céo cho thdy DTMNT cd gia tri
chan doan t6t hon VB va BMI trong tam
soat HCCH [3]. Hién nay, ngudng gia
tri DTMNT trong chan doan HCCH &
nguol Viét Nam chua duoc xac dinh rd
rang va ching t6i chua tim thay nghién
ctru nao khao sét vé van dé nay. Vi vy,
ching t6i thyc hién nghién cau nay
nham: Xdic dinh Gié trj ngurong cat cua
DTMNT trong chdn dodn HCCH.

POI TUQNG VA PHUONG PHAP
NGHIEN CUU

1. Poi twong nghién ciu

Gom 390 nguoi dén kham sic khoe
tai Bénh vién Cho Ray tur thang 3 -
4/2019.

* Tiéu chuan lya chon: Nguoi Viét
Nam > 18 tudi, day du sé liéu nghién
ctru tir bénh an dién tu (tién st bénh, chi
sb nhan trac, sinh hiéu, xét nghiém mau,
CLVT bung).

* Tiéu chuan logi trir: Nguoi mac
bénh ly bang bung, viém phic mac.
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2. Phwong phap nghién ctru:

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

* Pia diém nghién ciu: Trung tam
HECI, la phong kham hop tac song
phuong gitta Bénh vién Cho Ray va
truong Dai hoc Qubc té Y té va Phic loi
Nhat Ban, thuc hién md hinh kham tam
soat suc khoe Ningen Doc.

* Quy trinh kham sic khde: Kiém tra
cac chi s6 nhan trac, sinh hiéu, xét
nghiém mau, siéu am, ndi soi, chup
CLVT toan than liéu thap. Toan bo két
qua va hinh anh cta nguoi dén kham sé
duoc luu trir day du trén hé thong bénh
an dién tir.

* Thu thdp céc di liéu vé sé do sinh
trac, sinh hiéu, xét nghiém méau: BMI
(kg/m?) = can nang(kg)/chiéu cao? (m?),
duoc dinh nghia theo WHO véi gié tri
> 23 (thtra can/béo phi), 18,5 < BMI
< 23 (binh thwong) va < 18,5 (nhe cén)
[4]. VB do ngang miic rén, dinh nghia
béo bung ¢ nguoi chau A theo WHO:
> 90cm & nam Qidi, > 80cm & nit gidi
[5]. Tang huyét 4p (THA) khi huyét ap
tam thu (HATT) > 140mmHg va/hoac
huyét ap tam truong (HATTr) > 90mmHg
theo ESH - 2023 [6] hodc dang dung
thuéc. Mau mau duoc lay vao budi
sang, thoi diém nhin an < 8 gid géom
duong huyét, HbAILC, triglycerid,
HDL-c, LDL-c.
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* Thu thgp dién tich mé néi tang:
DTMNT (cm?) hién nay duoc do tai
mot It cit nham 1am giam chi phi cling
nhu giam phoi nhiém tia X. Nghién ciru
cho thdy do tai mot lat cit c6 tuong
quan chat ch& vaéi thé tich khéi md duoc
tai tao lai ngang muc ron & ca nam gigi
Va nit gidi véi hé sb twong quan twong
ung la 0,81 va 0,85 [7]. Trong nghién
cau nay, DTMNT trén CLVT bung

chup bang may Aquilion One 640-
Slice, Toshiba tai lat ciat 5mm ngang
muc rén & thi tho ra trong tu thé ndm
ngira va duogc do bang phan mém tinh
dién tich mo (CT fat measurement)
duoc cai dit sin trén hé thdng may
CLVT, bang cach lay gi4 tri trung binh
cua tit ca cac pixel c6 d6 Hounsfield
tir -150 dén -70 don vi (ddm d6 ma)
(Hinh 1).

Hinh 1. M& ndi tang (mau d6) va m& dudi da (mau xanh) trén chup CLVT bung.

* Tiéu chudan chdan dodn HCCH:
Theo tiéu chi tir sy thong nhat cua Lién
doan Pai thao duong Qudc té (IDF),
Hiép hoi Tim mach Hoa Ky (AHA) va
Vién Tim, Phoi, Mach mau Quéc té
(NHLBI) ndm 2009 [1] khi hién dién tir
3 trong 5 yéu t6 nguy co gom béo bung
(VB >90 cm/nam, > 80 cm/nit), tang
triglyceride (> 150 mg/dL hoac dang dung
thudc), giam HDL-c (< 40 mg/dL/nam,
< 50 mg/dL/nit hoic dang dung thudc),
THA (huyét &p > 130/85mmHg hoic

dang dung thudc), ting duong huyét doi
(> 100 mg/dL hodc dang dung thudc).
Trong nghién cuu cua chang toi, so
sanh gi4 tri chan doan giita DTMNT Voi
VB va BMI thi HCCH duoc chan doan
khi c6 tir hai yéu té nguy co trén (khong
bao gom yéu t6 VB) kém béo bung
duoc xac dinh lan luot qua DTMNT,
VB va BMI.

* X ly sé liéu: Bang phan mém Stata
17. Céc bién tudi, VB thé hién qua trung
binh va d6 léch chuan (BLC); cac bién
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BMI, DTMNT, HA, duong huyét, TG,
HDL-c, LDL-c thé hién trung vi -
khoang t&r phan vi (KTPV). Céc bién
gioi tinh, béo bung, phan loai BMI,
THA, DTD, rbi loan lipid mau, HCCH
dugc mo ta bang tan sb va ty 1é phan
tram. Tinh AUC cia DTMNT, VB va
BMI trong tam soat HCCH. Chi s
Youden dung dé tinh ngudng cit trong
chan doan. HCCH & day duoc xéac dinh
khi c6 sy hién dién tir 3 yéu té nguy co.
Gia tri p < 0,05 c¢6 ¥ nghia théng ké.

3. Pao dirc nghién ciu

Nghién ctu da dugc chap thuan boi
Hoi dong Pao dic trong Nghién cau Y
Sinh hoc cia Bénh vién Chg Ray
(Quyét dinh s6 1089/GCN-HPPD ngay
12/10/2020). Sé liéu nghién cau dugc

Bénh vién Cho Ray cho phép su dung
va cdng bs. Nhom tac gia cam két
khong c¢6 xung dot loi ich trong
nghién cuu.

KET QUA NGHIEN CUU

1. Pic diém dan sé nghién ciu

390 truong hop dugc dua vao nghién
clru véi tudi trung binh 12 48,92 + 10,59,
nho nhat 1a 22 tudi va lén nhat 1a 79
tudi. Nam gigi chiém da sé (60%). Gia
tri BMI va DTMNT trung vi lan luot Ia
23,9 kg/m? (21,8 - 25,6) va 93,2cm? (9,8 -
270,4), VB trung binh la 83,53 +
9,55cm. Ty I¢ thura cén - béo phi, béo
bung va HCCH chiém ty Ié khé cao
trong nghién cau, lan luot 1a 62,31%,
38,46% va 47,95%.

2. Gia tri nguwdng cat cia DTMNT trong chan doan HCCH

Tinh AUC cua DTMNT, VB va BMI trong tim soat HCCH khi ¢6 su hién dién
tir hai yéu t6 nguy co THA, ri loan duong huyét, tang triglycerid va giam HDL-c.

D6 nhay
0.50 0.75 1.00
I L L

0.25
|

0.00
L

0.00 0.25

0.50
1-d6 dac hiéu

075 1.00

AUC clia DTMNT: 0,757
- ---a- -« BMIROC area: 0,694

————— AUC ctia VB: 0,7396
Gia trj tham khao

Biéu dd 1. Puong cong ROC DTMNT, VB va BMI trong xac dinh HCCH.

AUC cua DTMNT, VB va BMI lan luot 12 0,757; 0,739 va 0,694. DTMNT c6
AUC cao hon han so véi cac chi s6 VB va BMI trong chan doan HCCH khi ¢6 su
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hién dién tir 2 yéu t6 nguy co trir VB, su Khac biét nay c6 y nghia thong ké voi
p = 0,011. Viéc dung chi s6 DTMNT s& c¢6 y nghia hon so véi VB va BMI trong
tam soat HCCH. Dya vao chi s6 Youden xac dinh dugc diém cat t6i wu cua
DTMNT trong chan doan HCCH la 85c¢m? véi do nhay 69,6%, d dac hi¢u 72,9%.
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|
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.
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0.00
0.00
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1 - do déac hiéu 1 - do déc hiéu

AUC=0.71 AUC=0.74

Biéu d0 2. Puong cong ROC chan doan HCCH
& nam gidi va nir gidi cia DTMNT.

AUC cua DTMNT trong chan doan HCCH & nam gigi va nit gidi lan luot 1a
0,71 (95%Cl: 0,63 - 0,79) va 0,74 (95%CI: 0,66 - 0,81). Gia tri ngudng cat téi uu
cia DTMNT trong tam soat HCCH & nam gigi va nit giGi lan luot 12 107,1cm? (46
nhay 68,4%, do dic hidu 68,3%) va 61,8cm? (d6 nhay 67,1%, d6 dic hicu 68,8%).

Bang 1. Gia tri ngudng cat DTMNT phan tang theo gigi tinh va nhom tudi.

N Nam (n = 234) Nik (n = 156)
fuol AUC Ngudéng DTMNT (cm?) AUC Ngudng DTMNT (cm?)
18-39 0,85 96 0,78 29,2
40-59 0,71 110 0,65 60,9
60-79 0,48 89,1 0,67 79,5

Gia tri ngudng cat DTMNT theo tirng nhom tudi ¢ nam gigi déu cao hon nir
gidi, gi tri chan doan tang dan & nhdm nix voi AUC kha cao (khoang 0,67 - 0,78).
Nguoc lai, & nam gisi 18 - 59 tudi thi AUC cao (khoang 0,71 - 0,85) véi ngudng
cat DTMNT dao dong tir 96 - 110cm? nhung & nhom tudi > 60 thi gia tri AUC
< 0,5 nén ngudng cat cia DTMNT khong dung dé chan doan HCCH.
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BAN LUAN

Do DTMNT bang chup CLVT d3
duoc thuc hién nhiéu trong thoi gian
qua, v&i ru diém phan biét m& véi cac
mo khac dé dang, xac dinh duoc dién
tich m& mot cach doc lap va cé tinh lap
lai cao [2]. Hon nita, viéc chup CLVT
licu thap lam giam tiép xdc voi tia X.
Tuy nhién, ddm d6 mao trén CLVT cé
thé bi anh huong boi tinh trang viém
rudt, viém phic mac bung cling nhu sy
hit thd cia ngudi bénh. Do d6, dé dam
bao két qua do DTMNT duoc chinh
Xac, su huong dan cua ky thuat vién
trong I0c chup can duoc thyc hién tét,
d6ng thoi, nghién ctru ciing loai nhitng
treong hop ¢o6 viém phuc mac, viém ruot
dé tranh 1am anh huong dén két qua.

Két qua nghién ctu cho thay gia tri
AUC cua DTMNT, VB va BMI trong
chan doan HCCH khi c6 tir hai yéu td
nguy co (THA, rbi loan duong huyét,
tang triglycerid va giam HDL-c) vai
AUC cua DTMNT la 0,757, cao hon so
véi AUC cua VB va BMI (p = 0,011)
(Biéu do 1) cho thay viéc sa dung
DTMNT trong chan doan bénh s& tot
hon. Két qua nay twong dong véi nghién
ctu cua Lee [3] khao sat trén 20.000
ngudi Han Quéc, DTMNT duoc do trén
CLVT bung ngang mirc rdn, tac gia so
sanh kha ning chan doan HCCH khi
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hién hién tir hai yéu té nguy co khong
c6 VB lan luot cia DTMNT, VB,
BMI va thu duoc két qua tuong tu VOi
gia tri AUC caa DTMNT déu cao hon
VB va BMI.

Tich tu m& noi tang la nguyén nhan
dan dén sy phét trién cia HCCH, do d,
gid tri ngudng cat DTMNT dé chan
doan HCCH di dugc dé xuit trong
nhiéu nghién cau [3]. Tur phan tich
duong cong ROC, dwa vao chi sé
Youden, ching t6i xac dinh duoc gia tri
ngudng cat toi vu cia DTMNT dung dé
chan doan HCCH trong d6i tuong
nghién cau la 85cm? véi do nhay, do
dac higu lan Iuot 12 69,6% va 72,9%.
Két qua nay thap hon so voi ngudng
chan doan tai Nhat Ban, 100cm? & ca
hai gigi theo Hiép hoi Nghién cau beo
phi dua ra vao nam 2002 [8]. Nguyén
nhan cd thé do su khac biét vé dbi tuong
nghién ctu. Pdi tugng nghién ciru caa
ching t6i ¢6 tudi trung binh la 48,92 +
10,59 tudi, tré hon so véi nghién ctu &
Nhat Ban 1a 55 + 12 tudi, trong khi do,
cang 16n tudi, ma ndi tang s& c6 khuynh
huéng tich tu ngy cang nhiéu. Gia tri
BMI va DTMNT lan luot 12 23,9 kg/m?
va 93,2cm?, thap hon so vé6i nghién ctu
& Nhat Ban la 24,6 kg/m? va 100,07cm?,
Do d6, nguong gia tri DTMNT cua
nguoi Nhat & mic cao hon so vdéi
nghién cuu cua chdng toi.
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Két qua nghién ctru ctia chling tdi ghi
nhan ngudng chan doan HCCH cua
DTMNT khac nhau tuy theo giai tinh,
nam gigi (107,1cm?) cao hon nir gidi
(61,8cm?) (Biéu do 2). Do su khéc biét
vé diac diém phan bé md trong co thé
khac nhau gitra nam gigi va nir gidi,
nam gigi c6 khuynh huéng tich tu nhiéu
ma& trong khoang bung hon nit gidgi nén
Giéa tri ngudng cit DTMNT & nam gidi
s& cao hon nit gi¢i. Két qua nay tuong
ddéng véi nghién ctu cua Miyawaki
(nam: 100cm?; nir: 65cm?) [9]. Tac gia
khao sat trén 2.947 nguoi Nhat tur 40 -
59 tudi, BMI va DTMNT trung binh lan
luot & nam gidi la 24,1kg/m? va 100,5cm?,
& nit gioi lan luwot 1a 22,8kg/m? va
52,6cm?. Dic diém dan s nay kha
tuong doéng véi nghién ctu caa ching
t6i, do d6, gia tri ngudng cait cua
DTMNT trong chan doan bénh tuong
d6ng véi nhau. Nguoc lai, két qua
nghién ciiu chdng t6i thap hon so véi
nghién cau cua Lee [3] (nam: 134,6cm?;
nix: 91,1cm?). Téc gia Lee khao sat
> 30.000 ngudi [3] véi dic diém dan sb
kh&c véi nghién cau cua ching toi.
Nghién ciru cua Lee ¢6 tudi trung binh
& nam gidi va nit gi¢i déu cao hon (nam:
50,8 tudi so véi 49 tudi; nir; 51,7 so Voi
48 tudi), DTMNT trung binh ciing cao
hon (nam: 136¢cm? so véi 116,8cm? va

nit: 83cm? so véi 66cm?). Nhu vay,
ngudng gia tri DTMNT trong chan doan
bénh sé& khac nhau tuy theo gidi tinh.
Cung véi su khéc biét vé gidi tinh,
mot s6 nghién ciru da cho thay gia tri
ngudng cat DTMNT trong chan doan
bénh ciing s& thay d6i theo do tudi.
Nghién cirtu cia Lee da ching minh
duoc Gi4 tri ngudng cat DTMNT ting
dan theo tudi, dac biét 1a ¢ nix gidi. Tac
gia cho thay ngudi < 40 tudi c6 ngudng
DTMNT la 62,6cm?, ting 1én 85,9cm? &
ngudi tir 40 - 59 tudi va dat 115,6cm? ¢
nguoi > 60. Tuong tu, ching toi cling
ghi nhan ngudng chan doan HCCH cua
DTMNT ting dan theo tudi ¢ nir gigi
v6i AUC dao dong tur 0,67 - 0,78 (Bang 1).
Nit gigi co wu thé phan bé ma nhiéu &
mong va dui. Tuy nhién, sau man kinh,
mé md& s€ c6 khuynh hudng tich tu
nhiéu ¢ khoang bung, do dé, ngudng
DTMNT trong chan doan bénh sé ting
dan theo tudi [3, 9]. DTMNT & nam gidi
cling ting hon & nguoi > 40 tudi.
Tuy nhién, Gia tri ngudng cat khong c6
do tin cay khi chi s6 AUC < 0,5 ¢ phan
nhoém nam giGi > 60 tudi. Didu nay co
thé do sé lwong cac dbi twong nam gidi
trong d6 tudi tir 60 tham gia vao nghién
ctru it (33 nguoi) so vai cac nhdm tudi
khéc nén khdng thé dem lai két qua
phan tich chinh xac. Dé lam rd hon gia
tri ngudng cat cho nam gigi, can khao
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s&t vai mot luong 16n hon dé dem lai két
qua chinh xac hon.

Nghién ctru ¢c6 mot sé diém han ché:
Nghién cau dugc thuc hién tai mot
trung tdm y té ¢ Thanh phd Hb Chi
Minh, do d6 khong thé dem lai nhiing
két qua nghién ctiru mang tinh khéi quat.
Dbi twong nghién ciu 1a nhitng nguoi
di kiém tra sicc khoe nén ho khéa quan
tam dén tinh trang stc khoe va co kha
nang ty quan ly tét sac khoe ciia minh,
dong thoi, tinh trang kinh té - x& hoi
tuong dbi cao nén s& c6 nhitng han ché
vé tinh dai dién va tinh khai quét cho
dic diém dan sd. Cudi cung, day la
nghién cau hoi cau cat ngang, nhing
phan tich cua ching toi khdng thé phan
anh duoc nhing thay doi theo thoi gian.

KET LUAN

Nghién ctru dua ra ngudng gia tri caa
DTMNT trong chan doan HCCH la
85cm? (do nhay 69,6%; do dic hiéu
72,9%). Gia tri ngudng cit chan doan
khac nhau phu thudc vao gigi tinh va
tudi. Sir dung DTMNT nhu mét yéu té
nguy co thay thé cho VB va BMI s& gilp
phat hién HCCH duoc chinh xac hon.

Loi cam on: Nhom nghién cau trén
trong cam on Bénh vién Cho Ray,
Trung tdm HECI, can bd, nhan vién
cling nhu cac dbi twong tham gia da tan
tinh giip d& chang t6i hoan thién
nghién cau nay.
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GIA TRI CHAN POAN UNG THU PHOI KHONG TE BAO NHO CUA
DAU AN METHYL HOA SHOX2 TRONG MAU NGOAI VI

Phuong Ngoc Anh', Dinh Vin Lugng*
Nguyén Dirc Hanh', Nguyén Vin Ba?, Ho Hivu Tho®**
Tom tit
Muc tiéu: Danh gia mirc d methyl hdéa SHOX2 (mSHOX?2) trong mau ngoai vi
va gi4 tri chan doan ung thu phoi khong té bao nho (non-small cell lung cancer -
NSCLC). Phuwong phdp nghién ciru: Nghién ctru bénh ching trén mau mau cia
149 bénh nhan (BN) NSCLC va 100 nguoi khée manh dugc phan tich bang quy
trinh PCR ban léng, dinh luong, dac hi¢u methyl hoa (sqMSP). Gia tri chan doan
dugc danh gia bang duong cong ROC va hoi quy logistic da bién. Két qud: Gia tri
ACt cia mSHOX?2 thip hon dang ké & nhom NSCLC so voi nhom khée manh
(p < 0,001), phan anh mitc methyl hoa cao hon. Phan tich ROC cho thiy AUC =
0,715, d6 nhay 56,38%, d6 dic hiéu 82,00%. Hoi quy logistic da bién khang dinh
mSHOX2, tudi va BMI 14 céac yéu té doc 1ap lién quan dén nguy co NSCLC, trong
khi giéi tinh va tién sir hut thude khong con ¥ nghia sau khi diéu chinh. Két ludn:
mSHOX2 1a dau an sinh hoc tiém nang trong phat hién NSCLC khong xam lan.
Tuy nhién, can nghién ciru thém dé cai thién do chinh xac khi két hop véi cac dau
an khac.
Tir khoa: Methyl hoa SHOX?2; Ung thu phoi; Dau 4n sinh hoc; Sinh thiét 1ong;
PCR dac hiéu methyl hoa.

DIAGNOSTIC VALUE OF SHOX2 METHYLATION IN PLASMA FOR
NON-SMALL CELL LUNG CANCER

Abstract

Objectives: To evaluate the methylation status of SHOX2 (mSHOX2) in
peripheral blood and its diagnostic value for non-small cell lung cancer (NSCLC).

'Bénh vién Phoi Trung wong
’Bénh vién Quéan y 175
3Phong Cong nghé Gene & Di truyén, Vién Nghién ctru Y Duge hoc Quén sy, Hoc vién Quan y
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“TAc gia lién hé: H6 Hiru The (hohuutho@vmmu.edu.vn)
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Ngay duwoc chip nhan ding: 25/4/2025
http://doi.org/10.56535/jmpm.v50i5.1239
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Methods: A case-control study was conducted on blood samples from 149 NSCLC
patients and 100 healthy individuals were analyzed using semi-nested quantitative
methylation-specific PCR (sgMSP). Diagnostic performance was assessed using
ROC curve analysis and multivariate logistic regression. Results: mSHOX2 ACt
was significantly lower in NSCLC patients than in healthy controls (p < 0.001),
indicating higher methylation levels. ROC analysis showed AUC = 0.715,
sensitivity 56.38%, and specificity 82.00%. Multivariate logistic regression
confirmed that mSHOX2, age, and BMI were independent factors associated with
NSCLC risk, while gender and smoking history were no longer significant after
adjustment. Conclusion: mSHOX2 is a promising non-invasive biomarker for
NSCLC detection. Further studies are needed to enhance diagnostic accuracy by

integrating additional biomarkers.

Keywords: SHOX2 methylation; Lung cancer; Biomarker; Liquid biopsy;

Methylation-specific PCR.

PAT VAN PE

Ung thu phoi 14 nguyén nhan gy tir
vong hang dau do ung thu trén toan cau,
v6i ty 18 séng sot thap do phan 16n BN
dugc chan doan ¢ giai doan muon [1].
Hién nay, phuong phép sang loc bang
chup ct 16p vi tinh lidu thap (low-dose
computed tomography - LDCT) da
dugc chimg minh c6 thé giup phat hién
som ung thu phdi [2]. Tuy nhién,
phuong phap nay c6 ty 1€ duong tinh gia
cao, c6 thé dan dén can thiép y khoa
khong can thiét va gay lo lang cho BN
[3]. Do d6, nhu cau cip thiét dit ra 1a
phat trién cac phuong phap chan doan
khong can thi¢p, c6 do chinh xé4c cao,
gitip phét hién ung thu phdi sém va cai
thién tién lugng BN.

Methyl héa DNA, mot ddu an sinh
hoc 6n dinh va dic hiéu, d duoc nghién

ctru rong rai trong chan doan ung thu
phoi [4]. Trong s6 d6, methyl hoa gene
SHOX2 da dugc ghi nhan c6 lién quan
chat ché véi NSCLC [5]. SHOX2 1a yéu
t6 phién ma quan trong, c6 vai tro trong
su phét trién ctia hé ho hap. Sy methyl
hoa tai vung promoter ctia gene nay da
dugc bao céo 1a xay ra phd bién trong
cac mo ung thu phdi, ciing nhu trong
cac mau huyét twong cia BN mic bénh
[6]. Cac nghién curu trude day da chi ra
xét nghiém SHOX2 trén mau mau co6
thé giup phan biét BN ung thu phdi véi
nhoém khong mic bénh, v&i do nhay va
do dac hi¢u cao [7].

Trong nghién ctru gan déy, chung toi
dd phat trién va téi wu phuwong phéap
semi-nested PCR dinh luong dé phan
tich mic d6 mSHOX2 trén mau huyét
tuong, sir dung mau do khoa cé thé kéo
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dai chudi - extendable blocking probes
(ExBPs) nham ting cuong do nhay va
dac hi¢u [8]. Két qua nghién ctru so bd
cho thdy phuong phap nay c6 thé phat
hién DNA mSHOX2 véi gioi han phat
hién thap (0,01%) va c6 kha ning phan
biét rd rang gitra BN ung thu phdi va
nhom khong méc bénh [8]. Tuy nhién,
can c6 thém cac nghién ctru v6i c& mau
16n hon dé danh gia gia tri chan doan
thye té ciia xét nghiém nay trén 1am sang.

Do d6, nghién ctu nay dugc thuyc
hién nham: Xdc dinh gia tri chan dodn
cua muc mSHOX2 trong mau ngoai vi
dé phan biét BN NSCLC véi nhém khoe
manh, dong thoi kiém tra méi lién quan
gitta mitc methyl héa nay véi cdc yéu té
ldm sang nhw tuoi, gioi tinh, chi 56 BMI
va tién sir hit thudc.

Ngoai ra, chung t6i cling tién hanh
phan tich hdi quy logistic da bién dé
danh gia vai tro doc 1ap cia SHOX2
methyl hoéa trong phan biét ung thu
phoi. Két qua nghién ctru ky vong sé
g6p phan cung cap thém bang ching vé
tiém nang cia mSHOX2 nhu mét dau
an sinh hoc khong can thiép, c6 thé ting
dung trong sang loc va hd tro chan doan
ung thu phéi trén 1am sang.

POI TUQONG VA PHUONG PHAP
NGHIEN CUU

1. P6i twong nghién ciru
Gom 149 BN NSCLC va 100 ngudi
khoe manh, thu nhan tr thang
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4/2021 - 8/2024 tai Bénh vién Phoi
Trung vong.

* Tiéu chuan lea chon:

Nhém BN duoc chan doén xac dinh
bé’mg mo bénh hoc va chua qua diéu tri,
trong khi nhém khoée manh khéng cé
bénh 1y 4c tinh va ton thuong phoi trén
chup cét 16p vi tinh liéu thap (LDCT),
dugc lya chon tuong d@)ng vé tudi, gioi
tinh va tién st hat thude.

* Tiéu chuan loai triv:

Nhiing d6i twong mac ung thu phoi
té bao nho (SCLC), ung thu thir phat,
COPD, lao phéi, bénh tu mién hoic
khong cung cap du dit liéu 1am sang déu
bi loai.

* Chon madu:

C& mau dugc ude tinh theo cong
thirc so sanh hai trung binh doc lap, voi
mirc y nghia a= 0,05 va cong suit théng
ké 80%, cho thay can tdi thiéu 90 d6i
tuong mdi nhom. Trong thyc té, nhom
bénh duge thu nhan nhiéu hon do s6 ca
du diéu kién cao hon va sy chénh léch
nay khong anh huong dén do tin ciy cta
phan tich, nho ap dung cac phuong
phap théng ké phu hop véi c¢& mau
khong ddi xtmg. Tat ca ngudi tham gia
déu duogc tu van va ky cam két dong ¥
trude khi tham gia nghién ciu.

2. Phuong phap nghién ciru

* Thiét ké nghién ciru: Nghién ctru
bénh ching duoc thiét ké nham danh
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gi4 gia tri chan doan ctia mirc mSHOX2
trong mau ngoai Vvi.

* Xip Iy s6 liéu: Phuong phap phan
tich mSHOX2 trong huyét twong bang
PCR ban 16ng dinh luong dic hiéu
methyl hoa (semi-nested quantitative
methylation-specific PCR - sqMSP) da
duge nhoém nghién ctru cong bd trude
d6 trén tap chi qudc té uy tin [8], sir
dung miu do khéa co thé kéo dai
(Extendable Blocking Probes - ExXBPs)
dé ting d6 nhay va dic hiéu.

Phan tich théng ké duoc thuc hién trén
SPSS 20.0 va MedCalc 20.019. So sanh
gifta hai nhém st dung kiém dinh Mann-
Whitney U (bién lién tuc) va Chi-square
(bién phan loai). Tuong quan Spearman
danh gia méi lién quan giita ACt cia
mSHOX2 va tudi. Gié tri chan doan dugc
phan tich bing dudng cong ROC, véi
AUC danh gia d6 chinh xac xét nghiém
va diém ngudng t6i wu xac dinh theo
Youden Index. Hoi quy logistic da bién
duoc sir dung dé danh gia vai tro doc lap
cia mSHOX2 trong phan bi¢t NSCLC
v6i nhom khoe manh, diéu chinh theo
tudi, gidi tinh, BMI va tién sir hut thudc.
Miic ¥ nghia thong ké p < 0,05.

3. Pao dirc nghién ciru

Nghién ctru dugc Hoi déng Pao duc
trong Nghién ctru Y Sinh hoc, Hoc vién
Quan y phé duyét theo quyét dinh sb
182/2021/CNChT-HDPDD, ngay 10/8/2021.

Nghién ctru tudn tha cac nguyén tic cia
Tuyén ngdn Helsinki va cac quy dinh vé
nghién ctou y sinh hoc tai Viét Nam.
Toan b thong tin ca nhan cua nguoi
tham gia dugc bdo mat tuyét dbi va chi
st dung cho muc dich nghién ctu. Cac
dbi twong tham gia c6 quyén rat khoi
nghién ctru bt ky lic nao ma khéng anh
huéng dén quyén loi diéu tri cta ho. Dir
liéu trong nghién ctru nay dugc thu thap
va phan tich véi sy chép thuan cua Bénh
vién Phoi Trung wong va Hoc vién
Quan y, va cac don vi nay da cho phép
sit dung, cong bd két qua nghién ciru
theo dung quy dinh hién hanh. Nhém
tac gia cam két khong c6 xung dot loi
ich lién quan dén nghién ciru nay.

KET QUA NGHIEN CU'U

1. So sanh mirc d¢ methyl hoa gene
SHOX2 giira nhom ung thw va nhom
khdée manh

Phan tich murc methyl héa DNA gene
SHOX2 (mSHOX2) gitta nhém NSCLC
va nhom khoe manh cho thay su khac
biét c6 y nghia thong ké. Trung vi ACt
cua mSHOX2 ¢ nhom ung thu 1a 19,31
(IQR: 13,05 - 24,76), thap hon déng ké
so voi nhom khoe manh, cé trung vi la
25,32 (IQR: 20,71 - 27,10). Kiém dinh
Mann-Whitney U xac nhan su khac biét
nady v6i muc y nghia thong ké cao
(p <0,001).
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p < 0.001

[ <) w
=] %) =

cua methyl héa SHOX2 (mSHOX2)
-
=

ACt

10

Ung thu Khde manh
Nhém déi tugng

Hinh 1. Biéu d0 boxplot so sanh mirc ACt ciia mSHOX2
gitra nhém ung thu va nhém khoe manh.

2. Mi lién quan giira mSHOX2 véi tudi, giéi tinh, BMI va tién sir hiit thudc

Phén tich twong quan Spearman gita ACt cia mSHOX2 va tudi khong cho thiy
mdi lién quan ¢ ¥ nghia trong ca nhom ung thu va nhom khoe manh (p > 0,05).
So sanh gifta gidi tinh nam va nir cho thay su khac biét ¢6 ¥ nghia trong nhém ung
thu (p = 0,0035), trong khi khong c6 su khac biét dang ké trong nhom khoe manh
(p = 0,059). Trong nhom ung thu, nam gidi cé ACt thap hon, tirc 1a mic mSHOX2
cao hon so véi nit gidi (Hinh 2).

NSCLC: Khée manh:
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clia methyl héa SHOX2 (mSHOX2)
-
=

ACt

Nam NI Nam N
Gidi tinh Gidi tinh

Hinh 2. So sanh mirc mSHOX?2
theo gidi tinh trong nhém NSCLC va nhom khoe manh.
So sanh mirc mSHOX2 giita cac nhom BMI khong cho thay su khac biét co ¥
nghia trong nhém ung thu (p = 0,625). Trong nhém khoe manh, c6 xu hudng khac
biét giita cac nhom BMI (p = 0,051), nhung chua dat mirc ¥ nghia thdng ké.
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Mirc mSHOX2 giita nhoém c6 va khong co tién sir hit thude co sy khac biét
dang ké trong nhém ung thu (p = 0,018), v6i nhém co tién sir hit thube co6 ACt
thip hon, tirc 1a mirc mSHOX2 cao hon so v6i nhém khong hut thude. Trong nhom
khoe manh, khong c6 su khac biét co6 y nghia gitra hai nhom.

3. Phan tich ROC danh gi4 gia tri chan doan ciia mirc mSHOX2

Két qua cho thiy dién tich dudi duong cong (AUC) dat 0,715, phan anh gia tri
chén doan ¢ muc trung binh (Hinh 3). Ngudng t6i vu cia ACt cia mSHOX2 duoc
xac dinh 14 20,11, v&1 d§ nhay (sensitivity) dat 56,38% va dg dac hi¢u (specificity)
dat 82,00%.

1.0
0.8
0.6

0.4

D06 nhay (True Positive Rate)

0.2

— AUC=0.715

Ngudng toi uu: -20.11
e e D& nhay: 0.56
0.0 Do dac hidu: 0.82
0.0 0.2 0.4 0.6 0.8 1.0
1 - D6 dac hiéu (False Positive Rate)

Hinh 3. Puong cong ROC danh gia gia tri chan doan cia mSHOX2.
Puong cong ROC ddanh gid gid tri chan dodn ciia mire mSHOX2 (ACt ciia mSHOX2)
trong viéc phan biét BN NSCLC va nhém khée manh. Diém nguong t6i wu (20,11)
dwoc danh ddu trén dwong cong, voi do nhay 56,38% va do dac hiéu 82,00%.
Puong mau xdm nét dirt biéu dién dwong phdn loai ngdu nhién (AUC = 0,5).

4. Phan tich héi quy logistic da
bién danh gia vai trdo doc lap
cua mSHOX?2

Phén tich hdi quy logistic dugc thuc
hién dé danh gia mbi lién quan giira
mirc mSHOX2 (ACt cia mSHOX2) va
nguy co NSCLC, dong thoi kiém soat

anh hudng cua cac yéu té khac bao gdbm
tudi, gioi tinh, BMI va tién sir hit thude.

Phén tich don bién cho thdy ACt cua
mSHOX2, tudi, gi6i tinh va BMI ¢6 ¥
nghia thong ké, trong khi tién sir hat
thudc c¢6 xu huéng lién quan nhung
chua dat y nghia (p = 0,075). Trong md

93



TAP CHi Y DUQC HQC QUAN SU SO 5 - 2025

hinh hdi quy da bién, ACt cia mSHOX2
van 1a yéu t6 du bao doc 1ap cd y nghia
cao (p <0,001, p=-0,1528), khing dinh
rang mirc mSHOX2 cao hon lién quan
dén nguy co ung thu phoi. Tudi cling 13
yéu to nguy co dang ké (p < 0,001,
B =0,0595), trong khi BMI thap hon ¢6
lién quan dén nguy co ung thu cao hon
(p=0,001, =-0,9767). Nguoc lai, gidi
tinh va tién st hut thuéc khong con ¥
nghia thong ké trong mé hinh da bién
(p > 0,05), cho thay tac dong cta ching
c6 thé di duoc phan anh qua mirc
mSHOX2, tudi va BMIL

BAN LUAN
Nghién ciru nay cho thdy muic do
methyl héa DNA cua gene SHOX2
(mSHOX2) trong méau ngoai vi cO su
khac biét dang ké giita nhom BN
NSCLC va nhém khée manh. Két qua
cho thay gia tri ACt cia mSHOX2 thap
hon & nhém ung thu, phdn anh mirc
methyl hdéa gene SHOX?2 cao hon so voi
nhom khoéng mic bénh. Diéu nay phu
hop v&i cac nghién cuu trude day, trong
dé mSHOX2 da duogc ghi nhan c6 lién
quan dén sy phat trién cua ung thu phoi
va co thé dong vai trd nhu mot ddu 4n

sinh hoc tiém nang [5, 6].
Phan tich méi
mSHOX2 véi cac dic diém cua doi
tugng nghién ciu cho thidy muc do

lién quan gitra

mSHOX2 cao hon ¢ nam giéi mic
NSCLC so véi nit gii. Diéu nay co thé
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phan anh sy khac biét vé yéu t& méi
truong (nhu ty 16 hat thude cao hon &
nam gidi) hodc su khac biét vé co ché
sinh hoc gitra hai gidi trong bénh sinh
ctia ung thu phdi. Tuy nhién, khong c6
su khic biét c6 y nghia vé muc do
mSHOX?2 gifta cac nhom BMI trong
nhom ung thu, mdc du c6 xu hudng
khac biét trong nhom khoe manh.
Pang chil ¥, nhom ¢6 tién st hat thude
trong nhom ung thu c6 mitc mSHOX?2
cao hon so v6i nhom khong hut thube
(p = 0,018). Tuy nhién, trong nghién
clru nay, tat ca nhimg nguoi c6 tién sir
hut thude déu 13 nam gidi, do d6 sy khac
biét vé mSHOX2 theo tién sir hut thude
c6 thé dong thoi phan anh méi lién quan
gitta gidi tinh va mirc methyl hoa.
Két qua nay cé thé cho thay hat thude
gop phan didu hoa muac mSHOX2,
nhung ciing dit ra cdu hoi vé vai tro
riéng biét cta yéu to gidi tinh va hat
thudc trong qué trinh methyl hoa, diéu
nay can dugc lam rd hon trong cac
nghién ciru tiép theo.

Phén tich duong cong ROC cho thiy
mMSHOX2 ¢6 gia tri chan doan trung
binh véi AUC dat 0,715, d0 nhay
56,38% va do dac hi¢u 82,00%. Mac du
xét nghiém dya trén mSHOX2 c6 thé hd
trg chan doan ung thu phdi, nhung do
nhay chua cao, diéu ndy goi y rang can
két hop véi cac dau 4n sinh hoc khac dé
nang cao hiéu qua phéan loai BN. Mot s6
nghién ciru trude day da dé xuat viéc két
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hop SHOX2 v&6i cac gene khac, nhu
PTGER4, c6 thé cdi thién d¢ chinh x4c
chan doan [7].

Phén tich hdi quy logistic da bién
khing dinh mSHOX2, tudi va BMI 1a
nhimg yéu t& doc lap lién quan dén
nguy co ung thu phoi, ngay ca khi da
diéu chinh theo gi6i tinh va tién sir hat
thuéc. MSHOX2 cao hon (ACt thap
hon) van c6 y nghia thong ké manh mé
trong md hinh hoi quy (p < 0,001,
B=-0,1528). Tudi ciing 12 yéu té du bao
dang ké (p < 0,001, p = 0,0595), voi
nguy co ung thu ting theo tudi. BMI
thap hon c6 lién quan dén nguy co ung
thu cao hon (p = 0,001, B = -0,9767).
Nguoc lai, gii tinh va tién sir hiit thudc
khong con y nghia thong ké trong mo
hinh da bién, goi ¥ ring tic dong cia
cac yéu to ndy d3 duoc phan anh qua
mirc mSHOX2, tubi va BML

KET LUAN

Nghién ctru cho thdy mSHOX2 trong
mau ngoai vi cao hon dang ké & BN
NSCLC, thé hién qua ACt thap hon.
Phan tich ROC xac dinh AUC = 0,715,
voi do nhay 56,38% va d0 dac hiéu
82,00%. Hoi quy logistic da bién khang
dinh mSHOX2, tudi va BMI 1a céc yéu
t6 doc lap lién quan dén nguy co
NSCLC, trong khi gidi tinh va tién str
hat thudc khong con y nghia sau khi
didu chinh. Két qua nay cho thay
mSHOX2 1a d4u 4n sinh hoc tiém nang,

hd tro phat hién ung thu phodi khong
xam l4n, nhung can nghién ctru thém dé
xac nhan va cai thién do chinh xac khi
két hop voi cac dau 4n khac.

Loi cam on: Nhom tic gia xin chan
thanh cam on tap thé can bd k¥ thuat va
cong sy da dong gop tich cuc trong qua
trinh xtr Iy mau va phan tich dir liéu
nghién ctu. Ching t6i trdn trong ghi
nhan nhing ¥ kién chuyén mén sau sic
tir cac nha khoa hoc va dong nghiép,
g6p phan nang cao chat luong phan tich
va trinh bay két qua nghién ctru.
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NGHIEN CUU GIA TRI CUA METHYL HOA GENE SEPT9
HUYET TUONG TRONG CHAN POAN UNG THU PAI TRUC TRANG

Dwong Thuy Linh', Vii Anh Hai', Nguyén Vin Hiing?
Hoé Hiru The®, Nguyén Vin Ba*

Tom tat

Muc tiéu: Nghién ctru gié tri caa methyl hoa gene SEPT9 (MSEPT9) mau ngoai
vi trong chan doan ung thu dai truc trang (UTDTT). Phwong phdp nghién ciru:
Nghién ctru m6 ta cit ngang cé ddi chuang trén 244 nguoi tham gia, trong d6 c6 92
ngudi khoé manh kiém tra sirc khoé tai Bénh vién Quan y 103 va 152 bénh nhan
(BN) UTPTT diéu tri tai Bénh vién Quan y 103 va Bénh vién K tir thang 01/2021
- 12/2024. Xét nghiém mSEPT9 mau ngoai vi dugc xac dinh bang ky thuat semi
nested PCR véi mau do khoa kéo dai chudi (Extendable Blocking Probes - EXBPS).
Két qud: Gia tri cia mSEPT9 phan biét BN UTDTT véi ngudi khoé manh dat d6
nhay 76,31%, d6 dic hiéu 89,13%, gia tri chan doan duong tinh (positive
predictive value - PPV) 92,06%, gia tri chan doan am tinh (negative predictive
value - NPV) 69,49%. Phan tich duong cong ROC ghi nhan gia tri chan doan
UTDTT ciia mSEPT9 ¢6 AUC dat mic tot 0,827 véi p < 0,0001, nhom ngudi o
MSEPTY duong tinh c¢6 nguy co UTDTT cao gip 26,42 lan nhém nguoi c6
MSEPT9 am tinh vaéi p < 0,0001. Trong nhom UTDTT, BN ¢6 mSEPT9 duong
tinh c6 nguy co giai doan muon gap 3,719 1an so véi BN c6 mSEPT9 am tinh voi
p < 0,001. Két lugn: mSEPT9 c6 gia tri chdn doan UTDTT véi d6 nhay, do dac
hiéu cao va su thuan tién, khdng xam nhap dong vai trd cai thién chat lugng phét
hién sém UTDTT.

Tur khéa: Ung thu dai truc trang; mSEPT9; K§¥ thuat semi-nested PCR.

!Khoa Vit ly Xa tri, Trung tim Ung buwéu, Bénh vién Quan y 103, Hoc vién Quany
’Trung tim Ung buéu, Bénh vién Dai hoc Y Ha Ni
3Vién Nghién ctru Y Dwec hoc Quan sw, Hoc vién Quany
“Phong Khoa hoc Quan su, Hoc vién Quany
“Téc gia lién h¢: Dwong Thuy Linh (Bsduonglinh103@gmail.com)

Ngay nhan bai: 21/3/2025

Ngay dwoc chap nhan ding: 25/4/2025
http://doi.org/10.56535/jmpm.v50i5.1266
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RESEARCH ON THE VALUE OF METHYLATION OF THE SEPT9
GENE IN PLASMA FOR THE DIAGNOSIS OF COLORECTAL CANCER

Abstract

Obijectives: To study the value of methylation of the SEPT9 gene (MSEPT9) in
peripheral blood for the diagnosis of colorectal cancer (CRC). Methods: A cross-
sectional descriptive, controlled study was conducted on 244 participants,
including 92 healthy individuals undergoing health checks at Military Hospital 103
and 152 patients with CRC monitored at Military Hospital 103 and the Vietnam
National Cancer Hospital from January 2021 to December 2024. The detection of
MSEPT in peripheral blood was determined using the semi-nested PCR technique
with an extended sequence probe (ExBP). Results: The early detection value of
CRC using mSEPT9 differentiated CRC patients from healthy individuals with a
sensitivity of 76.31%, specificity of 89.13%, positive predictive value of 92.06%,
and negative predictive value of 69.49%. ROC curve analysis recorded an AUC of
0.827 for the diagnostic value of CRC using mSEPT9, with p < 0.0001. Individuals
with positive mSEPT9 had a 26.42 times higher risk of CRC than those with
negative mSEPT9 (p < 0.0001). In the CRC group, patients with positive mSEPT9
had a 3.719 times higher risk of progressing to late-stage disease compared to those
with negative mSEPT9 (p < 0.001). Conclusion: mSEPT9 demonstrates high
sensitivity and specificity as a diagnostic tool for CRC, and its convenience and
non-invasive nature play a role in improving the quality of early screening for CRC.

Keywords: Colorectal cancer; SEPT9 gene methylation; Semi-nested PCR technique.

PAT VAN PE

Ung thu dai truc trang duoc phéat hién
sém c¢6 thé chira khoi hoan toan, giai
doan bénh tai thoi diém phat hién 1a yéu
t6 tién luong thoi gian séng con toan b
5 nam ¢ giai doan | la > 90%, giam
xudng 70% & giai doan 11, 58% ¢ giai
doan 11, 15% ¢ giai doan IV, tham chi
giam chi con 5% [1]. Cho dén nay, tuy
cd rat nhiéu tién bo trong thm soat, chan
doan bénh nhung van cé khoang 25%
UTDTT da di cin tai thoi diém chan

98

doan [2]. Mac du néi soi dai truc trang
sinh thiét duoc coi 12 tiéu chuan vang
trong sang loc va chan doan UTPTT
véi do nhay 93 - 94% va do dac hiéu 1én
dén 99,8% [3] nhung tinh xam 14n, chi
phi cao va tinh phiic tap vé tai bién khi
thuc hién han ché tinh phu hop cua xét
nghiém nhu mot ¢éng cu sang loc. Diéu
nay dan dén doi hoi phét trién cac xét
nghiém chan doan khong xam lan ting
cuong phat hién sém va giam céc thu
thuat xam 1an khong can thiét. Hién tai,
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dau an sinh hoc chan doan dua trén
methyl héa DNA trong mau déi Voi
UTDTT déu tién duge Co quan Quan ly
Thuc phim va Dugc pham Hoa Ky
(FDA) phé duyét chap thuan la xét
nghiém sang loc dai truc trang véi dau
an mSEPT9 tr thang 4/2016 [4]. Trén
thé gidi da co nhiéu nghién ctu khang
dinh dwoc gié tri chan doan phat hién
som UTDTT ctaa mSEPT9. Tuy nhién,
tai Viét Nam, chung t6i chua ghi nhan
¢ nghién cru ndo vé gia tri chan doan
MSEPT9 mau ngoai vi ¢ BN UTDTT.
Vi vay, chung téi thuc hién nghién cau
nay nham: Nghién c:zu gia trj ciia mSEPT9
huyét twong trong chin dodn UTPTT.

POI TUQNG VA PHUONG PHAP
NGHIEN CUU

1. Péi twong nghién ciu

Gom 152 BN UTDTT dugc chan
doan va diéu tri tai Bénh vién Quan y
103, Bénh vién K va 92 nguoi khoé
manh kham sac khoé dinh ky tai Bénh
vién Quan y 103 tu thang 01/2021 -
12/2024.

* Tiéu chudn lwa chon:

- Nhém bénh: BN UTDTT duoc
chan doan xac dinh bang giai phau
bénh, duoc diéu tri theo phac do cua Bo
Y té, xét nghiém mSEPT9 huyét twong
trude didu tri; day du ho so bénh an.

- Nhom ching: Nguoi khoé manh di
kham strc khoé dinh ky, kham tong thé
danh gia khong mac bénh 1y, duoc noi

soi toan bo dai truc trang danh gia
khong co polyp, khéng c6 khéi u, khdng
cé tinh trang viém dai tryc trang.

* Tiéu chudn logi trer:

BN da ting phau thuat, hod tri, xa tri
truéc khi xét nghiém mSEPT9; BN mic
2 loai ung thu; hd so bénh an va thdng
tin khéng ro rang.

2. Phwong phap nghién ctru

* Thiét ké nghién cizu: Nghién ciu
mé ta cat ngang c6 dbi chung.

* C# mau va chon mau: C& mau
thuan tién.

* Bién sa, chi tieu nghién ciu: Dac
diém chung vé tudi, giéi tinh caa nhém
bénh va nhom chimg. Pic diém lam
sang, can lam sang, giai doan bénh
TNM (theo AJCC - 2017). Biéu hién
tinh trang MSEPT9: Duong tinh/am
tinh. Xét nghiém CEA <5 ng/mL la &m
tinh. CEA > 5 ng/mL la duong tinh.

* Cdc buéc tién hanh nghién citu:

Thu thap dir liéu I[&am sang, can lam
sang, chan doan giai doan bénh UTPTT
theo TNM (AJCC - 2017). Thu thap
bénh &n ngoai trd, két qua noi soi dai
tryc trang, khdm tong quat cia nhom
ngudi khoé manh di kham dinh ky.

Thu thap mau méau caa BN UTDTT
xét nghiém mSEPT9 trude diéu tri. Thu
thap mau mau cua nhéom ngudi khoé
manh xét nghiém mSEPT9 trudc noi soi
dai truc trang. Mau méau duoc dua vé
xét nghiém mSEPTO tai Trung tdm Sinh
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hoc phan tir, Vién nghién ciru Y Duogc
hoc Quéan su, Hoc vién Quén y theo quy
trinh chuan xét nghiém Nested-PCR
str dung mau do khoa co kha ning kéo
dai chudi.

* Xir Iy sé liéu: Theo phan mém
SPSS 20.0, tinh d6 nhay, do dac hiéu,
chi s6 AUC, phan tich duong cong ROC,
kiém dinh su khac biét, chi s6 OR.

3. Pao dirc nghién ciu

Nghién ctiru dugc Hoi dong Pao dirc
Bénh vién Quan y 103 thdng qua theo
Quyét dinh s6 98/CNChT-HPDD, ngay
23/7/2020. S6 liéu nghién ciu dugc
Bénh vién Quan y 103 va Bénh vién K
cho phép sir dung va céng bd. Nhom tac
gia cam két khong c6 xung dot loi ich
trong nghién ctu.

KET QUA NGHIEN CUU

1. Pic diém chung caa nhém BN
UTDTT va nhom chirng

Phan b nhém tudi cho thay trung vi
tusi & nhom BN UTDTT la 63 tudi,
nhém ching 1a 44,5 tudi. Phan bé gisi
tinh trong nhoém UTDTT c¢6 51,3% nam
gigi, nhém chang ¢6 51,1% nir gidi.
Nhom UTDTT c¢6 ung thu dai trang bén
trai chiém ty Ié cao nhat (40%), thap
nhat 1a ung thu dai trang phai (23%).
Phan b vé giai doan bénh theo TNM
(tumour nodes metastasis) cho thay giai
doan 111 chiém ty Ié cao nhat (32,9%),
giai doan | chiém ty 1& thap nhat
(19,7%). Pic diém md bénh hoc ung
thu biéu mo tuyén chiém ty 1é cao nhat
(82,9%), d6 biét hoa vira chiém 84,2%.

2. Gia tri chan dean mSEPTY huyét twong é BN UTPTT

Bang 1. Gia tri 6 nhay, d6 dic hiéu, PPV, NPV
ctia mSEPTO trong chan doan UTPTT.

, UTPTT _ Khong UTDTT )

mSEPTO huyét twong o ng %) Téng

Am tinh 36 (30,5) 82 (69,5) 118

Duong tinh 116 (92,1) 10 (7,9) 126

Gia tri xét nghiém 95%CI
P6 nhay (%) 76,31 68,75 - 82,82
P dic hicu (%) 89,13 80,91 - 94,66
PPV (%) 92,06 86,52 - 95,44
NPV (%) 69,49 62,92 - 75,35
OR 26,42 (p = 0,0001) 12,41 - 56,24

Phan tich xét nghiém mSEPT9 dat do nhay 76,3% v&i 95%Cl: 68,75 - 82,82; do
dac hiéu 89,1% va6i 95%Cl: 80,91 - 94,66. PPV dat 92,06% vé6i 95%Cl: 86,52 -
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95,44; NPV dat 69,49% véi 95%Cl: 62,92 - 75,35. Nhém mSEPT9 duong tinh c6
nguy co bji UTPTT cao gap 26,42 1an so véi nhém mSEPT9 am tinh (OR = 26,42,
p < 0,0001).

BUONG CONG ROC

0.8+

0.6+

PO NHAY

0.4

0.29

0.0 T T T
0.0 02 04 06 08 10

PO BACHIEU
Hinh 1. Buong cong ROC cia mSEPT9
trong chan doan UTDTT phan biét véi nhom ngudi khoé manh.

Gia tri chan doan UTDTT phan biét v6i nhom ngudi khoé manh, mSEPT9 ¢6
gia tri chan doan mirc do tét vai AUC dat 0,827 (95%Cl: 77,3 - 88,2) p < 0,0001.
Bang 2. Mtrc d6 biéu hién mSEPT9 huyét twong phén biét
UTDTT giai doan sém va UTDTT giai doan muon.

Bién s6 mSEPTY (), n (%) mSEPTY9 (+),n (%) n (%)
UTDTT 36 (23,7) 116 (76,3) 152 (100)
Giai doan

Giai doan sém 25 (36,2) 44 (63,8) 69 (100)
Giai doan muon 11 (13,3) 72 (86,7) 83 (100)
OR 3,719
p 0,001
95%CI 1,667 - 8,295

Trong nhom BN UTDTT giai doan mudn (giai doan 11, IVV) ¢6 86,7% mSEPT9
duong tinh, ty 1€ MSEPT9 duong tinh ¢ giai doan som (giai doan I, 11) la 63,8%.
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BN UTPTT mSEPT9 duwong tinh c¢6 nguy co ung thu giai doan muon cao gap
3,719 lan so v&i nhdm mSEPT9 am tinh (OR = 3,719, p < 0,001).

PUGNG CONG ROC

10 / —— mSEPTY trudre diéutri
nhom CEA
// Két hop mSEPTA va CEA
—Reference Line

DO NHAY

0 T T T T
00 02 04 06 08 10
PO PAC HIEU

Hinh 2. Buong cong ROC két hgp mSEPT9 va CEA
trong chan doan UTDTT phan biét giai doan sém vai giai doan muon.
Gia tri chan doan UTDTT giai doan sém (giai doan | va 1) véi giai doan muon
(giai doan 111 va IV) cia mSEPT9 két hop CEA & muc trung binh véi AUC 0,686,
p < 0,05, d0 nhay 86,7%, d¢ dac hi¢u 36,2%.

Do nhay mSEPT9 va CEA theo giai doan b¢nh

100.00% 84.0 90,9 e g

80.00% 718 S
53,3

60.00% :

0 38,5 38,0
40.00%
20.00% 10,0
0.00%

Giai doan 1 Giai doan I1 Giai doan I11 Giai doan IV

EmSEPT9 = CEA

Biéu d0 1. Gi4 tri chan doan cia mSEPTY va CEA theo giai doan bénh.

MSEPTY cho thiy d6 nhay cao hon ¢ tat ca cac giai doan UTPTT so véi CEA.
Cu thé, & giai doan | ¢6 53,3% BN c6 mSEPT9 duong tinh trong khi chi c6 10%
BN ¢6 CEA duong tinh; & giai doan 11, mSEPT9 c6 thé phat hién sb lugng BN gan
gap d6i (71,8%) so v4i CEA (38,5%); & giai doan I11, mSEPT9 c6 kha niang phat
hién gap 2,2 1an (84%) so véi CEA (38,0%).
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BAN LUAN

Dbé xac dinh gia tri chan doan cua
mSEPT9 trong chan doan UTDTT,
ching toi thiét ké nghién ctu bénh
ching va thu duogc két qua xét nghiém
d6 nhay 1a 76,3%, @0 dac hiéu la 89,1%,
PPV 92,1%, NPV 62,1%, gia tri chan
doan phan biét UTDTT véi nguoi khoé
manh & muc tdt AUC dat 0,827 voi
p <0,0001; OR = 26,42, p < 0,0001. Két
qua nghién ctu caa chang tdi phu hop
véi mot s6 nghién ctru trude do, cu the:
Theo tac gia Sun va CS (2019) [5] khi
xét nghiém mSEPT9 sang loc va chan
doan cho 600 truong hop > 40 tudi co
nguy co cao mic UTDTT, 50 BN
UTDTT trude diéu tri, ghi nhan 6 nhay
va do dac hiéu cuaa mSEPT9 la 73,0%
va 94,5%, AUC la 0,8. Nghién ctru cua
chung t61 dat d6 nhay cao hon nhung do
dic hiéu thip hon so véi nghién ctu
nay. Theo tac gia Lu va CS (2022) [6]
khi nghién ctu nhom 616 BN UTDTT
va 122 nguoi khoé manh dugc xet
nghiéem mSEPT9 ghi nhan do nhay
72,94%, dd dac hiéu 81,97%, AUC la
0,826. Nghién ctru nay dat d6 nhay, do
dic hiéu déu thap hon nghién ciru cua
ching t6i, vé gia tri AUC thi co su
tuong d6ng. Theo tac gia Liang Min va
CS (2023) [7] thuc hién phan tich gop
79 nghién cuu vé gia tri cia mSEPT9

trong chan doan UTDTT sir dung bo xét
nghiém thuong mai Epi procolon 2.0
ghi nhan d6 nhay 0,679 (95%CI: 0,622
- 0,732), d6 dac hiéu la 0,903 (95%Cl:
0,878 - 0,923), AUC la 0,8.

