


v Y DUUC HOC QUAN SU

HOC VIEN QUAN Y XUAT BAN

CHU TICH HOI PONG BIEN TAP: PGS. TS. Nguy&n Xuan Kién
PHO CHU TICH HPBT: PGS.TS. Nghiém Btrc Thuan
TONG BIEN TAP: GS.TS. Tran Viét Tién

OY VIEN:
PGS. TS. Tran Ngoc Tuan GS. TS. Nguyén Linh Toan
GS. TS. Nguyén Nhw Lam PGS. TS. Trinh Thé Son
PGS. TS. Vi Nhat Dinh PGS. TS. Trinh Nam Trung
PGS. TS. Ta B4 Thang TS. Pham Thé Tai
PGS. TS. Nguyén Van Nam GS. TS. Nguyén Van Ba
PGS. TS. Lwong Céng Thurc PGS. TS. Nguyén Dinh Ngan
PGS. TS. Vi Quang Vinh PGS. TS. Hoang Hai
GS. TS. Nguyén Duy Bac TS. Nguyén Thi Tuyét Mai

THU KY KHOA HOC: PGS. TS. B6 Nhw Binh
THUKY TOA SOAN:TS. Nguyén Thj Hoai
TRU SO BAN BIEN TAP

Ban Thong tin KH - Phong Théng tin KHQS - Hoc vién Quéan y, 160 Phung Hung, Ha Bong, Ha Noi
bién thoai: 069. 566. 255
Email: tcydhgs @vmmu.edu.vn

Giay phép xuat ban s6 594/GP-BTTTT do B Théng tin va Truyén théng
cap ngay 16 - 12 - 2022
In tai Xudng in Hoc vién Quan y




TAP CHi Y DUQC HQC QUAN SU SO 1 - 2023

MUC LUC

Xac dinh thanh phﬁn hoa hoc va hoat tinh sinh hoc cua Théan
phuc ((Homalomena Vietnamensis J. Bogner Et V.D.Nguyen),
ho rdy (Araceae))

Trinh Thi Quynh, Huynh Minh Pago
Determination of the chemical composition and bioactivity of

Than phuc ((Homalomena Vietnamensis J. Bogner et
V.D.Nguyen), family (Araceae))

Nghién ciru thanh phan hoéa hoc va khao sat hoat tinh sinh hoc
cua tinh dau chiét xuat tur loai Praxelis clematidea R. M. King &
H. Robinson

Lé Truong Thing, Phan Nguyén Anh Triic

Nguyén Hoang Chwong, Tran Ngoc Ngdan Ha

Thai Thi Phuong Nhi, Lé Thi Nhung, Hoang Viét
Study on chemical composition and bioactivity of essential oil
extracted from Praxelis clematidea R. M. King & H. Robinson

Panh gia tac dung cia estrogen dang udng va dang boi ngoai da
trong qua trinh chuan bi niém mac t& cung cua chu ky chuyén
phoi dong lanh tai Vién Mo phoi 1am sang Quan doéi

Pham Thi Nguyét, Trinh Quéc Thanh

Trinh Thé Son, Dinh Trong Ha
Assessing the effects of oral estrogen and transdermal estrogen

in endometrial preparation of frozen embryo transfer cycles at

Military Institute of Clinical Embryology and Histology

Trang

17

27



Nghién ciru xdy dung va tham dinh phuong phap dinh luong
tacrolimus trong mau ngudi bang phuong phap sac ky long
khoi phd

Tran Ba Hiéu, Chir Vin Mén, Hoang Xudn S

Pinh Thi Thu Hang, Pdo Pirc Long, Nguyén Dirc Hanh

Lé Viet T, hcfng,Pham Van Tran, Pham Quéc Toan

Vii Quang Hop, Truong Quy Kién
Development and validation of the LC-MS/MS method for

determining tacrolimus in human whole blood from kidney
transplant recipients

Cap nhét cac phuong phap chan doan sdm ung thu phdi
Pado Ngoc Bing, Ta Bd Thing

Update of methods for early diagnosis of lung cancer

Cap nhat mot s6 van dé vé sinh 1y bénh va chién luogc xir tri da
chan thuong hi¢n nay