Ngoai ra, dd nhay chan doan cua
MSEPTY cling cao hon so vai d nhay
ciia diu 4n CEA véi ngudng gia tri 1a
5 ng/mL ¢ tt ca cac giai doan. Trong
nghién ciru cua ching téi, do nhay phat
hién giai doan | 1a 53,3%, giai doan Il la
71,8%, giai doan Il la 84%, giai doan
IV 12 90,9%. Ké&t qua nay cua ching toi
cling phu hop vaéi cac nghién ctiru khac
déu ghi nhan do nhay cao hon ddi voi
nhitng BN c6 bénh giai doan Il - 1V, cé
cai thién vé d6 nhay phét hién & giai
doan |. Theo Sabine Leerhoff va CS
(2023) [8] nghién cuu trén 120 BN
UTDTT ciing ghi nhan d6 nhay phat
hién cua mSEPT9 cao hon so vdi do
nhay phat hién ciia CEA ¢ tat ca c4c giai
doan bénh vaéi ty 1€ duong tinh cua
MSEPT9, CEA ¢ giai doan | 1a 33% so
voi 12%, giai doan Il 1a 68% so Vi
35%, giai doan Il 1a 48% so véi 27%,
giai doan 1V 1a 84% so vai 46%. Theo
tac gia Quian Sun va CS (2024) [9] ghi
nhan gia tri phat hién mSEPT9 theo giai
doan UTDTT lan luot 12 giai doan I
53%, giai doan II 76,5%, giai doan Il
72,3%, giai doan IV 88,9%. Pong thoi,
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trong nghién ctru caa chung téi khi phan
nhom giai doan sém (giai doan I, 11) khi
khdi u khu trd tai chd va nhom giai doan
muon (giai doan 111, 1V) khi khéi u tién
trién tai ving c6 di cin hach va di cin
xa, ghi nhan gia tri chan doan cua
MSEPTY phéi hop CEA dat AUC 0,686,
p < 0,05, do nhay 86,7%, do dic hicu
36,2%, OR = 3,719, p < 0,001.

Nhu vay, mSEPT9 phat hién trong
mau ngoai vi la xét nghiém co gia tri
chan doan phat hién sém UTDTT phu
hop vé co ché bénh sinh cua tinh trang
methyl hod DNA dan dén su bat hoat
qua trinh phién ma, wc ché hoat dong
cac gene gay ung thu, day la qué trinh
quan trong trong su thuc day hinh thanh
ung thu som. Trong do, gene SEPT9
nam trén nhiém sic thé 17925.3 va cé
biéu hién rong rdi trong cac té bao
ngudi. Két qua nghién ctu xét nghiém
methyl héa & mac mé va huyét tuong
cho thay ving khai dong SEPT9-v2 da
bi methyl héa gan nhu hoan toan & BN
UTDTT va tién ung thu [10]. Voi k§
thuat xét nghiém Nested-PCR st dung
mau do khoa c6 kha ning kéo dai chudi,
cai thién dugc do nhay cao, dong thoi
chi phi xét nghiém tiét kiém, tao co hoi
mao rong xét nghiém tich hop véi 1am
sang trong thuc hanh diéu tri cho BN.
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KET LUAN

Xét nghiém mSEPT9 trong chan doan
UTDTT dat d6 nhay 76,3%, @6 dac hiéu
89,1%, PPV 92,1%, NPV 62,1%, gia tri
chan doan phan biét UTDTT véi nguoi
khoé manh & muc tét AUC dat 0,827,
v6i OR = 26,42, p < 0,0001. Gia tri chan
doan mSEPT9 dat d6 nhay cao hon gia
tri chan doan ciia CEA & tat ca céc giai
doan bénh UTDTT.

Loi cam on: Nhom tac gia xin gui
|6i cam on chan thanh t&i cac nhan vién
cua Trung tdm Sinh hoc Phan tir, Hoc
vién Quan y; Ngoai bung 1, Bénh vién
K; Trung tam Ung budu, Bénh vién
Quén y 103 va cac BN tham gia nghién
ctru da gitp chung t6i thuc hién nghién
ctru nay.
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PANH GIA KET QUA SANG LOC TRUOC SINH KHONG XAM LAN
PHAT HIEN SOM LECH BQI NHIEM SAC THE THAI TREN
CAC THAI PHU CO NGUY CO CAO BANG PHUONG PHAP

LAM GIAU DNA THAI TU DO TRONG MAU ME

Do Thé Anh!3 Hé S§ Hung!?
DPang Tién Truwong®, Nguyén Duy Bdic®”
Tom tit
Muc tiéu: Xac dinh hiéu qua cua sang loc truéc sinh khdng xam lan (non-
invasive prenatal testing - NIPT) cai tién bang quy trinh 1am giau DNA trong viéc
phét hién cac léch boi nhiém sac thé (NST) thai. Phwong phap nghién cizu: Nghién
ctru mo ta cat ngang trén 436 thai phu c6 nguy co cao, kham tai Bénh vién Phuy san
Ha Noi tir thang 4/2021 - 12/2024. Céc thai phu déu c6 tudi thai > 8 tuan va cd it
nhat mot yéu té nguy co. Két qua NIPT dugc so sanh véi NST db tir mau choc
bi. Quy trinh nghién ciru bao gom thu thap 10mL mau mau tinh mach cua thai phu
duogc dé tach chiét DNA ty do thai nhi. Quy trinh lam giau DNA dugc thyc hién
nham ting ty 16 DNA thai nhi va nang cao d6 chinh xac cua xét nghiém. Két qua
sau d6 duoc giai trinh tu va phan tich dé phat hién cac bat thuong NST. Két
qud: B0 nhay, do dac hiéu, gia tri tién doan dwong, gia tri tién doan am cho cac
loai 1éch boi NST 21, 18, 13 lan luot 12 93,3%; 99,0%:; 87,5% va 99,5%; d6 nhay,
do dac hiéu, gia tri tién doan duong, gia tri tién doan am cho trisomy NST gidi tinh
1an luot 13 88,89%; 99,0%:; 66,6% va 99,6%, thé hién do chinh xac cao cta phuong
phap. Két lugn: NIPT cai tién bang lam giau DNA tu do la céng cu manh mé trong
sang loc trudce sinh.
Tir khoa: Sang loc truge sinh khong xam lan; DNA tu do thai nhi; Léch boi
nhiém sac thé.

Truwong Pai hoc Y Ha Ni
2Bénh vién Phu san Trung wong
SHoc vién Quany
“Téac gia lién hé: Nguyén Duy Bic (nguyenduybac76@gmail.com)
Ngay nhan bai: 20/3/2025
Ngay dwoc chip nhan ding: 25/4/2025
http://doi.org/10.56535/jmpm.v50i5.1264
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ASSESSMENT OF NON-INVASIVE PRENATAL TESTING RESULTS

FOR EARLY DETECTION OF CHROMOSOMAL ANEUPLOIDY IN

HIGH-RISK PREGNANT WOMEN USING ENRICHMENT METHOD
FOR FETAL CELL-FREE DNA IN MATERNAL BLOOD

Abstract

Obijectives: To determine the effectiveness of improved NIPT through a DNA
enrichment process in detecting chromosomal aneuploidies in fetuses. Methods:
A cross-sectional descriptive study was conducted on 436 high-risk pregnant
women examined at Hanoi Obstetrics and Gynecology Hospital from January 2021
to December 2024. All pregnant women were over 8 weeks of gestation and had
at least one risk factor. NIPT results were compared with karyotyping from
amniotic fluid samples. Research process: A 10mL venous blood sample was
collected to extract cell-free fetal DNA. The DNA enrichment process was
performed to increase the proportion of fetal DNA and enhance the accuracy of
the test. The results were then sequenced and analyzed to detect chromosomal
abnormalities. Results: Sensitivity, specificity, positive predictive value, and
negative predictive value for trisomy 21, 18, and 13 were 93.3%, 99.0%, 87.5%,
and 99.5%, respectively; sensitivity, specificity, positive predictive value, and
negative predictive value for sex chromosome trisomy were 88.89%, 99.0%,
66.6%, and 99.6%, demonstrating the high accuracy of the method. Conclusion:
Improved NIPT using free DNA enrichment is a powerful tool in prenatal
screening.

Keywords: Non-invasive prenatal Fetal cell-free DNA,;

Chromosomal aneuploidy.

testing;

sinh séng mang léch boi NST, trong d6
chu yéu la trisomy 21 va léch boi
NST gigi tinh [2]. Viéc sang loc va chan
doan trudc sinh s€ giup lam giam ty I¢é
cac tré mang di tat bam sinh va tir vong

PAT VAN PE
Tai Viét Nam, 2,01% cac ca tur vong
dugc ghi nhan cé nguyén nhan tur cac di
tat bam sinh va bat thuong NST [1].
Nhiéu nghién ciru qudc té da chi ra léch

boi NST Ia nguyén nhan chinh dan dén
di tat bam sinh va say thai, chiém
khoang 5% tong s6 trudng hop mang
thai [2]. C6 toi 0,3% tong s cé4c ca tré

chu sinh.

Céc phuong phap sang loc va chan
doén trudce sinh dong vai trd quan trong
trong viéc giam thiéu ty I¢ tré em di tat
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bam sinh va tar vong chu sinh. Nhiing
phuong phap sang loc trudc sinh truyén
théng nhu siéu 4m hinh thai va phin
tich huyét thanh thai phu chi cd thé phat
hién léch boi NST vai ty 1€ phat hién
trisomy 21 dao dong tur 50 - 95%, va ty
lé dwong tinh gia khoang 5% [3]. Dé
chan doan xac dinh, cac thai phu cé
nguy co cao thuong phai thuc hién cac
tha thuat xam lan nhu 1dy mau gai rau
hoac hat dich 6i, gdy nguy co tiém an
cho thai phu véi ty I€ say thai dao dong
tr 0,1 - 1% [4].

Gan day, xét nghiém NIPT (xét
nghiém DNA tu do thai nhi trong mau
me) da duoc chirng minh 1a phuong
phéap sang loc hiéu qua trong viéc phat
hién céc bat thuong NST. Cac két qua
nghién ctu cho thay ty I& phat hién
trisomy 21 dat dén 99,2%, ty & duong
tinh gia chi khoang 0,09%. Tuong tu, ty
I& phat hién trisomy 18 va 13 lan luot
dat 96,3% va 91,0%, vai ty 1€ duong
tinh gia lan luot 14 0,13% [5].

Phuong phap nay duya vao DNA tu
do thai nhi trong mau me. Ty I¢ DNA tu
do thai nhi trong mau me < 4% thuong
dan dén sang loc khéng thanh cong,
giam d6 nhay va do dac hiéu cua xét
nghiém hoic cho két qua &m tinh gia
[6]. B¢ khic phuc tinh trang ty 18 DNA
tu do thai nhi thap ciing nhu tang dix liéu
cua thai nhi trong qua trinh giai trinh tu,
tac gia Lo va CS da thuc hién phan tich
kich thuéc DNA tuy do trong huyét
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tuong. Cac nghién ctu gan day da chi
ra rang kich thugc cua DNA ty do thai
nhi tap trung khoang < 200bp [7]. Nhin
chung, cac doan DNA ty do thai nhi déu
< 300bp va khoang 20% cac doan DNA
tu do cuaa me > 300bp [8,9]. Vi vay,
nghién ctru duoc tién hanh véi muc tiéu:
Lam giau DNA nham wu tién gidi trinh
tw dogn DNA tw do ngdn hon dé 1am
tang ty 1¢ DNA tu do thai nhi.

POI TUQNG VA PHUONG PHAP
NGHIEN CUU
1. Poi twong nghién cieu
Gom 436 thai phu co nguy co cao,
dang ky kham tai Bénh vién Phu san Ha
Noi tir thang 4/2021 - 12/2024. Cac thai
phu déu cd tudi thai > 8 tuan va co it
nhat mét yéu té nguy co. Két qua NIPT
duoc so sanh voi chan doan xac dinh
bang NST db tir mau choc 4i.

2. Phwong phap nghién ctru

* Thiét ké nghién cizu: Nghién ciu
mo ta cit ngang cd so sanh.

* Quy trinh nghién cuiu: Thu thap
10mL miu méu thai phu tach chiét
cffDNA, tao thu vién va 1am giau bang
E-Gel SizeSelect 11 2% Agarose Gels
cuing véi hé thong dién di E-Gel Power
Snap Electrophoresis giup thu duoc
doan DNA véi kich thuéc mong mudn
truc tiép, sau d6 DNA duoc giai trinh
tu, dua ra két luan vé sd luong NST.
Cac thai phu duoc choc 6i 1am NST do
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sau khi thai duoc 16 tuan tudi. Két qua
NIPT s& duoc so sanh véi két qua NST
d6 dé xac dinh d6 nhay, do dic hiéu, gia
tri ti€én doan am, gia tri tién doan duong.

3. Pao dwc nghién ciru

Nghién ctru dugc phé duyét boi Hoi
doéng Pao duac nghién cau Y sinh hoc
cua Vién Nghién ciu Hé Gen (Sb 10-
2019/NCHG-HDbDD ngay 30/10/2019);
Hoi1 déng Pao duac Y sinh hoc, Pai hoc
Y Ha Noi (S6: 668/GCN-HPDDNCY SH-

PHYHN ngay 29/3/2023). Tét ca thai
phu tham gia di ky gidy dong y cam két
tu nguyén. Nghién ctru duoc thuc hién
theo cac nguyén tic dao dic nghiém
ngat trong nghién ctru y hoc, tuan thu
day du cac quy dinh do Hoc vién Quan y,
Pai hoc Y Ha Néi ban hanh. S6 liéu
nghién ctru dugc Pai hoc Y Ha N,
Hoc vién Quan y va Bénh vién Phu san
Ha Noi cho phép su dung va cong bd.
Nhom téc gia cam két khdng cé xung
dét loi ich trong nghién cau

KET QUA NGHIEN CUU
1. Pic diém cia ddi twong nghién ciru

Bang 1. Pic diém cua ddi tugng nghién cuu.

Pic diém

Gia tri

Tudi me
Tudi me trung binh (ndm)
< 35 tudi (n, %)
> 35 tudi (n, %)

29,9 + 5,7 (15 - 54)
340 (78)
96 (22)

Tuoi thai
Tudi thai trung binh (tuan)
10 - 13 tuan 6 ngay (n, %)
14 - 20 tuan 6 ngay (n, %)

> 21 tuan (n, %)

15,6 + 3,3 (10 - 26)
131 (30)
274 (62,8)
31 (7,2)

Nghién ciru tién hanh trén 436 thai phu c6 tudi trung binh 14 29,9 + 5,7. Tudi
me > 35 chiém 22%. Tudi thai trung binh 1a 15,6 + 3,3. Tudi thai 10 - 20 tuan 6

ngay cao, chiém 92,8%.
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2. Panh gia két qua sang loc cia NIPT
Bang 2. Két qua danh gia nguy co bat thuong NST cua xét nghiém NIPT.

Két qua xét nghiém NIPT S6 lwong (n) Ty 18 (%)
NCT 363 83,2
NCC T13 2 0,5
NCC T18 7 1,6
NCC T21 23 5,3
NCC T3, T7, T8, T10, T16, T20 7 1,6
NCC XO 21 4,8
NCC XXX 3 0,7
NCC XXY/XYY 9 2,1
NCC da boi 1 0,2
Tong 436 100

Ty 1& mau c6 nguy co cao bi r6i loan NST phé bién T13, T18, T21, Monosomy
X, Trisomy NST gidi tinh 1an luot dat 0,5%; 1,6%:; 5,3%:; 4,8%; 2,8%.

Bang 3. Két qua NST db ctia 436 mau 1am sang.

Két qua NST do S6 lwgng (n) Ty 18 (%)
46,XX hoic 46,XY 387 88,8
47, XX hodc XY,+13 1 0,2
47, XX hodc XY,+18 8 1,9
47, XX hodc XY,+21 21 4,8
45, XO 8 1.9
47 XXXIXXYIXYY 10 2,2
69, XXY 1 0,2
Tong 436 100

Tyl mau bi rdi loan NST phé bién T13, T18, T21, Monosomy X, Trisomy NST
gidi tinh lan lugt dat 0,2%; 1,9%; 4,8%; 1,9%:; 2,2%. Ty 1é mac léch boi NST 21,
18, 13 va NST gidi tinh chung 1a 11,2%. Do han ché vé thoi gian nghién ctru va
kho khan trong khau thu thap miu nén sb lugng mau mang cac rdi loan NST thu
thap dugc con kha khiém ton.
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Bang 4. Két qua so sanh giita Xét nghiém NIPT va NST d6.

Loai bat thuong NST TP FP TN FN
T13 1 435 0
T18 6 1 430 2
T21 21 2 425 0
T13+T18+T21 28 4 408 2
Monosomy X 13 8 423 1
Trisomy NST gidi tinh 8 4 428 1

(TP: Duwong tinh thét; FP: Duwong tinh gia; TN: Am tinh that; FN: Am tinh gid)

Nghién ctu phat hién 73 thai phu 6 két qua NIPT duong tinh, trong dé 1an luot
c6 23, 7, 2, 33 truong hop trisomy 21, 18, 13 va léch boi NST giagi tinh. Sau khi
lam xét nghiém chan doan xac dinh phét hién lan luot ¢d 1, 1, 2, 12 trudng hop c6
két qua NIPT duong tinh gia voi trisomy 13, 18, 21 va NST giai tinh. Phat hién 2,
1, 1 truong hop c6 két qua NIPT &m tinh gia véi léch boi NST 18, Monosomy X
va Trisomy NST giéi tinh.

Bang 5. Gia tri d6 nhay, d6 dac hiéu, PPV, NPV cua xét nghiém NIPT,

Loai bat thwong NST D¢ nhay (%) Do diic higu (%) PPV (%) NPV (%)

T13 100 99,7 50 100
T18 75 99,7 85,7 99,5
T21 100 99,5 91,2 100
T13+T18+T21 93,3 99,0 87,5 99,5
Monosomy X 92,8 98,0 61,9 99,8
Trisomy NST giéi tinh 88,89 99,0 66,6 99,6

(PPV: Gia tri tién doan dwong, NPV: Gid tri tién dodn am).

Do nhay, do dac hiéu, gia tri tién doan duong, gia tri tién doan am cho cac loali
léch boi NST 21, 18, 13 lan luot 12 93,3%, 99%, 87,5% va 99,5%. Do nhay, do dic
hiéu, gi4 tri tién doan duong, gia tri tién doan &m cho trisomy NST gidi tinh lan
luot la 88,8%, 99%, 66,6% va 99,6%.
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BAN LUAN

Dbi tuong trong nghién ctru nay la
nhiing thai phu c6 tudi trung binh 29,9,
chu yéu 1a phu nit & d6 tudi sinh dé, thé
hién sy tap trung vao nhom tudi co nguy
co cao vé cac bat thuong NST.

Tuébi thai trung binh Ia 15,6 tuan cho
thiy phan 16n céc thai phu nam trong
giai doan dau gitra cua thai ky, rat phu
hop véi viéc thuc hién xét nghiém NIPT.

Trong nghién ctu cua chang toi, do
nhay caa NIPT cho T13 va T21 dat
100%, xét nghiém nay c6 kha nang phat
hién chinh xac tat ca cac trudong hop
mac trisomy 21 va 13. Két qua nay rat
an tuong va phd hop vai nhitng nghién
ctru khéc trén thé gigi nhu cua Gil va
CS (2015), cho thdy NIPT c6 do nhay
cao trong viéc phét hién céac bat thuong
nay [5]. Mat khac, d6 nhay cua T18 chi
dat 75%. Két qua nay thap hon so voi
T13 va T21, phan anh théch thuc trong
viéc phat hién DNA tu do cua thai nhi
cho loai bat thuong nay. Nghién cau
cua Dines va CS (2018) cho thiy do
nhay cua NIPT cho T18 d6i khi khong
dat marc t6i wu, Vi vay day van 1a mot
thach thirc trong linh vyc sang loc trudc
sinh [4].

Gia tri do dac hiéu ciaa xeét nghiém
NIPT véi trisomy cac NST thuong gap
13, 18, 21 déu dat > 99%. Két qua
nghién cuu cua Liang va CS (2018) thu
dugc d6 nhay ddi véi tat ca cac loai bat
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thuong déu dat toi da 100%, d6 dac hiéu
dat 99,90 - 100% [10].

Nhu vay, co thé thay hau hét cac gia
tri do nhay va do dac hi¢u thu duoc trong
nghién ctu cua Liang va CS (2018) déu
cao hon so véi nghién ctu nay do trong
nghién cau caa ching toi ¢ sé lwgng
mau duoc phan tich con khiém tén (436
MAu so véi 2.153 mau) [10].

Két qua thu duoc tir nghién ctu nay
cho thay viéc ap dung 1am giau cffDNA
vao quy trinh NIPT la c6 y nghia giap
tang ty 16 DNA thai trong mau me, giam
nguy co that bai cua xét nghiém, giup
tiét kiém hoa chat. Tur do, giam gia
thanh cua xét nghiém NIPT va gilp
nhiéu san phu c6 thé tiép xdc véi xét
nghiém hon.

Nghién ciru ndy ¢6 mot s6 han ché dé
dinh huéng cho céc nghién ctu tiép
theo: Tong s6 mau 436 va so truong hop
bat thuong NST hiém (T13: 1 mau,
T18: 8 mau, Monosomy X: 8 mau) con
nho, dac biét khi so sanh vai cac nghién
ctu quéc té. Piéu nay lam giam do
manh théng ké va kha nang khai quat
hoa két qua, dic biét vai céc lech boi it
pho bién. Nhém thai phu > 35 tudi chi
chiém 22%, trong khi day 1a nhom c6
nguy co cao can dugc danh gia sdu hon
vé hiéu qua cia NIPT. Khong c6 mau
nao tr tudi thai 8 - 10 tuan, mic du
phuong phap lam giau DNA htra hen
cai thién hiéu suat xét nghiém ¢ giai
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doan sém. Han ché nay xuat phét tir tam
ly e ngai cua thai phu, lam giam kha
nang danh gia toan dién tinh tng dung
caa NIPT cai tién.

Gia tri tién doan duwong cua T13
(50%) va Monosomy X (61,9%) cho
thy ty 1& duong tinh gia cao, cd thé do
nhiéu tr DNA me hoic ty 1é cffDNA
thap.

KET LUAN

NIPT téi vu héa bang phuong phap
lam giau DNA tu do trong mau me la
phuong phap hira hen véi kha nang cao
trong viéc phat hién cac léch boi NST
pho bién nhu Trisomy 13, 18, 21 va NST
gi6i tinh. Tuy nhién, can phai ¢ thém
nhiéu nghién ctru dé hoan thién va nang
cao do chinh xac cua phuong phap.

TAI LIEU THAM KHAO

1. Bo Y té. Nién giam théng ké y té
2018.

2. Hassold T & Hunt P. To
err(meiotically) is human: The genesis
of human aneuploidy. Nature Reviews
Genetics.  2001; 2(4):280-291.
https://doi.org/10.1038/35066065.

3. Nicolaides KH. Screening for
chromosomal defects. Ultrasound Obstet
Gynecol. 2003; 21:313-321.

4. Dines JN, Eckel AM, Cheng EY,
& Lockwood CM. A paradigm shift:
Considerations in prenatal cell-free
DNA screening. The Journal of Applied

Laboratory Medicine: An AACC
Publication. 2018; 2(5):784-796.
https://doi.org/10.1373/jalm.2017.023119.

5. Gil MM, Quezada MS, Revello R,
et al. Analysis of cell-free DNA in
maternal blood in screening for fetal
aneuploidies: Updated meta-analysis.
Ultrasound Obstet Gynecol. 2015;
45:249-266.

6. Lo YD, et al. Maternal plasma
DNA sequencing reveals the genome-
wide genetic and mutational profile of
the fetus. Science Translational Medicine.
2010; 2(61):61ra91-61ra9l.

7. Qiao L, et al. Sequencing shorter
cfDNA fragments improves the fetal
DNA fraction in noninvasive prenatal
testing. American Journal of Obstetrics
and Gynecology. 2019; 221(4):345.el1-
345.el1.

8. Stephanie C, et al. Size-based
molecular diagnostics using plasma
DNA for noninvasive prenatal testing.
Proceedings of the National Academy
of Sciences. 2014; 111(23):8583-8588.

9. Chan KA, et al. Size distributions
of maternal and fetal DNA in maternal
plasma. Clinical Chemistry. 2004;
50(1):88-92.

10. Liang B, et al. Enrichment of the
fetal fraction in non-invasive prenatal
screening reduces maternal background
interference. Scientific Reports. 2018;
8(1):1-8.

113


https://doi.org/10.1038/35066065
https://doi.org/10.1373/jalm.2017.023119

TAP CHi Y DUQC HQC QUAN SU SO 5 - 2025

NHAN XET MOT SO PAC PIEM VI MOI TRUONG U
CO GIA TRI TIEN LUQNG TRONG UNG THU BIEU MO TUYEN
PAI TRUC TRANG

Diing Thdi Tra"**, Ding Thanh Chung’, Tran Ngoc Diing’

Tém tit

Muc tiéu: Danh gia mdi lién quan giita d6 xdm nhiém lympho mé u (Tumor
Infiltrating Lymphocyte - TIL) va d6 nay chdi u (Tumor budding - TB) véi mot sd
dic diém giai phiu bénh co gi trj tién luong & bénh nhan (BN) ung thu biéu mé
tuyén dai truc trang (UTBMTDTT). Phuwong phdp nghién ciru: Nghién ctru mo
ta cat ngang trén 176 BN UTBMTDTT tai Bénh vién Quan y 103 tir thang 4/2021 -
6/2024. TIL dugc danh gia theo Nhom lam viéc qudc té vé do xam nhiém lympho
mo u (International TILs Working Group - [ITWG) 2014 va TB danh gia theo Nhom
dong thuan qudc té vé nay chdi u 2016 (The International Tumor Budding Consensus
Conference - ITBCC). Két qud: Tudi trung binh 66,03 + 13,43; ty 18 nam/nit
1,67/1. TIL thap chiém da s6 (70,46%), trong khi TB do cao gip ¢ 10,2% truong
hop. TIL thap lién quan c6 ¥ nghia voi giai doan u tién trién (p = 0,015). TB cao
lién quan véi do biét hoa kém (p = 0,038), xdm nhap mach (p < 0,001) va than kinh
(p=0,012). Két Iudgn: Do TIL va d6 TB c6 mbi lién quan chit ché voi cac dic diém
giai phau bénh tién lugng xau trong UTBMTDTT.

Tir khoa: Ung thu biéu mo tuyén dai truc trang; Xam nhiém lympho mo u;
Nay chdi u.
EVALUATION OF SOME PROGNOSTIC PATHOLOGICAL FEATURES

OF TUMOR MICROENVIRONMENT
IN COLORECTAL ADENOCARCINOMA

Abstract

Objectives: To evaluate the relationship between the tumor-infiltrating lymphocytes
(TIL) and the tumor budding (TB) with prognostic histological characteristics in
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colorectal adenocarcinoma patients. Methods: A cross-sectional descriptive study
was conducted on 176 colorectal adenocarcinoma patients at Military Hospital 103
from April 2021 to June 2024. TIL was evaluated according to the ITWG 2014
criteria, and tumor budding was assessed according to the ITBCC 2016 criteria.
Results: The mean age was 66.03 + 13.43; the male/female ratio was 1.67/1. A low
TIL score predominated (70.46%), while a high tumor budding score accounted
for 10.2%. The low TIL score was significantly associated with the advanced
tumor stage (p = 0.015). A high tumor budding score was correlated with poor
differentiation (p = 0.038), vascular (p < 0.001), and perineural invasion
(p = 0.012). Conclusion: TIL and TB are associated with poor prognostic

histological characteristics in colorectal adenocarcinoma.

Keywords: Colorectal adenocarcinoma; Tumor-infiltrating lymphocytes;

Tumor budding.

PAT VAN PE

Ung thu dai tryc trang (UTDTT)
dung thir hai vé mic do pho bién trong
s6 cac bénh ung thu dudng tiéu hoa [1].
Céc dic diém giai phau bénh c6 gia tri
tién lugng kinh dién nhu vi tri u,
kich thudc u, type moé bénh hoc, 46 mé
hoc tir 1au da duogc biét dén. Hién nay,
cac yéu t6 vi moi trudng u nhu do TIL
va tinh trang TB ngay cang dugc quan
tam nghién ctru [2, 3]. Su hién dién ctia
cac té bao lympho xam nhiém mo u 13
mot dau hiéu kich hoat mién dich cta
khéi u, dd duge chimg minh 12 mét yéu
td du bao doc lap vé tién luong tot hon
UTBMDTT [4]. Nam 2014, ITWG da

cong bd mot phuong phép tiéu chuan

hoa dé danh gia TIL trén cac tiéu ban
nhudm hematoxylin va eosin (H&E)
[5]. TB la nhitng té bao u roi rac hodc
cum lén dén 4 té bao u khong lién tuc
v6i khéi u chinh trén dién xam 14n [3].
T6i nam 2016, ITBCC di thong nhét
dinh nghia va cach danh giad TB trong
UTDTT [3]. Tai Viét Nam, da c6 mot sd
cac nghién ciru vé TIL va TB, tuy nhién
chua c6 nghién ciru nao danh gia dong
thoi ca hai yéu td nay theo tiéu chuin
qudc té va mdi lién quan cta chung voi
cac dic diém giai phﬁu bénh. Do 4o,
ching toi tién hanh nghién ciu nay
nham: Nhdn xét moi lién quan giita TIL
va TB véi cdc ddc diém gidi phdu bénh

co gid tri tién lwong trong UTBMTPTT.
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POI TUQONG VA PHUONG PHAP
NGHIEN CUU

1. P6i twong nghién ciu

Gom 176 BN UTBMTDTT da dugc
phﬁu thuét cit doan dai truc trang va
nao vét hach vung tai Bénh vién Quan y
103, Hoc vién Quan y tu thang 4/2021 -
6/2024.

* Tiéu chudan lwa chon: BN c¢b u
nguyén phat dugc phau thuat cat doan
dai tryc trang va nao vét hach vung,
c6 két qua giai phdu bénh 1a
UTBMTDTT.

* Tiéu chudn loai trir: BN duoc chan
doan c6 u di can tir co quan khac dén
dai truc trang; BN tai phat sau diéu tri
hodc di duoc diéu tri hoa chat hay xa tri
trudc phau thuat.

2. Phwong phap nghién ciru

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

* Chon mdu: Thuan tién, toan bo va
c6 chu dich.

* Cong cu nghién cuu va ky thudt
thu thgp thong tin:

- Thu thap thong tin tudi, gi6i tinh, vi
tri u tir phiéu chi dinh xét nghiém va
phiéu két qua giai phau bénh ciia BN.

- Doc tiéu ban vi thé trén kinh hién vi
quang hoc Leica DM1000:
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+ Panh gia cac dic diém mo bénh
hoc kinh dién (type vi thé, d6 mé hoc,
mirc do xam 14n cta té bao u (pT), tinh
trang xAm nhdp mach (bao gdm ca xam
nhidp mach bach huyét va xam nhap
mach mau), xdm nhdp than kinh, tinh
trang di can hach).

+ D¢ TIL: Khoanh vung nhiing ving
u xam nhap (khong bao gém 16p niém
mac va vung hoai t), danh gia ty I¢
phan trim dién tich xAm nhap cac té bao
don nhan trong mé dém so vai tong dién
tich m6 dém. Panh gid toan b moé u va
chia phan trim trung binh. Mirc d6 TIL
dugc chia thanh 3 muc gom: TIL cao 13
khi ¢6 > 50% té bao viém xam nhap;
TIL trung binh la tir 11 - 50% va TIL
thap 1a < 10% té bao viém xam nhap [2].

+ Tinh trang TB: Theo huéng dan
cua ITBCC 2016: chon ti€u ban cé
nhiéu TB nhét trén dién xam lén; quan
st trén kinh hién vi & 10 vi truong trén
vat kinh 10x dé xac dinh vung co nhiéu
TB nhéat trén dién xam lan (ving
hotspot); s6 TB
“hotspot” & vat kinh 20x; TB dugc tinh

s lugng trén 1 vi trudong dién tich

dém trén vung

0,785mm? (twong duong vat kinh 20x)
¢ vung hotspot; phan chia TB thanh 3
mirc do: Thap (0 - 4 TB), trung binh
(5-9TB) vacao (=10 TB) [3].
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* Xir Iy so liéu: Phan tich dir liéu
bang phan mém théng ké SPSS 22.0.
Céc két qua duoc trinh bay dudi dang
s6 trung binh, ty 1& %, danh gia mdi lién
quan bang kiém dinh y2 va Fisher’s
exact test. Sy khac bi¢t dugc coilacoy
nghia thong ké khi p < 0,05.

3. Pao dirc nghién ciru

Nghién ciru tuan theo quy dinh vé y
duc va duogc phé duyét boi Hoi dong
Dao duc trong nghién ctu Y sinh hoc
ctia Bénh vién Quén y 103 (Quyét dinh
s0 06/CNChT-HPDD ngay 06/01/2023).
S6 liéu dugc Bd mon - Khoa Giai phﬁu
bénh 1y, phap y, Bénh vién Quan y 103
cho phép sir dung va céng bd. Nhom tac
gia cam két khong c6 xung dot loi ich
trong nghién ctru.

KET QUA NGHIEN CUU

1. Pic diém chung cia BN
nghién ctru

Khi phan tich cac chi tiéu nghién
ctu vé dic diém chung cia BN
UTBMTDTT, chung tdi nhan thdy:
BN nam chiém chu yéu (62,5%), BN
nit  chiém 37,5%, ty 1€ nam/nir la
1,67/1. Tudi trung binh cta BN la
66,03 + 13,43, trong d6, BN tré tudi
nhét 1a 23, BN cao tudi nhat 1a 94.
Khéi u & dai trang trai gap ¢ phan 16n
cac BN trong nghién ctu véi 88/176
trudong hop, chiém 50%. Trong nghién

ctru, kich thuéc trung binh cta khéi u
1a 4,47 £ 1,90cm. Chang t61 chia lam
hai nhém kich thuéc: Nhém 1 bao
gdm cac BN co kich thudc 16n nhat
cla u < 5cm va nhom con lai la cac BN
c6 kich thude 16n nhét cia u > Scm.
Sau phén tich két qua cua ching t6i
cho thdy, nhom BN c¢¢ kich thudc u <
Scm chiém da s véi 107/176 truong
hop (60,8%), nhom con lai c6 69/176
truong hop (39,2%).

2. Pic diém mo bénh hoc ciia BN
nghién ciru

Trong nghién ctru cua chung to1, da
sO gip type ung thu biéu mé tuyén
thong thuong véi 149/176 truong hop
(84,66%); tiép dén 1a type tuyén nhay
v6i 14.2% va chi gip duy nhat 01
truong hop ung thur biéu mé té bao nhin
va 01 trudng hop ung thu biéu mo kém
biét hoéa. Poéng thoi, cac BN
UTBMTDTT trong nghién ctu nay
cling cht yéu ¢ nhom c6 d6 biét hoa vira
(74,43%), tiép dén 1a nhom biét hoa
kém (19,32%) va chiém ty 1¢ thap nhat
la nhom biét hoa cao (6,25%). Cac BN
ctia ching t6i da phan duoc chan doan
khi khéi u ¢ giai doan mudn, xam lan
siu voi nhom phan d6 xam lan cua té
bao u ¢ giai doan pT3 va pT4 1a 75,6%
(133 truong hop), nhom & giai doan
xam lan pT1 va pT2 1a 24,4%.
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Bang 1. Mot s6 dic diém mo bénh hoc (vi thé) c6 gia tri tién luong

cua UTBMTDTT.
Pic diém S6 lwgng (n) Ty 18 (%)

Xam nhap mach

Khong 158 89,8

Co 18 10,2
Xam nhap than kinh

Khoéng 163 92,6

Co 13 7,4
Di can hach

Khéng 106 60,2

Co 70 39,8
Do xam nhiém lympho mé u

Cao (> 50%) 10 5,68

Vira (11 - 50%) 42 23,86

Thap (< 10%) 124 70,46
Mtic d6 nay choi u

Thap (0 - 4 TB) 124 70,5

Vira (5 - 9 TB) 34 19,3

Cao (> 10 TB) 18 10,2

Pa s6 gap BN type ung thu biéu mé (UTBM) tuyén thong thuong (84,66%),
murc do biét hda vura (74,43%), giai doan pT3 va pT4 (75,6%). Ty 1€ xam nhap
mach mau, than kinh va di cin hach lan lugt 1a 10,2%, 7,4% va 39,8%. Déi véi
TIL ty 18 murc d6 thap, vira va cao 1an luot 1a 70,46%, 23,86% va 5,68%. Ty 1é6 TB
mitc do thap chiém 70,5%, vira 19,3% va cao 10,2%.

Hinh 1. Hinh 4nh TB d6 thap (A), TB d6 cao (B),
TIL d6 thap (C) va TIL d6 cao (D) (HE, 200x).
A: Ving ria xdm ldn c6 4 TB; B: Ving ria xdam lan c6 11 TB (miii tén do);
C: Té bao viém don nhdn xam nhap muec do it < 10% so voi dién tich mo dém;
D: Té bao viém don nhén xdam nhdp mirc dg nhiéu (60%).
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3. Méi lién quan giita d TIL va mirc d6 TB véi mét so dic diém mo bénh
hgc ¢6 vai tro tién luwgng
Bang 2. Mdi lién quan giita d6 TIL
v6i cac dic diém giai phiu bénh c6 vai tro tién lugng.

Mire d9 TIL (n, %)

Dic diem Thap Trung binh Cao P
Vitriu
Dai trang phai 42 (73,7) 12 (21,1) 3(5,2)
Dai trang trai 61 (69,3) 22 (25,0) 5(5,7) 0,968™
Tryc trang 21 (67,7) 8 (25,8) 2 (6,5)
Kich thudc u (cm)
<5 76 (71,0) 24 (22,5) 7 (6,5) 074"
>5 48 (69,6) 18 (26,1) 3(4,3) ’
Type mo bénh hoc
Type thQng thuong 100 (67,1) 39 (26,2) 10 (6,7) 0.09"
Type nhiy 22 (88,0) 3(12,0) 0(0) ’
Do biét hda
Biét hoa cao 9(81,8) 2(18,2) 0(0)
Biét hoa vira 90 (68,7) 33 (25,2) 8 (6,1) 0,964
Kém bi¢t hoa 25 (73,5) 7 (20,6) 2 (5,9)
Muc do xam lan (pT) 23 (53,5) 17 (39,5) 3(7,0)
pT1+pT2 0,015"
0T3 +pT4 101 (75,9) 25 (18,8) 7 (5,3)
Xam nhap mach
Khéng 108 (68,4) 40 (37,7) 10 (6,3) 028"
Co 16 (88,9) 2 (11,1) 0 (0) ’
X&m nhap than kinh
Khéng 113 (69,3) 40 (24,5) 1061 g
Co 11 (84,6) 2 (15,4) 0 (0) ’
Di can hach
Khéng 70 (66,0) 29 (27,4) 7 (6,6) 0.286"
Cé 54 (77,1) 13 (18,6) 3(4,3) '

(*:Kiém dinh Chi square test; **: Kiém dinh Fisher’s exact test)
U xam l4n siu (pT3, pT4) c6 ty 1& TIL thap chiém 75,9% cao hon cac nhom TIL
trung binh va cao, va cao hon nhém xam 14n nong (p = 0,015).
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Bang 3. Moi lién quan gitra mirc d§ TB
v6i cac dac diem gidi phau bénh c¢6 vai tro tién lugng.

Mire d9 TB (n, %)

Dac diem Thap Trung binh Cao P
Vitriu
Dai trang phai 43 (75,4) 9 (15,8) 5 (8,8)
Dai trang trai 58 (65,9) 20 (22,7) 10 (11,4) 0,769
Truc trang 23 (74,2) 5(16,1) 3(9,7)
Kich thudc u (cm)
<5 68 (63,6) 24 (22,4) 15(140) 4 go0"
>5 56 (81,2) 10 (14,5) 3(4,3) !
Type mo bénh hoc
Type thong thuong 104 (69,8) 29 (19,5) 16 (10.7) (o,
Type nhay 18 (72,0) 5(20,0) 2 (8,0) '
Do biét hda
Biét hoa cao 9 (81,8) 2 (18,2) 0 (0)
Biat héa vira 96 (73,3) 29 (22,1) 6(4,6) 0,038
Kém biét hda 19 (55,9) 3(8,8) 12 (35,3)
Mtc d6 xam lan (pT)
pTL + pT2 39 (90,7) 4(9,3) 0 (0) 0.002"
pT3 + pT4 85 (63,9) 30 (22,6) 18 (135)
Xam nhap mach
Khéng 122 (77,2) 27 (17,1) 967 000"
Co 2 (11,1) 7 (38,9) 9 (50,0) !
Xam nhap than kinh
Khéng 119 (73,0) 30 (18,4) 1486) 410
Co 5 (38,4) 4 (30,8) 4(30,8)
Di can hach
Khong 79 (74,6) 19 (17,9) 8(75) 51
Co 45 (64,3) 15 (21,4) 10 (14,3)

(*: Kiém dinh Chi square test; **: Kiém dinh Fisher’s exact test)

Ty 1€ TB d6 cao gap nhiéu hon & cac u ¢6 kich thude < 5cm (p=0,029), d6 bict
hoa kém (p = 0,038), mirc do xam lan sau (pT3 va pT4) (p = 0,002), khéi u xam
nhap mach va xdm nh4p than kinh c6 TB cao chiém ty 1& cao hon TB thip va trung
binh, sy khac biét nay c6 y nghia thong ké (p < 0,05).
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BAN LUAN

Nghién ctru di phat hién méi lién
quan c6 ¥ nghia gitra TIL muc d6 thap
va TB mirc dd cao véi cac dic diém tién
lwong x4u trong UTBMTDTT. Cac két
qua nay gop phan khang dinh vai tro ctia
vi moi truong u trong ti€n lugng bénh.
Cic nghién ctu déu cho thiy
UTBMTDTT thuong gdp & BN nam
nhiéu hon BN nit. Trong nghién ciu
nay, BN nam chiém 62,5%, nit chiém
37,5%, ty 1& nam/nir 1a 1,67/1. Tudi
trung binh ciia BN 13 66,03 + 13,43. Két
qua nay phu hgp véi nghién clru cua
Nguyén Thi Thanh Mai (2021) véi tudi
trung binh 1a 58,55 + 11,37 [6]. Trong
nghién ctru nay, chung t6i gip cha yéu
BN 6 loai UTBM tuyén thong thudng
(84,66%), biét hoa vira (74,43%), té bao
u xam lan sau pT3 va pT4 (75,6%). Cac
dic diém mo bénh hoc nay déu 1a cac
yéu td tién luong doc 1ap kinh dién cé ¥
nghia trong thuc hanh 1am sang.

D¢ xam nhiém lympho mé u chinh 1a
su hién dién cta té bao lympho xam
nhap quanh u, cho thay mirc 46 dap tng
mién dich cua co thé chéng lai khéi u.
Trong nghién ctru cua chung toi1, ty 1€
TIL mac do thiap chiém nhiéu nhét
(70,46%) va thip nhét 1a muc do cao
(5,68%). Pong thoi, ching to6i nhan
thay ty 1& TIL thap chiém ty 1é cao hon
dang ké & nhom c6 do xam lan té bao u
sau (pT3 va pT4) voi p < 0,05, diéu nay
cho thdy khéi u khi tién trién xam lan

rong thi dap ing mién dich khéi u ciing
giam. Két qua cua chung toi cho thay
TIL thip c6 xu hudng xuat hién nhiéu
hon & type tuyén nhay (p = 0,09); trong
khi do, nghién ctru ctia David da ching
minh duge ¢ nhém ung thu biéu mo
tuyén nhay, TIL & mic d6 cao 1a mot
yéu td6 du bao doc 12p manh vé tién
luong tbt, dong thoi cac khdi u c6 TIL
thap déu co két qua vé thoi gian séng
thém bénh khong tién trién kém hon ma
khong phu thude type mo bénh hay tinh
trang mat on dinh vi vé tinh [7]. TB
duoc giai thich 1a do qua trinh chuyén
dang biéu mo - trung mo cua té bao u,
khi cac té bao biéu mé u mat dan su két
dinh va xuét hién céac tinh chét coa té
bao trung mo nhu thay doi khung xwong
té bdo, suy giam chirc nang ciia mang
day,... dan dén lam ting kha ning xam
nhap va di can. Diéu quan trong 1a gia
tr1 tién luong ctia TB khong phu thudc
vao sb luong té bao co trong mdi cum
ma phu thude s6 cum (sé luong TB) cua
khéi u [3]. Trong nghién ctru nay, ching
t6i nhan thdy TB thap (0 - 4 TB) chiém
da s0 voi 70,5% va chi c6 10,2% 1a TB
cao. Pong thoi, chiing t6i nhan thay ty
1€ TB d0 cao & cac u co do biét hoa kém,
mure do xam 1an sdu (T3 va T4) cao hon
dang ké so voi cac khoi u co do biét hoa
cao va ¢ giai doan som vdéi p < 0,05,
diéu nay cho théy TB d6 cao duoc coi
la mot yéu td tién luong kém. Mot
nghién ctru khac cia Van Wyk va CS
cho thiy ty 18 TB do cao chiém 28%,
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cao hon két qua cta chiing toi va tac gia
da cho thiy mdi lién quan c6 ¥ nghia véi
giai doan bénh, tinh trang xam nhap
mach, giam thoi gian séng khong bénh

[8].
KET LUAN

Nghién ctru ghi nhan ty 18 TIL thap
chiém da s (70,46%) va TB cao gip ¢
10,2% céc truong hop. Ca hai yéu td
nay déu c6 mbi lién quan véi cac dic
diém giai phau bénh tién luong xau
trong UTBMTDTT.
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CHAN DOAN GIAI PHAU BENH SINH THIET THAN GHEP
THEO HE THONG PHAN LOAI BANFF NAM 2022

Nguyén Thiry Linh'*, Té6 Phii An’, Ta Viin Pong’
Dé Quang Anh’, Tran Quang Hau?, Nguyén Thu Hién'
Tom tit
Muc tiéu: M6 ta cac dic diém l1am sang ctia bénh nhan (BN) va phan loai ton
throng mé bénh hoc than ghép theo hé théng phan loai Banff nim 2022.
Phwong phdp nghién ciru: Nghién ciru mo ta cat ngang trén 195 BN c¢6 sinh thiét
than ghép tai Bénh vién Quan y 103 tir thang 01/2021 - 12/2024. Két qud: BN nam
chiém 77,43% véi tudi trung binh 1a 38,9 + 10,7; ngudi cho séng chiém 99%. Tang
creatinine mau (87,7%) 14 1y do chinh d¢ sinh thiét than ghép. Theo phén loai Banff
nam 2022, nhém 1 chiém ty 1é cao nhét (23,1%) va nhom 5 gip it nhét (5,6%). 81
BN (41,5%) c6 thai ghép bao gdm thai ghép dich thé (nhom 2) va thai ghép qua
trung gian t& bao (nhom 4), 15 BN (7,7%) thudc nhém 3 va 43 BN (22,1%) thudc
nhom 6. Trong tuan dau sau ghép, nhom 2 gip nhiéu nhét (5,6%), sinh thiét than
> 6 thang c6 nhom 6 chiém ty 1¢ cao nhat (18%). Két Iudn: Theo phan loai Banff
nam 2022, thai ghép (nhém 2 va 4) 1a nguyén nhéan chinh gay réi loan chirc ning
than ghép. Theo thoi gian sinh thiét thi thoi diém tuan dau sau ghép gap nhom 2 1a
nhiéu nhat va > 6 thang thi nhirg ton thuong khong phai thai ghép ctia nhom 6
gip nhiéu hon.
Tw khéoa: Than ghép; Phan loai Banff 2022; Thai ghép.
PATHOLOGICAL DIAGNOSIS OF RENAL ALLOGRAFT BIOPSY
ACCORDING TO THE 2022 BANFF CLASSIFICATION
Abstract

Objectives: To describe some clinical features and classify renal allograft pathology
based on the updated 2022 Banft Classification. Methods: A cross-sectional descriptive

'B$ mén - Khoa Giii phiu bénh 1y, Phap y, Bénh vién Quén y 103, Hoc vién Quén y
’Hoc vién Quén y
“TAc gii lién h¢: Nguyén Thuy Linh (Bsnguyenthuylinhc6@gmail.com)

Ngay nhan bai: 23/02/2025

Ngay dwgc chip nhén diing: 31/3/2025
http://doi.org/10.56535/jmpm.v50i5.1231
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study was conducted on 195 patients who underwent renal allograft biopsy at
Military Hospital 103 from January 2021 to December 2024. Results: Of 195
patients, 151 (77.43%) were males with a mean age of 38.9 = 10.7 years. Living
donors contributed to 99% of the cases. Increased blood creatinine (87.7%) was
the main reason for kidney transplant biopsy. According to the 2022 Banff
classification, the highest and lowest percentages of patients were group 1 and
group 5 (accounting for 23.1% and 5.6%, respectively). 81 cases (41.5%) were of
rejection, including antibody-mediated rejection (AMR) (group 2) and T-cell-
mediated rejection (TCMR) (group 4), 15 cases (7.7%) were in group 3, and 43
cases (22.1%) were in group 6. In the first week after transplantation, category 2
was the most common lesion (5.6%), and these belonged to group 6 (18%), with
renal biopsy over 6 months. Conclusion: According to the 2022 Banff
classification, graft rejection (groups 2 and 4) was the main cause of renal allograft
dysfunction. According to the biopsy time, group 2 was the most common lesion
in the first week after transplantation, and over 6 months, group 6 with non-graft

rejection lesions was more common than other lesions.

Keywords: Renal allograft; Banff 2022 classification; Rejection.

PAT VAN PE

Ghép than 13 phuong phap diéu tri
hiéu qua cho BN mac bénh than giai
doan cubi. Co nhiéu nguyén nhan giy
roi loan/suy chitc nang than ghép. Suy
chtrc nang than ghép duoc xac dinh khi
c6 tinh trang ting creatinine huyét
thanh, xut hién protein ni¢u, can niéu
hoat dong va ting huyét ap khong kiém
soat. Cac nguyén nhan giy suy chirc
ning than ghép phd bién nhat 13 thai
ghép qua trung gian khang thé hay thai
ghép dich thé (Antibody-mediated
rejection - AMR) hoac thai ghép qua
trung gian té bao (T Cell - Mediated
Rejection - TCMR), bénh cau than tai
phat hodc bénh cu thdn md&i trén than
ghép va bénh huyét khdi vi mach. Chan
doan xé4c dinh nguyén nhan gay suy
chuc nang ghép doi hoi phai danh gia
cac ton thwong vi thé trén manh sinh
thiét than ghép [1].
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Céch tiép can chan doan mé bénh
hoc céac bénh 1y ghép than da duoc Giao
su Kim Solez phat trién dau tién vao
nam 1991, véi tén goi 1a phan loai Bantf
vé bénh 1y ghép di loai. P c6 16 hoi
nghi duoc to chirc dé phat trién va hoan
thién ban phan loai Banff. Nhan dip ky
niém 30 nam, H1 nghi Banff lan tha
XVI tai Canada nam 2022 da thao luan
vé qua khur, hién tai va twong lai cua
phan loai Banff. H01 nghi da dat dugc
su déng thuan vé cac diém noi bat, quan
trong nhat trong phan loai Banff nim
2022, bao gdm phan chia thanh 6 nhom
chinh va dua ra nhitng phan dudi nhom
moi 13 viém/ton thuong vi mach
(microvascular inflammation/injury -
MVI) va nghi ngd AMR va AMR man
tinh khong hoat dong [2]. Do vy, can
phai 4p dung ban phan loai méi khi chan
doan giai phau bénh sinh thiét than
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ghép, tir 46 dinh hudng diéu tri trén 1am
sang. Vi vay, nghién ctru dugc tién hanh
nham: M6 td cdc ddc diém lam sang ciia
BN va phdn loai ton thuwong mé bénh
hoc thdn ghép theo hé thong phén logi
Banff nam 2022.

POI TUQONG VA PHUONG PHAP
NGHIEN CcUU

1. Poi twong nghién ciru
Gom 195 BN ghép than tr ngudi
cho séng hodc ngudi cho chét ndo duge
sinh thiét than ghép va 1am xét nghiém
giai phau bénh tai BO mén - Khoa Giai
phau bénh 1y, Phap y, Bénh vién Quan
y 103, tir thang 01/2021 - 12/2024
* Tiéu chudn lira chon: BN ¢6 du thong

tin 1am sang, con luu trir da ti€u ban,
khdi nén va dong ¥ tham gia nghién ciru.

* Tiéu chudn logi trir: Cac truong
hop BN ghép than khong c6 chi dinh
sinh thiét than va khong dong ¥y tham
gia nghién ciu.

2. Phwong phap nghién ciru

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

* Co'mau: 195 BN ¢6 sinh thiét than ghép.

* Cdch thirc tién hanh nghién ciru:

- Thu thép cac thong tin 1am sang ctia
BN tir ho so bénh an bao gém bénh s,
tudi, gii tinh, thoi gian ghép than va
thoi gian sinh thiét, chan doan 1am sang
tai thoi diém sinh thiét.

- Thyc hién cac xét nghiém giai phau
bénh trén bénh pham sinh thiét than

ghép bao gébm nhudém Hematoxylin -
Eosin (H.E), nhuém dac biét (nhudém
PAS, nhuoém soi vong theo phuong
phap nhudém ba mau Masson, nhuo¢m
bac theo phuong phap nhud¢m Jones’
Methenamine), nhuém héa moé mién
dich (HMMD) véi cac dau an C4d,
CD3, CD20, SV40 va nhuom mién dich
huynh quang (MDHQ) véi cac dau 4n
IgA, 1gG, IgM, Clq, C3c, C4.

- Phan tich cac ton thuong vi thé mo
than ghép theo cac tiéu chi danh gia cua
Banff 2022 trén kinh hién vi quang hoc.
Poc két qua MDHQ trén kinh huynh quang.

* Cac chi tiéu nghién curu:

- Chi tiéu 1am sang: Tudi va gidi tinh
ngudi nhan, nguoi cho séng hay ngudi
cho chét ndo, cac 1y do sinh thiét than
ghép (tdng creatinine mau, protein ni¢u
va cd hai ly do trén).

- Chi ti€éu mo6 bénh hoc: Phan 6 nhom
t6n thuong chinh va cac dudi nhom theo
phan loai ciia Banff ndm 2022 [2]. Phan
b6 thoi gian sinh thiét than ghép (trong
tudn dau sau ghép, trong khoang
< 1 tudn < 3 thang, 3 - 6 thang va
> 6 thang) theo cac nhém ton thuong.

* Xur Iy 56 liéu: Phan tich s6 liéu theo
SPSS 20.0.

3. Pao dirc nghién ciru

Nghién ciu dugc thuc hién theo
ding quy dinh cta Bénh vién Quén y
103. Sé liéu nghién ctru duoc Bénh vién
Quén y 103 cho phép sur dung va céng
bS. Nhém tac gia cam két khong co
xung dot vé loi ich trong nghién cau.
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KET QUA NGHIEN CUU
Bang 1. Cac dic diém 1am sang cua BN nghién ciru.
Pic diém chung S6 lwong (n) Ty 1€ (%)
Tudi trung binh 38,9+ 10,7
Ngudi nhan nam gioi 151 77,4
Nguoi cho sdng 193 99
Ly do sinh thiét than
Tang creatinine mau 171 87,7
Protein ni¢u 18 9,2
Ca hai 6 3,1

BN dugc ghép than chil yéu 1a nam gidi va tir ngudi cho song, tudi trung binh
38,9 + 10,7. BN ghép than tré nhat 1a 19 va cao tudi nhat 1a 71 tudi. Ly do sinh
thiét than sau ghép chil yéu 1a do ting creatinine mau (87,69%).

Bang 2. Phan nhom t6n thwong mo bénh hoc thian ghép theo Banff nim 2022.

Nhém ton thwong Chén do4n giai phiu bénh S6 lwong (%)
Nhom 1 Khong co ton thuong dac hi¢u 45 (23,1)
AMR cép tinh 6 (3,1)
AMR man tinh 21 (10,8)
Nhoém 2 MVI 4(2,1)
C4d(+) khong co bang chung thai ghép 4(2,1)
Két hop nhom 4 9 (4,6)
Nhém 3 Nghi ngd ABMR cép tinh 15 (7,7)
) ABMR cip tinh 14 (7,2)
Nhom 4
ABMR man tinh 23 (11,8)
Nhém 5 Xo mé k& va teo 6ng than 11 (5,6)
Nhiém BK virus 15 (7,7)
Nhom 6 Ngd doc CNIs® 11 (5,6)
FSGS 6 (3,2)
Bénh than ghép man tinh khac 11 (5,6)

(*CNIs - Calcineurin inhibitors: Thudc diéu tri chong thdi ghép ikc ché calcineurin)
Theo phén loai Banff nim 2022, nhém 1 chiém ty 1é cao nhat (23,1%), nhom 2
chiém 22,7% trong d6 hai phan nhém MVI va nghi ngd AMR déu chiém 2,1%.
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Bang 3. Phan bd thoi gian sinh thiét than theo phan nhom ton thuong.

Thoi gian sinh thiét Nhém ton thwong  S6 lwong (n) TV 1& (%)

Nhoém 1 4 2,1
o Nhoém 2 11 5,6
Tuan dau sau ghép

Nhoém 3 2 1,0

Nhoém 4 9 4,6

Nhoém 1 16 8,2

Nhoém 2 1 0,5

. Nhoém 3 6 3,1

<1 tuan < 3 thang

Nhoém 4 5 2,6

Nhoém 5 1 0,5

Nhoém 6 1 0,5

Nhom 1 15 7,7

Nhom 2 4 2,1

Nhom 3 4 2,1

3 - 6 thang

Nhom 4 2 1,0

Nhoém 5 1 0,5

Nhom 6 7 3,6

Nhom 1 10 5,1

Nhom 2 26 13,3

Nhom 3 13 6,7

> 6 thang

Nhom 4 13 6,7

Nhoém 5 9 4,6
Nhoém 6 35 18,0

Thoi gian sinh thiét than ghép > 6 thang chiém da s6 (54,4%). Trong tuan dau
sau ghép ton thuong than gip chi yéu do thai ghép hodc nghi ngd thai ghép. Thoi
gian sinh thiét > 6 thang gap cac ton thuong thudc nhom 6 nhiéu hon.
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1. 800 S P D |

Hinh 1. Céc t6n thuong mo bénh hoc sinh thiét than ghép.