Pham Manh Cuong, Ho6 Hitu Phude
Update on some current knowledge of pathophysiology and
strategies in the management of polytrauma

Dic diém hinh anh viém rudt thira cip c6 bién chung trén cat 16p
vi tinh da day

Pham Thi Yén, Pham Quéc Huy

Nguyén Vin Pan, Nguyén Minh Hdi, Lé Tudn Canh
Imaging characteristics of complicated acute appendicitis on
multi-slice computed tomography

Danh gia két qua phiu thuat cit tuyén tién liét ndi soi qua niéu
dao diéu tri bénh ting san lanh tinh tuyén tién liét tai Bénh vién
Da khoa Xanh Pon

Nguyén Minh An, Ngé Trung Kién, Biii Hoang Thdo
Long term result after laparoscopy transurethral resection of
benign prostatic hyperplasia patient at Saint Paul Hospital

Trang
35

50

63

79

88



10

Trang

Evaluation of membrane-bound and soluble PD-L1 expression in 98
advanced-stage non-small cell lung cancer patients

Pham Thi Kim Nhung, Ta Ba Thang, Do Quyet
Dao Ngoc Bang, Nguyen Thanh Tung, Dong Phu Cau

Evaluation of histological diagnostic results of stereotactic 107
biopsy of supratentorial tumors at Military Hospital 103

Nguyen Thanh Bac, Hoang Manh Linh
Tran Manh Cuong, Pham Ngoc Hao






TAP CHI Y DUQC HQC QUAN SU' SO 1 - 2023

XAC PINH THANH PHAN HOA HQC VA HOAT TiNH SINH HQC CUA
THAN PHUC (HOMALOMENA VIETNAMENSIS J. BOGNER ET
V.D.NGUYEN), HQ RAY (ARACEAE))

Trinh Thi Quynh', Hupnh Minh Pao’
Tém tit

Muc tiéu: Xac dinh thanh phﬁn hoa hoc va hoat tinh sinh hoc ctia Than phuc
((Homalomena vietnamensis J. Bogner et V.D.Nguyen), ho ray (Araceae)).
Doi twong va phwong phdp: Than ré Than phuc thu hai tai Pong Giang -
Quang Nam. Xac dinh so bo thanh phan bing cac phan tmg héa hoc; chiét xuat
tinh dau bang phuong phap cat kéo hoi nuée, xac dinh thanh phan va dinh luong
bang sic ky khi ghép khéi phd GC/MS. Hoat tinh khang vi sinh vat kiém dinh
dugc danh gia thong qua do duc cua moi tru’O’ng nudi ciy. Hoat tinh chong oxy hoa
duoc khao sat bang phu’O‘ng phap danh bat géc ty do DPPH. Két qud: Than ré
Than phuc c6 nhiéu tinh dau, cac triterpenoid, tanin, cac hop chit khir... Tinh dau
Than phuc c¢6 thanh phan chinh 1a g-Linalool (71,19%), a-cadinol (8,10%),
terpinen-4-ol (4,80%), tau-muurolol (4,89%)... Gia tri ICs ddi voi chung E.coli
(2,51 £0,37 mg/mL), B.subtilis (2,87 £ 0,09 mg/mL), L.fermentum (3,33 + 0,05 mg/mL),
S.aureus (3,73 £ 0,04 mg/mL), C.albican (3,42 + 0,05 mg/mL), P.aeruginosa
(6,30 + 0,17 mg/mL), S.enterica (3,56 + 0,26 mg/mL). MIC & ndng do pha loing
5,65 mg/mL c6 kha ning @c ché 99% vi khuan E.coli, 97% nam C.albican, 94%
B.subtili, L fermentum va 88% S.aureus va & ndong d6 pha loang 22,58 mg/mL cd
kha ning tc ché 100% S.enterica. Gia tri MBC cao nhat d6i voi nam C.albican
97% va vi khuan Gram (-) E.coli 99% & noéng d6 pha lodng 5,65 mg/mL. O nong
d6 pha lodng 90,30 mg/mL tinh dau Than phuc trc ché dugc 100% S.enterica va
99% S.aureus. Gia tri ECso: 58,05 + 3,1 mg/mL. Két ludn: Thanh phan hod hoc
chi yéu ctiia Than phuc 1a tinh dau; trong d6 monoterpen khoéng oxy chiém
4 43%, cac monoterpen cO Xy chiém 76,88%, cac sesquiterpen chiém 17,17%;
tinh dau co tac dung uc ché (S.aureus, B.subtilis, L fermentum P. aerugmosa)

diét khuan (E.coli va nam C.albican) va c6 tac dung chdng oxy hoa rat yéu.

* Tir khéa: Than phuc;, Homalomena vietnamensis, Hoat tinh sinh hoc; Khang
khuan; Chong oxy hoa.

"Truong Pai hoc K¥ thuit Y - Duwgc Pa Ning
Nguwoi phan hdi: Trinh Thi Quynh (ttquynh@dhktyduocdn.edu.vn)
Ngay nhan bai: 30/11/2022
Ngay duwoc chip nhin ding: 24/12/2022
http://doi.org/10.56535/jmpm.v48il1.235



TAP CHI Y DUQC HQC QUAN SU' SO 1 - 2023

DETERMINATION OF THE CHEMICAL COMPOSITION AND
BIOACTIVITY OF THAN PHUC (HOMALOMENA VIETNAMENSIS J.
BOGNER ET V.D.NGUYEN), FAMILY (ARACEAE))

Summary

Objectives: To determine the chemical composition and biological activity of
Than Phuc (Homalomena vietnamensis J. Bogner et V.D.Nguyen), family
(Araceae)). Subjects and methods: The rhizomes of Than Phuc are collected in
Dong Giang-Quang Nam. Preliminary determination of the composition by
chemical reactions; Extraction of essential oils by steam distillation method,
composition determination, and quantification by gas chromatography-mass
spectrometry (GC/MS). The antimicrobial activity of the test is assessed through
the turbidity of the culture medium. The antioxidant activity is investigated by
DPPH free radical scavenging method. Results: Than phuc rhizomes have much
essential oil, triterpenoids, tannins, and reducing agent. The main components of
Than phuc essential oil are f-Linalool (71,19%), a-cadinol (8,10%), terpinen-4-ol
(4.80%), tau-muurolol (4.89%). ICs, value for E.coli strain (2.51 £ 0.37 mg/mL),
B.subtilis (2.87 £ 0.09 mg/mL), L.fermentum (3.33 + 0.05 mg/mL), S.aureus
(3.73 £ 0.04 mg/mL), C.albican (3.42 £ 0.05 mg/mL), P.aeruginosa (6.30 = 0.17
mg/mL), S.enterica (3.56 £ 0.26 mg/mL). MIC at a dilution concentration of 5.65
mg/mL was able to inhibit 99% E.coli, 97% C.albican, 94% B.subtili,
L.fermentum, and 88% S.aureus and at a dilution concentration of 22.58 mg/mL
it has the ability to inhibit 100% S.enterica. The highest MBC values are for
C.albican 97% and Gram (-) E.coli 99% at a dilution of 5.65 mg/mL. At a
dilution concentration of 90.30 mg/mL, Than phuc essential oil inhibits 100%
S.enterica and 99% S.aureus. ECsy value 58.05 = 3.1 mg/mL. Conclusion: The
main chemical composition of Than phuc is essential oil, in which monoterpenes
without oxygen account for 4.43%, monoterpenes with oxygen account for
76.88%, sesquiterpenes make up 17.17%; essential oil has inhibitory effects
(S.aureus, B.subtilis, L.fermentum, P.aeruginosa), bactericidal (E.coli and
C.albican fungi) and has very weak antioxidant effects.