A. Nhuém H.E (20X). Viém mao mach quanh éng thdn - miii tén xanh.
B. Nhuom HMMD voi CD45 (20X). CD45 (+) voi cac té bao viém trong mao

mach quanh 0”'ng than - mii tén xanh.

C. Nhuom HMMD voi C4d (20X). C4d (3+) - mili tén do.
D. Nhuom HMMD véi SV40 (20X). SV40 (+) - miii tén vang.

BAN LUAN

Hién nay véi su phat trién ciia y hoc
hién dai, sb lugng BN than giai doan
cubi dugc ghép than ngiy cang ting.
Ngudn hién than c6 thé tir nguoi cho
song cung huyét thdng hoic khong ciing
huyét thong va ngudi cho chét ndo. Xu
hudng hién nay cho thay s6 lugng ngudi
hién tang chét nio ngdy cang ting.
Trong nghién ctru cua chiing t61, ngudi
nhan than chu yéu 1a nam gidi (77,4%)
v6i tudi trung binh 14 38,9 £ 10,7. BN
ghép than tré nhét 13 19 va cao tudi nhat
12 71 tudi. Ngudi hién than hau hét 1a
ngudi cho séng chiém 99%; chi co 02
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BN cho than 13 BN chét ndo. Két qua
nay tuong tu voi cac nghién ctru khac
nhu Bashir va CS tai Pakistan voi 163
BN ghép than déu tir nguoi cho séng, co
tudi trung binh 13 34 = 7, trong d6 nam
giéi chiém 84% [3]. Nghién ctru cua
Maraghi va CS tai Iran v61461 BN ghép
than co tudi trung binh 1a 41,9 = 13,0,
nam gidi chiém 67,2% va ngudi cho
song chiém 97,6% [4].

Trén thé gidi chi dinh sinh thiét than
sau ghép khi sinh thiét dinh ky va khi c6
tri hodn hoac rdi loan chuc nang than
ghép. Tai Viét Nam, hi¢n nay, sinh thiét
dinh ky it dugc thyc hi¢én ma 1am sang
chi dinh sinh thiét than khi c6 ting
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creatinine mau, xuat hién protein ni¢u,
hoic két hop ca hai. Trong nghién ctru
nay, Iy do sinh thiét than sau ghép chu
yéu 1a ting creatinine mau (87,7%),
nguyén nhan gay tang creatinine mau
rat phong pht, bao gém thai ghép, ngd
doc thude tre ché mién dich, nhiém BK
virus. ... Xuét hién protein ni¢u (9,2%)
thuong chi diém co ton thuong & cau
than va gip trong cac bénh 1y cau than
man tinh sau ghép.

Ty 1€ nhom 2 tang 1én trong cac thap
ky qua do di c6 cac k¥ thuat chan doan
phat hién khang thé tot hon. Ngoai ra,
tiém chung, cac phuong phap dicu tri
trudc ghép (truyén mau) va ghép tang
lai dugc thyc hién pho bién hon di dan
dén tinh trang nhay cam va phat trién
céc khang thé khang HLA & BN ghép
than tang 1én lam tdng nguy co thai
ghép. Trén thyuc té, khang thé khang
HLA di c6 san ¢ khoang 30% BN trudc
khi ghép va 25% BN sau khi ghép
khong c6 phan tmg man cam [3]. Trong
phan loai Banff nim 2022, AMR cip
tinh dugc chan doan khi cac trudng hop
c6 du ba tiéu chi: Duong tinh vé1 khang
thé dic hiéu ctia ngudi hién (C4d duong
tinh & mao mach quanh 6ng than trén
nhuom HMMD hoic MDHQ), ting
ndng d6 DSA trong méau va cd cic tén
thuong hoat dong trén moé hoc (viém
mao mach quanh éng than, viém mao
mach cau than, viém ndi mac dong
mach hodc viém xuyén thanh, huyét

khéi vi mach céap tinh. Cac kiéu hinh
méi trong nhéom 2 gdém nhitng ton
thuong vi mach dudi ngudng (g+ptc < 2)
ma khong co biéu hién C4d va DSA
duoc chan doan 12 MVL biéu thi cac
truong hop viém vi mach khong dugc
giai thich bang DSA va day la mot kiéu
hinh ¢6 nguyén nhan khong rd rang can
nghién ctu thém; trong truong hop céd
viém vi mach dudi ngudng, DSA duong
tinh va C4d am tinh thi chan do4n la
nghi ngo AMR. Khi chi c6 C4d(+) trén
nhuom HMMD ma khong c6 cac ton
thwong viém vi mach hay ton thuong
viém nd1 mac dong mach, DSA am tinh
thi chan doan dudi nhém la C4d(+)
khong c6 bang chimg cua thai ghép.
AMR man tinh khong hoat dong khi BN
¢6 g > 0 va/hodc c6 hinh anh nhiéu 16p
mao mach 6ng than muc do ndng, C4d
am tinh va truéc d6 duoc chan doan
AMR cép hodc man tinh hoac co néng
dd DSA cao [2]. Trong nghién ctu,
chung t6i thay thai ghép 12 nguyén nhan
gdy suy gidm chtic nang than ghép
nhiéu nhét (49,23%). Trong d6, nhom 2
- AMR chiém 22,7% bao gdm cac nhom
gdbm MVI va nghi ngd AMR déu chiém
2,1%; AMR cép tinh chiém 3,1%; nhom
2 két hgp nhom 4 chiém 4,6% va AMR
man tinh c6 ty 1€ cao nhét 10,8%. Trong
nghién ctu cia Bashir va CS (2020),
nhom 2 gém c¢6 AMR cdp va man tinh
theo Banff nam 2019, véi ty 1€ tuong
ung 1a 20,2% va 9,8% [3]. Nghién ctru
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cua Filippone va CS trong d6 5,85% BN
c6 AMR cép tinh voi DSA cao va cic
dic diém cia AMR hoat dong [5]. Tac
gia Torres va CS da danh gia 75 sinh
thiét ghép than va phat hién thiy 17
(29%) truong hop c6 AMR man tinh [6].

Thai ghép qua trung gian té bao trudc
day duoc cho la nguyén nhan chinh gay
roi loan chtrc ning ghép, nhung ty 18
TCMR hién da gidm nho hi€u qua cao
clia cac thudc chéng thai ghép. Bénh
dugc dic trung bdi sy xam nhiém cua
cac té bao lympho T va dai thuc bao ¢
mo k& va ong than ciing véi viém dong
mach vé&i nhiéu mirc d6 khac nhau ma
khong c6 bang ching ctia thai ghép dich
thé [3]. Theo phan loai médi ciia Banff
nam 2022, c6 nhém 3 nghi ngd TCMR
cap tinh va nhém 4 -TCMR. Trong nghién
clru ctia chung t6i, nhom 3 chiém 7,7%.
Trong nghién ctru ctia Bashir va CS cho
thdy ty 16 méac bénh va thoi gian trung
binh xuit hién t6n thwong nghi ngd
TCMR, TCMR cép tinh va man tinh
tuong ung 1a 0,61; 0,61; 1,84% va 6,8;
5,5; 22 + 13,2 thang [3].

Nhom 6 chiém 22,1%, gdm nhiing
tén thuong khac khong phai do thai
ghép cap hodc man tinh, trong d6 c6
3,1% bénh than xo hoa 6 cuc bd (focal
segmental glomerulosclerosis - FSGS)
va 5,6% bénh than ghép man tinh khac
c6 thé 1a bénh than tai phat hodc bénh
cau than méi trén than ghép. Nghién
cuu cua Bashir va CS, c6 56,7% BN
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thudc nhém 6 va c6 27% réi loan chire
nang than ghép 1a do bénh than man tinh
tai phat, pho bién nhit 1a FSGS chiém
9,2%:; tiép theo 1a viém cau than tang
sinh  mang (membranoproliferative
glomerulonephritis - MPGN) va bénh
than IgA [3]. Tai Nhat Ban, ty 16 mat
ghép do bénh ciu than tai phat 1a 1,8%,
nhung cac nghién ctru gan day da chi ra
ty 1€ nay cao hon nhu nghién ctru cua
Ponticelli va CS ndm 2014, véi ty 1€ nay
la 24,3% [1,7]. Thuéc nhom 6 con céd
cac ton thuong khac nhu bénh cau than
do BK virus, ngd doc CNIs, ton thuong
6ng than cap va hoi chung ting lympho
bao sau ghép. Nghién ctru ciia chung t61
gdp 7,7% bénh cau than do BK virus va
5,6% ngd doc CNIs, két qua nay khac
v6oi nghién cuu cua Bashir va CS co
0,61% bénh cu than BK virus va 9,2%
BN ¢6 ngd doc CNIs [3].

Thoi gian sinh thiét than ghép sém
hay mudn cling 1a goi y cho nguyén
nhan gay r6i loan chirc ning than ghép,
néu sinh thiét ngay ngay dau sau ghép
thuong hudng dén thai ghép téi cap,
trong tudn dau can nghi nhiéu dén thai
ghép cap dich thé hon 1a thai ghép qua
trung gian té bao. Tuy ton thuong thai
ghép c6 thé gip & bat ky thoi diém sinh
thiét nao nhung cé ty 1é gap nhiéu nhat
trong tuan dau sau ghép (nhom 2 chiém
5,6% va nhom 4 chiém 4,6%) vdi ton
thwong cua thai ghép cap 1a chinh. Sau
d6 giam dan va tang 1én khi sinh thiét
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> 6 thang (13,3% va 6,7% cua nhom 2
va nhom 4) véi tén thuong cua thai
ghép man tinh chiém vu thé. Sinh thiét
than ghép > 6 thang nhiéu nhat gip cac
t6n thuong khac ¢ than khong phai thai
ghép cuia nhom 6.

KET LUAN

Réi loan chtre nang thin ghép thuong
c6 mbi twong quan gitra cac phat hién
lam sang va m6 bénh hoc. Tur nhitng dac
diém 1am sang (Iy do va thoi gian sinh
thiét than ghép) giup dinh hudng
nguyén nhin giy rdi loan chuc ning
than ghép trude khi c6 chan doan giai
phau bénh nhung moé bénh hoc van la
tiéu chuan vang dé chan doan xac dinh.
Theo phan loai Banff nam 2022, thai
ghép (nhom 2 va 4) la nguyén nhan
chinh gay rdi loan chirc nang than ghép.
Theo thoi gian sinh thiét thi thoi diém
tuan dau sau ghép gip nhoém 2 1a nhiéu
nhat va > 6 thang thi nhiing ton thuong
khong phai thai ghép cua nhom 6 gap
nhiéu hon.

Loi cam on: Nhom tac gid xin cam
on lanh dao, chi huy B mon - Khoa
Giai phdu bénh 1y - Phap y, Bénh vién
Quan y 103 da giap do chung t6i thuc
hién nghién ctru ndy va cac dbi tugng da
tham gia vao nghién ctru.
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KHAO SAT KICH THUOC PUONG THQ VUNG HAU TREN PHIM
CHUM TIA HINH NON O NGUOI BENH ROI LOAN THAI DUONG HAM
TAI BENH VIEN RANG HAM MAT TRUNG UONG HA NQI NAM 2024

/& Thi Thity Hong", Trian Thi Kim Lién®, Nguyén Anh Chi®
Vi Hitu Trung?, Pham Thi Thu Hang", Ta Thu Anh*
Phan Thi Bich Hanh®, Pham Thi Ngin®
Toém tit
Muc tiéu: Khao sat kich thudc dudng thd ving hau trén ngudi bénh (NB) réi
loan thai duong ham (temporomandibular disorders - TMDSs). Phwong phap
nghién ciru: Nghién ctru tién ciru, mo ta cit ngang trén phim chyp chum tia hinh
non (cone-beam computed tomography - CBCT) cta 30 NB TMDs tai Bénh vién
Riang Ham Mit Trung wong Ha Noi. Két qud: Dién tich mit cat ngang nho nhat
(CASmin): Or - CASnin (269,41 + 107,94mm?) véi khoang cach bén (LR = 25,93 +
6,49); khoang cach trudc sau (AP = 12,74 + 3,44mm). Thé tich duong thd ving
hau 12 28,874 + 8,326cm3. Chiéu dai dudng thé ving hau 12 69,41 + 6,73mm. Két
Iugn: Trén NB TMDs dién tich mat cat ngang nho nhat nim & ving hau miéng,
trong d6 NB nam c6 kich thudc 16n hon NB nif; gia tri s6 khdi co thé (body mass
index - BMI) cao c6 thé gdy giam kich thudc duong tho.
Tir khoa: Réi loan thai duong ham; Kich thudc duong thd ving hau;
Phim chum tia hinh non.

SURVEY ON PHARYNGEAL AIRWAY DIMENSIONS
IN CONE-BEAM COMPUTED TOMOGRAPHY IN
TEMPOROMANDIBULAR DISORDERS PATIENTS
AT NATIONAL HOSPITAL OF ODONTO-STOMATOLOGY HANOI IN 2024

Abstract

Objectives: To survey upper pharyngeal airway dimensions in temporomandibular
disorders (TMDs) patients. Methods: A prospective, cross-sectional descriptive
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study was conducted on CBCT of 30 TMDs patients at the National Hospital of
Odonto-Stomatology, Hanoi. Results: Minimum cross-sectional area (CASmin):
Or - CASmin (269.41 + 107.94mm?) with lateral distance (LR = 25.93 + 6.49);
antero-posterior distance (AP =12.74 + 3.44mm). The pharyngeal airway volume:
28.874 +8.326cm3. The pharyngeal airway length is 69.41 + 6.73mm. Conclusion:
In patients with TMDs, the CASmin is located in the oropharynx, males have larger
airways than females; high BMI values can cause reduced pharyngeal airway

dimensions.

Keywords: Temporomandibular disorders; Pharyngeal airway dimensions;

Cone-beam computed tomography.

PAT VAN PE

Réi loan thai dwong ham 13 mot trong
cac rdi loan vé co xuong khdp va than
kinh co lién quan dén khép thai duong
ham [1]. Mot s6 nghién ctu trudc day
da nhan manh mdi quan hé giita ching
ngung thé khi ngii do tic nghén
(obstructive sleep apnea - OSA) va
TMDs [1]: 36% NB TMDs dap trng cac
tiéu chuin chan doan OSA. Mit khac,
51% NB OSA c6 dau hi¢u va triéu
ching TMDs. Pé tim mdi lién quan
giita OSA va TMDs, can nghién ctru
duong thé cia NB TMDs va so sanh voi
nguoi binh thuong dé tién luong phong
ngtra cho NB. Trudc day, cac nghién
ctru vé kich thude duong thd cha yéu
duogc tién hanh trén nhirng d6i tuong cd
khdp can binh thuong va sai khép cin
[2]; o rét it nghién ctru trén NB TMDs
va chi dugc thyc hi¢n trén phim
Cephalometric, nhung vi day 1a hinh
anh 2D nén viéc thé hién duong ho hap

trén con nhiéu han ché. CBCT gilp do
chinh xac thé tich dudng ho hap trén va
ving bi co that theo ca ba chiéu khong
gian [3]. Hién tai, Viét Nam chua co
nghién ctru vé kich thudc dudng tho
trén NB TMDs bang CBCT. Xuat phat
tir nhirng 1y do trén, chung t6i tién hanh
nghién ciru nham: Khdo sdt kich thuée
dwong thé ving hdu trén CBCT ¢ NB
TMDs tai Bénh vién Rang Ham Mat
Trung wong Ha Noi.

POI TUQNG VA PHUONG PHAP
NGHIEN CUU
1. Po6i twong nghién ciru
Gom 30 NB TMDs tai Khoa Nan
chinh rang, Bénh vién Rang Ham Mat
Trung wong Ha Noi tir thang 02/2023 -
5/2024.
* Tiéu chuan lya chon: NB > 18 tudi,
da dugc chup phim CBCT chan doan

mic TMDs theo tiéu chuin cua
DC/TMD 2020 [4].
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* Tiéu chudn loai trir: C6 tién st hep
duong thd, mic cac bénh vé dudng ho
hap trén va bénh 1y vé tai - miii - hong;
c6 di tat bam sinh hoic chan thuong
vung ham mat; phim CBCT cé d6 phan
giai thap, cau trac duong ho hap trén
khéng ro rang.

2. Phuwong phap nghién ctru

* Thiét ké nghién ciru: Nghién ctru
tién ctru, Mo ta cit ngang.

* Chon mau: Mau thuan tién, 30 NB
TMDs thoa mén tiéu chuén lya chon va
loai trr.

* Cdc buéc tién hanh:

Thong tin chung cua NB: Ho va tén,
gidi tinh, tudi, BMI.

Kich thudc dudng thd ving hau: St
dung phin mém Planmeca Romexis
5.0.1.R dé thu thap cac bién sd. Cac
bién sb dwoc do boi mot nguodi duy
nhat, mdi phim duoc do 3 1an va két qua

t Tip of tongue
Tip of soft palate
’

b . Tip of Epiglottis
Base of Tongue | ;g

cubi cung 13 trung binh cong ctia 3 1an
do dé giam thiéu sai sd.

Chi tiéu danh gia: Chiéu dai vé
khoang cach (linear), dién tich mit cit
ngang nho nhat (CASmin) va thé tich
(volume). Céc thong sé dugc trinh bay
nhu sau:

(1) Bo chiéu dai vé khoang cach trén
mit phang doc gitra (midsagittal) [3, 6]
qua céc diém PNS (diém gai miii sau),
TT (diém dau ludi), TSP (dinh ctia khau
cai mém), TE (dau nap thanh mén), BT
(day ludi), C2 (diém trude dudi cua dt
song c6 tht 2), RGn (diém lui nhat
duong vién trong ctia cam), PPW (thanh
sau ctia hau) bao gdm: PNS - PPW, TSP
- PPW, TE - PPW, BT - PPW, C2 -
PPW, LSP (chiéu dai ciia vom miéng
khoang cach tir diém PNS dén diém
TSP), LST chiéu dai cua ludi (khoang
cach tir diém TT - BT), RGn - C2, ISL
(khoang cach tir diém TT - PPW).

. PNS Point

(

‘Re\trognathion

¥ g

, Most anteroinferior
pt.onC2

Hinh 1. Cac méc giai phau dung trong nghién ciru [5].
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Hinh 2. Cac kich thudc vé khoang cach & mit phang doc gitra [5].

(2) Do thé tich, chiéu dai va dién tich mt cit nho nhat [6, 7]:

Hau mili (Nasopharynx): Ving tir dinh ctia duong ho hap trén dén mat phang
cit ngang di qua diém PNS do thé tich viing hau mili (Na - Volume), (Na-CASmin),
(Na-L);

Hau miéng (Oropharynx): Viing tir mit phang cit ngang qua diém TE (ranh giéi
trén) dén mat phing cit ngang qua diém thap nhat ctia d6t sdng cb tht 3 (C3). Po
cac thong sb: Hy - Volume; Hy - CASmin: Hy - L;

Hau thanh quan (Hypopharynx): Ving tir mit phing cit ngang qua diém TE
(ranh gi6i trén) dén mit phing cit ngang qua diém thap nhét cua dot sdng co thir
3 (C3). Po cac thong sé: Hy - Volume; Hy - CASmin: Hy - L.

135



TAP CHi Y DUQC HQC QUAN SU SO 5 - 2025

3 nasopharynx

oropharynxlﬁ

W

Hinh 3. Phan ving duong ho hap trén qua mat phang doc giira [7].
= Cudi cung, tinh tong thé tich duong thd va tong chidu dai dudng tho:
Total volume = Na — Volume + Or — VVolume + Hy — VVolume
TotalL=Na-L+Or-L+Hy-L

* Xip 1y 56 liéu: Viéc thu thap va nhap sb liéu duge quy udc chuan hoa va tap
huan cho diéu tra vién trudc khi tién hanh thu thap. S liéu duoc nhép trén phan
mém Microsoft Office Excel 2007 va duoc xtr 1y, phan tich trén phan mém SPSS
22.0 v6i cac phuong phap thong ké y hoc phu hop.

3. Pao dirc nghién ciru

Nghién ctru dugc théng qua Hoi ddng Khoa hoc va Pao dirc theo Quyét dinh sb
471/Qb-BDHYD ngay 19/3/2024 va dugc thuc hién tai Bénh vién Rang Ham Mat
Trung wong Ha Noi, c6 sy ddng ¥ ctia Ban giam dbc Bénh vién. S6 liéu nghién
ctru duge Bénh vién Rang Ham Mit Trung wong cho phép str dung va cong bb.
Nhom tac gia cam két khong c6 xung d6t loi ich trong nghién ciru.

KET QUA NGHIEN CUU
Bang 1. Phan bd NB theo tudi va gidi tinh (n = 30).
Tubi
Gidi tinh _ . . n (%)
X+SD Trung vi Pham vi

Nam 29,23 + 10,10 28 18 - 54 13 (43,33)

Nir 29,24 + 10,82 26 18 - 48 17 (56,67)
Tong 29,23 + 10,34 26 18 - 54 30 (100)

p 0,769*

("Mann - Whitney Test)
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NB trong nhom nghién ctru c¢6 do tudi dao dong tir 18 - 54, tudi trung binh va
d6 léch chuan 1a 29,23 + 10,34. Khong c6 su khac biét c6 y nghia théng ké giita

NB nam va ntr.

Bang 2. Cac chi s6 khoang cach dudng thé theo gidi tinh (n = 30).

L« Nam (n = 13) Nir (n = 17) Tong
Chi so — — _ p
SD X SD X SD

PNS-PPW 2505 3,17 2441 289 2469 298 0,566*

TE - PPW 857 352 10,12 410 945 3,88 0,287*

BT-PPW 2127 241 1782 275 1932 3,10 0,001*

C2 - PPW 378 078 370 073 373 074 0,775*

LSP 33,71 242 3084 300 3208 308 0,009*

LST 76,95 428 7169 499 7397 533 0,005*

RGn-C2 7257 557 6693 451 6937 567 0,005*

ISL 79,87 502 77,08 49 7829 508 0,139*
("T-test)

C6 sy khac biét co ¥ nghia théng ké gitra NB nam va NB nit & cac chi s6 BT

PPW, LSP, LST, RGn - C2 v¢i p < 0,05.

Bang 3. Cac chi s6 khoang cach dudng thé theo BMI (n = 30).

Binh thuong Tién béo phi  Béo phi dj I
Chi sb (n = 23) (n=3) (n=4) D
X SD X SD X SD
PNS - PPW 25,10 3,04 2466 1,09 2236 2,93 0,242*
TE - PPW 9,04 417 11,14 340 1050 2,14 0,588*
BT - PPW 20,06 2,70 19,02 3,00 1525 2,65 0,011*
C2 - PPW 3,63 0,74 426 0,90 394 0,60 0,325*
LSP 32,12 333 31,16 223 3259 235 0,836*
LST 7353 562 7416 550 76,33 3,66 0,638*
RGn - C2 70,09 529 6697 11,34 67,04 166 0,467*
ISL 7849 501 7694 474 7816 7,04 0,890*

(* One - way ANOVA test; binh thuong: 18,5 - 22,9; tién béo phi: 23 - 24,9;
béo phi @6 I: 25 - 29,9)
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Sy khac biét ¢6 ¥ nghia théng ké & chi s6 BT - PPW véi p < 0,05 gitta cac nhom

chi s6 BMI khéac nhau. Theo thir tu cdc nhém binh thudng, tién béo phi, béo phi
d6 I c6 su giam dan & cac chi s6: PNS - PPW, BT - PPW, RGn - C2; trong khi ¢6

su ting dan ¢ chi s6 LST.

Bang 4. Thé tich, chiéu dai vd CASmin ctia dudng thé theo BMI (n = 30).

Binh thuong Tién béo phi Béo phi d¢ 1
(n=23) (n=3) (n=4) P
Chi s X SD SD X SD

Total - Volume 30,365 7,814 27,100 11,679 21,629 6,421 0,142*

Total - L 68,57 6,97

74,99

6,05 70,06 442 0,302*

(* One - way ANOVA test. **Kruskal - Wallis test; bink thuong: 18,5 - 22,9;
tien béo phi: 23 - 24,9; béo phi dé I: 25 - 29,9)

Su khac biét c6 ¥ nghia théng ké & cac chi s6 Total - Volume va ciing ¢6 su

giam dan.

BAN LUAN

Nghién ctru bao gdm 30 phim CBCT
cia NB TMDs tai Bénh vién Rang Ham
Mat Trung wong Ha Noi. Trong nghién
ctru ctia chung toi, tudi trung binh 13 29
(tir 18 - 54 tudi), khong co su khac biét
vé tudi trung binh gitra nam gi6i va nit
gidi. Khi so sanh kich thude duong tho
giita hai gi6i, ching toi nhan thay da so
cac kich thudc dudong thé ving hau &
nam gidi trong mdt phang doc gitra 16n
hon & nitr gidi. Nam gidi c6 céac gia tri
trung binh vé thé tich, CASmin va tong
chiéu dai duong thd 16n hon nir gidi.
Két qua nay cua chung t6i twong dong
v61 nghién ctru cua Jason (2019) [9].
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So sanh céc chi s6 khodng cach trung
binh cia dudong thd ving hau trong
nghién ctu ching t61 véi nghién clru
cua Tripti Tikku (2016) [5], cac chi sb
PNS - PPW, TE - PPW, C2 - PPW, RGn
- C2, ISL c6 su twong duong gitra hai
nghién ctru; tuy nhién, trong nghién ctru
cua ching to0i, vi tri cla diém TSP va
BT cach xa thanh sau hau hon, do d6
kéo theo do dai LSP va LST ngan hon
so v&i nghién ctru cua Tripti Tikku [5].

Nghién ciru ciia chiing t6i cho thay
CASmin nho nhét trong khu vuc duong
thd ving hau déu nam & vi tri hiu miéng
(Or - CASnmin), két qua nay c6 su tuong
déng v6i nghién ctu cua JV Rundo
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(2019) [8]: Vi tri duong thd ving hau bi
hep thudng gip ¢ vung sau khiu céi, sau
ludi va nap thanh quan. So sanh véi
nghién ctru cua JN Zimmerman (2018)
[9] trén nhém nguoi binh thudng, thé
tich ving hau thanh quan trong nghién
ctru cua JN Zimmerman 16n hon so voi
nghién ctru cua ching t6i, dan dén tong
thé tich dwong thé ving hau ciing
16m hon.

Nghién ctru cua Lahav (2021) [10]
cho thdy moi lién quan gitta BMI NB
cling lién quan t&i kich thudc duong
tho. O bang 4, chi s6 Total - Volume
giam dan theo tht ty tir nhom binh
thuong, nhoém tién béo phi, nhom béo
phi d6 I, két qua nay co su twong dong
véi nghién ciu cua JV Rundo (2019)
[8]: Vi tri dudong thd ving hau bi hep
thuong gip ¢ ving sau khau céi, sau
ludi va nap thanh quan. Nghién ciru ctia
chung t61 cling chirng minh theo sy tang
dan cta chi s6 BMI, ¢6 su giam dan cua
céc chi sd Total - Volume. Nhu vay, chi
s6 BMI ty 1¢ thuén v6i d6 thu hep duong
tho ving hau. Phat hién nay phu hop voi
nghién ctru trudc d6 cua Liang Li va CS
(2014) [7]: Béo phi c6 lién quan dén
kich thudc ludi va kha nang thu hep
duong thd c6 lién quan dén béo phi. Béo
phi ¢ thé dan dén phi dai cac m6é mém
duong kinh ctia dudng hd hip trén do
cAu trac xuong ¢6 dinh, diéu nay dan
dén gia tri BT - PPW giam, kéo theo gia

tr1 LST tang. Phu hgp vé1 nhitng phat
hién nay, khéi lugng ludi ting 1én, ludi
to va dai trude day da dugc bao cao nhu
yéu t6 gay thu hep duong tho, du bao
OSA [8].

KET LUAN
Cac kich thudc do duoc trén BN
TMDs Or - CASmin (26941 =

107,94mm?) (LR = 25,93 * 6,49);
(AP =12,74 + 3,44mm). Thé tich duong
thd ving hau 13 28,874 + 8,326cmd.
Chiéu dai dudng thé ving hau 1a 69,41
* 6,73mm. Kich thudc duong thd ¢ nam
gidi cao hon nit gidi va gia tri BMI cao
c6 thé gay giam kich thudc duong tha,
du bao kha nang OSA.
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KHAO SAT TAC DUNG PHU VA MOT SO YEU TO LIEN QUAN
O BENH NHAN SU DUNG ENOXAPARIN TIEM DUOI DA TAI
KHOA CAP CUU VA HOI SUC TiCH CUC, BENH VIEN PAI HOC Y HA NOI

Trin Xudn Ngoc', Nguyén Anh Tuin', P6 Thi Kim Thu?
Truwong Quang Trung?, Hoang Bui Hai**>"

Tém tit:

Muc tiéu: M6 ta ty 18 xudt hién tac dung phu (TDP) trén ngudi bénh (NB) sir
dung Enoxaparin duong tiém dudi da va tim hiéu mot sé yéu 6 lién quan dén nguy
co xay ra TDP. Phwong phdp nghién civu: Nghién ciru quan sat, tién ctru trén 55
NB hoi stic sir dung Enoxaparin tir thang 01 - 3/2024. Két qud: Ty 1é NB gap TDP
chiém 90,9%; trong d6, 07 truong hop (14%) xuat hién ca TDP toan than va tai vi
tri tiém, 43 trudng hop (86%) xuat hién TDP tai vi tri tiém. Cac yéu té lién quan
dén TDP toan than 1a tién cin xuét huyét, thay d6i muc loc ciu than khi dung
thudc, tién st suy tim (ST), tiém 2 miii/ngay vai gia tri p < 0,05. Mot s6 yéu té lién
quan dén TDP tai vi tri tiém 1a tudi, cAn ning, thoi gian ndm vién, thoi gian dung
thudc, tién sir ting huyét ap (THA), dai thao dudng (BTP), tiém 2 mili/ngdy voi
p < 0,05. Két lu@n: 90,9% NB gip cac TDP. Cac TDP thudng gap la dau, tu mau
Vi ty 1 lan luot 14 87,3% va 70,9%. Cac yéu té lam tang ty 1¢ xuat hién TDP khi
dung thudc 1a tudi, can ning, thoi gian nam vién, thoi gian dung thudc, tién cin
Xuat huyét, thay doi muc loc cau than, tién st ST, THA, DPTD, tiém 2 mii/ngay
véi p <0,05.

Tir khéa: Enoxaparin; Thudc chéng dong; Tac dung phu.

SURVEY ON ADVERSE EFFECTS AND RELATED FACTORS IN
PATIENTS USING SUBCUTANEOUS ENOXAPARIN AT THE
EMERGENCY AND INTENSIVE CARE DEPARTMENT,
HANOI MEDICAL UNIVERSITY HOSPITAL

Abstract

Objectives: To describe the rate of adverse effects in patients using subcutaneous
Enoxaparin and investigate factors associated with the risk of adverse effects.
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Methods: A prospective, observational study was performed on 55 intensive care
patients receiving Enoxaparin from January to March 2024. Results: The
proportion of patients experiencing adverse effects from the drug was 90.9%. Of
these, 7 cases (14%) presented both systemic and local adverse effects, while 43
cases (86%) had local complications. Factors associated with systemic
complications included a history of bleeding, changes in glomerular filtration rate
during treatment, a history of heart failure, and twice-daily dosing (p < 0.05).
Factors related to complications at the injection site were age, weight, length of
hospital stay, duration of drug use, history of hypertension, diabetes mellitus, and
twice-daily dosing (p < 0.05). Conclusion: 90.9% of patients experienced adverse
effects when using the drug. Common adverse effects were pain and hematoma,
with rates of 87.3% and 70.9%. Factors that increase the incidence of adverse
effects when taking medication were age, weight, length of hospital stay, duration
of drug use, history of bleeding, change in glomerular filtration rate, history of
heart failure, hypertension, diabetes, and two injections/day with p < 0.05.

Keywords: Enoxaparin; Anticoagulant; Adverse effects.

thuong gap va khi duoc sir dung dé dy
phong, ty 1€ chay mau nghiém trong lién
quan dén Heparin trong luong phan tir
thap 1a khoang 1,5 - 1,7% [4]. V& TDP
tai vi tri tiém, c6 93,3% NB bi dau va
90% NB bi bam tim do tiém Heparin
duéi da [3]. Ty 16 méc cac khdi mau tu

PAT VAN PE

O Viét Nam, thude chéng dong dugc
st dung rong rai trén nhiéu nhém NB
v6i muc dich du phong va diéu tri huyét
khéi, dic biét ¢ nhitng NB héi sirc tich
cuc va Enoxaparin 1a loai thubc duoc sir
dung thudng xuyén [1]. Theo théng ké
cua Bénh vién Trung wong Quan doi

cuc bd sau khi dung Enoxaparin dugc
bao cao tir 40 - 88% [3]. Pac biét,  NB

108 nam 2023, trong s6 492 NB mic
COVID-19 diéu tri hoi suc thi co téi
95,7% NB st dung thudc chong dong,
trong d6 Enoxaparin chiém 90,45% [2].

Thudc chéng dong cé rat nhiéu lgi
ich nhung ciling c6 nguy co xay ra nhiéu
TDP toan than va/hoac tai vi tri tiém [3].
Nghién ctru cua Harter K va CS (2013)
cho thiy chay mau cap tinh 1a TDP
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héi stre tich cuc c6 thé co nhiéu yéu td
lam ting nguy co xuat hién TDP nhu
nguy co chdy mau ting 1én & NB tudi
cao, suy gan, giam tiéu cau, bénh vé
d6ng mau, thé trang kém va tién st chay
mau gan day [5].

Vi vay, véi muc ti€u xac dinh cac
TDP khi st dung Enoxaparin va tim
hiéu nhitng yéu t6 1am ting nguy co
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xuat hién TDP nén chung toi tién hanh
nghién ctru nhim: Khdo sdt TDP va mot
s6 yéu to lién quan & NB sit dung
Enoxaparin tiém dwdi da tai Khoa Cdp
ctru va Hoi siec tich cuce, Bénh vién Dai
hoc Y Ha Noi.

POI TUQONG VA PHUONG PHAP
NGHIEN CUU

1. Poi twong nghién ciu

Goém 55 NB dung Enoxaparin tiém
duéi da tai Khoa Cap cau va Hdi suc
tich cuc, Bénh vién Dai hoc Y Ha Noi
tir thang 01 - 3/2024.

* Tiéu chudn lya chon: NB du tiéu
chuan dugc lya chon trong thoi gian
nghién cuu.

* Tiéu chudn loai trie: NB di ang véi
Enoxaparin; phu nir mang thai; NB st
dung Enoxaparin trudc khi nhap khoa;
NB st dung thuc chéng dong khac
hozc thudc cd thé gay ha tiéu cau.

2. Phwong phap nghién ctru

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

* C& mau va chon mdu: Chon mau
thuan tién.

* Cong cu nghién curu va ky thudt thu
thap thong tin:

- Thong tin chung ctia NB: Tudi, gi6i
tinh, can ning ¢ thoi diém NB bat dau
nhap khoa, tién st bénh, chan doan
bénh, dic diém 1am sang:

+ Tién cin xuat huyét: NB co xuat
huyét trude diy va dugc xac nhan boi

nhan vién y té trong vong 3 thang
gén day.

+ Quy udc vé thay doi murc loc cu
than: Cac phan nhém murc loc cau than
bao gdm CICr > 50 mL/phut, CICr tir 30
- 50 mL/phut, CICr tur 15 - 29 mL/phut
va CICr < 15 mL/phat. Trong qua trinh
dung thubc, NB c6 bat ky mot 1an CICr
khac phin nhém véi CICr tai thoi diém
bat dau dung thude dugce coi 13 c6 thay
d6i chtrc nang than.

+ Thoi gian nam vién.

- Pic diém str dung thude: Thoi gian sir
dung thudc, liéu ding, vi tri diing thudc.

- TDP thuong gép:

+ Tac dung toan than: Xuit huyét
giam tiéu cau, xuat huyét tiéu hoa, tiéu
méu, chay méau that lung/thanh bung,
chay mau tai - mdi - hong.

+ Téc dung tai chd: Pau, bam tim,
ngtra/kich wng, tu mau. Sé vi tri xay ra
TDP, kich thudc cua vét bam tim, tu
mau, ngua.

+ S6 vi tri tu méau, bam tim; thoi gian
XUat hién vét tu mau, bam tim dau tién.
* Quy trinh tién hanh nghién ciwu:

Budc 1: Lya chon dbi twong nghién
ctru dya vao tiéu chuan lua chon NB.

Budc 2: Thu thap sb liéu bang bo cau
hoi soan san, bao gom:

- Thu thap théng tin nhan khau hoc
cua NB.
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- Theo dbi truc tiép NB tir khi bat dau
sir dung thude cho dén khi ding thude
hoac roi khoa.

- Thong tin thudc va cac TDP, can
lam sang thu thap 1 lan/ngay vao lac 17
- 18 gio hang ngay.

- TDP toan than: LAy sé liéu tir céc
chan doan, theo ddi ctia bac si, nhiing
xét nghiém can 1am sang va tri¢u ching
thuc thé cua NB.

- Tac dung tai chd: Quan sat hang
ngay, truc tiép trén vi tri tiém, sau mai
lan tiém. Sir dung thuéc dé do kich
thude vét bAm tim, tu mau. Panh gia
dau, ngtra bang cach so, hoi cam giac
cia NB. Trong qué trinh dung thudc,
NB cam thay dau it nhét 1 lan trong va

sau khi tiém 30 phut thi duoc coi la xuat
hién TDP dau. Khong danh gia dau o
NB an than thé may trong sudt qua trinh
dung thudc.

* X Iy 56 liéu: S6 lidu duge phan
tich bang phan mém SPSS 20.0.

3. Pao dirc nghién ciru

Nghién cttu duoc thdng qua theo
Quyét dinh s6 7079/QD-DHYHN cua
Truong Pai hoc Y Ha NoOi ngay
26/12/2023. S6 liéu nghién ciu duoc
Bénh vién Pai hoc Y Ha Noi cho phep
st dung va cong bb. Nghién ciu chi tién
hanh quan sat, khdng can thiép trén NB.
Cac dir liéu duogc ma hdoa dam bao an
toan. Nhom tac gia cam két khéng co
xung dot loi ich trong nghién ctu.

KET QUA NGHIEN CcUU

® Bién chitng toan than va
tai vi tri tiém

= Bién chitng tai vi tri tiém

Biéu do 1. Ty 18 xuat hién TDP toan than - tai vi tri tiém
va tai vi tri tiém trén nguoi bénh st dung Enoxaparin.

TDP tai vi tri tiém chiém da s6 (86%); dong thoi xuat hién TDP toan than - tai

vi tri tiém chiém 14%.

144



TAP CHi Y DUQC HQC QUAN SU SO 5 - 2025

100%

80%

60%

40%

20%

3-64% 1.82% 3-64% 1.82% 1.82%

f]f).'_

Yo T T T T

Xuiit huyétgiam  Xuat huyét titu héa Chay méu co that Ti¢u maun Chay mau tai mii
ticu cau lung hong

Biéu d0 2. Phan bd ty 1é xuat hién TDP toan than.
Trong tong s6 07 trudng hop gap TDP toan than, xuat huyét giam tiéu cau va
chay mau co thit lung xuét hién nhiéu hon (02 trudng hop, 3,64%).

Bang 1. Phan loai bién ching tai chd.

TDPtai Sélwong Ty1¢ TBsdvitri  Kich thuéc TB thoi gian
vi tri tiém (n) (%)  XHTM/ (cmxcm)  XHTM/bam tim
bam tim (ngay)
Pau 48 87,3 — — —
Nguwra/kich img 14 25,5 — — —
. 1,45 (+ 1,42) x
Bam tim 19 345 12 (+1,42)
387+27 3+1,17
, 0,6 (+ 0,31) x
Tu mau 39 70,9 0.4 (+0,16)

(TB: Trung binh, XHTM: Xudt hién tu méu)

Pau trong va sau khi tiém, vét tu mau & tri tri tiém 1a hai TDP tai chd thuong
gap v6i ty 1& 1an luot 12 87,3% va 70,9%. Trung binh méi NB ¢6 3,87 + 2,7 vét tu
mau/bam tim. Thoi gian xuat hién vét tu mau/bam tim dau tién 1a 3 + 1 ngay.
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Bang 2. Céac yéu t6 lién quan dén nguy co xuat hién bién ching toan than.

< geX A et NB khéong BCTT NBc6BCTT
Pic diém phan tich

(n, %) (n, %)
Cé 11 (73,3) 4 (26,7)
Suy tim 0,041
Khong 38 (95) 2 (5)

Tién cin Cé 21 (77,8) 6 (22,2) 001
xuAt huyét Khong 28 (100) 0 (0) ’
Thay d6i muc loc Co 10 (71,4) 4 (28,6) 0031
cau than Khong 39 (95,1) 2 (4,9) ’

, 1 43 (93,5) 3 (6,5)
SO miii tiém/ngay 0,049
2 6 (66,7) 3 (33,3)

(BCTT: Bién ching toan than)

Céc yéu té nhu ST, tién can xuat huyét trude khi dung thude, thay d6i mirc loc
cau than trong qua trinh dung thudc va s6 mii tiém/ngdy 1a cac yéu t6 lién quan
lam tang nguy co xuat hién bién ching toan than véi p < 0,05.

Bang 3. Dic diém chung lién quan dén bién chimg tai chd.

) Pau  Ngira/kich ing Tu mau Bam tim
Bien dinh lwong

() () () ()
Tubi (ndm) 0,028* 0,2% 0,978*  0,009*
Can nang (kg) 0,002** 0,99** 0,94**  0,215**
Thoi gian ndm vién (ngay) 0,206 * 0,007 * 0,016* 0,05*
Thoi gian dung thudc (ngay) 0,011 * 0,001 * 0,001* 0,008 *

(*: Kiém dinh Man-Whitney U; **: Kiém dinh Independent T)

C4c yéu t6 lién quan l1am ting nguy co xuat hién TDP tai vi tri tiém 1a tudi, can
nang, thoi gian nam vién, thoi gian dung thude, véi p < 0,05.
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Bang 4. Tién sir bénh lién quan dén TDP tai chd.

. Dau Ngtra/kich tng Tu mau Bam tim
Bién dinh tinh
(P) (P) (P) (P)
Tang huyét &p 0,696 0,105 0,795 0,005
Dai thao duong 0,093 0,306 0,515 < 0,001
Suy tim 0,66 1,722 0,744 0,247
S6 miii tiem/ngay 0,679 0,21 0,046 0,249

Nhom NB ¢6 tién sit THA, DTD c6 nguy co xuat hién ty mau cao hon so véi
nhoém NB con lai (p < 0,05). NB tiém 2 mili/ngdy xuét hién tu mau nhiéu hon NB

tiem 1 mii/ngay (p = 0,046).

BAN LUAN

Nghién ctiu cho thay 90,9% NB st
dung Enoxaparin gap TDP, trong d6 co
07 trudong hop (14%) xuat hién ca TDP
toan than va tai vi tri tiém, 43 truong
hop (86%) xuat hién TDP tai vi tri tiém.
Trong 07 truong hop gap TDP toan
than, c6 02 trudng hop (3,64%) xuat
huyét giam tiéu cau, 02 truong hop
(3,64%) chay mau trong co; tiéu mau,
xuat huyét tieu hda, chay mau tai mii
hong déu c6 01 truong hop (1,82%).
bac biét, c6 01 NB méc hai TDP toan
than I xuat huyét giam tiéu cau va chay
mau tai miii hong. Két qua nay phu hop
véi nghién catu cua Abd Elkader (2021)
tai Bénh vién Dai hoc Cario véi 93,3%
NB gdp TDP va TDP toan than Ia

21,6%. Cac TDP toan than bao gém
chay mau cam (3,33%), tiéu mau
(6,66%), xuat huyét tiéu hoa (1,7%) va
xuat huyét giam tiéu cau (10%) [3].
Nghién cuu cua Abd Elkader (2021)
cho thay ty 1¢ TDP toan than cao hon,
diéu nay c6 thé do sy khéc biét vé dic
diém NB, liéu dung thubc va phuong
phéap theo ddi caa hai bénh vién.

Tai Viét Nam, nghién ctru ciia DPinh
Thi Lan Anh (2021) tai Vién Tim mach,
Bénh vién Trung wong Quéan doi 108
(2021) cho thay trong s6 111 NB sir
dung Enoxaparin phat hién 0,9% (01
truong hop) xuat huyét tiéu hoa va
khong c6 trudng hop nio xuét hién TDP
tai vi tri tiém. Ty Ié nho nay do tac gia
Lan Anh thyc hién phuong phap hoi
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ctru nén khong ghi chép dugc cac TDP
tai vi tri ti€ém [6]. M3t nghién ctru tién
ctru khac vé sir dung thudc chéng dong
va bién cb xuat huyét trén NB nhiém
SARS-CoV-2 ghi nhan 12,6% truong
hop xuat huyét, trong d6 48,39% xuit
huyét ning va 11,29% truong hop tir
vong [2]. Su khéc biét nay cé thé do
khac nhau vé dic diém NB, bénh 1y mac
kém, ché d6 lidu lugng dung thudc cua
ting khoa.

Nghién ciru cho thay 90,9% NB ding
Enoxaparin c6 TDP tai chd véi ty 18
dau, ngtra/kich ¢ng, bam tim, tu mau
lan luot 12 87,3%, 25,5%, 34,5% Vva
70,9%. Thoi gian xuét hién nét tu mau
hodc bam tim 1a 3 + 1,17 ngay. Nghién
ctru cua Abd Elkader ghi nhan 93,3%
dau, 70% ngta, 85% bam tim, 58,33%
tu mau [3]. Nghién ctru cua Zaki WE
(2020) trén 60 NB str dung Enoxaparin
cho thiy 100% NB déu bi dau va > 1/2
bi bam tim tai vi tri tiém [7]. So sanh
giita cac nghién cau c6 thé thay ty Ié
ngtra va bam tim ¢ nghién ctu nay thap
hon dang ké, diéu nay c6 thé do su khac
bigt vé vi tri tiém thudc, lidu diéu tri
hodc dic diém NB giita cic nghién ciu.

Nghién ciru ghi nhan méi lién quan
gitta dac diém diéu tri va dic diém st
dung thubc voi TDP toan than va tai vi
tri tiém khi dung Enoxaparin. Nghién
cau ctia Al-Samkari H va CS tién hanh
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trén 400 NB mic COVID-19 dugc diéu
tri chdng dong dy phong cho thay ty 1¢
Xuét huyét 1a 4,8%, trong d6 2,3% XuAt
huyét nang véi cac yéu t6 nguy co gdm
D-dimer > 2.500 ng/mL (OR: 3,56,
95%CI: 1,01 - 12,66), DIC, giam tiéu
cu va giam Fibrinogen [8]. Khac voi
nghién ctru trén, nghién ctiru chung t6i
phat hién ST, tién cin xuat huyét trudc
khi dung thudc, thay d6i mirc loc cau
than va s6 mili tiém trong ngay 1a cac
yéu t0 lién quan lam ting nguy co xuat
hién TDP toan than (p < 0,05). Phat hién
nay phu hop vdi nghién cau cua Pham
Ngoc Pan (2023) trén 492 NB nhiém
COVID-19 diéu trj tai trung tdm hoi
suc, ghi nhan tudi, tién can xuat huyét,
phan d¢ nang (NEJM 2021) va eGFR
< 60 mL/phat/1,73m? 14 cac yéu t c6 ¥
nghia thong ké 1am ting nguy co xdy ra
bién chimg xuét huyét (p < 0,05) [2].
Vé cac yéu t6 lién quan dén nguy co
xuét hién TDP tai vi tri tiém, tac gia
Zaki WE (2020) nghién ctu vé tac dung
ctia chuom lanh d6i véi van dé cuc bo &
NB sir dung Enoxaparin cho thay cuong
d6 dau & nit giGi nhiéu hon so véi nam
gioi [7]. Tac gia Yun Li va CS phéat hién
tiém dudi da bung c6 ty 1& bAm tim thap
hon so v&i vung canh tay (p < 0,05) [9].
Tac gia Palese va CS (2013) ghi nhan
ty 16 va kich thuéc bam tim khi tiém
Enoxaparin trong 10 gidy la 38% vai
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kich thudc > 5mm va 20% trong 30 giay
véi kich thudce 2 - Smm [10]. Khac voi
nhitng nghién ctru nay, nghién clru cua
chung t6i khong dé cap dén thuc hanh
cta diéu dudng. Két qua nghién ciu cho
thay nhom NB c6 d6 tudi cao va can
nang thap, thoi gian dung thudc kéo dai
s& cam thay dau trong tiém nhiéu hon
(p < 0,05). Thoi gian nam vién va thoi
gian dung thudc kéo dai 1am ting nguy
co xuat hién ngaa/kich tng, tu mau,
bam tim. NB vai tién s THA, DTP ¢6
nguy co bam tim cao hon (p = 0,005 va
p < 0,001) va sir dung 2 miii/ngay lam
ting nguy co xuat hién ndt tu mau
(p = 0,046).

KET LUAN

90,9% NB gap cac TDP khi st dung
thudc. Cac TDP thuong gip 1a dau, tu
mau vé6i ty 1€ 1an luot 13 87,3%, 70,9%.
Mot s6 yéu té lién quan dén TDP toan
than 1a tién can xuét huyét, thay d6i murc
loc cau than, tién st ST, tiém 2
mili/ngdy (p < 0,05). Céc yéu t6 lién
quan dén TDP tai vj tri tiém 14 tudi, can
nang, thoi gian nam vién, thoi gian
dung thudc, tién st THA, DTD, tiém 2
miii/ngay vai p < 0,05.
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MOI LIEN QUAN GIUA THE BENH VOI LAM SANG, CAN LAM SANG
VA GIAI POAN BENH O BENH NHAN PA U TUY XUONG

Ha Van Quang'”, Nguyén Tudn Thanh?, Pham Vin Hing?

Tom tit

Muc tiéu: Nghién ciru méi lién quan gitra thé bénh voi dic diém 1am sang, can 1am
sang va giai doan bénh ¢ bénh nhan (BN) da u tiy xuong (PUTX). Phuwong phdp
nghién czzu: Nghién ciu hdi ctru, mo ta cit ngang duoc thuc hién trén 98 BN duoc
chan doan DUTX tai Bénh vién Quan y 103 tir thang 01/2016 - 12/2024. Két qud: Da
s6 BN méc thé bénh 1gG (53,1%), tiép theo Ia IgA (28,6%), chudi nhe (12,2%) va cac
thé bénh khac (6,1%). Su khéc biét co ¥ nghia thong ké gitra cac thé bénh vé gia tri
trung vi cia tudi, sé luong bach cau, tiéu cau, ty Ié plasmocyte trong tiy xuong va
nhém néng d6 hemoglobin (p < 0,05). Tuong tw, nong do albumin, Beta-2
Microglobulin (B2M) va Hé théng phan loai Giai doan bénh Quédc té (international
staging system: ISS) ciing c6 su khac biét theo thé bénh véi cac gia tri p = 0,016;
0,039 va 0,04. Trong do, ty 16 BN mic IgA c6 albumin < 35 g/L cao nhat (85,7%),
trong khi ty 18 BN c6 chudi nhe c6 albumin > 35 g/L cao nhat (66,7%). Vé giai doan
bénh theo phan loai cua ISS, 1gG phd bién nhét ¢ giai doan 11 (57,7%), trong khi IgA
chiém ty I¢ cao nhét ¢ giai doan 111 (50%). Két lugn: Thé bénh c6 lién quan dén tudi,
céc chi s6 té bao méau ngoai vi va giai doan bénh ISS & BN PUTX.

Tir khod: Pa u tuy xwong; Thé bénh; Hé thdng phan loai Giai doan bénh
Qudc te.

ASSOCIATION BETWEEN DISEASE TYPE AND CLINICAL,
PARACLINICAL CHARACTERISTICS, AND DISEASE STAGES IN
PATIENTS WITH MULTIPLE MYELOMA

Abstract

Objectives: To examine the relationship between disease type and clinical, paraclinical
characteristics, as well as disease stage, in patients diagnosed with multiple myeloma (MM).

1B mdn - Trung tdm N@i DA chién, Bénh vién Quan y 103, Hoc vién Quan y
2Khoa Cép ciru, Bénh viégn Quan y 103, Hoc vién Quan y
3Phong Ké hoach téng hep, Bénh vién Trung wong Quan dgi 108
“Téac gia lién hé: Ha Vin Quang (haquangss@gmail.com)

Ngay nhan bai: 04/3/2025

Ngay dwgc chap nhan ding: 10/4/2025
http://doi.org/10.56535/jmpm.v50i5.1243
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Methods: A retrospective, cross-sectional descriptive study was conducted on 98
patients diagnosed with MM at Military Hospital 103 from January 2016 to December
2024. Results: The majority of patients had the 1gG disease type (53.1%), followed
by IgA (28.6%), light chain (12.2%), and other types (6.1%). Statistically
significant differences were observed between disease types in median values of
age, white blood cell count, platelet count, bone marrow plasmocyte ratio, and
hemoglobin level group (p < 0.05). Similarly, variations in albumin concentration,
Beta-2 Microglobulin levels, and international staging system (ISS) disease stage
were also found among different disease types, with p-values of 0.016, 0.039, and
0.04, respectively. Among them, IgA had the highest proportion of patients with
albumin levels below 35 g/L (85.7%), whereas light chain had the highest
proportion with albumin > 35 g/L (66.7%). Regarding the ISS disease stage, 1gG
was most commonly observed in stage ISS Il (57.7%), while IgA had the highest
proportion in stage ISS 111 (50%). Conclusion: Disease type is associated with age,
peripheral blood cell indices, and ISS disease stage in patients with MM.

Keywords: Multiple myeloma; Types of disease; International staging system.

PAT VAN PE
DPa u tuy xuwong la bénh ly &c tinh ctaa
hé tao mau, dac trung bdi Su tang sinh
bat thudng cua té bao plasma trong tiy
xuong, din dén pha huy xuong, giy roi
loan mién dich do su tiét qua muc
immunoglobulin don dong, 1am wc ché

Trong d6, IgG, IgA va chudi nhe 1a ba
thé bénh phd bién nhat. Cac nghién ctu
cho thay su khéc biét giira cac thé bénh
c6 lién quan dén dap tng diéu trj ciing
nhu tién lugng bénh [3, 4]. Dac biét, thé
IgA va thé IgD c6 tién lugng Xau hon,
Véi ty 1é dap Gmg diéu tri thap hon so voi
cac thé bénh khac. BN mac thé IgA
hodc IgD thuong 1a ngudi 16n tudi, cha
yéu 1a nam gidi, c6 xu huéng giam sd
lwong tiéu cau va nong do huyét sic té.
Bén canh d6, BN thudc hai thé bénh nay
con co ty Ié plasmocyte cao trong tay

tong hop immunoglobulin da dong, tir
d6, dan dén ton thuong nhiéu co quan.
Cac biéu hién 1am sang thuong gap bao
gom dau xuong, gdy xuong bénh ly, suy
than, thiéu mau, chay mau, tang calci

huyét va nhiém trang [1].

Pa u tity xuong ¢ thé dugc phan loai
dua trén loai immunoglobulin bat thuong
gia ting, bao gdm IgG, 1gA, IgD, IgM,
IgE, chudi nhe, hai dong va khong tiét [2].
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xuong, nong do calci, creatinine, LDH
(lactate dehydrogenase) va 2M trong
mau ting cao, trong khi ndng do
albumin lai giam, da s6 BN dugc chan
doan ¢ giai doan mudn [4, 5].
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Tai Viét Nam, da c6 nhiéu nghién
ctru vé DUTX, tuy nhién, mdi lién quan
gitra thé bénh véi dic diém l1am sang,
can lam sang va giai doan bénh van
chua duoc quan tdm nhiéu. Viéc xac
dinh rd su khac biét giita cac thé bénh
cO vy nghia quan trong trong tién lugng
va diéu tri. Hiéu rd dic diém cua ting
thé bénh gitp cac bac si lya chon
phuong phap diéu tri phu hop, tir do
nang cao hiéu qua diéu tri va cd thé kéo
dai thoi gian sbng cua BN. Bénh vién
Quéan y 103 la mét trong nhirng co s¢' y
té tiép nhan va diéu tri nhiéu BN bUTX
mdi nim, do dé, nghién ciru nay duogc
thuc hién nham: Tim hiéu mai lién quan
giira thé bénh Vvéi cdc dic diém 1am
sang, Cdn lam sang va giai doan bénh ¢
BN DUTX duwoc chan dodn tai Bénh
vien Quan y 103 ftrong giai doan tir
thang 01/2016 - 12/2024.

POI TUQNG VA PHUONG PHAP
NGHIEN CUU

1. Po6i twong nghién ciu

Gom 98 BN méi dugc chan doan
PUTX tai Bénh vién Quan y 103 tu
thang 01/2016 - 12/2024.

* Tiéu chuan lwa chon: BN > 18 tudi
duoc chan doan xac dinh mic BUTX
theo tiéu chuan cia WHO nam 2008
hodc nam 2016.

* Tiéu chuan logi trir; BN khong c6
du thdng tin trong hd so bénh an.

2. Phwong phap nghién ctru

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

* Cé mau nghién cizu: Toan bo.

* Chi s6 nghién ciru va cdch xdc dinh:

Céac chi s6 duogc thu thap tir hd so
bénh &n ciia BN bao gém: Tudi, gidi tinh,
chi sé téng trang ECOG, triéu chiing
dau xuong, sb lugng bach cau, tiéu cau,
nong d6 hemoglobin, ty 1¢ plasmocyte
trong tity xwong, ndng do calci, albumin,
B2M, creatinine va LDH trong huyét
thanh. Phan nhém néng do hemoglobin
theo tac gia Liu va CS (2021).

Phan loai giai doan bénh theo ISS,
thé bénh theo IMWG - 2016 bao gom:
IgG, 1gA, chudi nhe va cac thé khéc
(IgD, IgE, IgM...).

* Xur ly s6 liéu: Sé lidu dugc thu thap
va phan tich bang phan mém SPSS
25.0. So sanh sy khac biét gitra cac
nhom vé ty 1¢ bang kiém dinh Fisher va
vé trung vi bang kiém dinh Kruskal-
Wallis. Su khac biét c6 y nghia théng ké
(p < 0,05).

3. Pao duc nghién cau

Nghién ctru tuan tha cac quy dinh vé
y sinh trong y hoc cua Bénh vién Quéan
y 103. S6 liéu nghién ctiu duoc Bo mén
- Trung tdm Noi D4 chién, Bénh vién
Quéan y 103 cho phép sir dung va cong
bS. Nhém tac gia cam két khong co
xung dot loi ich trong nghién ctu.
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KET QUA NGHIEN CUU

Thé bénh
MigA
WiG
B Khac
W Light

Biéu dd 1. Ty 16 BN BUTX theo thé bénh.

Phan 16n BN DUTX c6 thé bénh 1gG (53,1%), tiép theo Ia thé 1gA (28,6%) va
chudi nhe (12,2%). Chi ¢6 6,1% BN thudc nhém thé bénh khéc (IgD, IgE, IgM).

Bang 1. Mdi lién quan gitra thé bénh vai mot s chi s6 1am sang.

Chi tiéu IgA 19G Chudi nhe Khéac
nghién ciu (n=28) (n=52) (n=12) (n=6)
<65 13(46,4%) 34 (65,4%) 7 (58,3%) 4 (66,7%) 0,412
Tudi > 65 15 53,6%) 18 (34,6%) 5 (41,7%) 2 (33,3%)
Trung vi 66,5 62 62,5 65 0.042
(25 - 75%) (60,3 -79) (54 - 69,5) (53,8-68,8) (625-713)
Gigi Nam 10 (35,7%) 27 (51,9%) 6 (50%) 3 (50%) 0575
tinh N 18 (64,3%) 25 (48,1%) 6 (50%) 3 (50%) '
ECoc <2 15 53,6%) 34 (65,4%) 9 (76%) 3 (50%) |
>2 13 (46,4%) 18 (34,6%) 3 (25%) 3 (50%)
Pau Cé 19 67,9%) 33 (63,5%) 8 (66,7%) 4 (66,7%) 0.983
Xxuong Khong 9 (32,1%) 19 (36,5%) 4 (33,3%) 2 (33,3%)

Su khac biét c6 y nghia thong ké vé gia tri trung vi caa tudi giira cac thé bénh

(p = 0,042). Trong d6, BN mac thé IgA c6 trung vi tudi cao nhat 1a 66,5 tudi, thé
IgG c6 trung vi tudi thap nhat 12 62 tudi. Tuy nhién, khéng c6 su khac biét vé nhom
tudi, gisi tinh, chi s tong trang ECOG va triéu chirng dau xwong theo thé bénh
(p > 0,05).
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Bang 2. Méi lién quan giira thé bénh véi mot sé chi s huyét hoc.

v in . IgA 19G Chubi nhe Khéac
Chi tiéu nghién ciru (n=28) (n=52) (n=12) (n=6)
<100 26 (92,9%) 36 (69,2%)  8(66,7%) 3 (50%) 0.024
Hb > 100 2 (7,1%) 16 (30,8%) 4 (33,3%) 3 (50%) ’
(/L) Trung vi 75,5 88,5 89,5 78,5 0.268
(25 - 75%) (64 - 87) (69,3-105,8) (71-104,5) (65,6-103,8)
Bach cau Trung vi 6,47 7,95 4,92 5,78 0.007
(G/L) (25-75%) (5,37-7,8) (588-8,68) (3,85-5,18) (4,28-7,37)
Neutrophil Trung vi 3,48 4,2 2,47 2,89
0,034
(G/L) (25-75%) (2,78-4,82) (2,91-5,1) (1,93-2,97) (1,74-4,77)
Lymphocyte Trung vi 1,99 2,17 1,32 1,92 0.048
(G/L) (25-75%) (1,46-2,65) (1,71-2,63) (1,15-1,88) (1,59-2,32)
o <150 11 (39,3%) 11(21,2%) 5(41,7%) 2(33,3%) 0.224
Tiéu cau > 150 17 (60,7%) 41 (78,8%) 7 (58,3%) 4 (66,7%) ’
(G/L) Trung vi 174 232,5 217 174 0.025
(25-75%) (93,2-253,5) (188,3-312,3) (96-313) (94,5-234,3) '
Plasmocyte Trung vi 31,5 25,5 27,5 30,5 0.034
(%) (25-75%) (19,3-48) (148-45) (13-32,8) (20-42,8) ’

Su khéc biét co y nghia théng ké vé gia tri trung vi cua sb lugng bach cau, bach
cau hat, bach cau lympho, sé lwong tiéu cau va ty 1é plasmocyte giita cac thé bénh,
Vi cac gia tri p lan luot 14 0,007; 0,034; 0,048; 0,025 va 0,034. Tuong tu, ndng do
hemoglobin ciing c6 su khac biét theo thé bénh (p = 0,024).

Bang 3. Mdi lién quan giira thé bénh vai mot sé chi s6 sinh hoa.

Chi tiéu nghién ciu A 96 Chubi nhe Khac
(n=28) (n=52) (n=12) (n=6)
<35 24 (85,7%) 39 (76,5%) 4 (33,3%) 4 (66,7%) 0,007
Albumin >35 4(14,3%) 13 (23,5%) 8 (66,7%) 2 (33,3%)
(9/L) Trung vi 30,7 34,2 37,6 29,7 0016
(25-75%) (235-36,2) (27,5-419) (29.4-39,8) (24,7-368)
<35 5(17,9%) 20 (38,5%) 5 (41,7%) 2 (33,3%) 0.234
p2M >35 23 (82,1%) 32 (61,5%) 7 (58,3%) 4 (66,7%)
(mg/L) Trung vi 5,96 3,84 3,78 4,3 0,039

(25-75%) (3,72-12,96) (3,11-6,11) (2,51-7,76)  (2-7,57)
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Chi tiéu nghién ciu 107 196 Chudi nhe Khac
(n=28) (n=52) (n=12) (n=6)
<2,67 12 (42,9%) 26 (50%) 8 (66,7%) 4 (66,7%) 0.505
Ca? > 2,67 16 (57,1%) 26 (50%) 4 (33,3%) 2(333%)
(mmol/L)  Trung vi 2,32 2,39 2,29 2,25 0.474
(25-75%) (2,19-2,8) (2,21-29) (2,23-2,6) (2,12-2,66)

N Khong ting 16 (57,1%) 33 (63,5%) 9 (75%) 4 (66,7%) 0778
Creatinine Tang 12 (42,9%) 19 (36,5%) 3 (25%) 2(333%)
(Mmol/L) Trung vi 104,9 99,1 98,4 82,9 0.454

(25-75%) (70,7-192) (60,3-137,1) (76,4-137,9) (53-224)
<240 15 (53,6%) 38 (73,1%) 11 (91,7%) 3 (50%) 0.055

LDH > 240 13 (45,4%) 14 (26,9%) 1 (8,3%) 3 (50%) ’
(U/L) Trung vi 200,3 191,3 158,2 318 0.425

(25 - 75%) (150,2 - 470,7) (143,8 - 245) (127,3 - 219,6) (122,1 - 859,4)

Sy khéc biét c6 y nghia thong ké vé gid tri trung vi caa nong do albumin va p2M
trong huyét twong (p = 0,016 va 0,039 tuwong tng). Trong do, ty 1&6 BN mac thé
bénh 1gA c6 ndng do albumin < 35 g/L cao nhat (85,7%), trong khi thé chudi nhe
cd ty 18 thap nhat (33,3%). Khong c6 sy khac biét vé nong do calci, creatinine va
LDH theo thé bénh (p > 0,05).

Bang 4. Méi lién quan giita thé bénh véi giai doan bénh theo ISS.

. ., IgA 19G Chubi nhe Khéac
Chi tiéu nghién ciu p
(n=28) (n=52) (n=12) (n=6)

' 1(3,6%) 8(154%) 4(33,3%)  2(33,3%)
Giai doan bénh
an b . . ] 0
theo 1SS Il 13(464%) 30(57,7%) 3(25%) 3 (50%) 0,04

1 14 (50%) 14 (26,9%) 5 (41,7%) 1 (16,7%)

Sy khéc biét c6 ¥ nghia thdng ké vé ty 18 giai doan bénh theo phan loai ISS gitra
c4c thé bénh (p = 0,04). Trong d6, giai doan | o ty Ié thap nhat ¢ tat ca cac thé
bénh, dic biét thé 1gA chi chiém 3,6%, thip nhit trong cac nhom. Giai doan I
chiém ty 1¢ cao nhat ¢ thé 19G (57,7%), tiép theo la thé IgA (46,4%). Giai doan Il
cd ty 1é cao nhat ¢ thé 1gA (50%), trong khi thé 1gG chi chiém 26,9%. Ty I¢ ¢ thé
chudi nhe 1a 41,7% va thé khac 1a 16,7%, thap hon so véi thé IgA.
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BAN LUAN

Két qua nghién ctu cho thiy IgG
(53,1%) va IgA (28,6%) la hai thé bénh
phd bién nhit ¢ BN DUTX, tiép theo Ia
chudi nhe (12,2%) va cac thé khac
(6,1%). Két qua nay twong dong véi
nghién cuu cia Wang va CS (2018),
trong do, IgG (47,2%) va IgA (21,4%)
la hai thé bénh pho bién nhat [6]. Tuong
tu, nghién ctru cua Bal va CS (2022)
ciing ghi nhan 19G (57,4%), chudi nhe
(20,6%) va IgA (19,9%) Ia cac thé bénh
phd bién, trong khi IgD va thé khac chi
chiém 0,5% [5]. Piéu nay do ty 18 té bao
plasma san xuat IgG cao hon so véi cac
thé khac trong co thé, thoi gian ban huy
cua 1gG dai, 1gG dé bi dot bién trong
qua trinh sinh ung thu, IgG thudng ton
tai dudi dang monomer nén san xuat dé
dang hon. Két qua nghién ctu cho thay
c6 su khéac biét co y nghia théng ké vé
gid tri trung vi tudi theo thé bénh
(p = 0,042). Cu thé, BN mac thé IgA c6
trung vi tudi cao nhat (66,5 tudi), trong
khi thé 1gG c6 trung vi thap nhat
(62 tuoi). Két qua nay khac véi nghién
ctu cua Bal va CS (2022), trong do6 ghi
nhan su khac biét vé tudi va gidi tinh
theo thé bénh (p = 0,001 va 0,03) [5].
Trong nghién cuu cua Liu va CS
(2021), BN méc thé IgD c6 trung vi tudi
thip hon (56 tudi) so voi nhém khong
phai IgD (62 tudi) (p = 0,0001) va c6 su
khac biét vé gidi tinh (p = 0,018) [3]. Vé
triéu chimg dau xuong, két qua nghién

ctru cua ching téi ghi nhan 65,3% BN
co triu ching dau xuwong va 37,8% co
chi s6 ECOG > 2, tuy nhién, khong c6
su khac biét gira cac thé bénh
(p > 0,05). Biéu nay phu hop vai nghién
ctru caa Sirohi va CS (2001), khong ghi
nhan su khéc biét vé ton thuong xuong
theo thé bénh (p > 0,05) [4]. Su khac
biét vé tudi trong nghién ciru cua ching
t6i 50 véi cac nghién ctu khéc cd thé do
khac biét vé hé thong tam soat, tudi tho
tang, yéu té di truyén/moi trudng va sy
chénh léch trong tiép can y té.

Nghién ctru ciing cho thay su khac
biét dang ké vé cac chi sé huyét hoc va
ty 1¢ t& bao plasma gitra cac thé bénh
(p <0,05). Cu thé, ty 1é BN mac thé IgA
c6 nong d6 hemoglobin < 100 g/L cao
nhat (92,9%), cao hon thé IgG (69,2%)
va chudi nhe (66,7%). Trung vi s
lwong bach ciu va tiéu cau cao nhat ¢
thé 1gG, trong khi ty 1& plasmocyte thap
nhat duoc ghi nhan & thé nay. Két qua
nay phu hop véi nghién ctru cua Bal va
CS (2022), trong d6, BN thé IgD va IgA
c6 ty 1& hemoglobin < 100 g/L cao nhat
(48% va 41%) (p = 0,0001) [5]. Ngoai
ra, nghién ctru cua Liu va CS (2021)
cling ghi nhan sy khac biét vé ty 18
plasmocyte trong tay xuong va s luong
tiéu cau mau ngoai Vi gitra cac thé bénh
(p = 0,001). Trong d6, 41,9% BN thé
IgD c0 ty Ié plasmocyte trong tiy xuong
> 50%, cao hon so v&i nhom khdng phai
IgD (20,1%). Bdng thoi, 22,3% BN thé
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IgD c6 sb lugng tiéu cau < 100 G/L, cao
hon so vai nhom khdéng phai IgD
(12,8%). Tuy nhién, tac gia khdng thay
c6 sy khac biét vé nong do hemoglobin
theo thé bénh (p = 0,063) [3].

Phan tich méi lién quan gitra thé
bénh va mot sé chi s sinh hoa cho thay
nong do albumin va B2M cé su khac
biét co y nghia thong ké gitra céc thé
bénh (p < 0,05). Cu thé, ty 16 BN mic
thé IgA c6 nong do albumin < 35 g/L
cao nhat (85,7%). Trung vi nong do
albumin thap nhét duoc ghi nhan & thé
khac (29,7 g/L) va thé 1gA (30,7 g/L).
Bén canh d9, trung vi ndng d6 p2M cao
nhat & nhom IgA (5,96 mg/L), cao hon
so véi 1gG (3,84 mg/L) va chudi nhe
(3,78 mg/L). Tuy nhién, nghién cuu
khong ghi nhan su khac biét vé nong do
calci, LDH va creatinine huyét thanh
giita cac thé bénh (p > 0,05). Két qua
nay khac véi nghién ctu cua Sirohi va
CS (2001), trong do, tac gia ghi nhan sy
khac biét vé ndéng do calci, LDH,
creatinine, albumin va f2M gitta nhom
thé 1gG va chudi nhe (p < 0,05). Ngoai
ra, nghién ctru nay ciing cho thay su
khac biét vé nong do albumin va p2M
gitta thé 1gA va 1gG (p = 0,009 va 0,04)
[4]. Theo nghién ctru cua Bal va CS
(2022), ¢6 sy khac biét vé nong do LDH
va chiic niang than theo thé bénh
(p = 0,001) [5]. Su khéc biét gitra cac
nghién ciru c6 thé xuat phat tir su khac
nhau vé ¢& mau va tiéu chuan lya chon
d6i twong nghién cuu.
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Nghién ctru ciia ching toi cho thay su
khac biét c6 y nghia thong ké (p = 0,04)
gitta cac thé bénh DPUTX va giai doan
bénh theo hé théng ISS, trong dé, thé
IgG c6 ty 1é BN ¢ giai doan Il cao nhat
(57,7%), trong khi thé IgA cd ty Ié BN
& giai doan 111 cao nhat (50%); thé chudi
nhe ¢6 ty 16 BN ¢ giai doan | cao nhat
(33,3%). Két qua nay tuong dong véi
nghién ctru cua Bal va CS (2022), trong
do, thé IgD c6 ty 18 BN ¢ giai doan 111
(theo hé thdng 1SS) cao nhat (43%), tiép
theo 1a thé 1gA (21%) (p = 0,001) [5].
Tac gia Liu va CS (2021) ciing ghi nhan
thé 1gD c6 ty 16 BN mic bénh ¢ giai
doan 11l (theo hé thdng 1SS) cao hon
nhom khéng phai IgD (62,1% so vai
38,1%) (p = 0,001) [3]. Nhu vay, C4c
nghién ciru déu cho thay méi lién quan
giira thé bénh va giai doan bénh theo hé
thong ISS, trong do, thé IgA thuong lién
quan dén giai doan muén. Piéu nay co
thé do hé thdng ISS dwa vao nong do
albumin va p2M. Thé IgA thuong lién
quan dén giam albumin mau do c6 mic
Interleukin-6 va cac cytokine tién viém
cao hon, kich thich sy phét trién cua
trong bao ac tinh va ¢c ché téng hop
albumin tai gan; gay ton thuong than,
lam mat albumin qua nudc tiéu [7, 8].
Thé IgA ciing lam ting sinh té bao
plasma ac tinh, dan dén ting san xuat
B2M (do P2M la thanh phan cua
phac hop MHC I6p | (major
histocompatibility complex class 1) trén
bé mat té bao plasma. Hon nira, ton
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thuong than giam dao thai f2M, lam
cho ndng d6 P2M trong mau ting cao
[9, 10].

KET LUAN

Thé bénh IgG chiém ty Ié cao nhat
(53,1%). C6 mdi lién quan gitra tudi, sd
luong bach cau, tiéu cau, néng do
hemoglobin va ty 1& plasmocyte véi thé
bénh. Thé IgG pho bién nhét ¢ giai doan
1l (57,7%), trong khi thé IgA c6 ty &
cao nhat ¢ giai doan 111 (50%).

Loi cam on: Nhdm téc gia xin chéan
thanh cam on Bénh vién Quan y 103 va
cac BN bUTX da tham gia nghién ctu
trong thoi gian tr thang 01/2016 -
12/2024.
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PAC PIEM LAM SANG, CAN LAM SANG
CUA BENH NHAN KICH THICH BUONG TRUNG BANG PHAC PO
ANTAGONIST VOI DELTA-FOLLITROPIN (REKOVELLE)

Lé Thi Kim Nhw'", Dwong Pinh Hiéu?, Trinh Thé Son?
Tran Van Tudn?, Trinh An Thién?

Tom tat

Muc tiéu: Panh gia dic diém 1am sang, can 1am sang cua bénh nhan (BN) kich
thich budng trang bang phac d6 antagonist véi delta follitropin (rekovelle).
Phwong phdp nghién ciru: Nghién ciu hoi ctiru két hop tién ciru, mo ta cat ngang
trén 71 phu nit vo sinh diéu tri vo sinh tai Vién Mo phéi Lam sang Quén doi tur
thang 8/2023 - 12/2024. Két qud: Tudi trung binh cua dbi twgng nghién ctu la
36,31 + 4,58. Pa s truong hop (78,9%) 14 vo sinh tha phat (vo sinh 11), 21,1% la
v6 sinh nguyén phéat (v6 sinh I). Thoi gian v sinh tir 1 - 14 nam, véi 70,4% < 5
nam. Trong d6, 81,7% BN da lam IVF (thu tinh trong ong nghiém) tir 1 - 2 lan.
Chi s6 khdi co thé (body mass index - BMI) caa BN la 21,78 (20,48 - 22,89), gi&
tri AMH (hormone antimillerian) la 1,33 (0,81 - 2,34) ng/mL. Gia tri AMH phu
thugc theo nhdm tudi, FSH (hormone kich thich nang trang) tir 3,01 - 17,1 mIU/mL
trong khi LH (luteinizing hormone) tir 2,46 - 11,48 mIU/mL. BN c6 s6 luong nang
AFC (siéu am dém nang trang thtr cap) > 5 nang la 84,5%, < 5 nang la 15,5%.
Niém mac tir cung ngay 2 chu ky kinh ciia cac BN < 8mm chiém da s6 (80,3%),
tir 8 - 12mm 1a 18,3% va > 12mm la 1,4%. Két lu@n: Panh gia dac diém 1am sang
va can 1am sang cia BN s dung phac do antagonist vai delta follitropin
(rekovelle), 1am co sé cho cac budc nghién ciru va danh gia tiép theo trong nghién
ctru trén BN v sinh str dung phéc do.

Tir khoa: Budng trimg; Phac d¢6 Antagonist; Delta follitropin (rekovelle).

'Hoc vién Quany
2\/i¢n Mo phdi Lam sang Quén ddi, Hoc vién Quany
“Téc gia lién h¢: Lé Thi Kim Nhw (Nhulehvqy@gmail.com)
Ngay nhan bai: 21/3/2025
Ngay dwoc chap nhan ding: 25/4/2025
http://doi.org/10.56535/jmpm.v50i5.1265
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CLINICAL AND PARACLINICAL CHARACTERISTICS OF PATIENTS
UNDERGOING OVARIAN STIMULATION USING THE ANTAGONIST
PROTOCOL WITH DELTA-FOLLITROPIN (REKOVELLE)

Abstract

Obijectives: To evaluate the clinical and paraclinical characteristics of patients
undergoing ovarian stimulation with an antagonist protocol using delta follitropin
(rekovelle). Methods: A retrospective, prospective, cross-sectional descriptive
study was conducted on 71 infertile couples treated at the Military Institute of
Clinical Embryology and Histology from August 2023 to December 2024.
Results: The mean age of the study subjects was 36.31 + 4.58 years. The majority
(78.9%) presented with secondary infertility, while the remaining (21.1%) had
primary infertility. Infertility duration ranged from 1 - 14 years, with 70.4%
experiencing infertility for less than 5 years. 81.7% of patients had undergone 1 -
2 previous IVF cycles. The mean BMI (body mass index) was 21.78 (20.48 -
22.89), and the mean AMH (hormone antimdallerian) level was 1.33 (0.81 - 2.34)
ng/mL. AMH levels correlated with age. FSH (follicle-stimulating hormone)
levels ranged from 3.01 - 17.1 mlU/mL, while LH (luteinizing hormone) levels
ranged from 2.46 - 11.48 mIU/mL. 84.5% of patients had an antral follicle count
(AFC) of more than 5 follicles, while 15.5% had an AFC of less than 5 follicles.
Endometrial thickness on cycle day 2 was less than 8mm in the majority (80.3%)
of patients, 8 - 12mm in 18.3%, and > 12mm in 1.4% of patients. Conclusion: This
study evaluated patients' clinical and paraclinical characteristics using an
antagonist protocol with delta follitropin (rekovelle). These findings provide a
basis for further research and evaluation in infertile patients using this protocol.

Keywords: Ovarian; Protocol Antagonist; Delta follitropin (rekovelle).

PAT VAN DE

Hormone kich thich nang trang ¢
nguoi duoc san xuat boi thuy trudc
tuyén yén va dong vai trd quan trong
trong duy tri su phat trién, chon loc va
vuot troi cua nang trimg. Trong diéu tri
thu tinh 6ng nghiém, kich thich budng
trimg 1a budc quan trong, théng qua su
dung FSH ngoai sinh nhim tao diéu

kién cho nhiéu nang nodn phat trién
trong mot chu ky kinh nguyét [1].
Trong s6 cac hormone ngoai sinh
kich thich budng trimng, alpha follitropin
va beta follitropin 1a cac FSH tai t6 hop
thuong duoc sur dung, hiéu qua da duoc
nghién ctu kiém chang trén 1am sang
[2]. Tuy nhién, delta follitropin dang
ndi 1én nhu phuong an thay thé day hira
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hen nham ting hiéu qua diéu tri, giam
nguy co qua kich budng tring. Delta
follitropin (rekovelle [ferring]) ban chat
la mot loai hormone tai t6 hop duoc bao
ché tir dong té bao vong mac cua thai
nhi nguoi (PER.C6). Chinh su khéc bigt
nay dan dén delta follitropin c6 cau hinh
glycosyl hoa riéng biét va ham luong
acid sialic tong thé cao hon so véi c4c san
pham recombinant FSH (rFSH) khac [3].

Delta follitropin cung cap phuong
phap tiép can méi, dinh liéu dua trén
can nang co thé va du trir budng trang.
So sanh hiéu qua va d6 an toan cua delta
follitropin liéu c4 thé hoa dwa trén AMH
huyét thanh va can nang, véi liéu dung
alfa follitropin thong thuong dé kich
thich budng triing & nhitng phu nit dang
thuc hién thy tinh trong 6ng nghiém.
Két qua cho thay hiéu qua diéu tri cia
delta follitropin twong tu va an toan hon
so vai kich thich budng tring thong
thuong. Mot sé thir nghiém 1am sang
khéc cho thay delta follitropin khdng
kém hon da duoc tién hanh ¢ céc khu
vuc dia Iy khac nhau véi két cuc chinh
1a lwong nodn thu duoc, ty 1& 1am to va
ty I¢ thai dién tién [4, 5].

Dén nay, delta follitropin vin dang
duogc coi 14 tac nhan kich thich budng
tring tiém ning va nhin duoc nhiéu sy
quan tam. Do d6, nghién ctru dugc tién
hanh nham: Pdnh gid dac diém lam
sang, can lam sang cua BN kich thich
buong tring bang phdc dé antagonist
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voi delta-follitropin (rekovelle) tai Vign
M6 phéi Lam sang Quan doi.

POI TUQNG VA PHUONG PHAP
NGHIEN CUU

1. Poi twong nghién cieu

Gom 71 phu nit vo sinh diéu trj vo
sinh tai Vién M6 phdi Lam sang Quan
doi tir thang 8/2023 - 12/2024.

* Tidu chudn lya chon: Diéu tri thu
tinh trong dng nghiém kich thich budng
tring bang delta follitropin (rekovelle
[ferring]); BN ddng y tham gia nghién
cuu.

* Tjéu chuan logi trer: BN rdi loan
noi tiét tuyén giap, u tuyén yén, u ving
duéi doi; BN c6 u v(, u budng trang, u
X0 tu cung, di dang co quan sinh duc;
cac trudng hop hién nodn, luu noan.

2. Phwong phap nghién ctru

* Thiét ké nghién cizu: Nghién cuau
hoi ctu két hop tién ciru, mo ta cat ngang.

* Cémau nghién cizu: 71 phu nix vo sinh
phu hop tiéu chuan lya chon va loai tri.

* Phwrong phdp thu thdp sé liéu: Thu
thap s liéu trén bénh an diéu tri va
nhitng BN t6i kham méi tai Vién M6
phoi Lam sang Quan doi.

* Chi so, bién sé trong nghién cizu:
Tuoi BN; thoi gian vo sinh; loai vo sinh
(vé sinh I, v6 sinh I1); BMI. Xét nghiém
noi tiét sinh san va danh gia du triv
budng triing vao ngay 2 chu ky kinh:
FSH, LH, E2, AMH, AFC.
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* Xir ly sé liéu: Bang phan mém
SPSS 22.0. Cac thuat toan dugc st dung
trong nghién ceu gdm kiém dinh
Chi-square, kiém dinh phan phdi chuan.
Gia tri p < 0,05 duogc coi la c6 y nghia
théng ké. Két qua duoc phan tich va
trinh bay dudi dang bang tan sé, ty 18
phan tram.

3. Pao duc nghién ciru

Nghién cuu dugc thuc hién theo
Quyét dinh sé 3509/QD-HVQY ngay
23/8/2024. S6 liéu nghién ctu dugc
Vién Mo phoi Lam sang Quan d6i, Hoc
vién Quan y cho phép sur dung va céng
bS. Nhém tac gia cam két khong co
xung dot loi ich trong nghién ctu.

KET QUA NGHIEN CUU

1. Két qua vé dic diém 1am sang cia

déi twong nghién ciu

Bang 1. Pic diém 1am sang cua dbi twong nghién chu.

Chi tiéu nghién ciru S6 lwong (n) Ty 18 (%)
Nhom tudi
<35 26 36,6
> 35 45 63,4
X+ SD 36,31 + 4,58
Loai v sinh
V6 sinh | 15 21,1
Vo sinh 11 56 78,9
Thoi gian vo sinh
<5 nam 50 70,4
> 5 nam 21 29,6
Trung vi (Q1 - Q3) 4(1-6)
S6 lan da 1am IVF
1-2lan 58 81,7
> 2 lan 13 18,3
X+ SD 1,54 +0,89
BMI
<185 3 4,2
18,5-24,9 58 81,7
> 25 10 14,1
Trung vi (Q1 - Q3) 21,78 (20,48 - 22,89)
Min - Max 17,90 - 28,65
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Tudi trung binh caa BN tham gia nghién ciru 13 36,31 + 4,58. Trong d6, BN nho
tudi nhat 12 28, 16n nhat 12 45. Nhém tuoi > 35 chiém ty I& vuot troi (63,4%). Nhom
tudi < 35 chi chiém 36,6%. Trong cac ddi tugng nghién cau, ty 16 BN vo sinh 1l
chiém 78,9%, nhiéu gap 3,7 1an s6 BN v sinh I 1a 21,1%. S nam vo sinh t6i thiéu
la 1 nam va BN vo6 sinh lau nhat 14 14 ndm. Trong d6, nhém BN c6 thoi gian vo
sinh < 5 nim chiém 70,4%, BN v6 sinh > 5 nim chiém 29,6%. Tat ca BN da ting
lam 1VF it nhat 1 Ian, nhiéu nhat 12 4 1an. Ty 16 BN d3 lam IVF tir 1 - 2 lan 1a
81,7%. BMI cua d6i trong nghién cizu phan phéi khdng chuan véi trung vi 12 21,78
(20,48 - 22,89) kg/m?.

2. Két qua vé dac diém can 1am sang ciaa ddi twong nghién ciru

Bang 2. Phan loai xét nghiém hormone AMH.

AMH S6 lwong (n) Ty I8 (%)
< 1,2 ng/mL 32 45,1
> 1,2 ng/mL 39 54,9
Trung vi (Q1 - Q3) 1,33(0,81 - 2,34)
Min - Max 0,239 - 2,34

Gia tri xét nghiém AMH caa BN nghién ctu phan phdi khong chuan véi trung
vila 1,33 (0,81 - 2,34) ng/mL.

Bang 3. Mdi quan hé gitra gid tri xét nghiém AMH va nhém tudi.

Tuoi AMH < 1,2 ng/mL AMH > 1,2 ng/mL p
<35 5 (7,0%) 21 (29,6%)

0,001
>35 27 (38,0%) 18 (25,4%)

Nghién ctu trén 71 BN quan sat thdy su khac biét c6 ¥ nghia théng ké (p =
0,001) vé ty 16 AMH < 1,2 ng/mL giita hai nhdm tudi: < 35 tudi (7,0%) va > 35
tudi (38,0%). Cu thé, ty 16 AMH thap hon déng ké & nhém BN > 35 tuoi.
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Bang 4. Xét nghiém danh gia du trir budng trang ngay 2 chu ky kinh.

Hormone co'ban X +SD/Trungvi (Q1-Q3) Thapnhit  Cao nhat
FSH (mU/mL) 7,09 (6,01 - 8,56) 3,01 17,1
LH (mU/mL) 5,40 + 1,83 2,46 11,8

E2 (pg/mL) 35,28 + 11,05 15,8 63,9

FSH phan phéi khéng chuan (trung vi 7,09 mIU/mL, khoang bién thién 6,01 -
8,56 mIU/mL, thap nhat 3,01 mIU/mL, cao nhat 17,1 mlU/mL). LH (5,40 + 1,83
mlU/mL) va E2 (35,28 + 11,05 pg/mL) phan phdi chuan.

Bang 5. Phan loai theo s nang AFC.

AFC S6 hwgng (n) Ty 18 (%)
< 5 nhang 11 15,5
> 5 nang 60 84,5
Trung vi (Q1 - Q3) 8(5-12)
Min - Max 2-27

BN ¢6 s6 luong nang AFC > 5 ¢6 ty 18 1a 84,5%.

BAN LUAN

1. Pic diém 1am sang
Déi twong nghién ciu caa ching toi
gom 71 phu nit vo sinh trong do tudi tir
28 - 45 phl hop véi tiéu chuan lya chon
va tiéu chuan loai trir cua nghién cuu.
Tudi trung binh cua cac d6i twong
nghién ctu 1a 36,31 + 4,58 nam. Két
qua nay ciling twong dong voi nghién
ctru cua Irene Gazzo va CS (2024), tudi
cua cac ddi twong nghién cau thudc
nhém delta follitropin la 34,22 + 4,05
nam [6]; cling nhu nghién ctu cua
Manuel Fernandez Sanchez va CS (2022)

v6i do tudi trung binh cua cac doi tuong
nghién ctru 1a 35,6 + 3,3 nam [7]. Do
tudi trung binh trong nghién ciu nay l1a
36,31 + 4,58 niam, phan anh thuc té
dang luu y trong linh vuc hd tro sinh san
12 s ting s6 lwong cua phy nit tim dén
cac phuong phap diéu tri vo sinh & do
tudi cao hon. Pay 13 mot nhém dan sé
dic biét, vi ¢ do tudi nay, kha ning sinh
san ty nhién dd giam dang ké do suy
giam chét lwong va s6 lugng nodn, cing
Véi tang nguy co cc van dé vé sic khoe
sinh san khac nhu hoi chung giam dy
trix trang.
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Trong nghién ctu cua ching toi, 58
dbi twong nghién ctu c6 chi s6 BMI
trong gidi han binh thuong (81,7%), 3
truong hop ¢ BMI < 18,5 kg/m? (4,2%)
va 10 truong hop c6 BMI > 25 kg/m?
(14,1%). Két qua nay ciing twong dong
véi nghién ctu ciia Nguyén Thi Hava CS
(2024) véi ty 16 BN c6 BMI binh thusng
12 81,97%, BN c6 BMI < 18,5 kg/m? I3
4,92% va BN c6 BMI > 25 kg/m? la
13,11% [8].

Trong nghién ctu, 71 BN déu da
thuc hién hd tro sinh san I\VF it nhat 1
lan. Trong do, 58 ca da thuc hién tur 1 -
2 chu ky IVF (81,7%) va 13 ca di thuc
hién > 3 chu ky IVF (18,3%). Piéu d6
chtng to cac di twgng nghién cau cua
chang tdi cb hién tugng giam dap ung
vé6i kich thich budng triing hoic giam
du trir budng trang, 1am chu ky IVF caa
BN bi hay hoac khdng cd thai.

2. Pic diém can 1am sang

Nghién ciu cia ching tdi nhan thay
ham luwong AMH cua cac ddi tuong
nghién cau cé trung vi la 1,33 (0,81 -
2,34) ng/mL. Trong do, ty I¢ BN c6 ham
lugng AMH < 1,2 ng/mL chiém 45,1%,
thé hién ¢ ty 18 BN giam du trit budng
tring theo tac gia Poseidon gan tuong
duong vai nhitng BN khéc [9].

Két qua xét nghiém FSH ngay 2 chu
ky kinh cua cac déi tugng nghién cau
phan phéi khéng chuan véi trung vi 1a
7,09 (6,01 - 8,56) mU/mL, twong dong
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véi nghién ctu cua Oscar Barbosa
Duarte-Filho va CS (2024) vé két qua
xét nghiém FSH cua cac dbi twong
nghién cuu cé trung vi la 7,1 (5,9 - 8,9)
mU/mL [10]. Biéu d6 cho thiy nong do
FSH ngay 2 chu ky kinh cua da s cac
dbi twong nghién ciru cta ching toi déu
trong gidi han binh thuong.

KET LUAN

Dic diém 1am sang: Tudi trung binh
ciaa BN trong nghién ctu la 36,31 +
4,58 nam, trong d6 nhom tudi > 35
chiém ty I 16n nhat (63,4%). Cac d6i
tugng nghién ciru déu da ting diéu tri
bang IVF it nhat 1 1an. Chi s6 BMI 1a
21,78 (20,48 - 22,89) kg/m?, ty 16 BN ¢6
BMI binh thudng chiém wu thé (81,7%).

bic diém can 1am sang: Ham lugng
AMH c6 trung vi 1,33 (0,81 - 2,34) ng/mL,
ty 1€ BN c6 ham lugong AMH < 1,2 ng/mL
la 45,1%. Nong d6 FSH ngay 2 chu ky
kinh phan phdi khéng chuan véi trung
vi la 7,09 (6,01 - 8,56) mU/mL.
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KET QUA CUA PHUONG PHAP THAY HUYET TUONG BANG
HUYET TUONG TUOI PONG LANH TRONG PIEU TRI
BENH NHAN VIEM TUY CAP DO TANG TRIGLYCERID MAU

Buii Piec Thudn', Tran Xudn Ngoc'", Nguyén Tit Thanh'
Hoang Bii Hai*?, Nguyén Thi Trang"?
Tom tit
Muc tiéu: Panh gia két qua ctiia phuong phéap thay huyét trong (therapeutic
plasma exchange - TPE) bang huyét trong twoi dong lanh trong diéu tri bénh nhan
(BN) viém tuy cap (VTC) do tang triglyceride (TG) mau. Phuwong phdp nghién civu:
Nghién curu hoi ctru trén 25 BN diéu tri tai Bénh vién Pai hoc Y Ha Noi tir ngay
01/01 - 30/6/2024, dap ng du tiéu chuan theo Hudng dan Chan doan va Xt tri
Hoi stic tich cuc nam 2015 cia B Y té. Két qud: Nam giéi chiém 80,0%, tudi
trung binh 13 42,4 £ 9,2. Lam dung ruou (52%), VTC (52%) va r6i loan lipid mau
(40%) 1a tién st thudng giap nhat. Pau bung, budn nén/ndn va chuéng bung 13 ba
triéu chung dién hinh. Mitc 46 VTC ning (theo thang diém Balthazar E) chiém
64,0%, diém CTSI (CT severity index) trung binh 14 4,74 + 2,03. Pa s6 BN thuc
hién mot 1an TPE véi 88,0% va 56,0% xay ra tinh trang man ngira. Sau TPE, ndng
do TG giam 87,1% va 93,5% tur Iic nhap vién cho dén khi xuét vién. Ty 1¢ tir vong
12 0%. Thoi gian nam hoi st 13 4,9 + 4,6 ngay va thoi gian nam vién 12 9,9 + 6,0
ngay. Két lugn: TPE la phuong phéap diéu tri hiéu qua va an toan cho BN VTC do
tang TG mau (giam 87,1% ndng d6 TG sau TPE va 56% man ngira).
Tir khoa: Viém tuy cap; Thay huyét tuong; Triglyceride.

RESULTS OF THERAPEUTIC PLASMA EXCHANGE WITH
FRESH FROZEN PLASMA IN THE TREATMENT OF PATIENTS WITH
HYPERTRIGLYCERIDEMIA-INDUCED ACUTE PANCREATITIS

Abstract

Objectives: To evaluate the results of therapeutic plasma exchange with fresh
frozen plasma in treating patients with hypertriglyceridemia-induced acute pancreatitis.

'Bénh vién Dai hoc Y Ha Noi
*Truong Dai hoc Y Ha Ngi
“Tac gia lién hé: Tran Xuin Ngoc (ngocxuanphong@hmu.edu.vn)
Ngay nhan bai: 03/12/2024
Ngay dugc chip nhin ding: 25/4/2025
http://doi.org/10.56535/jmpm.v50i5.1110
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Methods: A retrospective study was conducted on 25 patients treated at Hanoi
Medical University Hospital from January 1 to June 30, 2024. All patients met the
inclusion criteria, as defined by the 2015 Ministry of Health Guidelines for the
Diagnosis and Treatment of Critical Care. Results: Male patients accounted for
80%; the average age was 42.4 + 9.2 years. Alcohol abuse (52%), prior history of
acute pancreatitis (52%), and dyslipidemia (40%) were the most common medical
histories. The typical symptoms of pancreatitis were abdominal pain,
nausea/vomiting, and distention. Severe pancreatitis (Balthazar E score) was
observed in 64% of patients, and the average CTSI score was 4.74 £ 2.03. Most
patients (88%) underwent a single session of TPE, with 56% experiencing minor
allergic reactions. Triglyceride levels decreased by 87.1% following TPE, and by
93.5% from hospital admission to discharge. The mortality rate was 0%. The
average length of stay in the intensive care unit was 4.9 + 4.6 days, and the average
hospital stay was 9.9 + 6.0 days. Conclusion: Therapeutic plasma exchange is an
effective and safe treatment for patients with acute pancreatitis due to
hypertriglyceridemia, leading to a reduction of 82.5% in triglyceride concentration
post-therapeutic plasma exchange and a 56% rate of minor allergic reactions.

Keywords: Pancreatitis; Therapeutic plasma exchange; Triglyceride.

DAT VAN DE

Tang TG mau 1a nguyén nhan phd
bién tht ba gay VTC sau s6i mat (40 -
70%) va lam dung ruou (25 - 35%) [1].
Nong do TG huyét thanh > 1.000 mg/dL
c6 lién quan dén VTC va ty 18 tr vong
do ting TG tai M c6 thé 1én t6i 30%
[2]. Co ché cua VTC do ting TG la thay
phan TG huyét tuong bang lipase tuy
thanh céc acid béo tu do, gy ra mot
dong thac viém dan dén ton thuong té
bao nang va mao mach tuyén tuy.

Viéc diéu tri hién nay dbi voi bénh
VTC do taing TG mau bao gom nhiéu
bién phap nhu nuéi dudng, dich truyén
tinh mach, thudc giam dau (néu can

thiét) va cac bién phap hdi strc khéc,
nhung quan trong nhat 1a lam giam
ndéng d6 TG nhanh chong. Phuong phap
TPE la chién lugc diéu tri bénh VTC do
ting TG mau ndng hiéu qua. Theo
hudng dan cta Hiép hoi Tham tach mau
Hoa Ky (ASFA-2019), chi dinh TPE
cho BN VTC do ting TG mau la chi
dinh loai 11T, nhom 1C. TPE c6 thé 1am
giam tir 68,5 - 85,4% nong d6 TG huyét
thanh (p < 0,001) trong 1an dau tién [3,
4, 5]. Tai Viét Nam, nhiéu nghién cuu
da chirng minh hi€u qua tuong tu cua
TPE [6, 7]. TPE c6 thé st dung nhiéu
dung dich bao gém huyét tuong tuoi
dong lanh, albumine 5% va céc dich cao
phan ti. Trong d6, huyét tuong twoi
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dong lanh 1a dung dich phu hop véi sinh
Iy clia co thé; n6 c6 thé thay thé tat ca
cac thanh phan trong huyét twong cua
BN nén khéng gay ra tinh trang thiéu
hut va chi phi thip hon so véi cac dung
dich khéac. Tuy nhién, huyét twong tuoi
dong lanh cling gay ra cac tac dung khong
mong mudn nhu phan tng di (mg, phan
vé, phu phdi cép, rdi loan dién giai hay
lay truyén cac bénh truyén nhiém.
Nghién ctru nay duoc thyc hién nhim:
Pdnh gid két qua ciia phwong phdp TPE
bang huyét twong twoi dong lanh trong
diéu tri BN VIC do tang TG mdu.

POI TUQONG VA PHUONG PHAP
NGHIEN CUU

1. Poi twong nghién ciru

Gom 25 BN tir 18 tudi vao Khoa Cap
ctru va Hoi stre tich cuc, Bénh vién Pai
hoc Y Ha N#i, dugc chan doan VTC do
taing TG c6 chi dinh TPE bang huyét
tuong tuoi dong lanh tir ngay 01/01 -
30/6/2024.

* Tiéu chuan lya chon: BN duogc
chan doan VTC theo Huéng dan Chan
doan va Xr tri Hoi stre tich cuc ndm 2015
ctia B Y té [8]: Lam sang thiy con dau
bung dién hinh; lipase mau ting cao
> 3 lan; chup cat 16p vi tinh thay hinh
anh viém tuy cap; TG méau> 11,3 mmol/L.

* Tiéu chudn logi trir: Cac bénh an
dién tir khong co day du dir liéu; VTC
do nguyén nhan khac nhu so6i mat, giun
chui 6ng mat, chin thuong.
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2. Phuwong phap nghién ctru

* Thiét ké nghién ciru: Nghién ctru
héi ctru thong qua bénh an dién ti.

* C& mau va chon mdu: Chon mau
thuan tién. D&t liéu duogc thu thap tu
ngay 01/01 - 30/6/2024. Téng cong cb
25 BN thoa méan tiéu chuan lwa chon.

* Bién s6 nghién ciru: Dic diém nhan
khau hoc: Tubi, giéi tinh, BMI va tién
st bénh; dic diém 1am sang: Pau, VAS,
budn nén/ndn, chuéng bung, bi trung
tién, bién chting va mac do VTC (theo
Balthaza E); dic diém can 1am sang:
Piém CTSI, ndng do Lipase, nong dod
TG Itc vao vién - ra vién, trudc va sau
TPE; két qua TPE: S6 1an thuc hién va
bién chtng ciia TPE, ty 18 tir vong, thoi
gian nam hoi ste, thoi gian nam vién,
chi phi.

* Quy trinh TPE:

Budce 1: BN nghi ngd VTC co6 tri¢u
chtrng dau bung, budn nén/nén, chudng
bung.

Budc 2: Lam xét nghiém Lipase, TG,
siéu am, chup cat 16p vi tinh.

Bué6c 3: Chi dinh TPE véi thé tich
huyét twong twoi dong lanh duoc tinh
theo cong thirc: V =[100 - Hematocrite
nguoi bénh (%)] x 0,7 x can nang BN.

Budc 4: Thuc hién TPE: Kiém tra hd
so va BN, thiét 1ap duong vao mach
mAau va vong tuan hoan ngoai co thé; két
ndi; theo doi 1am sang cac dau hiéu sinh
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tdn va thong $6 may loc (téc do mau, toc
d6 dich thay thé, ap luc xuyén mang...)
theo bang theo doi loc mau; xu tri cac
tai bién g@)m ha than nhiét, r6i loan dién
giai, tut huyét 4p, cac phan tng di tng...

Budce 5: Lam lai xét nghiém TG.

* Xip Iy 56 liéu: S6 lidu sau khi thu
thap dugc nhap vao phan mém Excel,
sau d6 duoc phan tich bang phan mém
SPSS 16.0.

3. Pao dirc nghién ciru

Nghién ctru tuan thu cac quy dinh vé
y dirc hién hanh tai Bénh vién Dai hoc
Y Ha Néi. S6 liéu duge Ban Lanh dao
Khoa Cép ctru va Hoi stre tich cuc,
Bénh vién Pai hoc Y Ha Noi cho phép
st dung va coéng bd. Nhom tac gia
cam két khong c6 xung dot loi ich ca
nhan hay tap thé nao lién quan dén noi
dung bai.

KET QUA NGHIEN CUU

1. Pic diém chung ciia ddi twong nghién ciru

Bang 1. Pic diém chung ciia d6i twong nghién ctru.

Pic diém SO lwong (n) TV 18 (%)

Tudi, X + SD 42,4 +9,72
BMI (kg/m?), X + SD 23,4+3,0

Nam 20 80,0
Giéi tinh

Nit 5 20,0

Lam dung ruou 13 52,0

Viém tuy cap 13 52,0

‘ R&i loan lipid mau 10 40,0

Tién st bénh

Dai thdo dudng 3 12,0

Gt 3 12,0

Khac 6 24,0

Do tudi trung binh va BMI ctia ddi tugng nghién ctru 1an luot 1a 42,4 kg/m?va
23,4 kg/m2 Pa phan dbi twong nghién ctru 1a nam gidi (80%). Lam dung ruou,
VTC va rdi loan lipid méau 13 cac tién sir thuong gap nhat ciia dbi twong nghién ciru

v6i ty 16 1an luot 13 52%, 52% va 40%.

171



TAP CHi Y DUQC HQC QUAN SU SO 5 - 2025

2. Pic diém lam sang va can lam sang ctia BN viém tuy cap do ting TG mau

Bang 2. Dic diém lam sang ciia BN VTC.

Pic diém Sélwong (n) Ty 1& (%)
Co 25 100
Pau
Khdng 0 0
Nhe (0 - 3 diém) 0 0
Muc do dau . 2
theo VAS Vua (4 - 6 diém) 15 60,0
Ning (> 7 diém) 10 40,0
. Co 16 64,0
Buon nén/ndn
Khdng 9 36,0
Co 17 68,0
Chudng bung
Khdng 8 32,0
Co 8 32,0
Bi trung tién
Khdng 17 68,0
, Suy hé hap 1 4,0
Bi¢n ching cua VTC )
Suy hd hap va suy than 3 12,0
C 3 12,0
Mtc 36 VTC
' D 6 24,0
(theo Balthazar E)
E 16 64,0

100% BN c0 triéu chiing dau va dau tir mtrc d6 vira tro 1én. Pa s6 BN xuat hién
triéu chtrng budn noén/nodn va chudng bung. Hau hét dbi tuong nghién ctru ¢6 mirc
do VTC nang (theo Balthazar E, 64,0%).
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Bang 3. Dic diém c4n 1am sang cua BN VTC.

Chi s6 X £SD p
Piém CTSI 4,74 £ 2,03
Lipase 828,45 + 969,64 U/L
TG lUc vao vién 59,8 + 23,4 mmol/L 0.02
TG llc ra vién 3,9+ 1,9 mmol/L ’
TG truéc TPE 56,6 + 25,3 mmol/L <001
TG sau TPE 7,3+ 5,8 mmol/L ’

Diém CTSI trung binh 1a 4,74. Nong do Lipase va TG trudc TPE déu cao gip
nhiéu lan so v&i murc binh thudng. Viée thay doi nong d6 TG déu c6 y nghia thong
ké voip < 0,05.

3. Két qua ciia TPE & BN viém tuy cap do ting TG méau

Bang 4. Két qua cua TPE.

Pic diém S6 lwong (n) Ty 18 (%)
s 1 lan 22 88
S6 1an TPE :
2 lan 3 12
Bidn chi \a TPE Khdng 14 56,0
1€n cnung cua ,
&ct Man ngia 11 44,0
Ty 1€ tir vong 0 0

Pa s6 BN (56,0%) xay ra tinh trang man ngtra va thyc hién mot lan TPE
(88,0%). Khong c6 BN nao tir vong.

59,8

55.4
9.7
- ]
Vao vién Ravwvién Tnrdc TPE Sau TPE

Biéu d6 1. Két qua thay ddi ndng do TG mau.
Trude va sau TPE, nong d6 TG giam nhanh.
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Bang 5. Thoi gian diéu trj va chi phi nam vién.

Pic diém X +SD Khodng gia tri
Thoi gian nam ICU (ngay) 49+46 1-20
Thoi gian nam vién (ngay) 9,9+6,0 3-26
Vién phi (triéu dong) 48,5 + 53,2 20,7 - 230,1

Thoi gian ndm tai ICU 13 4,9 ngay va tong thoi gian ndm vién 13 9,9 ngay. Tong
vién phi trung binh khoang 48,5 tri¢u/BN.

BAN LUAN

1. Pic diém chung cia d6i twong
nghién ciru

Pbi twong nghién ciru phan 16n 1a
nam gidi (80,0%), do tudi trung binh 1a
42,4 va BMI trung binh la 23,4 kg/m?.
Tuoi trung binh trong nghién ciru nay
cao hon trong nghién ctu cua Pham
Ngoc Kiéu (42,4 so véi 38,9) va tuong
duong voi tudi cua d6i twong nghién
cuu cua Phan Thai Son la 42 [6, 7].
Phan 16n ddi twong trong ca ba nghién
ctru déu 12 nam gidi (> 70%). BMI trong
nghién ctru nay thap hon kha nhiéu so
voi nghién cuiu cua Nawaz, Click, Fei
va Zhou vi voc dang nguoi Viét Nam
thuong nhdé hon so vdi cac nude phat
trién [2, 3, 5, 9]. Lam dung ruou
(52,0%), VTC trudc do6 (52,0%) va rdi
loan lipid mau (40%) 1a nhing tién st
thuong gap trong nhém BN VTC nay.
Két qua nay ciing tvong dong véi nhiéu
nghién cuu trudc d6 cua Nawaz, Click
va Araz, cac nguyén nhan chinh gay ra
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VTC la do rdi loan lipid mau, lam dung
ruou [2, 3, 4]. Tuy nhién, nhiéu nghién
ctru c6 thém nguyén nhan thuong gap la
dai thao duong, nhung trong nghién ctru
ctia chiing t0i chi c6 12% BN mic dai
thao duong [2, 3, 4, 7].

2. Pic diém IAm sang va cin lam
sang

Pau bung (100%), budén non/non
(64,0%) va chudng bung (68,0%) 1a cac
triéu ching 1am sang thuong gap trong
nghién ctu nay. Céc tri€u chiing nay
tuong déng voi nghién ctu cua Phan
Théai Son va ciling 1a céc triéu ching
dién hinh cua VTC [7].

Trong tong s 25 BN, c¢6 4 BN xuat
hién bién ching ning cua VTC. Trong
d6, suy ho hap can phai dit ong noi khi
quan dé thd may 1a 1 BN (4%) va 3 BN
xuat hién ca suy ho hap va suy than can
phai loc mau (12%). Nghién cuu cua
Araz bao cdo c6 4 BN suy than cip
(21,1%) va 3 BN suy ho hap can phai
tho may (15,8%) [4]. Nghién ctru cua
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Phan Thai Son bdo cdo ty 1€ BN phai
tho may va loc mau lién tuc rit cao, lan
lugt 1a 54,8% va 67,7% [7]. Su khac
biét nay la do mirc d0 ndng va dién bién
cua BN VTC khéc nhau.

Hau hét dbi twong nghién ciru ¢
muc d0 VTC nang (theo Balthazar E,
64,0%). Piém CTSI trung binh Ia
4,74 £ 2,03. Trong nghién clu cua
Araz, mic d0 VTC nang theo thang
diém Balthazar E dugc chia thanh hai
nhom bao gdm nhém nhe (A - C) va
mitc d6 ning (D va E) chiém 47,4%,
diém CTSI trung binh 12 2,4 + 0,6 [4].
Két qua nay thap hon so voi nghién ctru
cua chung t6i. Trong nghién ctru cua
Zhou, diém CTSI 14 5,1 + 0,9, cao hon
so v6i nghién ctru cia chung t6i vi doi
tuong nghién ctru cua Zhou la nhiing
BN VTC nang [9].

Nong do Lipase mau trung binh cua
cac BN VTC trong nghién ctru nay la
828,45 UI/L, cao hon trong nghién ctru
ctia Pham Ngoc Kiéu 12 623 UI/L nhung
thip hon trong nghién ctru ctia Phan
Thai Son 1 1.093 UI/L [6, 7]. Cac nong
d6 Lipase nay déu dat tiéu chuan chan
doan VTC.

3. Két qua thay huyét twong

Nong d6 TG truéc TPE trung binh
trong nghién ctru nay la 55,4 mmol/L,
tuong duong 997,2 mg/dL (tu 11,6 -
104,62 mmol/L). Nong d6 TG giam
trung binh 82,5% sau lan dau thuc hién
TPE trong nghién ctru ndy. Két qua nay

cao hon mét s6 nghién ciru twong tu.
Tac gia Carr va CS bdo cao 137 BN
VTC c6 muc TG trung binh 1a 3.224
mg/dL (pham vi: 1.160 - 9.767 mg/dL),
truéc TPE di giam xudng mic 974
mg/dL (pham vi giam 239 - 3,407) sau
lan dau TPE tuong duong véi mirc giam
69,6% [1]. Tac gia Fei va CS ciing cho
rang TPE 1a phuong phap hiéu qua lam
giam nhanh ndng do TG. Nong d6 TG
giam trung binh 1a 2673,2 mg/dL véi ty
1€ gidm trung binh tuong ung 1a 60,3%,
dao dong tur 14,6 - 84,9%. Muc TG
giam 68,5% da dugc ghi nhan sau lan
dau TPE [5]. Tac gia Araz va CS cho
thiy nong d6 TG giam 78,5% sau lan
dau thuc hién TPE [4]. Tac gia Click va
CS ciing bao cdo hi¢u qua cuia phuong
phap TPE véi nong do TG giam 85,4%
[3]. Véi cac két qua nay, mot 1an nira
phuong phap TPE dugc chiing minh la
¢6 hiéu qua lam giam nhanh nong do
TG.

Trong téng s6 25 BN, ¢6 11 BN xuat
hién bién chimg man ngira véi cac mirc
d6 va o nhiéu vi tri khac nhau. Tuy
nhién, BN van dugc tiép tuc thuc hién
TPE sau khi tiém diphenylhydramin va
methylpredisolone. Tac gia Fei va CS
cling bao cdo khong cé bién ching
nghiém trong nao xay ra khi thyc hién
TPE [5]. Tac gid Araz bao céo co 2
truong hop xay ra bién ching nhe nhu
trong truyén mau va khong cé tac dung
phu ning xay ra [4]. Chung t6i khuyén
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c4o nén bt dau TPE véi thé tich nho va
tang dan theo thoi gian dé han ché cac
bién chirg mén ngira c6 thé xay ra khi
thuc hién TPE bang huyét twong tuoi
dong lanh. Pac biét, nghién clru cua
ching t61 khong c6 BN nao tr vong
gidng voi nghién ctru ciia Pham Ngoc
Kiéu va Fei [5, 6]. Ty 1& nay thap hon
so vo1 nghién ctru cia Phan Thai Son
(6,45%), Zhou (21,3%) va Nawaz (7,0%)
[2,7,9]

Thoi gian BN nam vién trung binh I3
9,9 + 6,0 ngdy, trong d6 thdi gian nam
ta1 Khoa Cép ctru va Hdi suc tich cuec,
Bénh vién Pai hoc Y Ha Noi 1a 4,9 +
4,6 ngay. Trong nghién ctru cua Phan
Thai Son, thoi gian diéu tri 13 29 ngay,
Zhou la 22,5 ngay [9], Nawaz la 10
ngay (5 - 22 ngay) [2] va Fei la 18,9
ngay (4 - 53 ngay) [5]. Nhu vay, thoi
gian nam vién ctia BN VTC trong cic
nghién ctru c6 sy dao dong kha lon.
Thoi gian ndm vién trong nghién ctru
nay va nghién ctru ciia Nawaz la tuong
duong va bang khoang 1/2 thoi gian
trong nghién ctru ciia Zhou, Fei va Phan
Thai Son. Thoi gian diéu tri tai Khoa
Cép cliru va Hoi stc tich cyc tuong
duong véi nghién ctru cia Pham Ngoc
Kiéu (4 ngay) [6].

Vién phi trung binh cua cac BN la
48,5 tri¢u VND. 3 BN nang c6 muc vién
phi 1an luot 1a 230 trigu, 182 tridu va
135 triéu VND. Trong nghién ctru cua
Zhou trén cac BN VTC nang thi mirc
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vién phi trung binh khoang 230 triéu
VND (64920,73 Nhan Dan T¢) [9].
Nhitng BN VTC nang s€ phdi chi tra
vién phi gap nhiéu 1an so voi nhitng BN
nhe hon.

KET LUAN
Thay huyét twong 1a phuong phap
diéu tri hiéu qua lam giam nhanh ndng
do TG va an toan (giam 82,5% n6ng do
TG sau TPE va 56% chi thdy man
ngua) cho BN bi VTC do tang
TG mau.
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PAC PIEM KHANG THE KHANG HLA TRUOC GHEP
VA MOI LIEN QUAN VOI MOT SO YEU TO
O BENH NHAN TRUOC GHEP THAN

Nguyén Thi Thu Ha", Lé Viét Thing*

Tom tit

Muc tiéu: Nghién ctu dic diém khang thé khang HLA (panel reactive
antibodies - PRA) truéc ghép va phan tich méi lién quan véi mot sé yéu té 1am
sang, can lam sang & bénh nhan (BN) trudc ghép than. Phwong phdp nghién ciru:
Nghién clru mo ta cit ngang trén 152 BN ghép than dugc nhan than tir nguoi cho
song va theo ddi sau ghép tai Bénh vién Quan y 103, Hoc vién Quan y tir thang
412018 - 4/2021. Két qua: Ty 18 PRA (+) trudc ghép 1a 31,6%. Ty 1é trung binh
PRA va ty 18 PRA > 10% & BN nit cao hon BN nam (p < 0,05). Nhitng BN ¢6 tién
st truyén mau va mang thai c6 nguy co xuat hién PRA (+) trudc ghép cao hon
dang ké so v&i nhitng BN khong c6 tién sir truyén mau va thai ky (p <0,01). Khdng
thdy mdi lién quan giita ty 16 PRA trudc ghép véi tudi cia BN (p > 0,05).
Két lugn: Ty 18 PRA (+) trudc ghép twong d6i cao, dugc ghi nhan ¢ 31,6% trudng
hop. Truyén méau va thai ky 12 nhitg yéu té nguy co chinh c¢6 lién quan dén su
hinh thanh PRA & BN trudc ghép than.

Tir khéa: Khang thé khang HLA trude ghép; PRA; Ghép than.

CHARACTERISTICS OF PRE-TRANSPLANT ANTI-HLA ANTIBODIES
AND THEIR ASSOCIATION WITH SOME FACTORS IN PATIENTS
PRIOR TO KIDNEY TRANSPLANTATION

Abstract
Objectives: To investigate the pre-transplant anti-HLA antibodies (panel
reactive antibodies - PRA) and analyze their association with various factors in

pre-kidney transplant patients. Methods: A cross-sectional descriptive study was
conducted on 152 patients receiving a kidney from a living donor and post-transplant

'Hoc vién Quén y
“Tac gia lién hé: Nguyén Thi Thu Ha (drthuhal03@gmail.com)
Ngay nhan bai: 05/12/2025
Ngay duwge chip nhéan ding: 04/5/2024
http://doi.org/10.56535/jmpm.v50i5.1118
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follow-up at Military Hospital 103, Vietnam Military Medical University, from
April 2018 to April 2021. Results: The prevalence of pre-transplant PRA (+) was
31.6%. Female patients exhibited a higher mean percentage of PRA and a more
significant proportion of cases with PRA > 10% compared to male patients
(p < 0.05). Patients who had received blood transfusions and pregnancy had
significantly higher odds of developing PRA (+) than those without a transfusion
history and pregnancy (p < 0.01). No significant correlation was observed between
pre-transplant PRA levels and age (p > 0.05). Conclusion: Pre-transplant PRA (+)
prevalence is relatively high, observed in 31.6% of cases. Blood transfusion and
pregnancy are recognized as significant risk factors associated with the induction

of PRA in patients preparing for kidney transplantation.

Keywords: Pre-transplant anti-HLA antibodies; Panel reactive antibodies;

Kidney transplantation.

PAT VAN PE

Bénh than man tinh giai doan 5 la
hau qua cubi cing cua nhiéu bénh Iy
man tinh va ngay cang tr¢ thanh ganh
ning cho nganh y té. Hién nay, ghép
than duoc xem la phuong phap diéu tri
t61 wu cho BN bénh thian man tinh giai
doan cudi, mang lai nhiéu vu diém vuot
troi va cai thién tién luong cho BN. So
v61 phuong phap loc mau chu ky, ghép
than da mang lai cho BN chét lugng
cudc séng tdt hon va tudi tho cao hon.
Trén thyc té, nhiéu nghién ciru da chimg
minh ghép than 13 lya chon diéu tri tbi
wu cho BN ¢ moi ltra tudi so véi loc mau
chu ky [1]. Mitc d6 hoa hop mién dich
1a yéu t6 then chét trong ghép tang néi
chung va ghép than ndi riéng, anh
huong dang ké dén ty 16 thanh cong cla
ca ghép va kéo dai tudi tho ciia manh
ghép. Trong ghép tang noi chung va ghép

than noi riéng, nhom mau ABO va
khang nguyén bach cau ngudi (human
leucocyte antigen - HLA) 1a hai yéu t6
mién dich quan trong [2]. Trong quy
trinh sang loc, dé danh gia nguy co mién
dich trudc ghép than & BN bat budc
phai thyc hién xét nghi¢ém PRA trudc
ghép. Nhiitng BN c6 PRA (+) trudc
ghép va ty 16 PRA cao phai d6i mit véi
hai bat loi chinh 1a thoi gian chd ghép
kéo dai va nguy co manh ghép that bai
cao hon, tir d6 anh huong xau dén sy
sdng con ctia manh ghép. Hién nay tai
Viét Nam, c6 rat it nghién ctru vé dic
diém PRA trudc ghép va cac yéu t6 lién
quan dén sy hinh cia cac khang thé. Vi
vay, nghién ctru dugc tién hanh nhim:
Nghién ciru dic diém PRA trude ghép
va moi lién quan voi mot s6 ddc diém
lam sang, can lam sang o BN trudc
ghép than.
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POI TUQONG VA PHUONG PHAP
NGHIEN CUU

1. Poi twong nghién ciru

Gom 152 BN méc bénh than man tinh
giai doan cubi, c6 chi dinh ghép than,
duogc danh gia trude ghép tai Bénh vién
Quan y 103 tir thang 4/2018 - 4/2021.

* Tiéu chudn lwa chon: BN ¢6 chi
dinh ghép than, dugc danh gia trudc
ghép va dong y tham gia nghién ctru.

* Tiéu chudn logi trir: BN khong
dong v tham gia nghién ctu.

2. Phuwong phap nghién ctru

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

* C& mau: Lwa chon mau thuén tién.

* Phuwong phdp thu thdp dir liéu: Tat
ca BN nghién ctru dugc xét nghiém PRA
trudc ghép bang cong nghé Luminex.
Thuc hién xét nghiém tai B mon Mién
dich, Hoc vién Quan y. Thong tin vé
mét sd dic diém 1am sang va can lam
sang cua BN trudc ghép than duogc thu
thap day du.

* Xir 1y dip liéu: St dung phan mém
IBM SPSS 22.0.

Mo ta dit liéu: Cac bién dinh tinh
trong nghién ctru dugc trinh bay duoi
dang tan s6 va ty 1& phan trim. Céc bién
dinh luong duoc biéu thi dudi dang
trung binh va do léch chuan cho nhiing
bién tuan theo phan phdi chuan.
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Phén tich dit liéu: Ty 18 phan trim
duoc so sanh bang phép kiém dinh Chi-
Square hodc Fisher exact test. Mann-
Whitney U test dugc st dung dé so sanh
gia tri trung vi cia hai nhoém doc 1ap cho
cac bién khong tuin theo phan phdi
chuan. Kruskal-Wallis test duoc su
dung dé so sanh gia tri trung vi ddi voi
truong hop nhiéu hon hai nhom doc lap
vGi cac bién phan phdi khong chuan.
M6 hinh héi quy logistic da bién Xac
dinh cac yéu td nguy co doc lap lién
quan dén PRA (+) trudc ghép.

3. Pao dirc nghién ciru

Nghién ctru da dugc Hoi dff)ng bao
dic Hoc vién Quan y phé duyét, theo
Quyét dinh sd 1231/QD-HVQY ngay
01/11/2017. S6 liéu trong nghién ctru
dugc Bénh vién Quan y 103, Hoc vién
Quan y cho phép sir dung va cong bb.
Nhom tac gia cam két khong c6 xung
dot loi ich trong nghién curu.

KET QUA NGHIEN CU'U

1. Mt s6 dic diém chung ciia nhém
nghién ciru

Tudi trung binh ctia nhém nghién
ctru 14 39,38 + 11,84, BN nam chiém ty
1€ cao hon BN nit (57,2%). Nguyén
nhan hang dau dan dén bénh than man
giai doan cudi trong nghién ctru cua
chung t6i 12 viém cau than man tinh
(88,8%). Chi s6 khéi co thé (BMI) trung
binh cia BN 1a 20,17 + 2,6 kg/m?.
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2. Pic diém tién min cam trudc ghép va tién sit min cam ¢ d6i twong
nghién ctru
Bang 1. Dac diém PRA trude ghép.

Dic diém S6 lwong (n) Ty 1€ (%)
PRA (-) 104 68,4
<10% 34 22,4
>10% 14 9,2
PRA () % PRA 3,5
Trung vi (TPV) (1-10,15)

Trong 152 BN, c¢6 104 BN (68,4%) co6 két qua PRA (-) va 34 BN (22,4%) c6
PRA (+) véi ty 1& < 10%, PRA (+) > 10% chiém 9,2% (14/152 BN).

Bang 2. Phan bd BN theo tién sir man cam trude khi ghép than.

Tién sir min cam S6 lwong (n) Ty 1€ (%)
Khéng 74 48,7
Truyén mau 31 20,4
o Mang thai 31 20,4
Truyén mau va mang thai 13 8,5
ba ghép than trude do6 3 2

74/152 BN (48,7%) khdng c6 tién sir man cam trudc ghép. Tién sir truyén mau
va mang thai cia nhém nghién ctru chiém ty 1€ bang nhau (20,4%). C6 3 BN (2%)
da tirng ghép than trudc do.

3. Méi lién quan giira PRA trudc ghép va mot so dic diém lam sang, cin
lam sang ¢ nhém BN nghién ciru

Bang 3. Méi lién quan giira PRA trudc ghép va gi6i tinh (n = 152).

PRA Nam (n = 87) Nir (n = 65) D
PRA (-) 65 (74,7) 39 (60) - 0.05°
PRA (+) 22 (25,3) 26 (40) ’
PR~A 2 6,9 <0,01°
PRA (+)  Trungvi (TPV) (1-4,75) (2,75 - 11,65)
(n = 48) < 10% 19 (86,4) 15 (57,7) < 0,05
> 10% 3 (13,6) 11 (42,3) ’

(a: Chi-square test; b: Mann-Whitney U test)
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Ty I¢ PRA & nit gi61 1a 6,9%, cao hon so v&i nam gidi (2%) (p < 0,01). Bén
canh do, ty 1€ nir gidi c6 PRA > 10% cling cao hon 10 rét so véi nam gidi (42,3%
so véi 13,6%; p <0,05).

Bang 4. Méi lién quan giita PRA trudc ghép va tudi (n = 152).

N
PRA (-) 20 (64,5) 38(704) 27(75)  12(60) 7 (63,6) B
PRA (+) 11(35,5) 16(29,6) 9 (25) 8(40)  4(364)

PRA 1 3,5 7,95 6,5 3

Trungvi (1-4) (1-10) (59-12) (1,25-13,9) (1,5-7,5) >0,05°

(=48~ 0% 9(81,8) 12(75) 5(556)  4(50) 4 (100)
>10% 2(18,2) 4(25) 4(444)  4(50) 0 (0)

(a: Chi-square test; b: Kruskal-Wallis test; c: Fisher’s exact test)

> 0,05°

Khong c6 mdi lién quan giita PRA trude ghép va tudi (p > 0,05).
Bang 5. M6i lién quan giira PRA trudc ghép va truyén mau (n = 152).

Truyén mau Khéng TM

PRA (n = 44) (n = 108) OR.p
PRA (-) 23 (52,3) 81 (75) p < 0,012
PRA (+) 21 (47,7) 27 (25) OR = 2,739
PR.A 4 3 > 0,05°
PRA (+)  Trungvi(TPV) (1,5 - 10,6) (1-10)
(n=48) < 10% 14 (66,7) 20 (74,1) p > 0,052
> 10% 7 (33,3) 7 (25,9) OR = 1,429

(a: Chi-square test; b: Mann-Whitney U test; TM: Truyén mdu)

BN c6 tién st truyén méu c6 ty 18 xuét hién PRA (+) 13 47,7%, cao hon so véi
nhom khong truyén méu (25%), su khac biét c6 y nghia véi p < 0,01. Kha nang c6
PRA (+) & nhém BN di truyén mau cao gap 2,739 lan so v6i nhém chua timg
truyén mau (p < 0,01). Khong c6 sy khac biét giita hai nhém vé ty 16 PRA trung
binh va ty 1€ c6 PRA > 10% (p > 0,05).
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Bang 6. M6i lién quan giita PRA trudc ghép va mang thai & BN nir (n = 65).

ba tirng Chua tirng
PRA mang thai mang thai OR,p
(n=44) (n=21)
PRA (-) 25 (56,8) 14 (66,7) p > 0,052
PRA (+) 19 (43,2) 7 (33,3) OR=1,52
PRA 10 2
: < 0,005°
PRA (+) Trungvi(TPV) (4-14) (1-3)
(n=26) < 10% 8 (42,1) 7 (100) p > 0,052
>10% 11 (57,9) 0 (0) OR =N/A

(a: Chi-square test; b: Mann-Whitney U test)
BN nif c6 tién sir mang thai c6 ty 16 % PRA (+) cao hon c¢6 ¥ nghia thong ké so

v61 nhém chua tirng mang thai (p < 0,005). Khong c6 su khéc biét gitra hai nhom

vé ty 16 PRA (p > 0,05).

Bang 7. Hdi quy logistic da bién cac yéu t6 lién quan dén PRA (+) trudc ghép.

Yéu t6 OR 95% CI p
Truyén mau trudc ghép 2,948 1,37 - 6,347 < 0,012
Tién str mang thai 2,339 1,076 - 5,085 < 0,052

(a: Multivariate Logistic Regression)

Truyén mau trude ghép va tién st mang thai 13 hai yéu t6 doc 1ap lién quan dén

xuat hién PRA (+) trude ghép (p < 0,05).

BAN LUAN
Ty 1¢ BN c¢6 PRA (-) trong nghién
ctru 12 68,4%, PRA (+) chiém 31,6%.
Tat ca BN trong nghién ctru cta chung
t6i déu c6 ty 16 PRA (+) < 20%. Khi
nghién ctu trén 86 BN ghép than, tac
gia De Sousa MV va CS (2018) thay ty

1€ BN c6 PRA (-) la 25,6%, PRA (+)
nhung DSA (-) 1a 50% [3].

Trong nghién ctu cua ching to1,
nhém BN khong c6 tién sir man cam
chiém 48,7% va BN c¢6 tién st truyén
mau, mang thai va ghép tang trudc do
chiém 51,3%. Tién st man cam & BN
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trudc ghép than 1a mot trong nhing yéu
t6 mién dich bat loi. Truyén mau, mang
thai va ghép tang trudec d6 cua BN la
nhimg yéu t6 dan t6i sy hinh thanh sén
PRA trong huyét twong ctia ngudi nhan,
c6 thé 1a PRA dic hiéu véi nguoi cho.
Su hién dién cua cac PRA dac hiéu voi
ngudi cho tir trude duoc coi 13 yéu td
nguy co gay thai ghép téi cap hodc thai
ghép cap tinh, dan dén mat manh ghép.
O BN cho ghép, xét nghiém PRA can
duoc sang loc it nhét 3 thang 1 lan, néu
BN dugc truyén mau hodc ché pham
mau, can 1ap lai xét nghiém sau 14 va
28 ngay [4].

Trong bang 3, chiing toi tim hiéu moi
lién quan gitra PRA voi mot sé yéu t6
nhu gidi tinh, tudi, truyén mau va mang
thai, két qua cho thay BN nit ¢ ty 1&
PRA trung binh va ty 16 PRA > 10%,
cao hon BN nam, sy khac biét co y
nghia thong ké. Cac BN trong nghién
clru cua chung toi c6 ty 18 truyén mau
va mang thai cao & nhom BN nfr, day la
nhitng yéu t6 thuan loi thuc day sy xuat
hién cac khang thé luu hanh sén trong
huyét thanh. Két qua bang 5 cho thay ty
1¢ BN ¢6 PRA (+) & nhom co tién sir
truyén mau la 47,7%, cao hon ro rét so
v6i nhom khong truyén mau (25%), voi
p <0,01. Kha nang xuat hién PRA (+) &
BN ¢ tién sir truyén mau cao gan gap 3
lan so v6i BN khong truyén mau (OR =
2,793; p < 0,01). Bén canh d6, nhom

184

BN ni ¢6 tién sir mang thai cé ty 1¢ PRA
trung binh ciling cao hon c6 y nghia
thng ké so v6i nhom chua timg mang
thai, sy khac biét c6 ¥ nghia thong ké
(Bang 6). Trong nghién ctru cia ching
t6i khong thay mbi lién quan gitra tudi
voi PRA trudce ghép (p > 0,05) (Bang 4).
Tac gia Obrador GT va CS (2013) nhan
thdy ty 16 BN nit c6 PRA (+) trudc ghép
cao hon BN nam, dac biét 1a nhiing
ngudi da timg mang thai [5]. Cac két
qua tuong tu cling dugc ghi nhan béi tac
gia Alagoz S va CS (2019) nhan thiy ty
1¢ phu nir ¢6 tién st mang thai trong
nhoém PRA (+) 1a 60%, cao hon so véi
nhom PRA (-) 1a 33,3% [6].

Khi phan tich hdi quy logistic mot sd
yéu td trude ghép lién quan dén PRA
(+), két qua cho thay tién sir truyén mau
va mang thai 13 cac yéu t6 doc lap lién
quan dén sy xuat hién PRA (+) trudc
ghép. Két qua cua ching t6i tuong tu
v6oi nghién ciu cua Ayna TK va CS
(2011) cho thay nhitng BN ¢6 tién sir
truyén mau, mang thai, truyén mau két
hop véi thai ghép c6 ty 1€ PRA (+) cao
hon [7]. Ty 1é man cam & BN sau truyén
mau c6 thé xay ra & 20% BN chd ghép,
lam tang nong do khang thé va tang chi
s cPRA (calculated panel reactive
antibody), anh huong bét loi dén kha
nang tiép nhan tang sau ghép [8].
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KET LUAN

PRA (+) truéc ghép co6 ty I¢ la
31,6%, trong d6 22,4% BN c6 ndng do
khang thé < 10% va 9,2% BN c6 nong
do > 10%. Ty 1¢ PRA trung binh va ty
16 BN c6 ndng do khang thé > 10% &
BN so voi BN nam
(p < 0,05). Lich sir truyén méau va mang

nt cao hon

thai duoc xac dinh la cac yéu t6 lién
quan dén sy xuét hién cua PRA (+)
trudc ghép. Nguy co xuat hién PRA (+)
& BN ¢ tién sir truyén mau cao hon c6
¥ nghia théng ké so v6i nhom khong
truyén mau (OR = 2,793; p < 0,01).
Khong c6 mdi lién quan giita PRA
trude ghép va tudi caa BN (p > 0,05).

TAI LIEU THAM KHAO

1. Ismail N, Hakim RM, Helderman
JH. Renal replacement therapies in the
elderly: Part 1l. Renal transplantation.
Am J Kidney Dis. 1994; 23(1):1-15.

2. Phuong - Thu TP and Phuong - Chi
TP. Quick guide to kidney transplantation,
Wolters Kluwer, Philadelphia. 2020.

3. De Sousa MV, Gongalez AC, De
Lima Zollner R, et al. Effect of

preformed or de novo anti-hla antibodies
on function and graft survival in kidney
transplant recipients. Ann Transplant.
2018; 23:457-466.

4. B6 Y té&. Huéng dan ghép tang
Viét Nam. Nha xut ban Y hoc, Ha Ngi.
2017.

5. Obrador GT and Macdougall IC.
Effect of red cell transfusions on future
kidney transplantation. Clin J Am Soc
Nephrol. 2013; 8(5):852-860.

6. Alagoz S and Seyahi N. Frequency
of human leukocyte antigens and donor
specific antibodies in long-term living
donor kidney transplantation. Transplant
Proc. 2019; 51(7):2302-2307.

7. Ayna TK, Ciftci HS, Isitmangil G,
et al. Flow cytometric crossmatching
and panel-reactive antibodies in chronic
renal failure patients. Transplant Proc.
2011; 43(3):805-808.

8. Leffell MS, Kim D, Vega RM,
et al. Red blood cell transfusions and
the risk of allosensitization in patients
awaiting primary kidney transplantation.
Transplantation. 2014; 97(5):525-533.

185



TAP CHi Y DUQC HQC QUAN SU SO 5 - 2025

PAC PIEM LAM SANG, CAN LAM SANG
VA GIA TRIMOT SO THONG SO VIEM O BENH NHAN
UNG THU PHOI KHONG TE BAO NHO GIAI POAN MUON

Pham Thj Kim Nhung'*, Pham Xudn Dinh', Ta Bd Thing
Dao Ngoc Bing', Nguyén Thi Xuyén', Dinh Ngoc Duy?

Tom tit
Muc tiéu: M6 ta dic diém 1am sang, can 1am sang va cac thong sé viém (NLR,
PLR va SII) & bénh nhan (BN) ung thu phdi khong té bao nhé (UTPKTBN) giai
doan mudn. Phwong phdp nghién ciru: Nghién ctru hdi ctru két hop tién ciru, mo
ta cat ngang trén 109 BN duoc chan doan xac dinh UTPKTBN giai doan mudn
(ITIB, IIIC, 1V), diéu tri ndi tra tai Trung tam Noi1 HO hép, Bénh vién Quan y 103
tir thang 01/2019 - 9/2024. Két qud: Tudi trung binh mic UTPKTBN 1a 65,43 +
12,09, nam gi6i chiém uu thé. Triéu ching 1am sang chu yéu 14 ho (86,33%) va
dau nguc (53,33%). Cac co quan thudng di can gdm mang phoi (42,20%), phoi ddi
bén (22,93%), 6 bung (19,27%) va xuong (18,35%). 79,82% BN ¢ giai doan IV,
trong d6 75,23% 14 ung thu biéu mé tuyén. Trén phim chup cat 16p vi tinh (CLVT)
nguc, ton thuong phd bién 13 béng md dang tron (92/109) va tran dich mang phoi
(50/109). Gia tri trung vi cia NLR 1a 3,467 (khoang tir 0,739 - 36,943), PLR va
SII lan luot 12 166,379 va 981,167 (khoang tir 35,494 - 1.127,027 va 232,214 -
14.831,676). Két lugn: BN UTPKTBN giai doan muon cha yéu 1a nam gidi, tudi
cao, c6 triéu ching 1am sang da dang va thuong 13 ung thu biéu mé tuyén. Cac
hinh anh trén CLVT nguc thuong gip 1a bong mo tron va tran dich mang phoi. Cac
chi s6 viém NLR, PLR va SII ¢6 gia tri trung vi lan luot 13 3,467; 166,379

va 981,167.
Tir khoa: Ung thu phoi khong té bao nho; Ty 18 bach ciu trung tinh trén bach
cau lympho (NLR); Ty 1¢ tiéu cau trén bach ciu lympho (PLR); Chi s6 viém - mién

dich toan than (SII).

!B mén - Trung tAm Noi Ho hap, Bénh vién Quan y 103, Hoc vién Quan y
’H¢ 2, Hoc vién Quén y
“Tac gia lién hé: Pham Thi Kim Nhung (phamthikimnhung@vmmu.edu.vn)
Ngay nhan bai: 17/02/2025
Ngay duge chip nhan ding: 25/4/2025
http://doi.org/10.56535/jmpm.v50i5.1217
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CLINICAL, PARACLINICAL CHARACTERISTICS AND
INFLAMMATION SCORES IN PATIENTS WITH LATE STAGE
NON-SMALL CELL LUNG CANCER

Abstract

Objectives: To describe clinical and paraclinical characteristics and some
inflammatory scores (NLR, PLS, SII) in patients with late stage non-small cell
lung cancer. Methods: A retrospective and prospective, cross-sectional study was
conducted on 109 patients diagnosed with late stage non-small cell lung cancer at
the Respiratory Center, Military Hospital 103, from January 2019 to September
2024. Results: The mean age of patients was 65.43 + 12.09 years, with a higher
proportion of males. Patients have a variety of clinical symptoms, the most
common clinical symptoms being cough (86.33%) and chest pain (53.33%). The
most common sites of metastasis were the pleura (42.20%), contralateral lung
(22.93%), abdomen (19.27%), and bones (18.35%). 79.82% of patients were in
stage 1V, and adenocarcinoma accounted for 75.23% of the cases. On chest
computed tomography (CT), the most frequent findings were pleural effusion
(50/109) and round-shaped opacity (92/109). The median value of NLR was 3.467,
with a range of 0.739 to 36.943. The median values for PLR and SII were 166.379
and 981.167, respectively, with PLR ranging from 35.494 to 1127.027 and SlI
from 232.214 to 14831.676. Conclusion: Patients with late stage non-small cell
lung cancer had a higher rate in males, a high mean age, with diversified clinical
symptoms, predominantly adenocarcinoma, and typically present with round-
shaped opacity and pleural effusion on chest CT. The median values of NLR, PLR,
and Sl were 3.467, 166.379, and 981.167, respectively.

Keywords: Non small cell lung cancer; Neutrophil to lymphocyte ratio (NLR);
Platelet to lymphocyte ratio (PLR); Systemic immune-inflammation index (Sl1).

PAT VAN PE

Ung thu phdi (UTP) nguyén phat 1a
khéi u 4c tinh, ngudn gdc tir biéu md
phé quan, tiéu phé quan tan, phé nang
hoic cac tuyén phé nang. Theo
Globocan (2022), UTP dtng dau trong
téng sd ca mic mai (12,4%) va ding

dau ty 18 tir vong vi ung thu (18,7%).
Trong d6 UTPKTBN chiém toi 85%
tong sd ca UTP noi chung [1].

Triéu chtng 1am sang ctia UTP gidng
cac bénh phdi lanh tinh khéc, khi c6
biéu hién 1am sang, khbi u da hoan tat
3/4 su phat trién cua nd. Vi vay, UTP
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thuong duoc chan doan mudn. Tyl¢ BN
UTP séng > 5 nim con thip (25,4%)
[2]. Do @6, viéc chan doan sém, tién
lugng bénh voi cac bién phap diéu trj rat
c¢6 ¥ nghia trén 1am sang. Nhiéu nghién
cru chi ra mbi quan hé giira viém va
bénh ung thu [3]. Viéc nghién ctru mdt
s6 thong sb viem & BN UTP c6 gia tri
trong tién lugng va dap tmg diéu trj cta
bénh. Trong do, cac chi s6 bach cau,
tiéu cau, NLR, PLR, SII la nhiing thong
s6 viém don gian, dé thyc hién trén 1am
sang va c6 y nghia trong tién lugng
bénh. Do do, nghién ctru nay dugc thuc
hién nham: Mé td ddc diém lam sang,
cdn lam sang va mot sé thong sé viém
(NLR, PLRva SIl) o BN UTPKTBN giai
doan muon.

POI TUQNG VA PHUONG PHAP
NGHIEN CUU

1. P6i twong nghién ciru

Gom 109 BN chan doan x4c dinh la
UTPKTBN giai doan mudn (II1B, IIIC,
IV) duogc diéu trj tai Bénh vién Quan y
103 trong thoi gian tur thang 01/2019 -
9/2024.

* Tiéu chuan lua chon: BN c6 béng
chirng mo bénh va hod mo mién dich 1a
UTPKTBN, khéng déng mic ung thu
co quan khac; BN duoc chin doan giai
doan IIIB, IIIC, IV theo bang phan loai
TNM (Tumor Nodes Metastasis) phién
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ban 1an thir 8; BN méi chan doan, chua
diéu tri hoa chat, xa tri, dich hay mién
dich; BN ddng y tham gia nghién ctru.

* Tiéu chudan logi trir: BN ¢6 tinh
trang nhiém trang cip (nhidm khuan
hoic nhidm virus tai thoi diém nhéap
vién;, BN dang duoc diéu tri b'fmg
corticoid hé thong; BN diing mau va cac
ché pham mau trong thoi gian 3 thang
trude khi ldy mau lam xét nghiém trong
nghién ciru; BN khong day du ho so
bénh an; BN dong mac ung thu khac
ngoai UTP; BN khong dong y tham gia
nghién clru.

2. Phwong phap nghién ctru

* Thiét ké nghién ciru: Nghién ciru
héi ctru két hop tién ctru, mo ta cat ngang.

* Phuwrong phdp chon mau: Chon mau
thuan tién.

* C& mau: C& miu toan b (dua vao
nghién ctru tit ca cac BN dap tmg du
tiéu chuan lya chon, tiéu chuén loai trir
va trong khoang thoi gian nghién ciu).

* Cdc bién s6 nghién ciru va cach
xdc dinh: BN dugc khdm [am sang danh
gia cac dic diém nhu tudi, gisi tinh, tién
sir hut thude, thoi gian biéu hién bénh,
triéu ching toan than, triéu chiing ho
hép, x€t nghiém cén 1am sang dé chan
doan xac dinh bénh bﬁng mo bénh hoc
va chan doan giai doan bénh (PET/CT,



TAP CHi Y DUQC HQC QUAN SU SO 5 - 2025

CLVT va cong huong tir). Xét nghiém
mau ngoai vi dugc lay tai thoi diém BN
nhap vién va chua duoc diéu tri béng
phuong phéap nao.

NLR = S6 lugng tuyét ddi cua bach
cau N/sd luong tuyét dbi ctia bach cau L.

PLR = S6 luong tuyét dbi cua tiéu
cau/sd luong tuyét ddi bach cau L.

SII = Sb luong tiéu ciu x sb luong
bach cau N/sb lugng bach cau L.

* Xip Iy 50 liéu: SO liéu duge xir 1y
bang phan mém Excel va phan mém
thdng ké SPSS 22.0.

3. Pao dirc nghién ciru

Nghién ctru da dugc thong qua Hoi
ddéng Pao dirc Bénh vién Quan y 103
theo Quyét dinh sé 4279/QD-HVQY,
ngay 27/9/2024. S liéu duoc Bénh vién
Quan y 103 cho phép sir dung va cong
bd. Nhom tac gia cam két khong cod
xung dot loi ich trong nghién ctru. Tat
ca BN nghién ciru déu tu nguyén tham
gia nghién ctru va dugc bdo mat thong
tin, ma hoéa sb liéu. Viéc nghién ctru chi
nham muc dich chan doan va diéu tri,
khong con muc dich nao khac.

KET QUA NGHIEN CUU

1. Pac diém lam sang, cin lAm sang

Bang 1. Dic diém chung ctia d6i twong nghién ctru.

Piic diém chung S6 BN (n) Ty 18 (%)
. Nam 81 74,31
G161 tinh
Nir 28 25,69
<40 02 1,83
40 - 60 29 26,61
Tudi > 60 78 71,56
Min - Max: 24 - 96
Tudi trung binh: 65,43 + 12,09
" . Co 56 51,37
Tién str hat thudc
Khéng 53 48,62

Trong nghién ctru ctia ching t6i, nhom tudi > 60 13 chu yéu (71,56%). Do tudi
trung binh 12 65,43 + 12,09; trong d6 tudi nhé nhat 1a 24, tudi 16n nhat 1a 96. Trong
109 BN nhién ctru, nam gidi chiém da sd, ty 1& nam/nir 13 2,89/1. C6 51,37% sb ca

bénh di va dang hat thude 14, thude 13o.
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Biéu dd 1. Ty 1¢ cac triéu chimg co ning va thyc thé.

Céc triéu ching UTP giai doan mudn thudng gip 1a ho, dau nguc, kho tho, giy
sUt can chiém lan lugt 70,6%, 56,88%, 35,78%, 33,95%. Cac triéu chung it gap
hon 14 ¢6 hach ngoai vi (13,76%); ho mau (11,93%) va ngén tay dui trong (6,42%).
Tham kham thyc thé thudng gap nhit 1a hoi chung tran dich mang phdi (42,20%),
hach ngoai vi (13,76%) va hoi ching dong dic (11,93%). Ngon tay dui trong, hoi
chtng phé quan va hoi ching trung thét it gap hon voi ty 1& twong tng 13 6,42%,

5,51% va 4,59%.
Bang 2. Dac diém can lam sang.
Pic diém S6 BN (n) Ty 18 (%)
Nio 06 5,50
Xuong 20 18,35
Co quan Phoi dbi bén 25 22,93
di cin xa Mang phoi 46 42,20
O bung 21 19,27
Nio 06 5,50
Bicéu mo tuyén 82 75,23
Phan loai type Biéu mo vy 20 18,35
mo bénh Té bao 16n 01 0,92
Khac 06 5,50
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Pic diém S6 BN (n) Ty 18 (%)
111B 14 12,84
Giai doan bénh ic 08 7,34
v 87 79,82
. o Bong mo dang tron 92 84,44
Hinh thai ton o . 5.
) Tran dich mang phoi 50 45,87
thuong trén 5.
. Xep phoi 18 16,51
phim CLVT nguc N ..
Viém phoi 10 9,17

Tan suit hay gip di cin 1a mang phdi (42,20%); phdi d6i bén (22,93%), 6 bung
(19,27%) va xuong (18,35%). Trong nghién ctru cua chung toi, ung thu biéu mod
té bao tuyén chiém ty 1é cao nhét voi 82/109 BN (75,23%). Sau d6 1a té bao vay
20/109 BN (18,35%); té bao 16n 01/109 BN (0,92%) va 06 BN (5,50%) hén hop
té bao vay va té bao tuyén. C6 79,82% (87/109) s6 BN ¢ giai doan IV tai thoi diém
chan doan. Hinh thai ton thuong hay gip trén CLVT nguc 13 bong mo dang tron
(84,44%), tran dich mang phoi (45,87%), xep phoi (16,51%), viém phai (9,17%).

2. Gi4 tri théng s6 NR, PLR, SII é BN UTPKTBN

Bang 3. Gid tri cia cac thong s6 viém.

Théng s6 Trung vi Q1-Q3 Min - max
NLR 3,467 2,222 - 5,189 0,739 - 36,943
PLR 166,379 124,373 - 231,743 35,494 - 1127,027
S1I 981,167 595,759 - 1690,988 232,214 - 14831,676

Gia tri trung vi cia NLR 1a 3,467 (min - max: 0,739 - 36,943). Chi s6 PLR va
SII ¢6 gia tri trung vi 1an luot 1a 166,379 va 981,167. Gia tri nhod nhat va 1on nhét
ctia PLR va SII tuong tmg 13 35,494 - 1127,027; 232,214 - 14831,676.

BAN LUAN
1. Pic diém 1am sang, can 1am sang
Trong nghién ctru cta ching t6i, do
tudi trung binh 14 65,43 + 12,09; do tudi
hay gip nhat 1a > 60 tudi (71,56%),
trong d0, tudi nho nhat 1a 24 va BN 16n
tudi nhét 1a 96. Trong 109 BN, nam gidi

chiém da s6 voi ty 16 nam/nir 13 2,89/1.
C6 51,37% BN di va dang hut thudc 14,
thudc 1ao. Nghién ctru cta ching toi
cling c6 su twong dong véi mot sb
nghién ctu trong nudc. Theo tac gia
Nguyén Thi Lan Anh va CS (2017), tudi
trung binh ctia BN UTP biéu mé tuyén
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1a 59,6 £9,9 va ty 1€ nam/nir 1a 2,53 [4].
Theo nghién ciru cia Nguyén Puc
Nhon va CS (2021), d6 tudi trung binh
cua nhom BN nghién ctru la 60,5 +
10,15; trong d6 nam gi6i chiém wu thé
véi ty 1€ nam/nir 1a 1,95 [5].

BN UTP giai doan mudn tai thoi
diém nhap vién, duoc chan doan c¢6 da
dang céc triéu ching, vé ho hép, toan
than va di cin xa. Triéu chimg ho hép
hay gip nhat 13 tinh trang ho va dau
nguc véi ty 1€ tuong ung 70,6% va
56,88%. Tiép do6 1a kho tho (35,78%) va
gay sut can (33,95%). Thim kham thuc
thé thuong gip tran dich mang phoi
(42,20%); ngon tay dui tréng 13 tricu
chtng it gip nhat véi 6,42%. Két qua
nay cao hon so v&i nghién ctu trong
nuée cia Nguyén Dic Nhon va CS
(2021), cac triéu ching hay gip nhat 1a
dau nguc (38,3%); kho tho (20,9%) va
ho khan (16,5%) [5]. Su khac biét nay
do nhoém BN nghién ctru 1a nhitng BN
giai doan cudi nén nhiéu biéu hién 1am
sang hon.

Trong 109 BN UTPKTBN, phan type
té bao tuyén chiém da s6 voi 82/109 BN
(75,23%), té& bao vay 20/109 BN
(18,35%); té bao lén 01/109 BN
(0,92%). C6 6 BN mang dong thoi té
bao vay va té bao tuyén. Co quan di cin
hay gip nhat 1 mang phoi (42,2%) va
phoi ddi bén (22,93%) sau d6 1 6 bung
(19,27%) va xuong (18,35%). Hinh théi
t6n thuong thuong gip nhat trén CLVT
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nguc 1a tran dich mang phoi (50/109) va
bong mo dang tron (92/109).

2. Gia tri thong sé viem NLR, PLR,
SII trong mau ngoai vi cua BN
UTPKTBN giai doan mun

Viém, dac biét la viém man tinh co
lién quan chat ché to1 sinh Iy bénh cua
ung thu. Bach ciu trung tinh khong
nhirng 13 hang rao bao vé cho cac khoi
u ma con anh huong toi su biéu hién cac
gene cua té bao ung thu, anh huong toi
su tién trién cua khoi u théng qua viéc
tao ra cac phan trng oxy hoa khur trong
vi mé truong khéi u [6]. Té bao lympho
tiét ra cac cytokine va chemokine nhu
IFN-y va yéu t6 hoai tir khéi u TNF-a
gian tiép gop phan vao phan ting mién
dich chdng ung thu va tryc tiép tiéu diét
té bao u [7]. Tiéu cau khong chi dong
vai trd quan trong trong su phat trién
ctia khoi u thong qua viéc san xut cac
yéu t ting truong té bao bao gdm yéu
t6 tang truong cd ngudn gbc tiéu cau,
yéu tb ting truong ndi mdé mach mau,
yéu to ting trudng B va yéu tb tiéu cau
IV, c6 thé kich thich su tang sinh mach
va ting truong khéi u. Tiéu cau gop
phan vao sy két dinh 6n dinh giira noi
mac mach méau va té bao ung thu,
chuyén té bao ung thu ra khoi mach
mau. Clng véi do, tiéu cau co thé ting
cuong sy ting sinh hinh thanh khéi u
bang cach thiic ddy su di chuyén cua cac
té bao viém, né gitp té bao ung thu dinh
vao nhau va dinh vao tiéu ciu thong qua
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qua trinh glycosyl hoa bat thudng tao
phtrc hop glycan - pectin gidp té bao
ung thu thoat khoi sy tin cong cua hé
théng mién dich cua co thé [8]. Bén
canh d6, cong thirc mau no6i chung va ty
1é céc loai bach cau noi riéng co su thay
doi, phu thudc nhiéu yéu td nhu tinh
trang nhiém khuén, virus, ky sinh tring,
st dung corticoid, st dung cac hoa
chat/thudc co tac dung khoéng mong
mudn tc ché tuy xuong,... Do dé, cac
chi s6 viém mic du duoc chimg minh
vai tro sinh 1y bénh trong ung thu nhung
khong cé tinh dac hi¢éu trong ung thu
cling nhu tinh ddc hiéu riéng biét trong
tung loai ung thu khac nhau. Pac biét,
trong mot s6 truong hop BN UTPKTBN
c6 biéu hién hoi ching can u huyét hoc
thi cac chi s6 nay sé c6 khoang dao dong
kha lon.

D3 ¢6 nhiéu nghién ctru chimg minh
gia tri tién lwong cia mot s6 marker vé
viém voi dap Gmg diéu tri cling nhu séng
thém cua UTPKTBN. Nghién ctru cua
chung t6i cho thiy gi4 tri trung vi cua
NLR, PLR va SII lan luot 1a 3,467;
166,379; 981,167. Két qua nay kha
tuong ddng v4i nghién ciru cua Jingjing
Liu va CS (2019) khi danh gia gia tri
tién lugng clia cac chi sd nay trén 44 BN
UTPKTBN, cung ¢ giai doan mudn,
duoc diéu tri don trj v6i nivolumab (gia
tri diém cét cua SII, NLR va PLR lan
luot 12 603,5; 3,07 va 144) v6i mbi quan

hé doc lap: SII, NLR va PLR cang thap
- PES va OS cang dai. Két qua ciing
tuong dong voi nghién ciru ciia Tong va
CS (2017) trén 332 BN UTPKTBN giai
doan 11T v6i diém cut-off cia cac chi sb
SIT > 660, PLR > 147 c6 tuong quan chi
s6 toan trang (PS) cao (p < 0,001), giai
doan khdi u mudn (p<0,001), giai doan
bénh tién trién (p = 0,019) va ty 1& dap
tmg thap (p = 0,018). Riéng vé chi sd
NLR, nghién ctru ciia chung toi c6 thap
hon (3,467 so v&i 3,57) [9]. Két qua nay
cling thap hon so véi nghién ctru trong
nudce cua Huynh btc Lé va CS (2022)
trén 53 BN UTPKTBN giai doan IV
duoc diéu tri bang hoa chat c¢6 platinum
tai Trung tam Ung budu, Bénh vién
Quan y 103 va Khoa Ung budu, Bénh
vién Phéi Trung wong tir thang 01/2019
- 8/2022 véi diém cut-off 1an lugt cla
NLR, PLR trudc diéu trj 1a 3,75 va 194
[10]. Sy khéc biét trong nghién clru nay
c6 thé do s6 luong BN nghién ctru chua
du 16n va BN duoc lua chon tai thoi diém
nghién ctru c6 giai doan bénh Khac nhau.

KET LUAN

Nghién ciru 109 BN UTPKTBN giai
doan muon diéu trj tai Bénh vién Quan
y 103 cho thdy tudi trung binh méc bénh
14 65,43 £ 12,09, ty 1¢ BN nam cao hon
BN nir (2,89/1). Nhom BN nghién ctru
c6 triu chig 1dm sang da dang, chu
yéu 1a ho va dau nguc. Kham thyc thé
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thuong gdp hoi ching tran dich mang
phdi. Cac co quan hay gip di cin lan
luot 1a mang phdi (42,20%) va phdi ddi
bén (22,93%), 6 bung (19,27%) va
xuong (18,35%). 79,82% s6 BN
(87/109) ¢ giai doan IV, khoang 3/4 BN
13 ung thu biéu mé tuyén (75,23%). Hinh
thai ton thwong thuong gip nhit trén
CLVT nguc 1a tran dich mang phoi
(50/109) va bong mo dang tron (92/1009).

Gid tri trung vi cua NLR 1a 3,467 (gia
tri nho nhat - 16n nhat: 0,739 - 36,943).
Chi s6 PLR va SII ¢6 gi4 tri trung vi lan
lugt 14 166,379 va 981,167. Gia tri nhd
nhit va 16n nhét ciia PLR va SII twong
ung 1a 35,494 - 1127,027; 232,214 -
14831,676.
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PANH GIA KET QUA LAM SANG GIAI POAN SOM
SAU SU DUNG STENT DYNAM X O BENH NHAN MAC
HQI CHUNG PONG MACH VANH CAP TAI BENH VIEN E

Nguyén Thé Huy™, Vi Vin Ba', Ly Pirc Ngoc!
D6 Lé Anh!, Tran Minh Giam?, Pam Hii Son', Phan Thdo Nguyén!

Tom tat

Muc tiéu: Panh gia két qua 1am sang thoi diém 3 thang sau sir dung stent Dynam
X trong diéu tri bénh nhan (BN) mac hoi chitng dong mach vanh (PMV) cap tai
Bénh vién E. Phwong phdp nghién ciru: Nghién cau tién ciu, mo ta, khéng co
nhém chiing trén 59 BN mac hoi ching DMV cép duogc can thiép st dung stent
Dynam X tai Trung tdm Tim mach, Bénh vién E tir thang 01 - 11/2024. Két qud:
D6 tudi trung binh 12 70,5 + 8,2. Nam gidi chiém 61,4%. Toan bo BN nhap vién
trong bénh canh hoi chimg PMV cép, trong d6, dau that nguc khéng 6n dinh chiém
ty 1é cao nhat 44,1%. Ton thuong gip nhiéu nhat & mach lién that trugc (44,1%)
Vi ty 16 ton thuong voi hoa va xodn gap lan luot 12 16,9% va 8,4%. Ty Ié thanh
cong 1am sang 1a 98,6%, khdng ghi nhan céc bién ¢ nang trong can thiép. Khéng
ghi nhan cac bién ¢ tim mach ning trong thoi gian theo ddi. Két lu@n: Nghién
ctu cho thay tinh an toan vé mat 1am sang cua stent Dynam X trong diéu tri BN
mac hoi chitng DMV cap ¢ giai doan 3 thang tai Bénh vién E.

Tir khéa: Dynam X; Novolimus; Hoi ching dong mach vanh cap.

EVALUATION OF EARLY CLINICAL OUTCOMES
AFTER USING THE DYNAM X STENT IN PATIENTS WITH
ACUTE CORONARY SYNDROME AT E HOSPITAL

Abstract

Objectives: To evaluate the clinical outcomes at 3 months after using the Dynam
X stent coated in patients with acute coronary syndrome (ACS) at E Hospital.

Trung tdm Tim mach, Bénh vién E
“Téc gia lién hé: Nguyén Thé Huy (nguyenthehuy295@gmail.com)
Ngay nhan bai: 05/01/2025
Ngay dwoc chap nhan ding: 31/3/2025
http://doi.org/10.56535/jmpm.v50i5.1173
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Methods: A prospective, descriptive study without a control group was conducted
on 59 patients with ACS who underwent percutaneous coronary intervention (PCI)
using the Dynam X stent at the Cardiovascular Center, E Hospital, from January
2024 to November 2024. Results: The mean average age was 70.5 £ 8.2. Males
accounted for 61.4% of the participants. All patients were admitted to the hospital
with ACS, with unstable angina being the most common presentation (44.1%). The
most commonly affected vessel was the left anterior descending artery (44.1%),
with calcified and tortuous lesions observed in 16.9% and 8.4% of cases,
respectively. The clinical success rate was 98.6%, with no major complications
recorded during the intervention. No major cardiovascular events were recorded at
these follow-up points. Conclusion: The study demonstrates the clinical safety of
the Dynam X stent coated with Novolimus in treating coronary artery disease over
a 3-month period at E Hospital.

Keywords: Dynam X; Novolimus; Acute coronary syndrome.

mach mau, tra lai kich thudc va chuyén
dong tu nhién cta mach mau. Mot s6
nghién cau trén thé gii da chang minh
tinh hiéu qua va an toan cua thiét bi nay
so Véi cac stent phu thudc khung cd
dinh tiéu chuan [3]. Tai Viét Nam, stent
Dynam X da dugc Bo Y té chap thuan
va cho luu hanh trén thi truong. Hién

PAT VAN PE

Bénh Iy PMV la mot trong céac
nguyén nhan gay tir vong hang dau &
nguoi truong thanh tai Viét Nam ciling
nhu trén thé gioi [1]. Can thiép dat stent
DMV 1a diéu tri tiéu chuan nhim m¢
rong long mach va tai théng dong chay.
Cac thé hé stent da c6 nhiéu tién b, tuy
nhién mot nhuoc diém ¢b hitu 12 su ton
tai vinh vién ctia cac khung stent ctng,

chua c6 nghién cuu nao danh gia va
theo doi két qua sém ciing nhu dai han
cua thiét bi nay trén BN Viét Nam. Do

¢ dinh s& anh huong toi sy mém mai
cua mach mau cling nhu kha nang phuc
hoi cua thanh mach [2]. Stent Dynam X
phu thuéc Novolimus cé thiét ké khac
biét hoan toan vai cac khop néi gitra cac
mat stent s& duoc tiéu bién sau khoang
6 thang, gilip mat stent duoc giai phong,
cd thé gidn na va thich tng véi do cong
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d6, nghién cau duoc trién khai nham:
Pdnh gid két qua lam sang giai doan
som sau sw dung stent Dynam X ¢ BN
mdc héi chung DMV ccfp tai Bénh vién
E véi muc tiéu danh gid két qua theo
doi lam sang giai dogn 3 thang sau
can cua nhom BN

thiép trong

nghién cuu.
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POI TUQNG VA PHUONG PHAP
NGHIEN CUU

1. Poi twong nghién ciu

Go6m 59 BN mic hoi chitng DMV cép
duoc can thiép sir dung stent Dynam X
tai Trung tdm Tim mach, Bénh vién E
tur thang 01 - 11/2024.

* Tjéu chudn lwa chon:

BN > 18 tudi, BN c6 chi dinh chup
PMV theo Huéng dan quy trinh ky
thuat NoOi khoa, chuyén nganh Tim
mach ciia Bo Y té nam 2014; ton thuong
DPMYV hep > 70% trén phim chup mach
duoc can thiép sir dung stent Dynam X.

* Tiéu chuan logi trir: Ton thuong
DMV vi tri than chung vanh tréi, tén
thuong DMV vi tri cau ni cha - vanh,
t6n thuwong tai hep stent cii PMV.

2. Phwong phap nghién ctiru

* Thiét ké nghién cizu: Nghién ciu
tién cau, mo ta, khong c6 nhém ching.

* Cé mdu: Tat ca BN ¢d ton thuong
DMV dugc can thiép st dung stent
Dynam X trong thoi gian nghién cuu,
dap tng du tiéu chuan lya chon duogc
dua vao nghién cuu.

* Tiéu chudn chan dodn - Dinh nghia bién:

- Tudi, Troponin T hs, phan suat tong
mau 12 bién dinh luong, gidi tinh I bién
dinh tinh, mac d6 dau nguc theo phan
loai CCS, muc do khd tho theo phén
loai NYHA

- Chan doan hdi chung DMV cip
theo Quyét dinh 2187/QD-BYT ngay
03/6/2019 ctia Bo Y té: Hudng dan chan
doan va xtr tri hoi ching mach vanh cép.

- Ton thuong DMV theo phan loai
cia AHA/ACC (2021). Thong sb dinh
lugng (duong Kkinh, chiéu dai ton
thwong) dugc danh gia bang phan mém
phén tich trén may chup mach Philips
Allura Xper FD20 (hang Philips).

- Pinh nghia thanh cong thu thuat:
Pit duoc dung cu vao tén thuong khong
c6 bién chang nang vé dung cu va 1am
sang.

- Théng sb 1am sang ¢ thoi diém 30
ngay sau ra vién: Troponin T hs, chuc
nang tim, bién ¢ tim mach: Nhoi mau
co tim mdi, tai can thiép mach dich,
chay mau nang, dot quy ndo, tu vong.

- Thong s6 1am sang & thoi diém 3
thang sau ra vién: Troponin T hs, chac
nang tim, bién ¢ tim mach: Nhoi mau
co tim mdi, tai can thiép mach dich,
chay mau nang, dot quy néo, tr vong.*
Xir 1y 6 liéu: Sb ligu sau khi thu thap
duoc nhap va ma hdéa vao phan mém
Redcap cua Bénh vién E. Phan tich sb
licu bang SPSS 20.0. Thong ké mé ta va
phan tich don bién (tan suit, ty I¢, trung
binh, gia tri 16n nhét, gi tri nho nhat).
So sanh trung binh cac nhom.

3. Dao dirc nghién ciru

Nghién ctru duoc thdng qua Hoi dong
Pao duc va quyét dinh nghiém thu theo
s6 4304/QP-BVE ngay 23/12/2024. S6
liéu dugc Bénh vién E cho phép sir dung
va cong bd. Nhom téc gia cam két khong
c6 xung dot loi ich trong nghién cau.
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KET QUA NGHIEN CUU
59 BN duoc thu nhan vao trong nghién cuu, trong d6, nam gigi chiém ty 1¢ cha
yéu (61,4%). o tudi trung binh trong nghién ctu 1a 70,4 + 7,9. Ty I¢é thanh cong
cua thu thuat l1a 98,5%. Nghién ctru ghi nhan cai thién 1am sang, can lIam sang cua
cac d6i tuong nghién ctiru & thoi diém theo dbi 1 thang va 3 thang. Khang ghi nhan
cac bién ¢ tim mach ning trong thoi gian theo dbi.

Bang 1. Bic diém 1am sang cua dbi twong nghién ciu.

Pic diém X+SD/n  Min - Max/Ty I& (%)
Chan doén
Nhoi mau co tim c¢6 ST chénh 19 27,1
Nhoi mau co tim khéng c6 ST chénh 14 20,0
Pau that nguc khéng 6n dinh 26 37,2
Séc tim 1 1,4

Pau thit nguc khdng on dinh 1 hinh thai 1am sang chiém ty 1¢ cao nhat trong
nghién cuu.
Bang 2. Pic diém ton thuong DMV va thong so can thiép.

Pic diém ton thwong S6 BN (n) Ty 1 (%)

Tén thwong mach dich

LAD 26 44,1

LCX 17 28,8

RCA 16 27,1
Phan loai ton thuong

A 15 25,4

B 35 59,3

C 9 15,3
Ton thuong voi 10 16,9
Tén thwong xodn gap 5 8,4
Kich c& mach trung binh (mm) 2904
Chiéu dai tén thuong (mm) 22,1+6,1

198



TAP CHi Y DUQC HQC QUAN SU SO 5 - 2025

Pic diém ton thwong S6 BN (n) Ty 18 (%)
S6 luong stent
1 50 84,7
2 9 15,3
>3 0 0
Dong chay TIMI 3 sau can thiép 54 92,8
Bién ching trong can thiép
Bién chung duong vao 2 2,8
R&i loan nhip nguy hiém 0 0
Dung cu: Roi, gay, ket 0 0
Chay méau nang 0 0
Thuéc can quang (mL) 110+ 9,5
Thai gian chiéu tia (phat) 15+5,6
Thanh cong tha thuat 58 98,3

Chung t6i ghi nhan 01 BN tir vong noi vién.

Bang 3. Két qua theo doi 1am sang thoi diém 1 thang va 3 thang.

S Nim vign Saulthang Sau 3thang
Dac diém
(n=59) (n =58) (n = 58)
Tir vong, n (%) 1(1,4) 0 0
Nh6i méu co tim méi 0 0 0
Tai can thiép mach dich 0 0 0
Chay méau nang 0 0 0
Dot quy nédo 0 0 0

Khong ghi nhan céc bién ¢ tim mach ning trong giai doan theo ddi 1 thang va

3 thang.
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Bang 4. Pic diém thay d6i 1am sang, can 1am sang tai cac thoi diém.

Thoi diém HO

H1 H3 p

Troponin T hs

po-1 < 0,0001

167,6 +188,4 46,5+61,0 158+*16,4

/mL -, < 0,0001
E;’fean r)nin e (2°658) (7321 (1-123) poz2
- p1-2 < 0,0001
-1 = 0,006
EF (%) 510+79 615+60 613+71
po—2 = 0,087

Nong d6 Troponin T hs giam c6 ¥ nghia ¢ cc thoi diém 1 thang va 3 thang theo
d6i. Chirc ning tim cai thién ¢ thoi diém 1 thang va 3 thang so véi thoi diém &

trong vién.

BAN LUAN

Nam gisi chiém chu yéu trong
nghién ciru (61,4%). Phan 16n 1a BN 16n
tudi. Tat ca BN nhap vién trong nghién
ctru déu c6 biéu hién dau nguc ¢ cac
mirc d6 khac nhau. Trong nghién ctru c6
01 BN nhap vién véi biéu hién sdc tim.
Pay ciling 13 BN nhdi mau co tim kém
thing véch lién that ¢ soc tim trén 1am
sang. Toan bd BN trong nghién cau
nam trong bénh canh hoi ching PMV
cap, trong d6 dau that nguc khong on
dinh va nhoi mau co tim ST chénh 1én
Ia hinh thai 1am sang gip nhiéu nhat,
chiém lan luot 1a 44,1% va 32,2%, két
qua nay cua chung t6i kha twong dong
véi nghién ctu caa Erlinge va CS [5].
Trong khi do, nghién cuu cua Verheye
va Saito cha yéu trén nhém BN c6 hoi
chang PMV man véi biéu hién dau
nguc 6n dinh trén 1am sang [6]. Két qua
theo d6i trong vong 3 thang cua ching
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t6i khdng ghi nhan cac bién ¢ ning vé
tim mach & nhém BN cé hoi chung
vanh cidp duoc can thiép dat stent
Dynam X.

Toén thuwong gip nhiéu nhat trong
nghién ctu 1a ton thuong dong mach
lién that trudc (44,1%). Ton thuong cha
yéu thuoc vé type A, B theo phan loai
ACC/AHA (84,7%). Két qua nay tuong
ddng véi nghién ciu cua Verheye va
Saito. Trong nghién cuu cua chang toi
c6 16,9% mach vanh bi voi hoa, ty 1€
nay trong nghién cau cua Verheye va
Saito lan luot 12 19% va 22% [6]. Voi
hoa mach vanh 13 mot yéu té anh huong
dén két qua cua can thiép. Ton thuong
vOi hoa néu khong duge “chuan bi” ky
ludng thuong din dén stent khéng no
hét va dan toi tai hep cling nhu huyét
khéi muon trong stent. Ton thuong
x03n gap DMV ciing 13 yéu t6 1am ting
nguy co that bai cua thu thuat. Mach
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vanh xoin gap doi hoi cac dung cu phai
c6 kha ning linh hoat va ubn xoin dé
vuot qua ton thuong. Trong nghién ctu
cua ching tdi c6 8,4% mach xoan gap
cac murc d6 va déu can thiép thanh cong
véi dung cu Dynam X. Nghién ctu cua
Verheye va CS cho thiy ty 1& mach
xo4n gap 1én t6i 23,5% va ty 1 thanh
cbng cua thu thuat 1a 100% [3]. Trong
nghién cau chung téi khdng gap céac
bién chirng nang nhu réi loan nhip nguy
hiém, bién ching lién quan dén dung cu
nhu roi, gy, bién chimg lién quan dén
chay mau nang. Chdng téi chi gap 02
truong hop bién chiing lién quan mach
méau gom 01 truong hop cd l6¢c mach
quay phai chuyén sang duong dui va 01
truong hop tiép can qua duong mach
dui co gia phinh sau can thiép.

Chung t6i ghi nhan co6 01 ca tir vong
nodi vién. Pay 1a truong hop nhdi mau
co tim ¢6 bién chung thung véch lién
that kém séc tim. Sau can thiép tai théng
mach dich, BN tién trién suy tim cap
khong hoi phuc. Tat ca cac truong hop
déu can thiép dit thanh cong bo diéu
hop sinh hoc Dynam X vao mach dich
ma khong c6 bién chiing nang trong khi
lam can thiép. Két qua theo dbi sém sau
3 thang cua chung t6i khdng nghi nhan
thém trueong hop ndo co bién c6 bat loi
vé tim mach. Nghién cau cua Verheye
va CS cho thay ty I¢ bién cé tir vong tim
mach la 6,5%, theo ly giai cua céc tac
gia day déu 1a céc ca can thiép o BN ¢

hoi ching vanh cap kém theo séc tim va
suy tim khong héi phuc. Nghién ctu
cua Saito va CS sau 12 thang theo doi
cling ghi nhan ty Ié tir vong tim mach la
1,8% [6]. Cac bién cd khac nhu nhdi
mau co tim m&i mac hoic phai tai théng
mach dich trong cac nghién cuu theo
ddi & thoi diém 12 thang va 36 thang
cua Saito va Verheye ciing ghi nhan
bién cd ¢ mic thap [3, 6]. Ching toi
nhan thay c6 su thay doi dang ké vé 1am
sang va can lam sang & cac BN duoc
can thiép. Két qua theo déi chi sé
Troponin T hs cia BN c6 giam r6 rét
sau can thiép va sau theo ddi 3 thang (p
< 0,0001) v6i men tim BN trudc can
thiép trung binh 1a 167,6 + 188,4 pg/mL
giam xuéng 46,5 + 61,0 pg/mL sau can
thiép va 15,8 + 16,4 pg/mL sau 3 thang.
Chire nang tim ting 1én ¢ y nghia thong
ké tir 51,9 £ 7,9% trudc khi can thiép 1én
61,5 £ 6,0% khi BN ra vién (p < 0,01).

KET LUAN

Két qua nghién ctiru quan sét trén 59
BN hoi chitng DMV cip duogc can thigp
t6n thwong PMV str dung stent Dynam
X, trong @6 chu yéu 1a BN dau that nguc
khéng 6n dinh va nhdi mau co tim ST
chénh Ién véi da phan ton thuong thudc
type A, B trong thoi gian 3 thang tai
Bénh vién E, ching t6i nhan thay stent
Dynam X cho két qua thanh cong vé thi
thuat cao va an toan vé mit lam sang
trong thoi gian theo dai.
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NGHIEN CUU GIA TRI CUA PO THANH THAI LACTATE MAU
TRONG TIEN LUQNG TU VONG O BENH NHAN SOC NHIEM KHUAN

Diing Vin Ba'", Nguyén Trung Kién2, Lé Pinh Tudn*
Pham Thdi Diing*, L& Hong Trung?
Tom tat
Muc tiéu: Khao sat gia tri caa do thanh thai lactate mau trong tién lugng tur vong
& bénh nhan (BN) séc nhidm khuan (SNK). Phuwong phdp nghién ciru: Nghién ctu
tién ctru, mo ta va phan tich so sanh giita ca&c nhém BN trén 92 BN SNK duoc
chan doan theo Sepsis 3-2016, dinh luong lactate mau thoi diém nhap vién, 12 gio
va 24 gio sau do6, theo dai dén khi 6n dinh hoic tir vong tir thang 02 - 12/2024 tai
Khoa Héi stc Noi, Bénh vién Quéan y 103. Bo thanh thai lactate mau duoc tinh
theo cng thirc = (lactate ban dau - lactate thoi diém khao séat) x 100%/lactate ban
dau. Két qud: Ty Ié tir vong 12 52,2%. Lactate mau Iic nhap vién, sau 12 va 24 gid
tuong ung la 4,8 £ 3,4 mmol/L; 3,9 £ 2,9 mmol/L va 3,0 £ 2,9 mmol/L. B¢ thanh
thai lactate mau thoi diém 12 gio, 24 gio twong trng 12 10,1 +5,6% va 5,1 £ 11,4%.
Do thanh thai lactate & nhom séng cao hon nhém tir vong (p < 0,05). Do thanh thai
lactate mau thoi diém 12 gio va 24 gio sau nhap vién co gia tri trong tién luong tir
vong, twong ung véi AUC 1a 0,64 (diém cat 17,8, do nhay 62,5%, d6 dac hiéu
69,4%) va 0,77 (diém cat 15,6, d6 nhay 79,2%, d6 dac hiéu 61,1%), p < 0,05.
Két lugn: Do thanh thai lactate mau thoi diém 12 gid va 24 gio sau nhap vién co
gia tri trong tién lugng tir vong & BN SNK.
Tir khod: Lactate mau; D thanh thai lactate; S6¢ nhiém khuan.

RESEARCH ON THE VALUE OF BLOOD LACTATE CLEARANCE IN
PREDICTING MORTALITY IN PATIENTS WITH SEPTIC SHOCK
Abstract

Objectives: To investigate the value of blood lactate clearance in predicting
mortality in patients with septic shock. Methods: A prospective, descriptive and

1Bénh vién Quan y 103, Hoc vién Quany
2Cuc Quany
St Y té tinh Vinh Phic
“Téac gia lién h¢: Ping Vin Ba (drdangba@gmail.com)
Ngay nhan bai: 06/4/2025
Ngay dwoc chip nhan ding: 05/5/2025
http://doi.org/10.56535/jmpm.v50i5.1292
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comparing study was conducted on 92 patients with septic shock was diagnosed
according to Sepsis 3-2016, blood lactate was quantified at the time of admission,
12 hours, and 24 hours later and monitored until stable discharge or death from
February 2024 - December 2024 at the Medical Intensive Care Department,
Military Hospital 103. Blood lactate clearance was calculated according to the
formula = (initial blood lactate - blood lactate at the time of survey) x 100%/initial
blood lactate. Results: The mortality rate in patients with septic shock was 52.2%.
Mean blood lactate at admission, 12 hours, and 24 hours was 4.8 £ 3.4 mmol/L,
3.9 £ 2.9 mmol/L, and 3.0 £ 2.9 mmol/L, respectively. Blood lactate clearance at
12 and 24 hours was 10.1 + 5.6% and 5.1 £ 11.4%, respectively. Blood lactate
clearance in the survival group was statistically significantly higher than that in the
death group, p < 0.05. Blood lactate clearance at 12 and 24 hours after admission
was valuable in predicting mortality, corresponding to an area under the curve of
0.64 (cut-off 17.8, sensitivity 62.5%, specificity 69.4%) and 0.77 (cut-off 15.6,
sensitivity 79.2%, specificity 61.1%), p < 0.05. Conclusion: Blood lactate
clearance at 12 and 24 hours after admission was valuable in predicting mortality
in patients with septic shock.

Keywords: Blood lactate; Lactate clearance; Septic shock.

PAT VAN PE
Nhiém khuan huyét 1a tinh trang réi

rudt, hong cau, ndo va da; mic do san
xuat lactate ting 1én nhanh chéng trong

loan chic nang co quan, de doa tinh
mang, xay ra do dap (ng mat diéu hoa
ctia co thé ddi véi tac nhan nhiém trung.
SNK 12 bién ching cua nhiém khuan
huyét véi ty 1¢ tir vong cao hon do rdi
loan nghiém trong vé huyét dong va
chuyén hoé té bao, bao gom tut huyét &p
dai ding va nong do lactate mau
>2 mmol/L mic du da dugc hdi stc dich
day du. Pay 1a nguyén nhan chinh khién
BN phai nhap vién vao céc khoa hoi stic
tich cuec, véi ty I¢ tir vong khoang 40 -
50%. Lactate duoc san xuat hang ngay
tir cac co quan khac nhau, bao gom co,
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tinh trang giam tudi mau cac mo co
quan (nhu trong SNK) [1]. Lactate
duoc chuyén hod & gan khoang 60%,
than khoang 30% va cac co quan khac
[1]. Nong d9 lactate mau tiang cao c6 thé
la két qua cua viéc ting san xuat, giam
dao thai hoic ca hai. Do vay, su bién doi
ndng do lactate theo thoi gian co thé s&
phan 4anh dugc chidu huéng san xuit,
dao thai cua lactate trong méu, mot sé
nghién ciu cho thay n6 c6 vai trod trong
danh gia tién lugng BN nang néi chung
va BN SNK noi riéng [2]. Théng sé
danh gia su bién d6i dong hoc cua
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lactate mau la do thanh thai lactate mau.
Vi vay, nghién ctru nay dugc thuc hién
nham: Khdo sat gia tri cia dé thanh
thai lactate mdau trong tién lwong tu
vong o BN SNK.

POI TUQNG VA PHUONG PHAP
NGHIEN CUU

1. Poi twong nghién ciu

Gom 92 BN SNK diéu tri tai Khoa
Hoi sc Noi, Bénh vién Quan y 103 tir
thang 02 - 12/2024.

* Tiéu chudn lya chon: Chan doéan
SNK theo Sepsis-3 (2016): Hoi ching
nhiém khuan va SOFA (Sequential
Organ Failure Assessment) thay doi > 2
diém kém theo tut huyét &p dai dang can
phai sir dung thudc van mach dé duy tri
huyét ap dong mach trung binh
> 65mmHg va két qua xét nghiém
lactate mau > 2 mmol/L mac du da bu
dich day du; BN > 18 tudi.

* Tidu chudn logi trir: BN tr vong
trong vong 24 gio ké tir khi nhap vién;

Khong thu thap du cac bién sd
nghién cuau.

2. Phuong phap nghién cau

* Thiét ké nghién cizu: Nghién ciu
tién caru, mo ta va phan tich so sanh gita
cac nhém BN.

* Cé mau: 92 BN thoa man tiéu
chuan lra, nhap vién tur thang 02 -
12/2024.

* Ngi dung nghién cizu: Dac diém
lam sang: Tudi, gigi tinh, bénh Iy nén,
ngudn nhiém khuan tién phat. Xét
nghiém thoi diém nhap vién: Bach cau,
tiéu cau, procalcitonin, creatinine,
billirubin, prothrombin va diém SOFA.
Xét nghiém lactate méau thoi diém nhap
vién (T0), sau nhap vién 12 gio (T12)
va 24 gio (T24). B0 thanh thai lactate
mau thoi diém 12 va 24 gio sau nhap
vién. Két qua diéu tri: Séng hoac tu
vong (t& vong trong nghién ciru dugc
xac dinh la BN tir vong tai vién hoac
nang xin vé va tir vong duoc xac nhan
qua than nhan nguoi bénh).

* Cong thizc tinh do thanh thai lactate mau [3]:

Lactate TO - Lactate Tn

Do thanh thai lactate Tn =

x 100%
Lactate TO

(Lactate Tn: Lactate mau thoi diém n; Lactate TO: Lactate thoi diém nhdp vién)

* Xut 1y s6 liéu: Tinh ty & %, so sanh hai ty 1& %, gia tri trung binh/trung vi, so
sanh hai gia tri trung binh/trung vi, v& duong cong ROC, xac dinh dién tich dudi
duong cong (AUC), diém cut (cut-off), dd nhay, do dic hiéu.
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3. Pao dwc nghién ciu
Nghién gﬁu dugc thuc hién theo dung quy dinh cta Bénh vién Quany 103, Hoc vién
Quan y. So liéu s{r dung trong nghién pﬁu duoc Bénh vién Quan y 103 cho phép
str dung va cong bo. Nhém tac gia cam két khong co xung dot loi ich trong nghién cuu.
KET QUA NGHIEN CUU
1. Mot so dic diém 1am sang, can 1am sang ciia ddi twong nghién ciru.
Bang 1. Mot s6 dic diém 1am sang cua dbi twong nghién ciu (n = 92).

Pic diém S6 lwong (n) Ty 1& (%)
e Nam 57 62,0
Gidi tinh
N 35 38,0
Tang huyét ap 35 38,0
bai thao duong 28 30,4
\ Suy tim 20 21,7
Bénh ly nén y .
PON cil 8 8,7
Xo gan 13 15,9
COPD 16 174
Ho hap 34 37,0
Tiét niéu 23 25,0
. « . Tiéu hoa 18 19,6
Nguon nhiem khuan tién phéat s
Da, m0 mém 6 6,5
TKTW 4 4,3
Khong rd 7 7,6
o Séng 44 47,8
Két qua diéu tri .
Tu vong 48 52,2
66,8 + 15,9

Tudi 21 (Min) 91 (Max)

(X + SD)

(PON: Pét quy ndo; COPD: Bénh phai tic nghén mgn tinh; TKTW: Than kinh
trung wong)

Tudi trung binh cua d6i twong nghién ciru 12 66,8 + 15,9, nam gidi chiém ty 18
cao hon, bénh ly nén pho bién nhat 1a ting huyét ap (38,0%) va dai thdo duong
type 2 (30,4%). Ngudn nhiém khuan tién phat cha yéu tir hd hap (37,0%), tiét niéu
(25,0%) va tiéu hod (19,6%). Ty I¢ tir vong 6 BN SNK trong nghién cuu 1a 52,2%.
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Bang 2. Mot s6 xét nghiém va diém SOFA ¢ dbi twgng nghién ctu.

o Téng Séng Tir vong
h
Chiso (n=92) (n = 44) (n = 48)
Bach cau (G/L) 16,2 +9,3 18,4 +9,7 148+89 >0,05
Tiéu cau (G/L) 181,9+213 203,4+209 167,7+21,4 >0,05

Procalcitonin (ng/L) 325+10,3 32,6+£84 324+£6,7 >0,05
Creatinine (umol/L) 203,3+157,6 1779+136,1 220,2+170,1 <0,05
Billirubin TP (umol/L) 34,8 £ 48,2 29,6 £ 6,3 384+97 <0,05

Prothrombin (%) 56,4 + 20,7 58,9 +204 54,7+21,1 >0,05
SOFA-0 95+26 9,0+2,6 99+27 > 0,05
SOFA-12 99+3,1 79125 11,3+2,8 >0,05
SOFA-24 9,7+4/4 5824 123+35 <0,05

Nong d6 creatinine mau thoi diém nhap vién ¢ nhém song 12 177,9 + 136,1 umol/L
thip hon so v&i nhdém tir vong 1a 220,2 + 170,1 pumol/L véi p < 0,05.

Khong thiy su khac biét vé diém SOFA gitta 2 nhdm & thoi diém nhap vién va 12
gior sau nhap vién; nhung thoi diém 24 gio sau nhap vién co diém SOFA ¢ nhom séng
1a 5,8 + 2,4 diém, thap hon c6 y nghia so véi nhdm tir vong c6 SOFA 12,3 + 3,5 diém.

2. Lactate mau va d thanh thai lactate mau ¢ déi twong nghién ciru

Bang 3. Mdi lién quan gifta lactate mau, do thanh thai lactate mau
tai cac thoi diém nghién ctau véi két qua diéu tri.

Chi tiéu nghién ciru Tong séng Tir vong P
Lactate TO (mmol/L) 48+34 46+ 3,8 49+31 >0,05
Lactate T12 (mmol/L) 39+29 3,2+1,8 45+35 >0,05
Lactate T24 (mmol/L) 3029 19+11 39+38 <0,05

Do thanh thai lactate T12 10,1 +5,6 21,2+89 27+71 >0,05
Do thanh thai lactate T24 51+114 355+74 -26,3+x175 <0,01

Khong thay su khac biét vé& nong do lactate mau thoi diém nhap vién, 12 gio
sau nhap vién va do thanh thai lactate méau thoi diém 12 gid sau nhap vién gita
nhom séng va tir vong. O thoi diém 24 gid sau nhap vién, nong do lactate mau &
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nhém tir vong cao hon va do thanh thai lactate méau thap hon so véi nhém séng c6
¥ nghia thong ké twong &ng vai p < 0,05 va < 0,01.
Bang 4. Gia tri tién lugng tir vong cua do thanh thai lactate mau
thoi diém 12 gid va 24 gio sau nhap vién.

Chitieu nghiéncitu ~ AUC  Piém cat Do nhay (%) Do dic hiéu (%)

Do thanh thai lactate T12 0,64 17,8 62,5 69,4

Do thanh thai lactate T24 0,77 15,6 79,2 61,1

Do thanh thai lactate thoi diém 12 gio va 24 gid sau nhap vién cé gia tri trong
tién lugng tir vong véi diém cat twong (ng 1a 17,8% va 15,6%, dién tich dudi
duong cong tuong ung la 0,64 va 0,77.

Pudong cong ROC

j—/,i/ D6 thanh thai lactat thor diém 12h
7 —— P thanh thai lactat thoi diém 24h

0,8 ! 21
‘ 7 Dudng tham chiéu

0,6

-

"0,0 0,2 0,4 0,6 0,8 1,0

1 - Do ddc hiéu

Do nhay

Biéu do 1. Puong cong ROC vé do thanh thai lactate
cuaa BN trong tién lugng tir vong.

Do thanh thai lactate thoi diém 12 gior va 24 gid sau nhap vién c6 dién tich dudi
duong cong tuwong ung la 0,64 (0,49 - 0,78) va 0,77 (0,65 - 0,89).
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BAN LUAN

1. Mot sé dic diém lam sang,
can lam sang ¢ BN SNK

Tudi trung binh cia BN SNK trong
nghién ctru cua chung t6i 1a 66,8 + 15,9,
trong d6 BN tré nhat 1a 21 va I6n nhat 12
91. Nam gidi chiém ty 1¢ 62,0%, cao hon
S0 Vi nix gidi. Két qua nay cua ching toi
tuong ddng véi cac nghién ctu khac, tac
gia Tran Van Tung, P5 Manh Hung,
DPoan Birc Nhan va Nguyén Thanh Luén
déu nhan thy do tudi trung binh cua BN
SNK > 60 tudi va hay gip ¢ nam gidi
hon nit giéi [4, 5, 6, 7].

Céac BN déu c6 bénh ly nén, xép theo
tan suat thuong gap dén it gap, lan luot
la ting huyét ap (38,0%), dai thao
duong type 2 (30,4%), suy tim (21,7%),
COPD (17,4%), xo gan (15,9%) va
DPON cii (8,7%). SNK thuong xuat hién
& nhom ngudi cao tudi va cd nhiing
bénh ly nén, bénh ly gay suy giam mién
dich, rat hiém khi xuat hién & nhiing
nguoi tré, khoé manh. Két qua nay ciing
tuong dong véi nghién ciiu caa Nguyén
Thi Phuong Thao va CS (2023) [8].

O nhiém khuan tién phét hay gip
nhat 14 tir co quan ho hép, thuong 1a
viém phéi (37,0%); diing tha hai 12 tir
hé tiét niéu nhu soi than, soi niéu quan
gay viém & mu than, viém bang quang,
viém dudng tiét niéu (25,0%); tiép theo
|a tir hé tiéu hoa (19,6%); it hon 14 tir da
mbé mém (6,5%) va TKTW (4,3%), c6

7,6% s6 BN khong rd duong vao gay
nhiém khuan huyét, SNK. Két qua nay
Cua chung t6i cling phu hop vai nghién
ctru ctia Boan Birc Nhan va CS (2023),
ngudn goc nhiém khuan thuong gap
trong nghién ctru cua tac gia la tiéu hoa,
hd hap, da mé mém [7].

Cé4c dau an nhiém khuan déu ting
cao & BN SNK, sé luong bach cau trung
binh la 16,2 £ 9,3 G/L, procalcitonin
tang rat cao, trung binh 14 32,5 + 10,3 ng/L.
Tiéu cau thuong & ngudng thap, trung
binh la 181,9 + 21,3 G/L va billirubin
tang kha cao, trung binh la 34,8 + 18,2
umol/L, prothrombin trung binh la
56,4 + 20,7%. Tuy nhién, khéng cé su
khac biét vé cac chi sb nay giita hai
nhém séng va tt vong. Noéng do
creatinine tang cao, trung binh la
203,3 + 157,6 umol/L, trong d¢6 & nhom
séng 12 177,9 + 136,1 pmol/L, thap hon
so v6i nhom tir vong c6 nong do
creatinin la 220,2 = 170,1 umol/L, su
khac biét c6 y nghia thong ké vai p < 0,05.

Piém SOFA ting cao & ca 3 thoi
diém nhap vién, 12 gio va 24 gio sau
nhap vién, tuong tng la 9,5+ 2,6; 9,9 +
3,1 va 9,7 + 4.4 diém. Khéng thay su
khéc biét vé diém SOFA thoi diém nhap
vién va sau nhap vién 12 gio gitra hai
nhom séng va tir vong véi p > 0,05. Tuy
nhién, c6 su khac biét rd rét vé diém
SOFA thoi diém 24 gio sau nhap vién ¢
nhom sbng 1a 5,8 + 2,4 diém va nhém
tr vong 12 12,3 + 3,5 diém, véi p < 0,05.
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2. Gia tri tién lwong cua lactate
mau va d¢ thanh thai lactate mau &
BN SNK

Lactate duoc san xuat hang ngay tur
cac co quan khac nhau, bao gém co,
rudt, hong cau, ndo va da, mac do san
Xuit lactate tang 1én nhanh chéng trong
tinh trang giam tudi mau cac mo co
quan [1]. Trong SNK, nong d6 lactate
mau da duoc chang minh cé vai tro
guan trong trong chan doan, theo dai va
tién lugng mic do nang, dinh luong
nong do lactate méau 1a mot trong nhing
viéc phai lam dau tién d6i voi BN SNK.
Trong nghién ctu cua chdng téi, ndng
d6 lactate méau trung binh tai thoi diém
nhap vién, 12 gio va 24 gio sau nhap
vién kha cao va c6 xu huéng giam dan
theo thoi gian, twong ung la 4,8 £ 3,4
mmol/L; 3,9 + 2,9 mmol/Lva 3,0+ 2,9
mmol/L. Két qua cia ching toi twong
d6ng véi nghién ciu cia Poan Puc
Nhan va CS, néng d6 lactate mau lic
nhap vién co trung vi la 5,48 mmol/L
(t phan vi 3,74 - 8,27) [7], Nguyén
Thanh Luan va CS c6 lactate mau luc
nhap vién & BN SNK la 4,64 mmol/L
(khoang ta phén vi 2,86 - 7,37) [6]. Khi
so sanh giira hai nhém sdng va tir vong
& 3 thoi diém nghién ctiu cho thay nong
do lactate mau ¢ nhom tir vong déu cao
hon so véi nhoém song, tuy nhién, tai
thoi diém nhap vién va 12 gio sau nhap
vién, su khac biét nay khong c6 y nghia
théng ké véi p > 0,05; tai thoi diém 24
gio sau nhap vién, su khac biét nay co y
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nghia thong ké vai p < 0,05. Nghién ctu
cia Nguyén Phuong Thao (2023) trén
110 BN nhidm khuan huyét, so sénh
nong do lactate méu & nhom sbng va tir
vong thoi diém nhap vién va 24 gio sau
nhap vién khdng thiy su khéc biét véi
p > 0,05 [8]. Tac gia Nguyén Thanh
Luan va CS (2024) nghién ctru trén 82
BN SNK ciing cho thdy khéng c6 su
khac biét vé nong do lactate méau thoi
diém nhap vién va 6 gio sau nhap vién
& nhom séng va tir vong, nhung ¢ thoi
diém 24 gio sau nhap vién, lactate mau
& nhom sdng thap hon c¢é ¥ nghia thong
ké so vai nhdm tir vong véi p < 0,05 [6].

Do thanh thai lactate mau Ia thong sb
danh gia dong hoc cua lactate mau theo
thoi gian, da dugc chuang minh c6 y
nghia trong tién luwgng BN nang. B§
thanh thai 1a s6 duong néu lactate thoi
diém danh gia thap hon thoi diém nhap
vién va la sb am néu lactate thoi diém
danh gia cao hon thoi diém nhap vién.
Nhu vay, d6 thanh thai cang cao thi tién
lugng cang tét, nguoc lai, do thanh thai
cang thap thi co tién luong cang xau [3].
Do thanh thai lactate mau thoi diém 12
va 24 gio sau nhap vién trung binh
twong tmg 1210,1+5,6% va 5,1 + 11,4%.
Khi so sanh d¢ thanh thai lactate gitra
nhém song va tir vong cho thay khdng
c6 sy khéc biét vé do thanh thai lactate
mau thoi diém 12 gid sau nhap vién
gitra 2 nhém vai p > 0,05. Tuy nhién, co
su khac biét rd rang vé do thanh thai
lactate thoi diém 24 gio sau nhap vién
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gitta 2 nhém, & nhém sbng chi s6 nay
trung binh 1a 35,5 + 7,4% cao hon rd rét
S0 v&i nhém tir vong la -26,3 £ 17,5%,
VGi p < 0,01. Két qua nay phd hop Vi
nghién ctiu ctia Nguyén Thanh Luan (2024)
cho thay khong thay su khac biét vé do
thanh thai lactate thoi diém 6 gio nhung
c6 sy khac biét c6 y nghia ¢ thoi diém
24 gid sau nhap vién gitra nhém song va
ter vong [6]. Tac gia SG Lee va CS
(2021) nghién cau trén 363 BN nhiém
khuan huyét va SNK ciing cho thdy do
thanh thai lactate cao hon c6 y nghia &
nhoém sbng so véi nhém tir vong [9].
Do thanh thai lactate mau thoi diém 12
va 24 gio sau nhap vién co gia tri trong
tién luwong tor vong twong ung vaoi dién
tich dudi dudong cong 0,64 (diém cat
17,8, do nhay 62,5%, do dic hiéu 69,4%)
va dién tich dudi dudong cong 0,77 (diém
cat 15,6, dd nhay 79,2%, do dac hiéu
61,1%). Nghién ctru cua SG Lee (2021)
cho thiy, do thanh thai lactate mau
< 10%, < 20% va < 30% déu lién quan
dén ty 16 tir vong trong 30 ngay tuong ing
la OR: 1,823 (95%CI = 1,057 - 3,712),
OR: 1,971 (95%CI = 1,143 - 3,399) va
OR: 1,765 (95%Cl = 1,039 - 3,183).
D6 thanh thai lactate < 24,4% 1a diém
cit véi do nhay 63,5% va do dic hiéu
63,7% trong viéc dy doan tir vong trong
30 ngay [9]. Tac gia Ryan C Arnold va
CS (2009) nghién ctru da trung tam &
d6i twong BN nhiém khuan huyét ning
cho thidy & nhom BN c6 do thanh thai

lactate > 10% c6 ty 1é tir vong 19% thap
hon nhiéu so v6i nhoém khong thanh thai
lactate (d0 thanh thai lactate < 10%) co
ty 1€ tr vong la 60% véi p < 0,001 [10].
Téc gia Nguyén Thanh Luan va CS cho
thiy do thanh thai lactate thoi diém 24
gio cang cao thi tr vong ndi vién cang
giam voi OR: 0,98 (95%CI = 0,96 - 1,0,
p =0,03) [6].

KET LUAN

Do thanh thai lactate mau thoi diém
12 va 24 gio sau nhap vién & BN SNK
trong nghién cuu cua chiing t6i twong
ung la 10,1 +5,6% va 5,1 + 11,4%. B0
thanh thai lactate thoi diém 24 gio sau
nhap vién & nhom sdng cao hon ¢6 ¥
nghia théng k& so v&i nhdm ter vong,
p > 0,05. Bo thanh thai lactate mau thoi
diém 12 va 24 gio sau nhap vién co gia
tri trong tién lugng tir vong, twong ing
véi dién tich dudi duong cong la 0,64
va 0,77 (p < 0,05).

TAI LIEU THAM KHAO

1. Levy B. Lactate and shock state:
The metabolic view. Curr Opin Crit Care.
2006; 12:315-321. DOI: 10.1097/01.ccx.
0000235208.77450.15.

2. Vincent JL, Quintairos ESA,
Couto L Jr, et al. The value of blood
lactate kinetics in critically ill patients:
A systematic review. Crit Care. 2016;
20:257. 20160813. DOI: 10.1186/513054-
016-1403-5.

211



TAP CHi Y DUQC HQC QUAN SU SO 5 - 2025

3. De Vries HMBD, Simone E. BSc,
Boer, Christa PhD. Lactate clearance as
a predictor of mortality. Journal of Trauma
and Acute Care Surgery. 2014; 77(1):183.
DOI: 10.1097/TA.0000000000000252.

4. Tran Van Tung, Pham Thai Diing
va cong su. Nghién ciru dic diém 1am
sang, két qua diéu tri bénh nhan sbc
nhiém khuan tai Trung tm Hoi suc cap
ctru - chong doc, Bénh vién Quan y 103.
Tap chi Y Duoc hoc Quan su. 2023;
48(3):75-83.

5. b6 Manh Hung. Nghién ctu su
bién d6i mot s6 chi s6 dong mau va moi
tuong quan voi mac d6 nang cua bénh
nhan sbc¢ nhiém khuan. Ludn vin Bdc st
ngi trd, Hoc vién Quan y. 2022.

6. Nguyén Thanh Luan va cong su.
Séc nhidm khuan tai Bénh vién Hoan
My Cau Long: Két qua diéu tri va mot
s6 yéu to tién luogng. Tap chi Nghién
cuu Y hoc. 2024; 186(1):208-215.

7. Boan btic Nhan, Danh Minh Sung
va cong su. Vai tro cua do thanh thai
lactate trong tién lugng tér vong & bénh

212

nhan séc nhiém khuan. Tap chi Y Duoc
hoc Can Tho. 2023; 69:106-112.

8. Nguyén Thi Phuong Thao va cong
su. Nghién ctru kha nang tién lugng cua
lactat huyét thanh & bénh nhan nhiém
khuan huyét nguoi 16n. Truyén nhiém
Viét Nam. 2023; S6 dic biét 02(42):33-40.

9. Lee SG, Song J, Park DW, et al.
Prognostic value of lactate levels and
lactate clearance in sepsis and septic
shock with initial hyperlactatemia:
A retrospective cohort study according
to the Sepsis-3 definitions. Medicine
(Baltimore) 2021; 100:e24835. DOI:
10.1097/MD.0000000000024835.

10. Ryan C Arnold 1 NIS, Alan E
Jones, Christa Schorr, Jennifer Pope,
Elisabeth Casner, Joseph E Parrillo, R
Phillip Dellinger, Stephen Trzeciak.
Emergency Medicine Shock Research
Network (EMShockNet) Investigators.
Multicenter study of early lactate
clearance as a determinant of survival in
patients with presumed sepsis. Shock.
2009; 32(1):35-39.



TAP CHi Y DUQC HQC QUAN SU SO 5 - 2025

PANH GIA TAC DUNG CUA LASER CHAM KET HQP XOA BOP
BAM HUYET PIEU TRI VIEM QUANH KHOP VAI THE PON THUAN

Nguyén Thanh Ha Tuén'*, Nguyén Thi Phwong Thdio’
Tém tit
Muc tiéu: Danh gia tac dung cua laser cham két hop xoa bép bam huyét diéu tri
viém quanh khép vai thé don thudn. Phuong phdp nghién ciru: Nghién ctru 1am sang,
tién ctru, so sanh trude va sau diéu tri, co dbi chirng voi c& mau gém 60 bénh nhan
(BN) viém quanh khép vai thé don thuan. Két qud: Piém VAS (visual analogue
scale) trung binh giam tir 5,87 + 1,00 xudng con 1,83 + 0,92 (p < 0,01), 1am ting
gia tri trung binh tim van dong (TVD) khép vai & ca 3 dong tac dang, xoay trong,
xoay ngoai. Két ludn: Laser cham két hop xoa bop bam huyét c¢6 tac dung cai thién
mirc 46 dau va TVD khép vai trong diéu tri viém quanh khop vai thé don thuan.
Tir khéa: Laser cham; Xoa bop bam huyét; Viém quanh khép vai thé don thuan.

EVALUATION OF THE EFFECT OF LASER ACUPUNCTURE
COMBINED WITH ACUPRESSURE MASSAGE ON TREATING
SIMPLE PERIARTHRITIS OF THE SHOULDER

Abstract

Objectives: To evaluate the effect of laser acupuncture combined with acupressure
massage on treating simple periarthritis of the shoulder. Methods: A clinical,
prospective study comparing before and after treatment, with a control group, was
conducted on 60 patients with simple periarthritis of the shoulder. Results: The
average VAS score decreased from 5.87 +1.00 to 1.83 £0.92 (p < 0.01), increasing
the average range of motion of the shoulder joint in all three movements, including
abduction, internal rotation, and external rotation. Conclusion: Laser acupuncture
combined with acupressure massage effectively improves pain level and range of
motion in patients with simple periarthritis of the shoulder.

Keywords: Laser acupuncture; Acupressure massage; Simple periarthritis of
the shoulder.

1Bénh vién Quan y 103, Hoc vién Quany
*Téc gia lién h¢: Nguyén Thanh Ha Tuin (nguyentuan000010@gmail.com)
Ngay nhan bai: 10/4/2025
Ngay dugc chiap nhin ding: 12/5/2025
http://doi.org/10.56535/jmpm.v50i5.1295
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PAT VAN DE

Viém quanh khép vai 1a bénh phd
bién trén thé gisi, thuong biéu hién boi
tinh trang dau va han ché van dong khép
vai [1]. Trung binh 16% BN dau vai tai
cac qudc gia khac nhau trén toan thé
gidi [2]. Y hoc c6 truyén (YHCT) c6 da
dang phuong phap diéu tri viém quanh
khép vai nhu cham ciu, xoa bop bam
huyét, thuy cham, giac hoi va su dung
cac bai thudc ¢ phuong, mang lai hiéu
qua diéu tri kha tot. Hién nay, laser
cham la phuong phap mai sir dung nang
lwgng cua tia laser cong suat thap véi do
Xuyén sau phu hop tac dong vao huyét
vi cia YHCT. Sy két hop nay di phat
huy duoc tac dung sinh hoc cua tia laser
va tac dung kich thich vao huyét vi, qua
d6 lam tang hiéu qua diéu tri bénh [3].
Do d6, phuong phap laser chdm dang
ngay cang duoc ung dung trong diéu tri
bénh 1y co xuwong khép, giam dau va hd
trg phuc hdi chic nang. Nham danh gia
hiéu qua cua phuong phap laser cham
khi két hop véi céac ky thuat khdng ding
thudc trong YHCT, ching t6i thyc hién
nghién cu nham: Ddnh gid tic dung
cua viéc két hop laser cham va xoa bop
bam huyét trong diéu tri BN viém quanh
khop vai thé don thuan.
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POI TUQNG VA PHUONG PHAP
NGHIEN CUU

1. P6i twong nghién ciu

Go6m 60 BN viém quanh khop vai thé
don thuan, diéu tri ngoai tru tai Khoa Y
hoc ¢b truyén, Bénh vién Quan y 103,
Hoc vién Quan y tir thang 3/2024 -
3/2025.

* Tiéu chudn lyra chon: BN > 30 tudi,
khong phan biét giéi tinh, nghé nghiép,
tu nguyén tham gia va dap ang cac tiéu
chuan sau:

- Theo Y hoc hién dai (YHHD): BN
duoc chan doan viém quanh khép vai
theo tiéu chuan cia MC Boissier
(1992), dau vai mirc @6 vira (3 < VAS <
6), hinh anh X-quang khop vai khéng
ghi nhan ton thuong.

- Theo YHCT: BN dugc xac dinh
thugc ching “Kién ty”, thé Kién thong
do can than hu hiép phong han thap
gay ra.

* Tiéu chudn logi trir: BN khong
doéng y tham gia nghién ctu; BN suy
nhuge co thé mic d6 ning; BN trong
trang thai tinh than khong 6n dinh, phu
nir ¢6 thai; BN suy tim, suy muc dd than
ning; BN dang diéu tri bang cac
phuong phép khac; BN khong tuan thu

diéu tri.
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* Chat liéu va phwong tién nghién ciru:

- Chét liéu nghién ctru: Phac d6 huyét
st dung: Kién tinh, Kién ngung,
Ty nhu, Kién trinh, Trung phu, A thi
huyét bén dau.

- Phuong tién nghién ctru: May
Laserneedle touch (hdng Laserneedle
GmbH, Cong hoa Lién bang Dtic) gom
10 dau phat laser, trong d6 c6 7 dau phat
anh sdng do co6 budc song 658nm va 3
dau phat anh sang xanh c6 budc song
405nm. May dién cham, kim cham ctru,
bong, pince, con 70°.

2. Phwong phap nghién ciru

* Thiét ké nghién cizu: Nghién cuu
1am sang, tién ctru, c6 nhoém ddi chang
va danh gia hiéu qua bang céch so sanh
két qua trudc va sau can thigp.

* C& mau: Mau 60 BN chia thuan
tién twong ung vao 2 nhom. Nhom
nghién ctru (NC): 30 BN diéu tri bang
laser cham két hop xoa bop bam huyét.
Nhom dbi chimg (PC): 30 BN diéu tri
bang dién cham két hop xoa bop bam
huyét.

* Quy trinh nghién cuu:

- Kham lam sang ghi chép tri¢u
chung, lam xét nghiém can lam sang.

- Nhém NC: Xoa bop bam huyét 20
phut; sau d6 diéu tri laser cham theo
phac do huyét da néu & trén, sir dung 7

dau phat c6 budc song 658nm véi ché
do phat xung lién tuc va mat d¢ nang
lwong 4,07 W/cm? trong 15 phit.

- Nhém BC: Xoa bép bam huyét 20
phut; sau d6 diéu tri dién cham theo
phac d6 huyét tuong ty nhém nghién
ctru, thoi gian diéu tri 20 phut.

- Liéu trinh diéu tri: Ngay diéu tri
1 14n, trong 15 ngay, trir thir 7, chi nhat.

* Chi tiéu nghién curu:

- Péanh gia két qua giam dau theo
thang diém VAS cua tirng nhom va cia
2 nhom tai cac thoi diém DO (trudce diéu
tri), D15 (sau diéu tri).

- bPanh gia TVD khép vai theo
McGill - McRomi: Tung nhém va
2 nhém tai cac thoi diém DO, D15.

- Panh gia sy thay doi cac triéu
ching YHCT.

* Xir Iy s6 liéu: St dung phan mém
SPSS 26.0.

3. Dao dirc nghién ciru

Nghién ctru dugc thuc hién theo
ding quy dinh cia B mon - Khoa Y
hoc ¢6 truyén, Bénh vién Quan y 103.
S6 liéu nghién ctru duge Bo mon - Khoa
Y hoc ¢6 truyén, Bénh vién Quan y 103
cho phép st dung va cong bb. Thong tin
BN chi phuc vu nghién ctru. Nhdm tac
gia cam két khong c6 xung dot loi ich
trong nghién ctru.

215



TAP CHi Y DUQC HQC QUAN SU SO 5 - 2025

KET QUA NGHIEN CUU
1. Tac dung diéu tri
* Sy thay doi thang diém VAS sau diéu tri:
Bang 1. Sy thay d6i thang diém VAS sau diéu tri.

Nhém NC Nhom PC
VAS DO D15 DO D15

n % n % n % n %
Khong dau 0 0 2 6,67 0 0 2 6,67
Pau nhe 6 20 24 80 6 20 2 83,33
Pau vira 20 66,67 4 13,33 19 63,33 3 20
Pau nang 4 13,33 0 0 5 16,67 0 0
VAS (X + SD) 587+1,00 1,83+0,92 574+1,00 1,63 +0,87
Pp15-DO <0,01
PDo-D15 > 0,05

Trude diéu tri, BN dau vira va dau nang chiém ty 18 16n & ca hai nhém nghién
ctru. Sau diéu tri, diém VAS trung binh ctia nhém NC giam (5,87 + 1,00 xubng
1,83 + 0,92) va nhém PC giam (5,74 + 1,00 xudng 1,63 * 0,87) c6 y nghia théng
ké (p < 0,01). Sy khéc biét giita 2 nhom khong c6 ¥ nghia thong ké (p > 0,05).

* Murc do cai thién TVD khop vai trudc va sau diéu tri theo McGill-McRomi:

Bang 2. Muc dd cai thien TVD khép vai dong tac dang.

Nhom NC (n = 30) Nhém DC (n = 30)
TVD DO D15 DO D15
n % n % n % n %
bo 0 0 0 9 30 0 0 7 23,33
Dang bo 1 2 6,67 18 60 4 13,33 17 56,67
' bo2 25 13,33 3 10 24 80 6 20
b6 3 3 10 0 0 2 6,67 0 0
X + SD 79,02 £15,89 138,94 +£20,37 78,85+18,87 139,56 +21,89
PNC-bC > 0,05
pDO-DI5 <0,01

Sau diéu tri, nhém NC tiang (79,02 + 15,89 1én 138,94 + 20,37) va nhom PC ting
(78,85 + 18,87 lén 139,56 + 21,89) c6 ¥ nghia théng ké (p < 0,01). Tuy vay, su
khac biét vé mirc d9 cai thién giita hai nhém khong dat ¥ nghia thong ké (p > 0,05).
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Bang 3. Mtrc dd cai thien TVD khép vai dong tac xoay trong.

Nhém NC (n = 30) Nhém DPC (n = 30)

TVD DO D15 DO D15
n % n % n % n %
P60 0 0 8 2667 O 0 6 20

Xoay Do1 5 16,67 17 56,67 9 30 16 53,33
trong DQJ 2 22 73,33 5 46,66 17 56,67 8 26,67

bo 3 3 10 0 0 4 13,33 0 0
X+SD 45,83 £10,18 76,04 +10,3 46,26+11,99 75,96+ 10,97
PNe-bC > 0,05
PDO0-D15 <0,01

Nhém NC tang (45,83 + 10,18 Ién 76,04 + 10,3) va nhém DC tang (46,26 +
11,99 1én 75,96 + 10,97) sau diéu trji c6 ¥ nghia thong ké (p < 0,01). Mtic do cai
thién gitta hai nhom khong cho thay sy khac biét c6 ¥ nghia thong ké (p > 0,05).

Bang 4. TVD khdp vai dong tac xoay ngoai trudc va sau diéu tri.

Nhom NC (n = 30) Nhém DC (n = 30)
VD DO D15 DO D15
n % n % n % n %
boo 0 0 8 26,67 0 0 5 16,67
Xoay Dol 3 10 19 63,33 3 10 20 66,66
ngoai P62 20 66,67 3 10 21 70 5 16,67
bo3 7 23,33 0 0 6 20 0 0
X +SD 46,15+ 10,89 75,34+10,03 4381=+11,76 73,01 £11,34
PDo-DI5 <0,01
PNC-bC > 0,05

Sau diéu tri, gi4 tri trung binh TVD dong tic xoay ngoai ctia nhom NC ting (46,15
+ 10,89 1én 75,34 + 10,03) va nhom DC tang (43,81 £ 11,76 1én 73,01 + 11,34) co
¥ nghia théng ké (p < 0,01). Su khac biét khong c¢6 ¥ nghia thong ké (p > 0,05).
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* Murc do cadi thién cac triéu chung YHCT:

Bang 5. Mtrc d6 cai thién triéu chung YHCT.

Nhém NC (n = 30)

Tri¢u chirng

Nhém DPC (n = 30)

DO D15 D0 D15

n % n % n % n %
Pau ting khi gip gi6, 25 83,3 8 267 24 80 6 16,67
lanh, 4m thap
Mach huyén, tram 23 76,7 5 16,7 24 80 5 16,7
Chat ludi hong nhat, 26 86,7 7 233 25 833 8 266
réu ludi trang nhét
pDo-DI5 <0,01
PNC-BC > 0,05

O ca hai nhém nghién ctru, sau diéu tri, cac triéu chirng dau tang khi gap gio

lanh, troi 4m thép, tinh trang mach tram huyén, chat ludi héng nhat va réu

ludi trang nhét déu giam 16 rét ¢6 v nghia thdng ké (p < 0,01). Tuy nhién, khi so
sanh giita hai nhom tai cung thoi diém, sy khac biét khong dat ¥ nghia théng keé

(p > 0,05).

BAN LUAN

1. Hiéu qua giam dau theo thang
diém VAS sau diéu tri

Ty 1¢ nhém dau vira cia ca 2 nhoém
déu giam rd rét (Bang 1). Piém VAS
trung binh cia nhém NC gidm twr 5,87 +
1,00 Xuéng 1,83 + 0,92, trong khi nhém
DC giam tir 5,74 + 1,00 xubng 1,63 +
0,87, su khac biét gitra hai nhém khong
dat ¥ nghia théng ké (p > 0,05). Cac két
qua nay chi ra ca hai phuwong phap déu
co tac dung gidm dau hiéu qué trong
diéu tri viém quanh khdp vai thé don
thuan va hiéu qua cta chiing 1 tuong
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duong. Nong do cac hormone nhu beta-
endorphin, serotonin, catecholamine,
cortisol va ACTH ting 18n trong co thé
dudi tac dung cua dién cham, tir d6 giap
giam dau mot cach tu nhién. Két qua
trén twong dong vo&i nghién ctru cua
Nguyén Vin Hudéng va CS trén 30 BN
diéu trj bang dién cham két hop bai tap
dudng sinh cho thdy VAS giam tir 6,0 +
1,2 xuéng 1,3 + 0,47; TVD khép vai
dugc cai thién ddng ké [4]. Tir nghién
clru cua ching t61 cling chimg minh
laser chdm c6 hi€u qua twong duong
dién cham trong giam dau. Laser cham
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st dung thiét bi phat tia laser cong suat
thip (low-level laser therapy - LLLT)
dé chiéu 4nh sang don sic 1én cac huyét
dao nam trén hé théng kinh lac, nham
tao hi¢u Uing diéu tri thay cho kim cham
truyén thong. Co ché chu yéu thong qua
phan tng quang sinh hoc, kich thich
hoat dong ctia nguyén bao soi, thuc ddy
sira chita mo lién két va giam viém bang
cach trc ché téng hop prostaglandin [3].
Theo nghién ctru cia Litscher G va CS
cho thdy tia do (budc séng 658nm, cong
suat 100mW, duong kinh 500pum) c6 do
sau tac dung 2 - 4cm [5]. Nghién ctru
chung t61 da st dung budc song 658nm
do d6 tac dong duoc vao cac huyét tai
vung vai, chi va than minh c¢6 d¢ sau
dao dong tir 1 - 4cm. Khi ndng lugng tia
laser dugc hoi tu kich thich huyét dao
gitp thong kinh hoat lac, khu phong tan
han trir thap, diéu hoa tang phu gitip 1am
tang hiéu qua diéu tri. Két qua nghién
ciru cta ching toi tuwong dong voi
Taverna va CS (2005) véi nguoi cao
tudi bi viém quanh khép vai diéu tri
laser cham, sau 2 nam theo doi, > 90%
BN duy tri cai thién vé muc d6 dau va
chtrc ning vai [6]. Xoa bop bam huyét
thong kinh lac, can bang 4m duong,
kich thich da va co quan cam thy, gitp
luu théng mau, giam co thit, chdng
viém va phuc hdi co xwong khép. Nhu
vay, su két hop giira laser va xoa bop
bam huyét hay dién cham va xoa bop

bam huyét déu c6 hiéu qua giam dau rd
rét va tuong duong nhau.

2. Hi€u qua cai thién TVD khép vai
theo McGill-McROMI sau diéu tri

Theo tac gia Tran Ngoc An, viém
phan mém quanh khép vai gdy xo dinh
nhanh, dau va han ché van dong, khoi
phat tir dong tac dang roi lan sang gip
va xoay. Do d9, nghién ctru cua ching
t6i tién hanh danh gia thay déi TVD
khép vai qua ba dong tac: Dang, xoay
trong va xoay ngoai, trudc va sau diéu
tri [7]. Két qua trinh bay tir bang 2 - 4
cho thdy kha niang van dong cia khép
dugc cai thién dang ké & ca nhom NC
va nhdm BC, hiéu qua diéu tri & 2 nhém
la twong duong nhau (p > 0,05).

3. Hiéu qua cai thién cac triéu
chimg YHCT

Bénh nhan thuéc nhom BC va NC
truée dicu tri hau hét déu c6 cac tridu
chirng dau tang khi gdp lanh, s¢ gi0, s¢
lanh, mach trim huyén, chit ludi do, réu
ludi tring. Sau diéu tri, cac triéu ching
déu giam, 2 nhom c6 muc d6 giam
tuong duong nhau tai ting thoi diém.
Diéu nay co thé giai thich do tac dung
cua laser cham va di¢n cham gitp thong
kinh hoat lac, khu phong tan han tru
thip, diéu hoa tang phu, cin bing am
duong. Vi vy, chinh khi da hoi phuc, ta
khi dugc loai bd, céc triéu ching ngoai

cam duogc giai tru.
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KET LUAN
Phuong phap laser cham két hop
x0a bop bam huyét cho thay hiéu qua
diéu tri twong dwong véi phuong phap
dién cham két hop xoa bop bam huyét
trén 60 BN viém quanh khop vai thé
don thuan.
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PANH GIA HIEU QUA PIEU TRI VIEM MUI DI UNG
BANG BUDESONIDE XIT MUI TREN BENH NHAN
PIEU TRI NGOAI TRU TAI BENH VIEN QUAN Y 103

Qudan Thanh Nam'*, Nghiém Dic Thugn'
Nguyén Thi Hoa2, Nguyén Quyét Thing?
Tém tit
Muc tiéu: Danh gié cai thién triéu chitng 1am sang va chét luong cudc song
(CLCS) ¢ bénh nhan (BN) viém miii di tng (VMDU') duoc diéu tri ngoai tri bang
budesonide xit miii. Phwong phdp nghién ciru: Nghién cau tién ciu, mo ta ting
treong hop trén 61 BN duoc chan doan VMDU tai Bénh vién Quan y 103 tir thang
10/2023 - 12/2024. Két qud: Sau diéu tri 3 thang c6 77,0% khong con triéu ching
ngira mili (trude diéu tri 12 9,8%); 73,8% khong con hat hoi; 78,7% khong con
chay mili; 49,2% khong con ngat miii (trude didu tri 12 9,8%); 72,1% niém mac
mili va 83,6% cubén miii dudi vé binh thudng, so voi trudc dicu tri 13 9,8% va 0%.
Diém trung binh CLCS giam tir 2,2 + 0,6 xudng 0,8 + 0,2 (giam 1,4 + 0,5); mac
d6 thay doi dat 63,6%. Két ludn: Sau 3 thang diéu tri VMDU bang budesonide xit
mili, Su cai thién rd rét ca vé triéu chirng 1am sang va CLCS.
Tiwr kKhoa: Viém milii di ing; Xit miii; Budesonide.

TREATMENT OUTCOMES OF ALLERGIC RHINITIS
WITH INTRANASAL BUDESONIDE IN OUTPATIENTS
AT MILITARY HOSPITAL 103

Abstract

Objectives: To evaluate the improvement in clinical symptoms and quality of
life (QoL) in patients with allergic rhinitis (AR) undergoing outpatient treatment
with intranasal budesonide. Methods: A prospective, case-by-case descriptive
study was conducted on 61 patients diagnosed with AR at Military Hospital 103
from October 2023 to December 2024. Results: After three months of treatment,

1Bénh vién Quan y 103, Hoc vién Quany
2Hgc vién Chinh tri
“Téac gia lién h¢: Quan Thanh Nam (dr.namb6@gmail.com)
Ngay nhan bai: 17/02/2025
Ngay duge chip nhan ding: 31/3/2025
http://doi.org/10.56535/jmpm.v50i5.1215
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77.0% of patients had complete resolution of nasal itching (before treatment:
9.8%); 73.8% had no further sneezing episodes; 78.7% experienced cessation of
rhinorrhea; and 49.2% achieved complete relief from nasal congestion (before
treatment: 9.8%). Additionally, 72.1% exhibited normalization of the nasal
mucosa, and 83.6% showed it restored inferior turbinate morphology, compared to
before treatment (9.8% and 0%). The mean QoL score improved significantly from
2.2 £ 0.6 to 0.8 £ 0.2, with a mean reduction of 1.4 + 0.5 points, reflecting an
overall improvement rate of 63.6%. Conclusion: Intranasal budesonide showed
marked improvement in both clinical symptoms and quality of life in patients with

allergic rhinitis after three months of treatment.

Keywords: Allergic rhinitis; Intranasal spray; Budesonide.

PAT VAN PE

Viém mii di Ung 1a tinh trang viém
niém mac mili xdy ra do tiép xtc véi di
nguyén, biéu hién boi cac triéu ching
nhu ngira mili, hat hoi, chay mili va tic
hodc ngat mii. VMDU thudong kém
theo viém két mac di tng [1].

Bénh nhan bji VMDU' thuong c6 réi
loan gidc ngu va cac van dé vé cam x(c,
cling nhu suy giam cac hoat dong va
chirc nang xa hoi. Ngoai ra ciing thuong
thdy VMDU  lam suy giam cong viéc va
thanh tich hoc tap [2].

St dung thudc chéng viém Vi
corticosteroid xit mii dé diéu tri ciing
nhu kiém soét cé4c triéu chimg miii cua
VMDU' dugc danh gia tot, cac hudng
dan qudc té khuyén céo 1a liéu phap dau
tién cho BN VMDU ¢6 tat ca cac triéu
chang tir mac nhe nhat. Vi vay, ching
t6i nghién ciru dé tai ndy nham: Péanh
gia viéc cdai thién triéu ching lam sang
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ciing nhu CLCS ciia BN VMDU duoc
diéu tri bcing budesonide xit miii.

POI TUQNG VA PHUONG PHAP
NGHIEN CUU

1. Poi twong nghién ctru

Gdm 61 BN chan doan VMDU duoc
diéu tri ngoai tra bﬁng budesonide xit
mii tai Bénh vién Quan y 103 tir thang
10/2023 - 12/2024.

* Tiéu chudn lwa chon:

BN > 6 tu6i duoc chan doan xac dinh
VMDU & cac mace do khac nhau duoc
diéu tri duy nhat bang budesonide xit
mili; BN tuan thu phac do diéu tri va
dugc danh gia ¢ thoi diém 1, 3 thang.

* Tiéu chuadn logi triv:

BN qua man véi budesonide; BN
trong giai doan boi nhiém, c6 polyp miii
kém theo; BN viém mili xoang man tinh
thé di ung; BN khong dong y tham gia
nghién cuu.
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2. Phuong phap nghién ctru

* Thiét ké nghién cizu: Nghién ctu tién ciru, mo ta timg trudng hop.

* Quy trinh thu thdp théng tin va ky thudt ap dung trong nghién cuzu:

- Co ning, thuc thé: Déanh gi4 tai thoi diém trude diéu tri, sau diéu trj 1 va 3
thang. Céc triéu ching dugc kham va danh gia, phan loai theo thang phan loai quéc
té TNSS (Total Nasal Symptom Score) [3].

Bang 1. Phan loai tri¢u ching co nang.

Triéu ching Nang Trung binh Nhe Binh thwong
Ngtra miii Liéntuc  Khéng liéntuc  Thinh thoang Khéng co
Hat hoi Lién tuc Tung lac it khi Khéng co
Chéy miii Lién tuc Tung lac it khi Khong ¢
Ngat miii Lién tuc Tung lac Hiém khi Khong co
Bang 2. Phan loai tri¢u chirng thuc thé.
Triéu chang Nang Trung binh Nhe Binh thwong
. . Nhot mau, Nhot mau, Nhot mau, .
Niém mac miii L . N N Hong
phu né nhidu  phunétrungbinh  phu né nhe
Cubn dudi Quaphatnhicu  Quéaphatvira  Quaphatit Binh thudng

- Panh gia diém CLCS: Panh gia
trude diéu tri va sau diéu tri 3 thang.

Nghién cuu caa ching tdi &p dung bo
cau hoi RQLQ (Rhinoconjunctivitis
Quality of Life Questionnaire) dé danh
gia mac do cai thién CLCS. Bo cau hoi
danh gia gdbm cac muc: Hoat dong, cac
triéu chirng mili, mét, giac nga, cac van
dé thuc hanh, cac triéu chiing ngoai

miii/mat, cam xtic. Cho diém CLCS tur
0 - 6 theo mirc do anh huong [6]. Piém
trung binh CLCS sau diéu tri thip hon
trude diéu tri > 0,5 diém theo Juniper
hoac giam > 20% theo tac gia Rak S
duoc cho la c6 cai thién [4, 5].

- Budesonide xit mi: Strdung budesonide
xit miii (Benita), mdi lidu (nhat xit)
0,05mL chira 64 microgam budesonide.
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Bang 3. Liéu Budesonide xit mili [6, 7].

Liéu khéi dau Liéu duy tri
Loai VMDU \ X
o (256 mcg/ngay/14 ngdy) (128 meg/ngay/3 thang)
Xit 2 lan/ngay (bu01 sang, Xit 1 1an/ngay vao budi

VMDU ning, dai dang bubi tdi), chia déu cho 2 bén  séng, chia déu cho 2 bén

VMDU nhe, trung binh,  Liéu khéi dau 1a liéu duy tri Xit1 lﬁn/ngéy vao budi
gian doan sang, chia déu cho 2 bén

* Xu7 1y 6 ligu: Bang phan mém thong k& y hoc SPSS 22.0.

3. Pao dwc nghién ciu

Nghién ctru dugc thuc hién theo dung quy dinh cta Bénh vién Quén y 103. Sé
liéu duoc Bénh vién Quan y 103 cho phép sir dung va cdng b. BN dugc cung cap
day da thdng tin va tu nguyén tham gia nghién ciru, cac nguyén tic vé y dire duoc
dam bao thuc hién nghiém tc. Nném tac gia cam két khong c6 xung dot loi ich
trong nghién ctru.

KET QUA NGHIEN CU'U
Bang 4. Pic diém triéu ching co ning trude va sau diéu tri (n = 61).
A . Mure do Truée DT Sau DT 1 thang Sau DT 3 thang

Trigu chiing ton thuwong n (%) n (%) n (%)

Nang 15 (24,6) 5(8,2) 0(0,0)

L. Trung binh 16 (26,2) 10 (16,4) 4 (6,6)

Ngtra miii

Nhe 20 (32,8) 26 (42,6) 10 (16,4)
Binh thuong 10 (16,4) 20 (32,8) 47 (77,0)

Nang 40 (65,6) 6 (9,8) 0(0,0)

L Trung binh 15 (24,6) 9 (14,8) 6 (9,8)

Hat hoi

Nhe 6 (9,8) 26 (42,6) 10 (16,4)
Binh thuong 0 (0,0) 20 (32,8) 45 (73,8)

Nang 11 (18,0) 2(3,3) 0(0,0)

Trung binh 30 (49,2) 15 (24,6) 2 (3,3)
Chay mii Nhe 20 (32,8) 27 (44,3) 11 (18,0)
Binh thuong 0 (0,0) 17 (27,8) 48 (78,7)

Nang 10 (16,4) 2(3,3) 0(0,0)
. Trung binh 35 (57,4) 18 (29,5) 9 (14,7)

Ngat miii

Nhe 10 (16,4) 21 (34,4) 22 (36,1)
Binh thuong 6 (9,8) 20 (32,8) 30 (49,2)

(PT: Piéu trj)
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Sau 3 thang diéu tri, BN 77,0% khong c6 triéu chirng ngtra miii (ban dau 10%),
73,8% khoéng con hit hoi, 78,7% khong con chay miii va 49,2% khong con ngat
miii (ban dau 9,8%).

Bang 5. Dic diém niém mac va cudn mii duéi trude va sau diéu tri (n = 61).

Diic didm ’I\/Il'rc do Truwéc PT  Sau PT 1 thang Sau DT 3 thiang

: ton thwong n (%) n (%) n (%)

Nang 10 (16,4) 2(3,3) 0 (0,0)

Niém mac Trung binh 35 (57,4) 15 (24,6) 2(3,3)
miii Nhe 10 (16,4) 13 (21,3) 15 (24,6)
Binh thuong 6 (9,8) 31 (50,8) 44 (72,1)

Nang 5(8,2) 1(1,6) 0 (0,0)

Cudn mii Trung binh 28 (45,9) 10 (16,4) 3(4,9)
dudi Nhe 28 (45,9) 30 (49,2) 7(11,5)
Binh thuong 0(0,0) 20 (32,8) 51 (83,6)

(PT: Piéu tri)
Sau 3 thang diéu tri c6 72,1% BN niém mac miii vé binh thuong (ban dau 9,8%)
va 83,6% BN khong con ton thuong cubn dudi.
Bang 6. Thay doi chat lugng cudc séng sau 3 thang diéu tri (n = 61).
Truwéc PT Sau BT Miic Ty 1€
Chi sé CLCS X+SD 3thang thay déi thayddi p
X+SD X+sb (%)
biém trung binhchung  22+06 08+02 1,4+05 636 <0,001
Hoat dong 29+05 1,1+03 18+04 621 <0,001
Giac ngu 1,8+06 08+02 10+05 556 <0,001
Cac trieu chimgmii  3,4+08 09+03 25+0,7 735 <0,001
Cactrieuchungmat  16+05 02+01 14+04 875 <0,001
Céc van dé thyc hanh 25+08 08+01 1,7+08 680 <0,001
Cac triéu chirng ngoai
mii/mat
Cam xuc 18+07 0702 11+0,6 61,1 < 0,001
(PT: Piéu trj)
Sau diéu tri, CLCS cai thién c6 y nghia thong ké so véi trude diéu tri trén diém
trung binh chung va ty 1& phan tram.

15+0,2 11+08 0406 27,7 <0,05
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BAN LUAN

1. Triéu chirng co ning

Trude diéu tri, cac triéu chiing chinh
nhu ngtra mii, hit hoi, chay mii ngat
mili déu xuat hién véi ty 16 va mic do
khac nhau, cé4c triéu chimg nay déu cé
su thuyén giam sau 1 thang va 3 thang
diéu tri. B4i véi tridu chiing ngira mii
sau 3 thang, 77,0% BN khdng con triéu
chang ngta mili (ban dau la 16,4%,
taing 60,6%). Két qua nay cao hon
nghién ctru cua Tang Xuan Hai (2019)
khi diéu tri VMDU bang fluticasone xit
miii trong thot gian 3 thang, BN khong
con triéu ching ngira mii chiém 46,7%
[7]. Vi triéu chang hat hoi; trude didu
tri, phan I6n BN hit hoi mic d6 ning
(65,6%). Sau diéu tri 3 thang, khdng
con BN hit hoi muac d6 ning, c6 73,8%
BN khong con hit hoi. Két qua nay cao
hon so véi nghién ctu cia Tang Xuan
Hai, c6 44,4% BN khdng con hat hoi [7]
va phu hop vai nghién ctru cia Gendeh
HS va CS [8].

Sau diéu tri 3 thang thi 78,7% BN
khong con chay mili va hét BN chay
mii muic do nang, két qua nay cao hon
nghién ctru cia Tang Xuan Hai sau diéu
tri s6 BN khong con chay miii chi chiém
44,4% [7]. D6i voi tridu chimg ngat
mili, sau diéu tri triéu chitng ngat mii
giam rd rét, sau 1 thang co 32,8% va sau
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3 thang c6 49,2% BN hét ngat mii SO
v6i ban dau 9,8%, BN hét ngat ting
39,4%; ty 1€ ngat miii nhe tang 1én dang
ké (36,1%). Két qua nay tuong ty nhu
nghién ctru cua Tang Xuan Hai, sau
diéu tri c6 42,2% BN hét ngat miii [7].
Pay ciing 13 triéu ching rat kho dé diéu
tri theo nhan dinh cua Passali D [9].

2. Triéu chitng thuc thé

Sau diéu trj, ty 1& BN c0 tén thuong
niém mac mii nang la 0%, trung binh la
3,3% s0 Véi trudce diéu tri 1a 16,4% muc
d6 nang, 57,4% mirc d6 trung binh. S6
BN cé niém mac mii binh thuong
chiém 72,1% so véi trude didu tri 1a
9,8% (tang 62,3%). Phan 16n BN khong
con tén thuong cudn dudi (83,6%). Két
qua nay cao hon so véi nghién ctru cua
Tang Xuan Hai, c6 44,4% BN niém
mac va 46,7% cudn mili vé binh thuong
[7], két qua nay c6 thé do nhom BN c6
tinh trang niém mac miii t6n thuong
muc d6 ning va qua phat cuén miii cua
tac gia chiém ty 1é cao hon so voi
nghién ctu cua ching toi, két qua nay
cting phu hop véi nghién ctu cua
Gendeh HS va CS [8]. Nhu vay, cac
nghién ctru déu ghi nhan thudc xit mii
da co tac dong tich cuc dén tinh trang
niém mac mii va cuén mii duédi. Tuy
nhién, mdi loai thuéc xit khac nhau c6
thé cho két qua diéu tri khac nhau.
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Khi so sanh 2 méc thoi gian diéu tri,
két qua sau 3 thang diéu tri, cc tridu
chtng co ning va thyc thé giam rd rét
s0 v6i trudc diéu tri cling nhu sau diéu
tri 1 thang. Diéu nay ching t6 vai trd
duy tri lidu xit cua corticosteroid, day
cling 14 nhan dinh va khuyén nghi cua
cac nghién ctru khac [6, 7, 8].

3. Chit lwgng cugc sdng

Sau diéu tri, CLCS cai thién c6 y
nghia thong ké so véi trude diéu tri trén
diém trung binh chung va ty 18 phan
tram. Diém trung binh CLCS giam tir
2,2 + 0,6 xudng 0,8 + 0,2, giam 1,4 +
0,5, mure do thay doi dat 63,6%. Két qua
nay phu hop véi nghién ciu cua Tang
Xuan Hai, diém trung binh CLCS giam
tir 3,11 £ 0,93 xubng 0,73 + 0,74 [7] va
nghién ctru cua Gendeh HS va CS khi
danh gia hi€u qua cua corticosteroid
(nasonex) xit miii cho thdy diém trung
binh CLCS giam tir 2,91 + 1,38 xudng
1,95 + 1,22 [8]. Su cai thi¢n CLCS phu
hop v6i khuyén nghi ctia Juniper EF va
Rak S [4, 5].

KET LUAN

Sau 3 thang diéu tri VMDU' bang
budesonide xit miii (Benita), két qua Ia
73,8% BN khong con hit hoi, 78,7%
khong con chay mii (cac triéu ching
nay trudc diéu tri déu 1a 100% & céc
mtc d6); 83,6% cubén mili dudi binh
thuong va 72,1% BN ¢4 niém mac mai
binh thudng (trudce diéu tri 9,8%). Biém

trung binh CLCS giam tr 2,2 + 0,6
xuéng 0,8 £0,2, giam 1,4 £ 0,5, mirc d
thay doi dat 63,6%.
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BAO CAO CA LAM SANG:
TRUONG HQP THAI NGOAI TU CUNG O LACH
TAI BENH VIEN QUAN Y 175

Tram Hoang My Phuwong'", Truong Minh Thwong', Hoang Xuin Truwong'

Tom tit

Thai ngoai tir cung & lach (splenic ectopic pregnancy - SEP) 1a bénh rat hiém
gip, kho chan doan va c6 thé gay tir vong & me trong ba thang dau thai ky. Bai viét
nay nham bao cdo mot truong hop SEP dugc chan doan va diéu tri tai Bénh vién
Quan y 175. Bénh nhan (BN) nhép vién vi dau bung, si€éu am qua nga am dao vdi
dich 6 bung c6 hoi am, khong thay tai thai trong budng tir cung. Xét nghiém ndng
d6 PHCG (beta-human chorionic gonadotropin) ting cao bat thudng. Chup cit 16p
vi tinh ¢6 tiém thudc can quang cho thiy mét khdi bét thudc dang vién cuc trén
lach kém ty mau quanh bao lach. BN duoc chi dinh diéu tri bang m6 md cét bo
lach. Thai ngoai tir cung tai lach 14 tinh trang nguy hiém. Do d6, viéc ing dung céc
phuong tién chan doan hinh anh sém c6 y nghia quan trong trong xac dinh nguyén
nhan dau bung ¢ phu nir trong do tudi sinh san, dic biét khi ¢ tién sir cham kinh.

Tir khoa: Thai ngoai tir cung & lach; Cit 16p vi tinh c6 tiém thudc can quang;
Thai trong 0 bung.

A CLINICAL CASE REPORT:
SPLENIC ECTOPIC PREGNANCY AT MILITARY HOSPITAL 175

Abstract

Splenic ectopic pregnancy (SEP) is an extremely rare and challenging condition
to diagnose, potentially life-threatening for mothers during the first trimester of
pregnancy. This report describes a case of SEP diagnosed and treated at Military
Hospital 175. The patient was admitted with abdominal pain, and transvaginal
ultrasonography revealed free intraperitoneal fluid with internal echoes but no

'Bénh vién Quén y 175
*Tac gia lién h¢: Trim Hoang My Phwong (thmp2506@gmail.com)
Ngay nhan bai: 06/02/2025
Ngay duge chiap nhan ding: 31/3/2025
http://doi.org/10.56535/jmpm.v50i5.1205
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gestational sac within the uterine. Laboratory tests showed an abnormally high
beta-human chorionic gonadotropin (BHCG) level. Contrast-enhanced computed
tomography demonstrated a rim-enhancing mass at the upper pole of the spleen
with a perisplenic hematoma. The patient underwent an emergency open
splenectomy. Splenic ectopic pregnancy is a critical condition. Therefore, early
application of imaging modalities plays a crucial role in identifying the cause of
abdominal pain in women of reproductive age, especially those with a history of
delayed menstruation.

Keywords: Splenic ectopic pregnancy; Contrast-enhanced computed tomography;

Abdominal pregnancy.

DAT VAN DE

Thai ngoai tir cung 1a tinh trang trimg
thu tinh va lam t6 ngoai budng tir cung.
Vi tri phd bién nhét thuong & 6ng dan
trimg (95,5%), trong khi thai trong 6
bung chi chiém 1,3% [1]. Thai ngoai tir
cung & lach 1a thé 1am sang hiém gip,
dén nay chi khoang 52 trudng hop duoc
bao cdo trong y vin qudc té [2], tai Viét
Nam ghi nhan truong hop trong nghién
ctru cia Nguyén Khic Hung [3]. Thai
ngoai tor cung vd la tinh trang nguy
hiém gay de doa tinh mang va thudong
xay ra trong ba thang dau cua thai ky.
Nguyén nhan do bao lach rit mong,
trong khi nhu mo lach c6 hé théng mach
mau phong phu nén dé v&, giy xuat
huyét néi voi luong nhiéu, doi hoi can
thiép phau thuat khan cip [4]. Do do,
chan doan sém 1a rat can thiét, viéc tri

hoan diéu tri c6 thé dan dén voO sinh
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hodac tham chi t¢ vong & me. Trong
nghién clru nay, ching t6i: Bdo cao mot
ca bénh thai ngoai tur cung o lach dwoc
diéu tri tai Bénh vién Quany 175.

GIOI THIEU CA LAM SANG

Bénh nhan nit 29 tudi, MSYT:
24315724 nhap Bénh vién Quan y 175
vi dau bung. Trudc nhdp vién mot gio,
BN dot ngdt dau vung ha suon trai kém
mét moi, khong ra huyét am dao, khong
nén, khong sét, tiéu tiéu binh thuong.
Tién sir: PARA 0000, kinh nguyét
khong déu (khong nhé ky kinh cudi,
khong c6 tién sir viém ving chau, phau
thuat viung chéu hoac mang thai ngoai
tu cung trugc do, khong mang vong
tranh thai). Kham thuc thé tri giac tinh,
tiép xuc tot, sinh hiéu on, huyét ap
105/65mmHg, mach 80 lan/phut. Bung
mém, khong chudéng, khong dé khang,
an dau ha suon trai. Can 1am sang gom



TAP CHi Y DUQC HQC QUAN SU SO 5 - 2025

thir thai bang nudc tiéu cho két qua
duong tinh va néong d6 PHCG huyét
thanh la 10486,86 mU/mL (0 - 5 mU/mL).
Céc xét nghiém cong thirc mau véi sb
lrong hong cau, ndng d6 huyét sic td va
hematocrit déu giam, lan luot 1a 3,19
T/L, 96 g/dL va 28,5%. Tuy nhién, siéu
am qua ngd 4m dao cho thiy tir cung
kich thudc binh thuong, nga trudce,
dAP# 47mm, ndi mac # 5Smm, co tu
cung dong nhat, khong xac dinh dugc
tai thai trong tir cung. Budng trimg phai
c6 nang d# 15 x 15mm, vién day, bo
trong khong déu, bat mach vién goi y
nang hoang thé. Budng trimg trai binh
thuong. Dich tu do ha vi, dich hoi 4m
lon con (Hinh I). Sau d6, BN duoc tién
hanh chup cét 16p vi tinh ¢6 tiém thudc
can quang cho thiy tu mau dudi bao
lach kém theo t6n thuong giam ddm do
khong dong nhat thi khong thude, kich
thudce khodng 23 x 21mm trong nhu mo
cuc trén cia lach, bat thuc can quang
manh khong dong nhit ngoai vi, khong
théy diu hiéu xuét huyét hoat dong.
Dich tu do 6 bung lugng vira, véoi dich
dam do cao trén thi khong thude, goi ¥
tran mau 6 bung. Nang hoang thé ¢
budng trimg phai cling duogc ghi nhan
(Hinh 2).

Phau thuét ndi soi 6 bung dugc bac si
san phu khoa thyc hién. Quan sat co
1500mL méu lodng 1an méau dong, tir

cung kich thudc binh thuong, phan phy
trai binh thudng, phan phu phai c6 nang
hoang thé kich thudc khoang 20 x
20mm, gan binh thuong, quanh lach c6
nhiéu mau déng, kho khao sat bé mit.
Sau d6 moi hoi chan véi bac si ngoai
bung, quan sat ghi nhan thiy rat nhiéu
mau dong quanh lach, hit mau dong,
ghi nhan cyc trén lach co khdi bat
thuong kich thudce khoang 20 x 20mm
chay mau. Panh gia mau chay qua khoi
u ving cuc trén lach khong thé cam
mau, quyét dinh chuyén mé mé bang
rach da duong trang giita rén vao bung.
Boc 10 lach, phan tich mach mau lach,
kep cat cudng lach. Lau rira sach 0
bung, kiém tra cAm mau ky. bat mot
6ng dan luu ving hd lach. Sau phiu
thuat, BN duoc chuyén dén Pon vi
Chédm s6c ddc biét dé theo ddi, trude khi
chuyén xudng phong hiu phau. Qua
trinh hdi phuc ctia BN dién ra sun sé.
Nong do PHCG giam xuéng con
5775,73 mU/mL sau 1 ngay phau thuat
va giam xudng con 2575,11 mU/mL
ngay tiép theo.

Giai phau bénh hoc dai thé cua khoi
t6n thuong c6 kich thude 20 x 15mm,
mit cit mau nau nhat. M6 ta vi thé véi
t6 chirc mau dong xen 1an nhiéu hinh
16ng nhau va cac hop bao nudi. Két luan
cudi cung 14 t6 chirc nhau thai lac chd &
lach (Hinh 3).
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Hinh 1. Siéu 4m dau do 4m dao khong thiy tdi thai trong long tir cung,
nang hoang thé budng trimg phai.

Hinh 2. Hinh 4nh cat 16p vi tinh c6 tiém thudc can quang
(A) Thi khéng thudc: Ty mau dudi bao lach kém theo mot tén thuong giam dam
d6 khong dong nhat trong nhu mé cuc trén cua 1a lach (mili tén vang). (B, C, D)
Sau tiém thudc qua cac thi: Ton thuong bat thudc can quang manh khong dong
nhét ngoai vi, khong théiy dau hiéu xuét huyét hoat dong (miii tén vang). (E) Dich
tw do 6 bung, véi dich dam dd cao trén thi khong thudc, €01y tran mau b bung. (F)
Nang hoang thé ¢ budng tring phai (mii tén vang).
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nhat cuc trén lach (A, B). Hinh anh vi thé véi t6 chitc méu dong xen 1dn nhiéu
hinh 16ng nhau va cac hop bao nuoi (C, D).

BAN LUAN

Thai trong 6 bung rat hiém, chi
chiém 1,3% truong hop thai ngoai tir
cung [1]. Thai trong 6 bung dugc phan
loai 1a nguyén phat hay tha phat tuy
thudc vao vi tri tring thu tinh. Khi qua
trinh thu tinh dién ra trong khoang phtic
mac goi 1 thai trong 6 bung nguyén phat.
Nguoc lai, khi qua trinh thy tinh dién ra

trong Ong dan trang, sau d6 6ng din
tring bi v va cudi cung nodn 1am té &
vi tri thir phét trong khoang phic mac
dugc goi 1a thai trong 6 bung th phat.
Mang thai trong 6 bung nguyén phat
cuc ky hiém so véi thir phat. Bénh
thuong gay de doa tinh mang do khong
duogc chan doan truéc phau thuat va
chiém ty 1¢ tr vong & me khoing
5,1/1000 truong hop (cao hon 7,7 14n so
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voi thai ngoai tr cung khac va cao hon
90 1an so véi thai tir cung binh thuong)
[4]. Tiéu chuin chan doan c6 thai
nguyén phat & bung da dugc Studdifort
mo ta vao nim 1942 bao gom ong dan
tring, budng trimg binh thudng va
khong c6 chan thuong gan diy. Khong
c¢6 bang chimg vé 15 ro tir cung - nhau
thai. Thai khéng qua 12 tudn véi cac
yéu t6 nguyén bao nudi chi lién quan
dén bé mat phiic mac [5]. Trong ca bao
cdo cua ching t61, ndi soi do cac bac si
phu khoa thyc hién cho thiy ong din
trimg, budng tring va tir cung binh
thudng nén c6 thé dugc phan loai 1a thai
0 lach nguyén phat. Gan va lach 1a vi tri
thuan loi cho viéc lam t6 béi vi day la
nhimg co quan c6 bé mit phang va
nhén, giau mach mau, do vay, nodn da
duogc thy tinh dé dang tiép can [6]. Tuy
nhién, ca hai co quan déu khong cho
phép nhau thai bam vao va phdi thai
khong thé phat trién duoc, do d6 dan
dén v& va xuat huyét noi luong nhiéu
néu khong duoc diéu tri kip thoi.

Theo bdo cdo cua cac y van trudc
day, BN thuong c6 d6 tudi trung binh 1a
29,7 (24 - 41 tudi) va hau hét déu bi dau
bung dot ngdt hoac kéo dai, lan sang vai
trai [4], trong do6, nghién cuu cuia
Nguyén Khiac Hung [3] ghi nhan BN c6
dau ha vi, BN trong truong hop cua
chung t61 nhap vién vi dau ha suon trai,
day 1a vi tri kha dién hinh khi thai lam
t6 & lach. Do triéu ching lam sing
khong dac hiéu nén viéc khai thac tién
st 1a quan trong trong chan doan thai
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ngoai tr cung. Phuong tién hinh anh
hoc chii yéu chan doan qua cac bao céo
trude day dua vao si€u am bung va chup
cit 16p vi tinh, trong d9, tac gia Nguyén
Khic Hung [3] st dung cong hudng tir
va cho thay tinh hiéu qua cua chung. Do
siéu am 13 phuong tién phd bién, tinh
linh dong cao nén thuong dugc str dung
trong cac truong hop cdp ciu. Tuy
nhién, trong ca bdo cdo ching t61 khong
thuc hién si€u dm bung trudc khi thuc
hién cac k¥ thuat cao hon nhu cat 16p
vi tinh.

Vé diéu tri, c6 mot vai khuyén caoda
dugc cong bd vé diéu tri ndi khoa thai
ngoai tir cung ma khong can phau thuat.
Trong do, mot ) nghién cuou da duoc
cong bd cho thay diéu tri lach bao ton
thanh cong bang cac phuong phap xam
14n t6i thiéu va khong can phau thuat két
hop véi tiém bap methotrexate da dugc
dé cap. Cac phuong phap bao gom tiém
methotrexate qua ndi soi vao tii phoi
[7], hat tai nodn hoang dudi hudng dan
clia cat 16p vi tinh va tiém methotrexate
tai cho, tiem KCI1 qua da dudi huéng
dan cta siéu am [8]. Tuy nhién, bat ky
khéi thai ngoai tr cung niao c6 dudng
kinh khoi thai trude diéu tri > 3,5cm,
néng do gonadotropin mang dém
> 5.000 mIU/mL va/hodc c6 phdi thai
déu c6 nhiéu kha ning that bai trong
diéu tri ndi khoa va c6 thé dugc diéu tri
thanh céng hon bang phiu thuat [9].
Trong ca bao cdo cua chung toi, viéc
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thuc hién cit lach c¢6 thé hop 1y do nong
d6 PHCG tang rat cao, khé co thé dap
g véi cac diéu tri ndi khoa khéc.

Hién nay, voi sy phat trién khong
ngimg trong chan doan hinh anh hoc,
néu BN nit phan nan vé cac triéu chimg
o bung (dac biét la céac triéu chung &
vung bung trén), viéc khong c6 thi thai
trong tir cung trén si€u &m qua nga am
dao, ngoai néng do6 PHCG cao (> 1.500
mU/mL) déu 13 goi ¥ cia thai ngoai tir
cung va BN nén dugc siéu am bung va
chup cit 16p vi tinh trude khi diéu tri
bang phau thuat [10]. M6t s bai bao da
chirmg minh siéu 4m két hop chup cat
16p vi tinh ¢6 vai tro chan doan som thai
ngoai tr cung & lach [8, 10]. Gan day,
chup cong hudng tir ciing cho thiy vai
tro trong phat hién thai ngoai tir cung &
lach ma BN khong can phai chiu anh
huong cua tia X [3, 8, 11]. Gan day, tac
gia Verrazzo Paolo [2] thong ké 72,7%
BN duogc dua vao cip ctru, 75% BN can
cat lach, 6,8% chi diéu tri bang thudc,
11,3% dugc thuyén tac dong mach
trude khi diéu tri dat diém.

KET LUAN
Thai ngoai tir cung 1a mot bénh ly
nguy hiém can phai duoc chan doan
som, trong do6 thai ¢ lach 1a mot tinh
trang rat hiém gip. Trong ca 1am sang
nay, trén phuong dién ciia bac si chan
doan hinh anh nén tién hanh siéu am

bung téng quat trong truong hop BN nir
dau bung nhiéu va siéu 4m ngd am dao
khong thiy tui thai kém dich 6 bung. Co
nhiéu cach lua chon diéu tri, trong do co
thé diéu tri ndi khoa hodc can thiép phiu
thuat, tuy nhién, can dua vao biéu hién
lam sang ctia ngudi bénh.

Dao dirc nghién ciru: Nghién ctru
dugc thuc hién theo ding quy dinh cia
Bénh vién Quan y 175. S liéu duogc
Bénh vién Quén y 175 cho phép sir dung
va cong bd. Nhom tac gia cam két khong
c6 xung dot loi ich trong nghién ctru.
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NGHIEN CUU MOI LIEN QUAN CUA NONG PQ MMP-9
VA TIMP-1 HUYET TUONG O THAI PHU TIEN SAN GIAT

Dé Ting Pic', Nguyén Thanh Thuy'*
Toém tit
Muc tiéu: Xac dinh ty 16 va mdi lién quan cta ndng @6 MMP-9, TIMP-1 trong
huyét twong cua thai phu binh thuong (BT) va thai phu tién san giat (TSG). Nhan
xét moi lién quan cua ching véi mot sd triéu chimg 1am sang chinh cta TSG.
Phwong phdp nghién ciru: Nghién ctru mo ta cit ngang c6 doi chung trén 240 thai
phu, chia 1am hai nhém gom 120 thai phu BT va 120 thai phu TSG. Nong d6 MMP-9
va TIMP-1 huyét tvong duoc dinh luong bang k¥ thuat ELISA (enzyme-linked
immunosorbent assay). Két qud: Nong 46 MMP-9 huyét tuong & nhom thai phu
TSG 14 403,0 (207,6 - 794,1) ng/mL thap hon ¢ nhom thai phy BT 13 608,6 (238,9 -
1212,0) ng/mL (p = 0,032). Nong do TIMP-1 huyét twong & thai phu TSG 13 196,8
(125,0 - 272,9) ng/mL thap hon thai phu BT la 225,8 (141,5 - 314,0) ng/mL
(p = 0,14). Ty 1€ MMP-9/TIMP-1 ¢ nhom thai phu TSG 1a 2,21 (1,39 - 3,20) va
thap hon & nhom thai phu BT 14 2,83 (1,71 - 4,59) (p = 0,008). Nong do MMP-9
va TIMP-1 ting theo do tang huyét ap (THA) véi p < 0,05. Két ludgn: Lugng MMP-9
va ty 16 MMP-9/TIMP-1 huyét twong cua thai phu TSG giam hon (p < 0,005).
Nong 6 MMP-9 va TIMP-1 tuong quan dong bién véi mirc d6 THA & thai phu TSG.
Tir khoéa: Tién san giat; MMP-9 va TIMP-1; Ty 16 MMP-9/TIMP-1.

RESEARCH ON THE RELATIONSHIP BETWEEN THE
CONCENTRATION OF MMP-9 AND TIMP-1 IN THE PLASMA
OF PREGNANT WOMEN WITH PREECLAMPSIA

Abstract

Objectives: To determine the ratio and relationship of MMP-9 and TIMP-1 concentrations
in the plasma of normal pregnant women and pregnant women with preeclampsia.
To study their relationship with some major clinical symptoms of preeclampsia.

'B$ mén Sinh ly bénh - Mién dich, Trweong Pai hoec Y Ha Noi
“TAc gi4 lién h¢: Nguyén Thanh Thuy (nguyenthanhthuy@hmu.edu.vn)
Ngay nhan bai: 04/3/2025
Ngay dugc chip nhin ding: 25/4/2025
http://doi.org/10.56535/jmpm.v50i5.1245
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Methods: A cross-sectional descriptive study was conducted on 120 normal pregnant
women and 120 pregnant women with preeclampsia. MMP-9 and TIMP-1
concentrations were determined using the ELISA (enzyme-linked immunosorbent
assay) technique. Results: MMP-9 concentration in the plasma of preeclamptic
pregnant women was 403.0 (207.6 - 794.1) ng/mL, lower than that of normal
pregnant women of 608.6 (238.9 - 1212.0) ng/mL (p = 0.032). The concentration
of TIMP-1 in the plasma of preeclamptic pregnant women was 196.8 (125.0 -
272.9) ng/mL, lower than in normal pregnant women of 225.8 (141.5 - 314.0)
ng/mL (p = 0.14). The MMP-9/TIMP-1 ratio in preeclamptic women was 2.21
(1.39 - 3.20), lower than in normal pregnant women of 2.83 (1.71 - 4.59)
(p = 0.008). MMP-9 and TIMP-1 concentrations increased with the degree of
hypertension (HTA), with p < 0.05. Conclusion: The amount of MMP-9 and the
MMP-9/TIMP-1 ratio in the plasma of pregnant women with preeclampsia
decreased (p < 0.005). MMP-9 and TIMP-1 concentrations were positively
correlated with the level of hypertension in pregnant women with preeclampsia.

Keywords: Preeclampsia; MMP-9 and TIMP-1; MMP-9/TIMP-1 ratio.

PAT VAN PE tiéu cac thanh phan mé lién két cta chat
Tién san giat 1a bénh 1y lién quan dén nén ngoai bao [1, 2]. MMP déng vai tro

qua trinh mang thai, gy nén cac bién 943 trong trong phan huy cac co' noi

chimg ning cho me nhu suy than, tai Mac tor cung d€ don sach cho cho cac
bién mach mau ndo...; cho thai nhu dé mach mau phat trién trong thai ky binh

non, thai cham phat trién, thai lwu... [1].  thuong, vi vay, té bao gai rau vao sau

Bénh dé lai gdnh ning cho xa hoi, do 16p noi mac va lop co tir cung lay mau

vy can duoc theo dbi va phong ngra.
Co ché bénh sinh cta bénh con nhiéu
tranh cdi. Mot trong nhiing gia thuyét vé
co ché bénh sinh 13 do bat thudng cac
mach xodn xam nhap vao co tir cung tao
mach mau cung cap cho banh rau nuéi
thai. Trong qua trinh nay co vai tro cla
enzyme ti€u protein gian bao (Matrix
Metalloproteinase - MMP) va cac chét
tic ché metalloproteinase (TIMP). MMP
la mgt ho men phan huy c6 tac dung lam
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tir hd mau dé nudi thai nhi [3]. N6 duoc
tiét ra tir cac thanh phan khic nhau
trong co thé, chat diéu khién viéc ché
tiét MMP 1a Tissue Inhibitors of
Metalloproteinase (TIMP). TIMP lam
can bang viéc tiét MMP trong co thé,
khi can bang nay mat di (thé hién ty 18
MMP/TIMP) c6 thé gdy nén nhiéu
bénh 1y, trong d6 c6 TSG [4]. Gan day
mot s6 nghién ctu ching minh sy
giam néng doé MMP-9, con duogc goi 1a
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Gelatinase B, trong huyét twong thai
phu TSG. TIMP-1 1a mdt protein dudi
nhém cia TIMP -
metalloproteinase mo, TIMP-1 huyét
thanh thay ddi dang ké & thai phu TSG
so voi thai phy BT, no lién quan dén
viée diéu tiét MMP-9. Méi lién quan
gittra MMP-9 va TIMP-1 trong su phat
trien TSG & phu nit mang thai ciing

chat wc ché

dugc danh gia thong qua ty 16 MMP-
9/TIMP-1, tir d6 gitip danh gia t6t hon
vé can bang diéu tiét TIMP-MMP trong
TSG. C6 sy khac biét nong 46 MMP-9
va TIMP-1 trong huyét twong thai phu
TSG ¢ cac nghién ctru thuc hién & cac
vung dia ly va cac chuing toc khéac nhau.
Vi vay, nghién ctru nay dugc thyc hién
nham: Xdc dinh ty 1é va méi lién quan
ciia nong dé MMP-9 va TIMP-1 trong
huyét twong thai phu BT va thai phu
TSG. Nhdn xét moi lién quan giiva nong
do, ty lé MMP-9 va TIMP-1 voi triéu
chung lam sang chinh cua TSG.

POI TUQONG VA PHUONG PHAP
NGHIEN CcUU
1. Poi twong nghién ciru
Gom 120 thai phy TSG va 120 thai
phu BT dugc kham thai dinh ky va theo
ddi, quan 1y dén khi sinh con tai Bénh
vién Phu san Ha Noi tur thang 7/2022 -
6/2024.

* Tiéu chudn lwa chon:

Nhom thai phu TSG: La céc thai phy
trong tudi sinh dé mang thai sau tuan
thir 20 ctia thai ky, duoc chan doan TSG
theo “Hudng dan qudc gia vé cac dich
vu cham soc suc khoe sinh san” cua B
Y t€ (2016), c6 huyét ép tam thu (HaTT)
> 130mmHg va huyét ap tdm truong
(HaTTr) > 90mmHg cach nhau 4 gio,
protein ni¢u > 300mg/24 gid hay (++)
mau bat ky khi dung que tht.

Nhom thai phu BT (nhom ching):
Khéng c6 tién sir hay cac bénh 1y khac
trong sudt qua trinh mang thai dugc lay
tuong Ung vé tudi me va tudi thai voi
mau cia thai phu TSG tai thoi diém
ldy mau.

* Tiéu chudn logi trir: Thai phu c6
cac bénh 1y c6 lién quan lam thay doi
lugng MMP-9, TIMP-1 trong huyét
twong nhu da thai, viém cép, bénh ly hé
thdng, ung thu, tim mach.

2. Phwong phap nghién ciru

* Thiét ké nghién ciru: Nghién ctru
mo ta cit ngang c6 ddi chimg.

* Quy trinh tién hanh: Thu thap mau
nghién ctru: Chiét tach huyét twong tir
3mL méau chéng déng EDTA. Dinh
lvong MMP-9 va TIMP-1 bang k¥ thuét
ELISA dua trén nguyén ly ELISA
sandwich, st dung bd kit Human MMP-
9 ELISA KE00164 va Human TIMP-1
ELISA KE00166 (Hang Proteintech).
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bé dinh lugng MMP-9, cac mau huyét
turong duoc pha lodng 800 1an; véi dinh
lvong TIMP-1, cac miu huyét twong
dugc pha loang 300 lan. Xay dung
duong chuin tir cac mau chuin dugc
cung cp, dinh luong cac chit.

* Xk Iy 56 liéu: St dung phan mém
SPSS 20.0. So sanh st dung thuat toan
kiém dinh 42 va Fisher, kiém dinh T-test
va kiém dinh Mann-Whitney U.

3. Pao dirc nghién ciru

Nghién ctru duoc Hoi déng bao dtic
trong nghién ctru Y sinh hoc, Bénh vién
Phy san Ha Noi thong qua (s6 734
CN/BVPS-TTDTCDT ngay 24/6/2022).
S liéu nghién ctru di dugc Bénh vién
Phu san Ha Noi cho phép sir dung va
cong bd. Nhom tac gia cam két khong

c6 xung dot vé loi ich trong nghién ctru.

KET QUA NGHIEN CUU
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Biéu dd 1. So sanh trung vi nong do MMP-9, TIMP-1, ty 16 MMP-9/TIMP-1
trong huyét twong giita hai nhom.
(*: p < 0,05; **: p < 0,01; ns: Khéng khdc biét - kiém dinh Mann-Whitney U)

Lugng MMP-9 trong huyét twong thai phu TSG 14 403,0 (207,6 - 794,1) ng/mL
thap hon thai phy BT 13 608,6 (238,9 - 1212,0) ng/mL, khac biét c6 ¥ nghia thong
ké (p = 0,032). Luong TIMP-1 trong huyét tuong thai phu TSG 1a 196,8 (125,0 -
272,9) ng/mL thép hon thai phu BT la 225,8 (141,5 - 314,0) ng/mL, khong c6
su khac biét (p = 0,14). Ty 16 MMP-9/TIMP-1 ¢ nhém bénh 13 2,21 (1,39 - 3,20)
thap hon nhom binh thuong 1a 2,83 (1,71 - 4,59), khéc biét c6 ¥ nghia thong ké

(p = 0,008).
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Biéu @6 2. Mbi lién quan gitta nong 6 MMP-9 va TIMP-1
trong huyét twong timg nhom.

O nhém thai phy BT, luong MMP-9 va TIMP-1 ¢6 méi lién quan chit ché dong
bién véi hé s6 tuong quan R = 0,663 (p < 0,001), c6 thé duoc thé hién thong qua
phuong trinh hdi quy tuyén tinh MMP-9 = TIMP-1%*4,533 - 204,569 (ng/mL). O
nhom thai phu TSG, lwong MMP-9 va TIMP-1 ¢6 mdi lién quan dong bién chat
chd vé6i hé sb tuong quan R = 0,768 (p < 0,001), co thé duoc thé hién thong qua
phuong trinh hoi quy tuyén tinh MMP-9 = TIMP-1%*5,774 - 573,426 (ng/mL).

Bang 1. Mdi lién quan giita ndng 46 MMP-9, TIMP-1
va ty 16 MMP-9/TIMP-1 véi mirc 6 THA & thai phu TSG (n = 120).

Chi sb THAd$p 1 (n=75) THA dd 2 (n =45) p
Nong dOMMP-9 317 1 (154.8-676.9) 6047 (294-997.6)  0.012
(ng/mL)
Nong A0 TIMP-1- ¢3¢ (103.4-255.9) 2304(158.3-322.9)  0.007
(ng/mL)
Ty 16 MMP-9/
Iy 22(12-32) 2,3 (1,7-3,4) 0,217

THA d¢ 1: HaTT > 130mmHg va/hodac HaTTr > 90mmHg. THA d¢ 2: HaTT
> 160mmHg va/hoic HaTTr > 110mmHg (st dung phép kiém dinh Mann-
Whitney Test).
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Bang 2. Mdi lién quan giita ndng d6 MMP-9, TIMP-1
va ty 1€ MMP-9/TIMP-1 v&i mire d§ protein niéu ¢ thai phu TSG (n = 120).

. Protein niéu
Chi s0
<05g/L(n=22) 0,5-3g/L(n=56) >3 g/L(n=42)

Nong d6 MMP-9

396,9 (168,7 - 955,9) 396,3 (212,8 - 794,1) 458,4 (216,6 - 776) 0,876
(ng/mL)

Nong d6 TIMP-1

192,6 (118,8 -226,4) 183,5(112,2-269,9) 204 (127,4-351,4) 0,233
(ng/mL)

Ty 1€ MMP-9/

2,1(1,2-43 2,5(1,6-3,3 2,1(1,3-2,9 0,586
iy 1(12-43) 5(1:6-3.3) 113-29 o,

Str dung phép kiém dinh Kruskal-Wallis Test so sanh ndng d6 MMP-9, TIMP-1, ty
1€ MMP-9/TIMP-1 gitta 3 nhom.
BAN LUAN
Theo biéu do 1, lwong MMP-9 & nhém thai phu TSG thap hon c6 y nghia théng ké.
Két qua nghién ctru ciia chung toi duoc so sanh vai mot s6 tac gia khac nhu sau:

Bang 3. So sanh nong d6 MMP-9 giita cac nghién ctu.

MMP-9 (ng/mL)

Tén tac gia C& mau
Thai phu BT Thai phu TSG
Timokhina va CS TPBT (n = 38)
) 1667 £ 552 749 £ 296 < 0,001
(2021) - Lién Bang Nga TPTSG (n=34)
TSG sém
1450,12 + 838,01
Laskowka va CS TPBT (n=65) 752,59 +£901,54 (1153,32) 0.05
>
(2017) - Ba Lan TPTSG (n=60) (1605,75) TSG mudn ’
1405,86 = 1165,93
(1040,2)
Nguyén Thanh Thay va CS  TPBT (n = 120) 608 403 < 0.05
(2024) - Vigt Nam TPTSG (n=120) (2389 -1212,0) (207,6 - 794,1) ’

(TPBT: Thai phu binh thieong; TPTSG: Thai phu tién sdn gidt)
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Két qua nghién ctru cta chung toi
phu hop véi nghién ctru cia Timokhina
va CS (2021) tai Lién Bang Nga [1].
Tuy nhién khong phu hop voi nghién
cuu cua Laskowska va CS (2017) [2]
trén cac thai phu tai Ba Lan, diéu nay co
thé lién quan dén viéc lua chon ddi
tugng nghién ctru vé s6 luong va mot sd
ddc tinh khac nhu tudi thai, chung tdc,
murc do bénh... Nhin chung, MMP-9 &
cac thai phu TSG giam hon so vd&i thai
phu BT c6 ¥ nghia thong ké trong hau
hét cac nghién ctru; hién tuong nay do
MMP-9 duoc biét dén 13 enzyme phan
huy protein chat nén ngoai bao, c6 vai
trd quan trong trong viéc tai ciu tric
chit nén ngoai bao, tao diéu kién cho su
xam nhép cua gai rau vao tr cung cling
nhu dong mach X04n tir cung; khi né
giam thi s& din dén cac mach mau tir
cung suy giam, thiéu mau rau thai giy
nén cac roi loan trong TSG; n6 con thay
ddi theo muc do nang nhe cua TSG.

Trong nghién ctru nay, TIMP-1 trong
huyét twong cta hai nhom duge dinh
lugng cho thiy nhom thai phu TSG thap
hon, tuy nhién, su khac biét nay khong
¢ y nghia théng ké véi p > 0,05. V& so
sanh ndng do TIMP-1 trong nghién ctru
clia chiing toi déu twong dong vdi cac
tac gia trén thé gii nhu Nikolov va CS
(2022) [3] nhan thdy nong do TIMP-1
cua thai phu TSG nguoi Bungaria
(n = 32) luén 16n hon thai phu BT

(n = 30) v6i p > 0,05. Tuy nhién, khi
xem xét vé mit y nghia théng ké thiy
c6 khéc biét voi tac gia Ozzmen va CS
(2017) tai Ba Lan v6i ndong d6 TIMP-1
¢ thai phu TSG cao hon c6 ¥y nghia
thong ké (p < 0,001) [4]. C6 thé TIMP-
1 tham gia diéu hoa viéc bai tiét cac
MMP, do vy né ciing thay ddi theo
nhiéu yéu t6 phuc tap, diéu ndy cin
duoc nghién ctru dé 1am sang t6 thém,
bén canh do, cling con do nguyén nhan
$6 luong cac doi tuong TSG dugc chon
lya cta céc tac gia khac nhau.

Biéu d6 3 thé hién ty 16 MMP-
9/TIMP-1 ¢ nhom thai phu TSG 1a 2,21
(1,39 - 3,20) thip hon so véi thai phu
BT 14 2,83 (1,71 - 4,59) véi p < 0,01.
Két qua nghién ciru ciia chiing toi phu
hop voi hau hét cac tac gia khac trén thé
gidi vé ty 16 MMP-9/TIMP-1, nghién
ctru cua Eleuterio va CS (2015) cho
thay ty 16 MMP-9/TIMP-1 trong huyét
tuong thai phu TSG la 1,5 + 1,2, thép
hon so v6i thai phu BT (1,7 £+ 1,4), tuy
nhién, sy khac bi¢t khong c6 y nghia
thong ké [5]. Theo nghién cliu cia
Ozmen va Sahin (2023) [4], khong co
su khac biét vé ty 16 MMP-9/TIMP-1
trong huyét twong thai phu TSG (1,9128
+ 1,11468) 16n hon thai phu BT (1,6306
+ 1,52485), su khong théng nhét do tac
gia dinh lugng TIMP-1 ¢4 nong d6 khac
biét so véi cac tic gia con lai va sb
lugng dbi tugng con rat khac nhau.
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Két qua nghién ciru cua chung toi cho
thiy c6 su tuong quan chit ché giira
néng d6 MMP-9 va nong do TIMP-1
trong huyét twong cac thai phu. Piéu
nay cang chimg to sy lién quan vé hoat
dong diéu hoa cua TIMP-1 véi MMP-9
dac bi¢t la ¢ thai phu TSG.

Bang 1 thé hién méi lién quan giita
néong d6 MMP-9, TIMP-1 va ty 1&
MMP-9/TIMP-1 trong huyét twong cac
thai phu TSG v6i THA @6 1 va THA d6 2.
Két qua nghién ciru chi ra c6 su khac
biét rd rét vé néng do MMP-9 va néng
d6 TIMP-1 trong huyét twong hai nhom
thai phu vé1 THA d6 1 va THA do 2.
Trong d6, nhdm thai phu TSG THA do 2
c6 nong d6 MMP-9 va TIMP-1 trong
huyét twong cao hon nhém THA do 1
(Ian luot p = 0,012 va p = 0,007). MMP-9
da duogc chiing minh cé vai tro trong
THA vi ching tham gia vao sy thoai hoa
cac soi dan hoi, ddc biét 1a cac soi
elastin & mach mau, gbp phan giy xo
cung dong mach. Nghién ctru cia chiing
to1 phu hgp véi nghién ciru cua Meng
va CS (2016) cho thiy c6 sy lién quan
gitta MMP-9 vé6i huyét 4p dong mach
trung binh (r = 0,685, p < 0,05) [6].
Diéu nay phu hop véi nghién ctru cia
Hu va CS (2021) vé lugng TIMP-1 ting
theo do THA, su khéc bi¢t c6 y nghia
théng ké véi p < 0,001 [7]. Ngoai ra,
chua thiy co su lién quan giira ty 18
MMP-9/TIMP-1 v6i THA hay méi lién
quan cua chi s6 nay voi HaTT, HaTTr
hozc huyét 4p trung binh.
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Bang 2 chi ra khong c6 su khac biét
vé nong d6 MMP-9, TIMP-1 va ty 18
MMP-9/TIMP-1 gitta nhoém c6 protein
ni¢u < 0,5 g/L, 0,5 -3 g/Lva>3g/L.
Két qua cua chung t6i phu hop voi
nghién ctru cua Tayebjee va CS (2005)
trén cac thai phy THA thai ky c6 va
khong c6 protein niéu cho thay néng do
MMP-9 huyét twong cua nhém cé
protein ni¢u la 185 (133 - 233) ng/mL
khong khéc biét so véi nhém khong cod
protein ni¢u la 170 (108 - 198) ng/mL,
p = 0,95. Tuong tu, nong do TIMP-1
trong huyét twong hai nhom thai phu
nay cting khong co6 su khac biét (p =0,226)
v6i néng do TIMP-1 & nhom thai phu
c6 protein ni¢u 1a 205 (185 - 223) va &
nhom thai phu khong c6 protein ni€u la
155 (109 - 225). Ty I¢ MMP-9/TIMP-1
¢ nhom thai phu c6 protein ni¢u la
0,82 (0,4 - 1,1) va & nhom thai phu
khong c6 protein niéu la 0,88 (0,57 -
1,58), khong c6 su khac biét gitra hai
nhém véi p = 0,438 [8]. Nhu vay, so b
cho thiy protein niéu chua c6 lién quan
véi cac chi ti€u sinh hoc dugc nghién ctiru.

KET LUAN

Ty 18 MMP-9/TIMP-1 & nhém thai
phu TSG 142,21 (1,39 - 3,20), thap hon
so voi thai phu BT 12 2,83 (1,71 - 4,59)
(p < 0,01). Nong do TIMP-1 va MMP-
9 ¢ ca hai nhém c6 mbi lién quan thuan
chat ché (p < 0,01). Nong d6 MMP-9 va
TIMP-1 huyét twong ting dong thoi voi
muc d6 THA & thai phu TSG (p < 0,05).
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Loi cam on: Kinh phi dé tai dugc
cap boi S¢ Khoa hoc va Coéng nghé
Thanh phé Ha Noi “Pdnh gid biéu hién
gene cua cdc enzym tiéu protein gian
bao (MMP) va mét sé yéu té lién quan
véi tién san gidt o cac thai phu tai Ha
Noi”. Nhom tac gia xin cam on sy tham
gia cua cac thanh vién tai B mén Sinh
ly bénh - Mién dich, Truong Pai hoc Y
Ha Noi va Bénh vién Phu san Ha Noi.
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PANH GIA KET QUA PHAU THUAT CHQC HUT
AP XE BAN CAU PAI NAO DUOI HUONG DAN PINH VI THAN KINH
TAI BENH VIEN QUAN Y 103

Nguyén Xudin Phwong®, Nguyén Hivu Khanh®, Nguyén Thanh Biict

Tom tat

Muc tiéu: Danh gia két qua phau thuat (PT) choc hut dudi hudng dan cua dinh
vi than kinh (BPVTK) & ngudi bénh (NB) 4p xe ban cau dai nio tai Bénh vién Quan
y 103. Phwong phdp nghién ciru: Nghién ciru mé ta, hoi ctru két hop tién ctru trén
34 NB dugc chan doan ap xe ban cau dai ndo duge PT choc hat duéi huong dan
DVTK tir thang 01/2019 - 6/2024. NB duoc theo ddi 3 thang sau PT. Két qud:
Puong kinh 6 ap xe va do di 1éch dudng giita trung binh tai thoi diém ra vién lan
luot 1a 2,09 + 2,91 va 2,12 + 0,73, nho hon so véi trude PT, c6 y nghia théng ké
v6ip 120,001 va 0,01. Sau 3 thang, ty 1é NB hoi phuc tot (GOS d6 IV, V) 13 55,9%.
C6 moi lién quan gitra kha ning phuc hdi sau mé 3 thang tinh theo thang diém
GOS va diém Glasgow truéc md, tinh trang ap xe ndo v& vao ndo thét.
Streptococcus 1a nhom vi khuan phan ldp duwoc nhiéu nhét, tiép theo i
Staphylococcus va Klebsiella. Két lugn: Puong kinh 6 ap xe va do di léch duong
giita tai thoi diém ra vién nho hon so véi trudc PT. DPiém Glasgow trudc md, tinh
trang 4p xe ndo vd vao ndo that c6 lién quan dén két qua hoi phuc than kinh tai
thoi diém 3 thang. Streptococcus 1a nhom vi khudn phan 1ap dugc nhiéu nhét.

Tir khoa: Ap xe ndo; Choc hat; Pinh vi than kinh.

EVALUATION OF RESULTS OF NEURONAVIGATION-GUIDED
ASPIRATION SURGERY FOR CEREBRAL HEMISPHERE ABSCESS
AT MILITARY HOSPITAL 103

Abstract

Objectives: To evaluate the outcomes of neuronavigation-guided aspiration
surgery in patients with cerebral hemisphere abscesses at Military Hospital 103.

'Khoa Phiu thuat Thén kinh, Bénh vién Quan y 103, Hoc vién Quan y
“T4c gi lién lac: Nguyén Xuin Phwong (xuanphuong.pttk@gmail.com)
Ngay nhin bai: 18/02/2025
Ngay dugc chip nhan ding: 31/3/2025
http://doi.org/10.56535/jmpm.v50i5.1222
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Methods: A descriptive, retrospective, and prospective study was conducted on 34
patients diagnosed with cerebral hemisphere abscesses who underwent navigation-
guided aspiration surgery from January 2019 to June 2024. Patients were followed
up for 3 months postoperatively. Results: The mean abscess cavity diameter and
midline shift at discharge were 2.09 + 2.91mm and 2.12 + 0.73mm, respectively,
which were significantly smaller than preoperative values (p = 0.001 and p = 0.01).
After 3 months, 55.9% of patients recovered well (GOS grade 1V, V). There was
a correlation between postoperative recovery (measured by GOS) and preoperative
Glasgow Coma Scale (GCS) scores as well as the presence of intraventricular
rupture of the abscess. Streptococcus was the most isolated bacterial strain,
followed by Staphylococcus and Klebsiella. Conclusion: The abscess cavity
diameter and midline shift at discharge were smaller than preoperative values.
Preoperative GCS scores and the presence of intraventricular abscess rupture were
associated with neurological recovery at 3 months. Streptococcus was the most
frequently isolated pathogen.

Keywords: Brain abscess; Aspiration; Neuronavigation.

giam chiéu dai vét mo, dudng tiép can
t6i khoi ap xe 12 ngin nhat, han ché ton
thuong td chirc ndo lanh, tranh duoc cac
mach mau than kinh trén duong di, dinh
vi chinh x4c dugc 6 ap xe, co thé tiép
can duoc 6 ap xe nho va ¢ sau, it gay tai
bién, bién chimg, di chirng va c6 ty 18 tir
vong sau PT thap hon. Do d6, chiing toi
tién hanh nghién ctru nay nham: Pdnh
gid két qua PT choc hiit dwdi hwdng dan
ciia PVTK & NB dp xe ban cau dai nio
tai Bénh vién Quan y 103.

PAT VAN PE

Ap xe ndo 1a 6 mu khu tra trong t6
chtrc nhu mé nio, tac nhin chu yéu do
vi khuén, hiém gap hon 14 do lao, ndm,
ky sinh trung [1]. Trudc day, ty 1€ tir
vong cua ap xe ndo rat cao, khoang 80 -
90% & dau thé ki 20, giam xudng 30 -
50% ¢ dau nhitng nam 1970. Pén nim
1974, véi su ra doi cta chup cat 16p vi
tinh, ty 1€ tir vong do ap xe ndo giam
xudng < 10% [3]. Vi su phat trién cta
khoa hoc k¥ thuat, do la phuong phap
chuan doan hinh anh coéng hudng tir
khuéch tan va hé théng DBVTK, PT choc

POI TUQNG VA PHUONG PHAP
NGHIEN CcUU

hat 6 4p xe dudi DVTK dang 1a lya
chon téi wu cho NB 4p xe ndo [4]. Pay
1a phuong phap it xam lan c6 nhiéu uu
diém rd rang nhu giam thoi gian PT,
giam luong mau mat trong qua trinh PT,

1. P6i twong nghién ciru

Gom 34 NB duoc chan doan 4p xe
ban cau dai ndo duogc PT choc hat dudi
huéng dan DPVTK tir thang 01/2019 -
6/2024 tai Bénh vién Quan y 103.
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* Tiéu chuan lua chon:

NB duoc chan doan ap xe ban cau dai
ndo c6 day du hd so bénh an; PT bang
phuong phap choc hat 6 4p xe dudi
huéng dan cia DVTK; khong mic cac
bénh 1y cép tinh de doa tinh mang; NB
ddng y tham gia nghién ctru.

* Tiéu chuan loai triv;

NB chan doan 4p xe nio khong duoc
PT (NB diéu tri noi khoa....); NB chan
doan 4p xe ndo dugc PT bang phuong
phép boc vo bao 4p xe.

2. Phuwong phap nghién ctru

* Thiét ké nghién ciru: Nghién ciru
mo ta, hoi ctru két hop tién ciru.

* Noi dung nghién ciru:

Lién quan cua ¥ thic tai thoi diém
truée PT va thoi diém ra vién: Tinh theo
thang diém GCS; dudng kinh 6 ap xe,
dé di Iéch duong gitra trude PT va tai
thoi diém ra vién; s6 1an choc hat: La
bién dinh luong, co thé 14 1 1an, 2 lan. . ;
dit dan luu sau choc hat: La bién dinh

tinh (c6/khong); bién ching sau mo: La
bién dinh tinh (c6/khong). Céac bién
chting nhu: Xuit huyét noi so sau PT,
viém mang ndo, nhiém khuan vét mo,
dong kinh sau PT, tran dich ndo, ro dich
ndo tuy; diém GOS tai thoi diém 3
thang: La bién dinh luong, dugc tinh
theo thang diém danh gia mtc d6 phuc
hdi chitc ning Glasgow. Két qua hoi
phuc than kinh dugc coi 14 tét khi GOS
IV hodc V, duoc coi 1a xau khi GOS tir
I - 111

* Xur Iy 6 liéu: Sb liéu nghién ciru
thu thap duoc xtr 1y va phan tich trén
phan mém thong ké SPSS 20.0.

3. Pao dirc nghién ciru

Nghién ciu dugc thuc hién theo
quyét dinh giao & tai s6 3580/QP-HVQY
ngay 30/8/2023. Co s¢ dir liéu cua NB
da dugc Bénh vién Quan y 103 dong ¥
cho str dung va cong bd. Nhom téc gia
cam két khong c6 xung dot 1oi ich trong
nghién cuu.

KET QUA NGHIEN CUU
Bang 1. Méi lién quan cta tinh trang tri giac, dudng kinh 6 4p xe

va di léch dudng gitra tai thoi diém trude va sau PT.

Pic diém Trung binh P
Butng kinh 6 4p xe Th(‘)’iTgiIé(:l lr)aT vién gig i 132 <005
s T T

Tinh trang tri giac sau PT tot hon tai thoi diém trude PT khong ¢ ¥ nghia théng
ké v&i p = 0,204. Puong kinh 6 ap xe va do di léch duong giira tai thoi diém ra
vién nho hon trude PT ¢6 y nghia thong ké véi p 1an luot 1a 0,001 va 0,01.
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Bang 2. SO0 1an choc hat va moi lién quan

v6i dudng kinh 6 4p xe truée PT.

S6 1an choc hut S6 NB (n) Ty 18 (%)
Mot lan 28 82,4
Hai lan 6 17,6

Tong 34 100

C6 28 NB (82,4%) trai qua 1 1an choc hit 6 ap xe dudi huéng dan cia DVTK.
6 NB (17,6%) can tién hanh choc hut lai 6 ap xe lan thu 2.

Bang 3. Dit din luu va mdi lién quan véi két qua hoi phuc than kinh.

Tét (n) Xau (n) Tong Tylé

Piit dan luu 6 ap xe
(GOSIV-V) (GOSI-1h) (n=34) (%)

Khéng 7 2 9 26,5
Cé 12 13 25 73,5

Téng 19 15 34 100,0
p > 0,05

C6 25 NB (73,5%) duoc dit dan luu vao trong 1ong 6 ap xe. Mdi lién quan gitra
viéc dit dan luu vao trong long ap xe ndo va két qua hdi phuc than kinh tai thoi

diém 3 thang sau PT khong c6 y nghia thong ké, voi p = 0,123,

Bang 4. Phan bo céc bién ching sau mo.

Bién chirng S6 lwong (n) Ty 1€ (%)
Xuét huyét noi so sau PT 1 2,9
Viém mang ndo 2 59
Pong kinh sau PT 1 2,9
Tran dich nao 1 2,9

Bién chimg hay gip nhit 1a viém mang nio voi 02 NB (5,9%). Cac bién ching
nhu xuat huyét noi so, dong kinh sau PT gip ¢ 01 NB (2,9%).
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Bang 5. Tinh trang GOS tai thoi diém 3 thang sau PT.

Tinh trang phuc hdi chirc ning thin kinh S6 NB (n) Ty 1€ (%)

GOS | 7 20,6

Hbi phuc x4u GOS I 2 5,9
GOS I 6 17,6

3 . GOS IV 8 23,5

Ho1 phuc tot

GOS V 11 32,4
Tong 34 100,0

Sau thoi gian theo doi 3 thang sau PT ¢6 11 NB (32,4%) GOS V. 02 NB roi vao
tinh trang song thuc vat. C6 07 NB (20,6%) tir vong. C6 19 NB (55,9%) thay két
qua hdi phuc tét sau PT (NB ¢6 GOS V va GOS 1V).

Bang 6. Phan bd muc d6 phuc hoi chirc nang than kinh theo tri giac

trudc PT va tinh trang &p xe ndo v& vao nao that.

Lo Tét (n) Xau (n)
Dac diém p, r
(GOS IV - V) (GOS I - 111)

13-15 16 8

Tri giac trude PT <0,05
9-12 3 4

(GCS) 05<r<0,7
3-8 0 3
Tong 19 15
Khong v3 va

, 0r~1g VO”( vao 18 1

V& vao ndo that ndo that < 0,05
V& vao ndo that 1 4
Tong 19 15

Tinh trang tri gidc trudc PT c¢6 anh hudng téi mirc d6 hdi phuc than kinh tai
thoi diém 3 thang sau PT cd ¥ nghia théng ké, véi p = 0,047. Tinh trang tri giac
truéc PT c6 mdi tuong quan khé chat ché véi két qua phuc hodi than kinh tai thoi
diém 3 thang (r = 0,562). Ap xe v& vao nio that din dén muirc d6 hoi phuc than
kinh x4u tai thoi diém 3 thang sau PT c6 y nghia thong ké, véi p = 0,02.
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Bang 7. Phan bd vi khuan gay 4p xe nio

va moi lién quan voi két qua hoi phuc than kinh.

Tac nhan gay bénh

S6 NB, ty 1&, n (%)

Khéng phan lap duoc vi khuan 16 (47,1)
Phan 1ap duoc vi khuan
Streptococcus 9 (26,5)
Klebsiella 4(11,8)
Staphylococcus 3(8,8)
Enterrococcus 1(2,9)
Tuberculosis 1(2,9)
Tong 34 (100)

C6 18/34 NB (52,9%) phan 1ap duoc vi khuan. Streptococcus 13 nhom vi khuan
phan lap dugc nhiéu nhat véi 09 NB. Staphylococcus va Klebsiella 1an luot 1a 03

va 04 NB.

BAN LUAN

Khi nghién ctru méi lién quan gitta
diém GCS trudc va sau PT (p = 0,204)
cho thdy khong co sy khac biét co ¥
nghia thong ké giira hai gia tri nay. Cu
the, voi p > 0,05, diéu nay c6 thé chi ra
mic di mot s6 NB di cai thién, khong
phai tit ca déu dat duoc su cai thién
dang ké sau PT. C6 thé c6 nhiéu Iy do
dan dén két qua nay. Mot s6 NB ¢6 thé
da co tinh trang bénh 1y ning né hon
hodc c¢6 cac yéu t tiém an khac nhu
tudi, kich thudc va vi tri cia 4p xe anh
huong dén su phuc hdi sau PT. Cac yéu
t6 ndy c6 thé lam giam hiéu qua cua can
thiép PT va anh huong dén kha nang hoi
phuc ctia NB. Puong kinh 6 ap xe va do

di léch duong gitta sau PT nhé hon
trude PT c6 y nghia thong ké cho thay
hiéu qua cua viéc choc hit 6 ap xe dudi
DVTK.

Trong qué trinh NB nam vién va theo
ddi, c6 06 NB can tién hanh choc hit 6
ap xe lan thir 2. Sau d6 c6 03 NB can
tién hanh mé so dé boc vo bao ap xe do
qué trinh choc hut va dan luu 6 ap xe
khong dat hiéu qua mong mudn (6 4p xe
khong giam kich thudce, tham chi con
tang 1€n; cac triéu chung lam sang cua
NB khong cai thién). Trong 06 NB can
choc hut 1an 2, ¢6 01 NB choc khong
trang 6 ap xe duoc choc hut lai vao ngay
tha 2 sau PT, 02 NB duogc tién hanh
trong tuan thr 2 sau PT choc hat dudi
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PVTK lan dau tién, 03 NB duogc choc
hut khi da ra vién, khi dang trong qua
trinh diéu tri bang khang sinh dudng
udng thiy xuat hién cac triéu chimg nhu
y thire giam, dau dau nhiéu, st cao nén
da di kham lai, phat hién 6 ap xe tai phat.

Co6 09 NB khong dat dan luu, trong
d6 07 NB 1a thé tich 6 4p xe < 10cm? va
qua trinh choc, huat ra dugc lugng dich
mil gan tuong duong vdi thé tich 6 4p
xe trudc PT. Gia tri p = 0,123 cho thay
viéc dat dan luu vao 10ng 6 4p xe khong
anh huong toi két qua hodi phuc than
kinh tai thoi diém 3 thang sau PT.

Tong cong cd 19 NB (55,9%) dat
dugce két qua hoi phuc t6t sau PT, voi
diém GOS 1a IV va V. Ty 1é hoi phuc
nay cho thay sy hiéu qua cta can thiép
PT trong diéu tri 4p xe ndo; tuy nhién,
ty 1& nay van thip hon so véi cac nghién
ctru trude day. Cu thé, tac gia Huang J
(2021) béo cao co té1 75,44% NB dat
duoc két qua hoi phuc tot sau PT. Téc
gia Wu S (2019) cling ghi nhan 142/183
NB (77,6%) c6 két qua tot tai thoi diém
ra vién (GOS > 4) [5, 6]. Su khac biét
nay c6 thé do mau nghién ctru cua
chung t61 con nhd so voi cac nghién cou
khac trén thé gioi.

Tinh trang tri gidc trudc PT co ¥
nghia tién luong két qua hoi phuc than
kinh sau PT choc hat dudéi BDVTK
(p = 0,047), diém GCS thap thuong lién
quan dén tinh trang than kinh x4u va
nguy co bién ching cao hon sau PT,
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moi lién quan nay kha chat ché
(r=0,562). Tac gia Wu S va CS (2019)
cling cung c6 két luan twong tu khi cho
ring nhém NB ¢6 diém GCS thap hon
c6 nguy co xu hon trong diéu tri, véi
p = 0,07. Cuy thé, nhitng NB c6 diém
GCS tir 3 - 8 c6 kha nang gap phai két
qua xdu cao hon gip 2,47 lan so voi
nhitng NB ¢6 diém GCS tir 13 - 15 [6].

Trong nghién ctru cta chung toi,
05/34 NB (14,7%) c6 khdi ap xe bi v&
vao ndo that. Khi so sanh véi nghién
ctru cua Tunthanathip T va CS (2015)
nhan thay ty 1é NB ap xe v& vao ndo that
cao hon véi 25/114 NB, tuong duong
21,9%. Ap xe ndo v& vao ndo that 13 yéu
t5 quan trong anh huong dén két qua
diéu tri va két qua hoi phuc than kinh
cta NB. Tac gia Tunthanathip T va CS
cling chi ra ap xe v& vao no that 1a yéu
t6 quan trong dan dén cac triéu chimg
lam sang nghiém trong nhu sot cao,
viém mang ndo, day 1a yéu t6 nguy co
lam ting ty 1& két qua diéu tri khong
t6t [7].

Streptococcus 1a nhéom vi khuan
duoc phan lap nhiéu nhat, véi 09 NB,
tiép theo 1a Staphylococcus va Klebsiella.
Két qua nay twong dong vé6i cac nghién
ctru ctia Brouwer MC (2014) khi tong
hop 9.699 NB tir nam 1935 - 2012, ghi
nhan 34% trong tong sé NB phan lap
duoc vi khuan 1a Streptococcus, tiép theo
la Staphylococcus vai 18% [8].
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KET LUAN

Qua nghién ctru va phan tich trén 34
NB bi 4p xe ban cau dai ndo dugc PT
choc hit dudi huéng dan PVTK tai
Khoa Phiu thuat Than kinh, Bénh vién
Quan y 103, chung t6i nhan thdy dudng
kinh 6 4p xe va do di léch duong gitra
tai thoi diém ra vién nho hon so véi
truéc PT. Piém Glasgow trudc md, tinh
trang ap xe ndo v& vao ndo thit co lién
quan dén két qua hoi phuc than kinh tai
thoi diém 3 thang. Streptococcus la nhom
vi khuan phan 1ap dugc nhiéu nhat.
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NHAN XET GIA TRI TIEN LUQONG CUA MOT SO PAC PIEM
LAM SANG VA TON THUONG NAO LUC NHAP VIEN O BENH NHAN
CHAN THUONG SO NAO NANG TAI BENH VIEN QUAN Y 105

Tran Vin Hai'?, Nguyén Trung Kién?
Vii Minh Dwong®, Tran Trong Ngon®
Tom tat
Muc tiéu: Nhan xét gia tri tién luong cia mot sé dic diém 1am sang va ton
thuong ndo thoi diém nhap vién & bénh nhan (BN) chan thuong so ndo (CTSN)
nang tai Bénh vién Quan y 105. Phwong phdp nghién civu: Nghién ciru thuan tap,
tién ctru trén 68 BN CTSN ning diéu tri tai Bénh vién Quan y 105 tir thang 4/2024 -
3/2025. Panh gia 1am sang va ton thuong ndo trén phim chup cat 16p vi tinh
(CLVT) thoi diém nhap vién. Theo ddi BN t&i khi ra vien. Két qud: Phan 16n BN
trong do tudi tir 20 - 60 (60,3%), da s 1a nam gidi (76,47%) véi tai nan giao thong
la nguyén nhan chu yéu (79,4%). Ty & tir vong 1a 25%. Cac dic diém 1am sang
gom thang diém Glasgow (glasgow coma scale - GCS) nhap vién, dong tir gian,
thé may; phau thuat so ndo va mau tu ngoai mang cing (NMC) trén phim CLVT
c6 lién quan t6i ty 18 tir vong véi dién tich dudi duong cong (AUC) lan luot la
0,85; 0,86; 0,66; 0,6 va 0,64. Biém cit tdi wu cua GCS 13 6,5 (46 nhay, d6 dac hiéu
lan luot 12 88,4% va 76,5%). Két lugn: Biém GCS va dong tir gidin co gia tri tién
luong tr vong cao nhét, véi AUC cia ROC lan luot 14 0,85 va 0,86. Tai diém cat,
GCS 14 6,5, d0 nhay va do dac hiéu lan luot 12 88,4% va 76,5%.
Tir khéa: Chan thuong so ndo ning; Tién luong tir vong; Pong tir gidn;
Thang diém Glasgow.

1Bénh vién Quany 105

2H¢ Sau Pai hoc, Hoc vién Quany

3Cuc Quany

“Bénh vién Quan y 103, Hoc vién Quany

Bénh vién Trung wong Quin dji 108

“Téac gia lién hé: Tran Vin Hai (haiicu105@gmail.com)
Ngay nhan bai: 02/3/2025
Ngay dwoc chap nhan ding: 25/4/2025
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ASSESSMENT OF THE PROGNOSTIC VALUE OF SOME CLINICAL
CHARACTERISTICS AND BRAIN INJURY AT ADMISSION IN PATIENTS
WITH SEVERE TRAUMATIC BRAIN INJURY AT MILITARY HOSPITAL 105

Abstract

Objectives: To study the prognostic value of certain clinical symptoms and brain
injury at the time of admission in severe traumatic brain injury (TBI) patients at
Military Hospital 105. Methods: A prospective cohort study was conducted on 68
severe TBI patients treated at Military Hospital 105 from April 2024 to March
2025. Clinical characteristics were assessed, and brain lesions were determined on
computed tomography (CT) at admission. Patients were followed up until
discharge. Results: Most patients were aged 21 - 60 (60.3%). Most patients were
male (76.47%), with traffic accidents being the main cause (79.4%). The mortality
rate due to severe TBI was 25%. Clinical characteristics, including GCS (Glasgow
coma scale) at admission, dilated pupils, mechanical ventilation, craniotomy, and
extradural hematoma (ECH) on CT scan, were associated with the mortality rate,
with AUCs of 0.85, 0.86, 0.66, 0.6, and 0.64, respectively. The optimal GCS cut-
off score was 6.5 (sensitivity and specificity were 88.4% and 76.5%, respectively).
Conclusion: GCS and pupil dilation had the highest predictive value for mortality,
with ROC AUCs of 0.85 and 0.86, respectively. At a GCS cut-off of 6.5, sensitivity
and specificity were 88.4% and 76.5%, respectively.

Keywords: Severe traumatic brain injury; Mortality prognosis; Pupil dilation;
Glasgow Coma Score.

PAT VAN DE

Chan thuwong so ndo ludn l1a van dé
dugc quan tdm ¢ Viét Nam va trén thé
giai boi ty 1€ tir vong cao, di chirng nang
né va 1a ganh ning 16n cho x& hoi. Mac
du ty 1&6 mac CTSN giam, nhung nim
2019, thé gidi c6 hon 27 triéu ca mac
ma&i CTSN [1]. Viée tién lugng CTSN
thudng dugc tién hanh sém va lién tuc,
nham xir Iy kip thoi gidp giam ty 1¢ tir
vong va bién chirng. Thuc té diéu tri cho
thiy mot s6 dic diém 1am sang va ton
thuong nao c6 anh hudng toi ty 1€ to

vong va cac bién chung & BN CTSN
nang. Vi vay, nghién ctu duogc thuc
hién nham: Nhdn xét gia tri tién heong
cia mét s ddc diém 1am sang va ton
thuwong ndo lic nhap vién ¢ BN CTSN
nang tai Bénh vién Quan y 105.

POI TUQNG VA PHUONG PHAP
NGHIEN CcUU
1. Pé6i twong nghién ciu
Gom 68 BN CTSN nang diéu tri tai
Bénh vién Quén y 105 tur thang 4/2024 -
3/2025.
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* Tidu chudn lya chon: BN duoc
chan doan CTSN véi diém GCS khi
nhap vién < 8; nguoi dai dién hop phap
cua BN dbng y tham gia nghién ctu.

* Tidu chudn logi triz; BN nhap vién
> 6 gid sau chan thuong hodc da diéu tri
tai tuyén trudc > 6 gid; phu nir ¢é thai;
BN c6 bénh ly man tinh nang kem theo:
Bénh ly &c tinh, suy tim nang, xo gan,
bénh than man tinh; BN da ngung tim
trugc vién hoic da dwoc hoi suc tim
phoi trude khi lay mau xét nghiém.

2. Phwong phap nghién ctiru

* Thiét ké nghién cizu: Nghién cau
thuan tap, tién cau.

* Tién hanh nghién cizu: BN duoc
chon vao nghién ctru dugc danh gia
toan trang, cac dau hiéu sinh ton ciing
nhu danh gia tinh trang CTSN (muc d6
hon mé theo thang diém GCS, céc ton
thuong trén GCS, ghi nhan cac ton
thuong phdi hop nhu chin thuong
bung, nguc, cot séng va 1am xét nghiém

mau trong vong 30 phat nhap vién. BN
duoc cap ciru va diéu tri theo hudng dan
thuc hanh cua té chirc chan thuong nio
thuoc Hiép hoi Phiu thuat Than kinh
Hoa Ky vé huéng dan xir tri chin
thuong so ndo nang nam 2017 [2]. BN
dugc theo ddi tai khi ra vién. Thoi diém
ra vién dugc ding dé xac dinh két cuc
séng hoic tir vong. BN duoc coi 1a tu
vong néu tr vong nodi vién hoic tinh
trang rat nang, dugc gia dinh xin ra vién
va duoc Xac nhan lai tinh trang tir vong
qua dién thoai.

* Xur 1y s6 liéu: Sé lidu duoc thu thap
va xir ly bang phan mém SPSS 25.0.

3. Pao duc nghién cau

Nghién ctru dugc thuc hién theo
Quyét dinh sb 4046/QD-HVQY ngay
20/9/2024 ciia Hoc vién Quan y. Sé liu
nghién ctru dugc Bénh vién Quan y 105
cho phép sir dung va cong bd. Nhom tac
gia cam két khong c6 xung dot loi ich
trong nghién ctu.

KET QUA NGHIEN CUU
Bang 1. Pac diém chung caa nhém BN.

Pic diém S6 lwong (n) Ty 18 (%)
L Nam 52 76,47
Gidi tinh Nit 16 23,53
<20 7 10,3
Tudi (nam) 20 - 60 41 60,3
> 60 20 29,4
44,71 + 19,93

Tudi trung binh

(15 - 81)
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Pic diém S6 lwong (n) Ty 1 (%)
, Tainan 54 79,4
Co che giao thong
chan thwong  Tai nan sinh hoat 10 14,7
Khac 4 5,9
3-5diém 28 41,2
GCS ;
6 - 8 diém 40 58,8
Diém GCS trung binh 6,6 +1,7
. Séng 51 75
Két
S T vong 17 25

Da s6 BN 1a nam giéi (76,47%), nguy@n nhan CTSN chinh 13 tai nan giao thong
(79,4%). Phan Ién BN trong nghién ctru c6 diém GCS 6 - 8 diém (58,8%). Ty &
tir vong cia BN CTSN nang trong nghién cuu la 25%.

Bang 2. Mbi lién quan gitra ty 18 tir vong voi dic diém 1am sang va tén thuong nio.

Y in Séng Tir vong OR
Chi ticu (n=51) (n=17)  (95%CI)
Thé may Co(n=59) 44 (64,7%) 15(22,1%)
) may 0,84
trudc khi A 0.04-572 0,043
nhap ICU Khong (n=9) 7(10,3%) 2(2,9%) (0,04-572)
3-5(n=28) 14 (20,6%) 14 (20,6%
GCS (N=28)  14(206%) 14(206%) = 123 >
6-8(N=40) 37(54,4%) 3(4,4%) (3,84-14,6)
bong tar gidin ~ C6 (n=18) 6(8,8%) 12 (17,6%) 18 0.025
>5mm Khéng (n =50) 45 (66,1%) 5 (7,5%) (11,2-19,1)
Co(n=20) 17 (25%) 3 (4,4%
Mautanme o0 (1=20) (25%) 3 (4.4%) 233 0045
Khong (n=48) 34 (50%) 14 (20,6%) (1,06 - 2,81)
Co(n=45)  34(50%) 11 (16,1%
XHDN 0(n=45) (50%) 11(16,1%) = 127 4 oeg
Khong (n=23) 17 (25%) 6(8,9%) (0,81 -1,94)
] Co(n=51) 42 (61,7%) 9 (132% |
Phiu thuat (n="51) (61,7%) 9 (13,2%) 41 0,012

Khong (n=17) 9(13,2%) 8 (11,9%) (2,76 - 13,91)

(XHDN: Xudt huyét duéi nhén)
BN duoc th may ngay khi tiép nhan & Khoa Cap ctru co nguy co tir vong thap
hon nhém BN khong dugc thg may. Biém GCS, dong tir gidn > 5mm, mau tu
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NMC, xuat huyét duéi nhén, phau thuat ¢ sy khac biét c6 ¥ nghia théng ké gitra
nhém séng va nhém tir vong.

08 o /
y,

¥ €77 Mau tu ngoai mang cing
/ 7z —__ Tho méy

74 Diém Glasgow_TO0
06 / ; Phau thuit

A Dong tix )

[ / —— Duong tham chiéu

00°
0.0 02 04 06 08 1.0
1 - Do dic hiéu

Biéu @6 1. Gia tri tién lugng tir vong ctia mot sé dic diém 1am sang
¢ BN CTSN nang.

Bang 3. Gia tri AUC, diém cit, do nhay, d6 dic hiéu
ciia mot s6 yéu té tién luong tir vong & BN CTSN nang.

AUt Piém DPonhay D§ dic higu
Yéu té tién lwgng  AUC 1¢ o nhay  D§ dic hig

cit (%) (%)
Pong tir gidn 0,86 94,1 71,6 <0,05
GCS nhap vién 0,85 6,5 88,4 76,5 < 0,05
Thé may 0,66 62,9 67,7 < 0,05
Mau ty NMC 0,64 89,2 70,6 < 0,05
Phau thuat 0,60 61,6 68,1 < 0,05

AUC tién luong tir vong cua ddng tir gidn > 5mm, diém GCS nhap vién lan luot
14 0,86 va 0,85. Piém cit téi wu cuia GCS nhap vién 12 6,5.
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BAN LUAN

Trong nghién ctru cua chung toi, da
s6 BN la nam giéi (76,47%), Voi
nguyén nhan CTSN chinh la tai nan
giao thong (79,4%). Ty I¢ t&r vong cua
BN CTSN nang trong nghién ctu la
25% (Bang 1). Tuong tu, tac gia
Nguyén DPinh Hiép va CS (2024) nghién
cau trén 51 BN CTSN nang tai Nghé
An ciing cho thay 86,3% BN la nam
giai, vai 78,4% nguyén nhan CTSN la
tai nan giao théng [3]. Nghién ctu cua
Bui Huy Manh (2023) trén 68 BN
CTSN ning dugc phau thuat ciing cho
thay ty Ié tor vong noi vién cia BN
CTSN nang la 23,5% [4].

Két qua nghién cau cua ching toi
cho thiy nhém BN c6 diém GCS tir
3 - 5 ¢6 nguy co tir vong cao hon nhom
c6 diém GCS tir 6 - 8 12 12,3 1an; nhém
BN c6 dong tir gidn > Smm c¢6 nguy co
tr vong cao hon nhom dong tir khong
gidn 1a 18 lan (p < 0,05) (Bdang 2).
Tuong tu, tac gia Bui Huy Manh va CS
cling nhan thdy nhém cd diém GCS
nhap vién tir 4 - 5 ¢6 két cuc khdng
thuan lgi cao hon nhém c6 diém GCS
tu 6 - 8 (p = 0,012). Ngoai ra, nhom BN
c6 gidn ddng tir ngay tir lac nhap vién
c6 két cuc khdng thuan lgi thap hon
nhém khdng gidn déng tir (p = 0,003)
[4]. Tac gia Duong Dai Ha (2014)
nghién cuu trén 120 BN CTSN nang
nhan thay nhém BN c6 diém GCS tir
3 -5c¢0 ty I¢ tir vong cao hon nhom cod

diém GCS tir 6 - 8 (OR = 2,783 p =
0,007). Hon nita, nhém BN ¢6 ddng tir
gidncotylé tevongcao  hon nhém
khong gian (OR =9,667; p <0,005) [5].

Hau hét BN hén mé sau (GCS 3 -5
diém) 12 mat vé hodc mat ndo, ap luc
trong so tang qua cao, chén ép lam méau
khong I&n ndo, giam hodc mat tudi mau
n&o, phll n&o s& ting dan va BN tir vong.
Diém GCS khdng chi 1a cdng cu c6 gia
tri tién luong cao ma con duoc sir dung
dé phan loai mic @6, 1am can ctr chi
dinh chup lai GCS so néo ciing nhu dua
ra chi dinh phau thuat. Bong tar gidn
cling 13 yéu t6 1am ting ty & tir vong.
Tac gia Brennan va CS (2018) dua trén
dir liéu nghién ctu cua gan 16.000 BN
CTSN cho thay diém GCS va dong tir
gian, phan xa anh sang 13 hai dic diém
lam sang cung cap thdng tin chinh xéac
nhat vé tién lwong BN CTSN [6].

Trén phim chyp CLVT so no, ton
thuong mau tu NMC chi chiém 29,4%
va xuat huyét dudi nhén chiém 66,2%
(Bang 2). Ty Ié tr vong 6 nhom BN
CTSN ning c6 xuat huyét dudi nhén
khé&c biét khong co ¥ nghia thong ké so
v6i nhom BN khéong c6 ton thuong nay.
Trong khi d6, BN CTSN nang c6 mau
tu NMC c0 ty I¢ tir vong cao hon ¢ ¥
nghia so voi BN khong co mau tu NMC,
v6i OR = 2,33 (Bdng 2). Két qua nay
twong dong Vvéi nghién cau cua
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Ping Viét Hong (2010) trén ddi tuong
BN méau tu ngoai cang do chin thuong
tai Bénh vién Quan y 105 [7]. Hinh anh
CLVT so ndo van la co s chinh cho
chan do4n, tién lugng va diéu tri nguoi
bénh CTSN. Hinh anh nay rat da dang,
tir ton thuong cua da dau - t6 chic dudi
da, ton thuong ctia xuwong so, nhu md
ndo, mach mau ndo, hé thong ndo that -
bé dich nfo tay cho dén nhiing ton
thuong phdi hop ¢ ham mat déu dugc
thé hién rd rang. Két hop co ché chan
thuong, dic diém 1am sang va két qua
CLVT so ndo, c6 thé dy doan tién trién
tiép theo cua ton thuong (chay mau ting
thém, phu néo, thoat vi ndo, nhdi mau
ndo...), dua ra chan doan chinh xac va
du kién phuong huéng diéu tri.

Trong s6 68 BN, c6 51 BN duoc
phiu thuat va 17 BN duoc diéu tri bao
t6n (Bang 2). BN ¢6 chi dinh mo khi co
mau tu trong so gay chén ép phai mo
giai phong chén ép hoic xur tri vét
thuong so ndo. Phau thuat ciing 1a bién
phap giam &p tét khi cac bién phéap diéu
tri bao tén khong hiéu qua. Ty 1& tu
vong & nhom phau thuat 1a 17,65%,
thap hon 4,1 1an so voéi nhém khong
phau thuat (Bang 2). Nhiéu tac gia cho
rang phau thuat 1am giam nhanh nhat &p
luc trong so va cho két qua rat tt [8].
Mot sé BN c6 chi dinh phau thuat so
ndo nhung lam sang qua nang khong
dam bao phau thuat, nhirng ca bénh nay
hau hét s& c6 két cuc kém hoic tir vong.
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Khi phan tich trén dudng cong ROC,
két qua cho thdy diém GCS thoi diém
nhap vién va dong tt gian 1a hai yéu tb
c6 gi4 tri cao nhit trong tién luong tir
vong & BN CTSN ning véi AUC lan
lwot 12 0,86 va 0,85 (Biéu do 1 va
Bang 3). Cac yéu té thé may va phau
thuat cling co6 gia tri tién luong tur vong
BN CTSN ning. Két qua nay tuong tu
vé6i két qua cua nhiéu nghién ctu khac
[6, 9].

KET LUAN

Ty 1€ tr vong & BN CTSN nang la
25%. Biém GCS ltc nhap vién cd AUC
tién luong tir vong, d6 nhay, d6 dac hiéu
lan luot 14 0,85; 88,4% va 76,5%. Bong
tir gidn > 5mm 14c nhap vién c6 AUC
tién luong tir vong, d6 nhay, d6 dac hiéu
lan luot 12 0,86; 94,1% va 71,6%.

TAI LIEU THAM KHAO

1. B Guan, DB Anderson, L Chen,
et al. Global, regional, and national
burden of traumatic brain injury and
spinal cord injury, 1990 - 2019: A
systematic analysis for the Global
Burden of Disease Study 2019. BMJ
Open. 2023; 13(10):e075049.

2. N Carney, AM Totten, C O'Reilly,
et al. Guidelines for the management of

severe traumatic brain injury, fourth
edition. Neurosurgery. 2017; 80(1):6-15.



TAP CHi Y DUQC HQC QUAN SU SO 5 - 2025

3. Nguyén Dinh Hiép, P Ngoc Son,
Nguyén Vin Huong va CS. Bic diém
lam sang, can 1dam sang, hinh anh hoc va
két qua diéu tri bénh nhan chan thuong
so ndo nang tai Khoa Hai stc Tich cuc
ngoai khoa, Bénh vién Htu nghi Pa
khoa Nghé An. Tap chi Y hoc Viét Nam.
2024; 2:240-244.

4. Bui Huy Manh, Phan Van Huy,
Chu Thanh Hung, CS. Két qua phau
thuat mo nap so giam ap diéu tri chan
thuong so ndo ning, nhan xét mot sé
yéu t6 lién quan. Tgp chi Nghién cizu
Y hoc. 2023; 168(7):115-123.

5. Duong Dai Ha, Duong Cham Uyeén.
Két qua diéu tri va yéu to tién luong
nguy co tr vong cia bénh nhan chan
thuong so ndo nang tai Bénh vién Viét
buc. Tap chi Nghién cuzu Y hoc. 2014;
88(3):74-81.

6. PM Brennan, GD Murray, GM
Teasdale. Simplifying the use of
prognostic information in traumatic

brain injury. Part 1: The GCS-Pupils
score: An extended index of clinical
severity. J Neurosurg. 2018; 128(6):
1612-1620.

7.Piang Viét Hong. Nghién ctu triéu
chtng 1am sang, hinh anh chup cat 16p
vi tinh va két qua phau thuat diéu tri
mau tu ngoai mang cang tai Bénh vién
Quan y 105, Pé tai co so. 2010.

8. P Gutowski, U Meier, V Rohde,
et al. Clinical outcome of epidural
hematoma treated surgically in the era
of modern resuscitation and trauma care.
World Neurosurg. 2018; 118:166-174.

9. Eghosa Morgan, Femi Bankole,
Okezie Kanu, et al. Comparison of the
predictive strength of total white blood
cell count within 24 hours on the
outcome of traumatic brain injury with
Glasgow coma score and pupillary
reactivity. Orient Journal of Medicine.
2018; 30(3-4):91-96.

261



TAP CHi Y DUQC HQC QUAN SU SO 5 - 2025

PANH GIA KET QUA BAN PAU KY THUAT NUT MACH TUYEN TIEN
LIET QUA PUONG PONG MACH QUAY PIEU TRI PHI PAI LANH
TINH TUYEN TIEN LIET TAI BENH VIEN PAI HOC Y HA NOI

Nguyén Ngoc Cwong™?*, Poan Tién Luu'?

Tom tat

Muc tiéu: Danh gia két qua ban dau k¥ thuat nit mach tuyén tién liét (TTL)
bang keo sinh hoc pha lodng qua duong dong mach quay (PMQ) tai Bénh vién
Dai hoc Y Ha Noi. Phwong phdp nghién ciru: Nghién cru mo ta cit ngang trén
46 bénh nhan (BN) dugc nit mach TTL (prostatic artery embolization - PAE) qua
duong BPMQ tai Bénh vién Dai hoc Y Ha Néi tur thang 3/2024 - 3/2025. Két qua:
D6 tudi trung binh ctia BN 13 71,8 + 9,0 tudi. Triéu chimg phd bién nhét 13 tiéu kho
(63,0%), tiép theo 14 tiéu dém (43,5%). Thanh cong vé k§ thuat can thiép 1a 100%,
khong c6 BN nao gip phai tai bién trong qua trinh can thiép. Pau trong khi bom keo
xay ra pho bién & BN bao gdm dau duong vat (41,3%), dau biu (4,3%). Bién ching
xay ra & 1 BN (2,2%) la di ngoai ra mau do vat liéu nat mach di tri vao truc trang.
Noi soi tryc trang c6 cac cham xung huyét nhung cac triéu chimg ty hét sau 1 tuan
ma khong can can thiép noi hoic ngoai khoa. Két ludn: Ky thuat PAE qua dudng
PMQ 12 k¥ thuat hidu qua dé diéu tri ting sinh lanh tinh tuyén tién liét (TSLTTTL).

Tir khoa: Tang sinh lanh tinh tuyén tién liét; Nut mach tuyén tién liét;
bong mach quay.

INITIAL RESULTS OF PROSTATIC ARTERY EMBOLIZATION VIA
RADIAL ARTERY ACCESS FOR BENIGN PROSTATIC HYPERPLASIA
AT HANOI MEDICAL UNIVERSITY HOSPITAL

Abstract
Objectives: To describe the initial outcomes of prostatic artery embolization (PAE)
using n-butyl cyanoacrylate glue via the radial artery at Hanoi Medical University Hospital.

'B) mén Chéin dozn hinh inh, Trwong Pai hoc Y Ha Noi
’Trung tim Chén dodn hinh dnh Can thiép dién quang, Bénh vién Pai hoc Y Ha Noi
“TAc gia lién h¢: Nguyén Ngoc Cuong (Cuongedha@gmail.com)

Ngay nhan bai: 24/3/2025

Ngay dugc chip nhan ding: 05/5/2025
http://doi.org/10.56535/jmpm.v50i5.1267
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Methods: A cross-sectional descriptive study was conducted on 46 patients who
underwent PAE via the radial artery at Hanoi Medical University Hospital from
March 2024 to March 2025. Results: The mean age was 71.8 £ 9.0 years. The most
common symptom was dysuria (63.0%), followed by nocturia (43.5%). Technical
success was achieved in 100% of cases. No intra-procedural complications were
observed in any patient. Pain during glue injection was commonly reported,
including penile pain (41.3%) and scrotal pain (4.3%). 1 patient (2.2%)
experienced rectal bleeding due to embolic material migration into the rectum.
Rectal endoscopy revealed focal mucosal congestion, but symptoms resolved
spontaneously within one week without the need for medical or surgical
intervention. Conclusion: PAE via the radial artery is a highly effective technique
for the treatment of benign prostatic hyperplasia.

Keywords: Benign prostatic hyperplasia; Prostatic artery embolization;

Radial artery access.

PAT VAN PE

Tang sinh lanh tinh TTL la nguyén
nhan thuong gap gy ra céc tri¢u chung
duong tiét nidu dudi (lower urinary
tract symptoms - LUTS) va lam thay
d6i chat luong cude séng (Quality of
life - QoL) [1]. Phau thuét cat boé TTL
qua niéu dao 1a k¥ thuat diéu tri phod
bién & nhitng BN TSLTTTL diéu tri noi
khoa thét bai, tuy nhién, k¥ thuat nay co
thé gip cac bién ching nhu chay mau,
nhiém trung, roi loan tiéu tién va xuit
tinh nguoc [2]. Nam 2000, tic gia
DeMeritt va CS 1an dau tién phat hién
ra loi ich cua k¥ thuat diéu tri PAE trong
diéu tri LUTS, dén nay, ky thuat nay
ngiy cang tré nén pho bién va 1a k¥
thuat it xAm 14n, tro thanh lua chon diéu
tri chuan thay thé cho phuong phéap
phau thuat cit bé TTL qua niéu dao [3].

Trude day, duong vao dugce cho 1a kinh
dién cua k¥ thuat nut mach diéu tri
TSLTTTL 1a mé tir dong mach dui. Dé
gitp BN khong mat méau, giam bién
chtng, c6 thé tu di lai binh thudng ngay
sau can thiép va xuét vién sau 24 gio, k§
thuat tiép can qua PMQ (transradial
access - TRA) da duoc thir nghiém lan
dau tién baoi tac gia Ari J Isaacson va CS
(Hoa Ky, 2014) [4]. Dac biét, k¥ thuat
nay gitp ngudi tré tudi bao ton dugc
chtrc nang sinh hoat tinh duc, ké ca cac
BN c¢6 kich thude khéi u TTL 1én. Tuy
nhién, vi¢c ap dung k¥ thudt nay tai Viét
Nam van con han ché va chua dugc
nghién ctru rong rai. Vi vy, nghién ctru
nay duoc thyc hién nham: Pdnh gid két
qud ban dau ky thudt PAE bang keo
sinh hoc pha loang qua duwong DMOQ tai
Bénh vien Dai hoc Y Ha Noi.
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POI TUQNG VA PHUONG PHAP
NGHIEN cUU

1. Poi twong nghién ciru

Gom 46 BN diéu tri PAE bang keo
sinh hoc pha loang qua duong PMQ tai
Bénh vién Dai hoc Y Ha Noi tur thang
3/2024 - 3/2025.

* Tiéu chudn lya chon: Thé tich
TTL > 25cm?® ¢6 triéu chimg; BN bi
TSLTTTL da diéu tri noi khoa 6 thang
nhung that bai; xét nghiém nong do
PSA <4 ng/mL hodc PSA < 10 ng/mL
(nhung ty 18 PSA tu do/PSA toan phan
> 0,20, ty trong PSA < 0,15); tham truc
trang, si€u am, cong huong tu TTL
khong nghi ngo ung thu.

* Tiéu chudn loai trir: BN méc bénh
1y 4c tinh (TTL, bang quang); BN mic
bénh 1y bang quang (tai thua 16n, séi
bang quang, bang quang than kinh, xo
cimg cb bang quang, bang quang mat
truong luc); BN suy than man tinh
do 3 tré 1én; BN c6 nhiém trung dudng
tiét niéu.

* Pia diém va thoi gian nghién civu:
Tai Bénh vién Pai hoc Y Ha N&1 tir
thang 3/2024 - 3/2025. Thoi gian thu
thap s6 liéu tir thang 5/2024 - 02/2025.

2. Phuwong phap nghién ciru
* Thiét ké nghién ciru: Nghién ctru

mo ta cat ngang.
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* Co mdu nghién ciru: C§ mau
thuan tién.

* Ky thudt can thiép PAE qua duong
DMQ: Nghiém phap Allen dugc thuc
hién trudc can thiép dé danh gia tuan
hoan bang hé DM tru. BN nam chat tay
trong 30 gidy, sau do bac si €p ca hai
DPMQ va BM tru. Khi tha tay khoi PM
try, néu ban tay hong trd lai trong vong
5-10 gidy, tuan hoan dam bao va c6 thé
st dung duong vao PMQ. Néu ban tay
van nhot nhat, BN khong du diéu kién
can thié€p qua duong bMQ [2].

* Chudn bi BN: Déanh gia 1am sang
va can lam sang, can thiép gay té tai
chd. BN duoc dat thong tiéu bang 6ng
thong ¢& 12F (loai nho), sat khuan va
gay té tai vi tri choc PMQ. Cac BN déu
c6 duong vao PMQ ¢ ving co tay phai.

* Ky thudt can thiép:

Buéc 1 (tiép can PMQ): BN nim
ngua, dat canh tay dang ra ngoai; choc
do PMQ bang kim 21G duéi hudng din
siéu am hoac ky thuat Seldinger; ludn
6ng thong vao PMQ va sir dung sheath
PMQ 4Fr; tiém heparin liéu thap (3.000
- 5.000 IU/kg) dé giam nguy co co that
mach va huyét khéi.

Budc 2 (tién vao DM TTL): Pua 6ng
thong chup mach (Ravi 4F, Terumo)
qua DMQ, vao bM dudi don, DM chu
nguc, DM chu bung; tr DM chau trong,
dua 6ng thong chup mach dé xac dinh
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vi tri DM TTL; qua 6ng thong 4F, mot
vi ong thong 1,9F hodc 2,2F (Tokai,
Nhat Ban) dugc dua vao DM TTL vao
sdu nhét c6 thé; trong trudng hop khong
thdy DM TTL tir DM chau trong c6 thé
chup mach bang ciac PM chau ngoai va
chu bung, mac treo trang duéi dé tim
DM TTL.

Buéce 3 (PAE): Chyp mach qua vi
ong thong dé danh gia giai phau va cac
nhanh bang hé, nhanh ndi voi cac co
quan trong tiéu khung; tién hanh nat
mach lam téc 1an luot cac DM TTL timg
bén. Vat liéu nat mach dugc st dung la
keo sinh hoc pha loang ty 1¢ 1:10 vdi ky
thudt plug and push; theo doi hinh anh
chup mach dé dam bao tic hoan toan
cac nhanh cap mau cho TTL ma khong
anh huong dén cac co quan lan can.

Budc 4 (két thuc thu thuat): RGt 6ng
thong va dung cu m¢d duong vao mach
mau, ép cam mau PMQ bang dung cu
chén ép PMQ chuyén dung; theo doi
huyét dong, kiém tra dau hiéu chay mau
hodc bién chung tai vi tri choc mach; rut
thong tiéu sau 12 gio.

* Chi tiéu nghién cuu:

Thong tin chung: Tudi, tién st diéu
tri trude do.

DPic diém lam sang, can lam sang:
Triéu chung lam sang, PVR (lugng
nuéc tiéu ton du), PSA (khang nguyén

dic hidu voi TTL), thé tich TTL (siéu
am), thé tich TTL (chup MRI).

K§ thuat thuc hién: Tong thoi gian
can thiép (phut), tong thoi gian phat tia
(phat), tong liéu tia (mGy*cm), thoi
gian luu sonde tiéu sau can thiép (ngay),
thoi gian ndm vién (ngay).

Bién chimg: Bién ching trong can
thiép, bién ching sém sau can thiép.

Thanh cong vé k¥ thuat: Nat tic hoan
toan cic mach nudi khoi phi dai TTL 1
hoac 2 bén.

K§ thuat chua thanh cong: Chua nat
tac dugc hoan toan cac mach nudi khoi
phi dai TTL.

* Xup Iy $6 lidu: S6 liéu sau khi khao
sat s€ duogc ty dong nhép 1én hé théng
va quan 1y bang phan mém Google
sheet va Excel. Phan tich sb liéu duoc
thuc hién bang phan mém théng ké
SPSS 22.0. Thong ké md td bao gdom
trung binh, trung vi, do 1éch chuan cho
bién dinh luong, va tan so, ty 1¢ phén
trim cho bién dinh tinh.

3. Dao dirc nghién ciru

Nghién ctu dugc thuc hién theo
quy dinh cua Bénh vién Pai hoc Y Ha
Noi. S6 liéu nghién ciru dwgc Bénh
vién Pai hoc Y Ha N§i cho phép su
dung va coéng bd. Nhom tac gia cam
két khong co6 xung dot loi ich trong
nghién ctru.
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KET QUA NGHIEN CUU
D6 tudi trung binh ctia BN trong nghién ctru 1a 71,8 + 9,0. Pa s6 BN chua ting
diéu trj trude d6 (76,1%).

Bang 1. Bac diém 1am sang, can lam sang.

Chi tiéu nghién ciru S6 BN (n) Ty 18 (%)

Tiéu kho 29 63,0

o Tiéu dém 20 43,5

g“nf‘;g‘g‘mg Tiég it 5 10,9

Bi tiéu 4 8,7

Tiéu khong hét bai 3 6,5
PVR (lugng nudc tiéu ton dur) 71,7 £ 108.4 (0 - 440)
PSA (khang nguyén dac hi¢u véi TTL) 7,6 +£5,8 (0,99 - 28,8)
Thé tich TTL (siéu 4m) 75,9 + 34,0 (32 - 187)
Thé tich TTL (chup MRI) 69,1 + 34,6 (28 - 193)

Triéu chiing pho bién nhat 1a tiéu kho (63,0%), tiép theo 1a tiéu dém (43,5%).
PVR trung binh khé cao (71,7mL), PSA trung binh 1a 7,6 ng/mL. Thé tich TTL dao
dong rong, phan anh muc do phi dai khac nhau.

Bang 2. Ky thuat thuc hién.

Chi tiéu nghién ciru S6 BN (n) Ty 18 (%)
Ludnvibéng 1bén 6 13,0
thanh cong 2 bén 40 87,0
Tong thoi gian can thiép (phut) 89,4 + 35,9 (25 - 194)
Tong thoi gian phat tia (phut) 38,1 £21,2(13-112)
Téng liéu tia (mGy*cm) 15.119,06 + 13.386,69 (2.928 - 55.796)
Thoi gian lvu <1 12 26,1
sonde tiéu sau 1 26 56,5
can thiép >2 8 17,4
(ngay) X + SD (Min - Max) 1,6£2,9 (0 - 14)

87% BN duoc ludn vi 6ng thanh cong hai bén. Thoi gian can thiép trung binh
1a 89,4 phiit, thoi gian phat tia trung binh 14 38,1 phut. Pa s6 BN luu sonde tiéu <
1 ngay (82,6%).
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Bang 3. Két qua can thiép.

Chi tiéu nghién ciru SOBN(n) Ty Ié (%)
Thanh cong vé  Thanh cong 46 100,0
ky thuat Chua thanh cong 0 0,0
Loét tryc trang 1 2,2
Bién chimg s6m Dau duong vat 19 41,3
sau can thiép Pau biu 2 4,3
Khong 24 52,2

100% BN khong gip phai tai bién trong khi thuc hién k§ thuat PAE qua duong
PMQ va 100% dugc danh gia 1a thanh cong vé k thuat can thiép. Bién ching som
sau can thi¢p chu yéu la dau duong vat (41,3%), dau biu (4,3%) va loét tryc trang
(2,2%). Hon mdt nira BN (52,2%) khong gip bién chimg sau can thiép, cho thay

murc d an toan cao.

BAN LUAN

Nghién ctru bao gom 46 BN duoc
thuyc hién PAE qua duong BPMQ, voi
d6 tudi trung binh ctia nhéom BN 1a
71,8 £ 9,0 tudi, thé tich TTL trung binh
do bang siéu am 1a 75,9 + 34,0mL.
Két qua nay tuong tu két qua nghién
ciru cia Rupam Deori (2024) véi 3o
tudi trung binh 1a 76,56 va thé tich TTL
ban dau trung binh 13 86,64 + 38,69cm
[5]. Nghién ctru ciia Phan Hoang Giang
va CS (2015) cho thiay nong d6 PSA
trung binh 1a 4,95 + 2,32 ng/mL, thap
hon so véi nghién ctu ctua ching toi
[6]. Piéu nay cho thiy BN trong
nghién ctru ndy c6 nguy co phi dai TTL
cao nhung khong c6 ddu hiéu bénh ung
thu TTL 4c tinh, pht hop véi tiéu chuan
lga chon BN trong nghién cliru cua
chlng toi.

Trong nghién clru nay, tri€u ching
phd bién nhét 13 tiéu kho (63,0%), tiép
theo 1a tiéu dém (43,5%). Két qua nghién
ctru cia Nguyén Ngoc Trang (2025) cho
thdy 66,7% BN c¢6 triéu ching tiéu kho
va 14,0% bi tiéu [7]. PVR trung binh l1a
71,7 + 108,4mL cho thdy mot s6 BN bi rbi
loan lam trong bang quang nghiém trong.
Thé tich TTL do bang siéu am trong
nghién cuu nay 1a 75,9 + 34,0mL, cao
hon muc 40 - 50mL cia BN TSLTTTL
nhe dén trung binh. Két qua do bang
MRI ciing cho gia tri tuong tu (69,1 +
34,6mL) cho thiy tinh dong nhit giira
hai phuong phap do. Két qua nay phu
hop v6i nghién ctiru ciia Vii Bang Diing
(2021) v6i thé tich TTL trudce khi can
thiép 1a 75,86 + 30,07cm?, thé tich nudc
tiéu ton du 1a 39,71 + 20,28mL [8].
Nhin chung, két qua nay phu hop vai
md ta trong nhiéu nghién ciru trudc do.
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¥ % ‘ 7 ‘( / T
B 4 \ ) DM TLT phai DMTLTtra’l.},/

Hinh 1. PM chau trong bén phai va bén trai
xudi chiéu dong chay qua 6ng théng chup mach.

K¥ thuat PAE la phuong phép thay
thé hiéu qua cho phiu thuat TTL ¢
nhitng BN TSLTTTL. Truéc day,
nguoi ta thuong thuc hién PAE qua bPM
dui, tuy nhién, k¥ thuat ndy c6 mot sd
nhuoc diém dang ké nhu BN sau can
thiép phai bat dong 6 tiéng trén giuong;
PM chau cua ngudi cao tudi thudng
bién dang giy kho khin khi ludn 6ng
thong chup mach vao DM cung bén; d6i
khi phai choc PM dui hai bén (choc PM
dui phai dé vao PM chau trong trai va
nguoc lai); tu mau vét choc mach &
ving ben nguy hiém hon vi luu luong
DM dui 16n hon dong quay; duong vao
PM dui & BN dang dung thudc chong
dong nguy hiém hon PMQ [2]. Vi vy,
ky thuat PAE qua duong PMQ méi ra
doi dé khic phuc toan bd cac
nhuoc diém cia PM dui. Do do,
100% BN trong nghién ctru cua chung
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toi dugc ap dung ky thuat PAE qua
duong BDPMQ. Tuy nhién, di vao BPMQ
cling ¢6 kho khan riéng, doi hoi bac si
can thiép c6 kinh nghiém. Dau tién la
kho choc vao PMQ hon do kich thudc
nho (d3 c6 may siéu am hd tro). Tiép
theo, phai c6 hé thong 6ng thong va vi
dng thong du dai (dd co hé théng bng
thong chup mach dai 135cm va vi éng
thong 150cm dé khiac phuc). Trong
nghién ctru nay, 87% BN duoc thuc
hién PAE qua duong PMQ thanh céng
trén cd hai bén, trong khi 13% chi thanh
cong trén mot bén. Ty I¢ thanh cong nay
tuong dong voi nghién ciru ciia Assis va
CS (2021), trong d6 ty 1& ludn vi dng
thanh cong hai bén dat khoang 85% [1].
Piéu nay khang dinh duong tiép can
qua PMQ c6 thé dat hiéu qua cao twong
duong duong DM dui.
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Téng thoi gian can thiép trung binh
cua BN trong nghién ctru cua chung toi
la 89,4 £ 35,9 phut (dao dong tir 25 -
194 pht), tuong duong vé1 nghién ciu
cua Phan Hoang Giang trén 10 BN thuc
hién PAE qua DM dui (86,3 + 34,58
phut) [6] va ngan hon so vdi nghién ciru
PAE qua PM dui cia Rupam Deori
(111,8 £ 41,16 phat) [5]. Thoi gian
chiéu tia trung binh trong nghién ctru
ctia chiing t6i 14 38,1 + 21,2 phit, ngan

hon so véi nghién ctru ciia Rupam Deori
(2024) 1a 59,56 * 35,51 phat khi thyc
hién qua PM dui [5]. Thuc té can thiép
duong vao BMQ c6 ty 1¢ thanh cong
100% vdai thoi gian can thi€p, thot gian
chiéu tia, licu tia 1a twong ty trong y vin
¢ nhitng nghién ctru c6 BN dugc thuc
hién PAE qua duong DM dui. Tham chi
c6 thé thiy thoi gian can thiép khi nat
mach qua PMQ t4i vu hon so voi
dudong DM dui.

Hinh 2. DM TTL bén phai va bén trai xudi chiéu dong chay qua
vi dng thong 1.7F.

Nghién ctru ctia ching t6i khéng ghi nhan bién chig trong qua trinh can thiép,
diéu nay phu hop voi nghién ciru ctia Assis va CS (2021), cho thiy k¥ thuat PAE
qua PMQ c¢6 ty 18 tai bién thu thuét rat thip do dic diém dudng vao it xam l4n. So
voi k¥ thuat PAE qua PM dui, nghién ctru cua Carnevale va CS (2020) bao céao ty
1¢ ton thurong DM dui khoang 2 - 5% [9]. Diéu nay cho thay tinh an toan cao cta
ky thuat PAE qua BPMQ so véi k¥ thuat PAE qua PM dui.
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KET LUAN
K¥ thuat nit mach TTL qua duong
PMQ 14 k¥ thuat an toan, hiéu qua dé
diéu tri tang sinh lanh tinh TTL.
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THE LE GU1 BAI DPANG TRONG TAP CHI Y DUOC HOC QUAN SU
Tap chi Y Duwoc hoc Quan sw xuét ban 9 ky/nam, dang tai cac cong trinh nghién ctwu, cac bai tbng quan vé y
dwoc hoc quan su, y sinh hoc va y xa héi hoc, nhiing théng tin y duoc hoc trong nwée va quéc té, théng tin vé
nghién ctru va dao tao.

I. YEU CAU CHUNG

1. Cac cbng trinh gt d&ng trén Tap chi Y Duwoc hoc Quan sw phai la ban thdo dang nguyén ven 1an dau va
chwa duoc ding trén bét ky tap chi hodc co s& dir liéu c6 thé tiép can cong khai ndo.

2. Méi tac gia chi dwoc ding tén dau 01 bai bao trong 01 6.

3. Théng tin vé nhém tac gia bai bao can dwoc trinh bay va gl cting ban thdo (@& nghi cung cip day du dia chi
email clia tirng thanh vién trong nhém tac gid). Tac gia lién hé hodc dong tac gid bai bao truc tiép ding ky
tai khoan va nop bai qua website clia Tap chi YDHQS.

4. Ban thao dwoc soan bang tiéng Viét hodc tiéng Anh st dung phan mém Microsoft Word, diing nglv phap,
khéng c6 I6i chinh ta. Binh dang trang A4 (< 10 trang), kiéu chir Times New Roman, ¢& chi 13 (hé font Unicode),
khoang cach dong 1,5, cach I& theo chuan A4. Ban thdo phai danh sé trang rd rang, sb trang can giia.

5. Méi bai viét khong qua 5 bang, biéu d6, hinh anh. Cac hinh anh trinh bay dwéi dinh dang khac (jpg, .pdf, w)
duwoc gl dudi dang file gbc kém theo phan chu thich. Cac bang, biéu d, hinh anh ch thich hinh dworc trinh bay
Va0 dung vi tri trong ndi dung clia ban thao va danh s6 theo thir tw xuét hién trong bai.

6. Tai liéu tham khao duworc trich dan theo s6 thir tw xuét hién trong ndi dung bai. Tai liéu trich dan danh sé va
trinh bay theo quy dinh AMA (tham khao &: https:/libguides.usc.edu/ld.php?content_id=49818556). Ddi v&i tén
tac gid Viét Nam can ghi dy di va nguyén ho tén.

7. Céc thuat ngi tiéng Viét thdng nhét theo tir dién Bach khoa Viét Nam. Danh tir tiéng Viét néu dwoc dich tir
tiéng nwdrc ngoai phai duoc viét kém theo tlr nguyén gbc. Han ché st dung cac chi viét tit. Trong truomg hop
khong tranh khoi phal viét tat thi phai co phan chu thich cho 1an st dung chir viét tit dau tién trong bai.

8. Cudi bai ¢ phan I&i cdm on néu rd xuat x& clia cong trinh, lam tai dau, thoi gian vahodc dwoc cac ca nhéan,
t6 chirc hd tro, tai tro nghién cvu (néu cd).

Il. YEU CAU CU THE VO1 TUNG DANG BAI BAO KHOA HOC

1. Bai bao nghién ctru goc (Original research): Theo chuan IMRAD

- Tiéu dé (Title)

- Tén tac gia (Authorship)

- Tém tét tiéng Viét va tiéng Anh (Abstract)

- Ttr khéa (Keywords)

- Dat vén dé (Introduction) va muc tiéu nghién ctru (Objectives)

- Béi twong va phuong phap nghién ctru (Materials and methods)

- Két qua (Results)

- Ban luan (Discussion), c6 thé két hop véi phan két qua (Results)

- Két luan (Conclusion)

- Loi cam on (Acknowledgements)

- Tai liéu tham khao (References)

2. Bai bao ca bénh (Case report)

- Tiéu dé (Title)

- Tén tac gia (Authorship)

- Tom tat tiéng Viét va tiéng Anh (Abstract)

- Ttr khéa (Keywords)

- D3t van dé (Introduction)

- Gi¢i thiu ca bénh (Case report)

- Ban luan (Discussion)

- Két luan (Conclusion)

- Loi cdm on (Acknowledgements)

- Tai liéu tham khao (References)

3. Bai bao Téng quan (Literature review)

- Tiéu dé (Title)

- Tén tac gia (Authorship)

- Tém tat tiéng Viét va tiéng Anh (Abstract)

- Ttr khda (Keywords)

- D&t van dé (Introduction)

- N&i dung téng quan (Literature review)

- Két luan (Conclusion)

- Loi cdm on (Acknowledgements)

- Tai liéu tham khao (References)
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