* Keywords: Than phuc;, Homalomena vietnamensis; Biological activity;

Antimicrobial; Antioxidant.
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PAT VAN PE

Cay Than phuc dugc phat hién dau
tién nam 1983, khi doan Vién Duoc
liéu thuc hién diéu tra tai tinh Quang
Nam - Pa Néing. Than ré cua Than
phuc duoc dung lam thude nhu cac loai
Thién nién kién (Homalomena spp.) co
tac dung chira thdp khép, tay chan va
cac khép xuong nhirc moi, rat tot cho
nhing ngudi cao tudi, gia yéu...[1].

Maic du da duogc st dung tur lau ¢
cac tinh mién Trung nudce ta, bén canh
d6 chua c6 nhiéu cong trinh nghién ciru
nén can duoc quan tim nghién ciru thém.

Véi mong mudn hoan thién hon dir
liéu vé loai Than phuc, ching t6i tién
hanh nghién ctu nham: Xdc dinh
thanh phdn hoa hoc, hoat tinh sinh hoc
Théin
vietnamensis J. Bogner et V.D.Nguyen),

cua phuc  ((Homalomena
ho Rdy (Araceae)), g6p phan cung cdp
thém théng tin vé thanh phan héa hoc
va hoat tinh sinh hoc cua dwoc liéu
Thén phuc.

POI TUQNG VA PHUONG PHAP
NGHIEN CcUU

1. P6i twong nghién ciu

* Poi twong nghién ciru: Than phuc
(Homalomena vietnamensis J. Bogner
et V.D.Nguyen, ho Ray (Araceae) thu
hai tai Pong Giang - Quang Nam.

* Dung méi, hod chdt: n-hexan,
ethanol, methanol, ethyl acetat,

dicloromethan, cloroform, petroleum
ether, H,SO, , FeCl; CH3;COOH,
Na,COs;...

* Chat tham chiéu: Quercetin.

* Khang sinh doi chiéu: Ampicillin,
cefotaxime, khang nim: Nystatin.

* Vi sinh vdt kiém dinh: Bacillus
subtilis (ATCC 6633); Lactobacillus
fermentum (N4); Escherichia coli
(ATCC 25922); Pseudomonas aeruginosa
(ATCC 15442); Salmonella enterica;
Candida albicans (ATCC 10231).

* Moi truong nudéi cdy: MHB
(Mueller-Hinton Broth), MHA
(Mueller-Hinton Agar); TSB (Tryptic
Soy Broth); TSA (Tryptic Soy Agar)
cho vi khuan; SDB (Sabourand-2%
dextrose broth) va SA (Sabourand- 4%
dextrose agar) cho nim.

* Thiét bi, dung cu: May doc Elisa
Biotek, dung cu chiét xuit tinh dau theo
tiéu chudn Dugc dién Viét Nam V,
may GC Agilent 6890N, MS 5973 inert.

2. Phuong phap nghién ciru

a. Thu thip miu va nghién ciru
thanh phan ho4 hoc

Diéu tra thu thap mau tién hanh theo
phuong phép diéu tra thu thap cay
thudc cua Nguyén Tap (2006) [3].

Xac dinh cac nhém hop chét trong
timg phan doan bang cach chiét
nguyén liéu 1an luot véi cac dung moi
c6 do phan cuc tang dan: n-hexan,
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EtOH 96%, nudc. Pinh tinh bing cac
phan ung hoa hoc dac trung.

Chiét tinh dau bang phuong phép 16
cuén hoi nuéc véi bo Clevenger tir
100g than ré twoi ctia Than phuc thu
duogc 0,45 mL (0,45%).

Phén tich thanh phan tinh dau bang
ky thuat GC/MS trén may GC Agilent
6890N, MS 5973 inert, cot HP5-MS,
ap suat He dau cot 9,3 psi. Piéu kién
thuc hién GC/MS: Mau tinh dau (25
puL) pha trong 1 mL n-hexan. Ti€ém
mau: 1 pL, ty 1& chia dong 1:50;
chuong trinh nhiét cho mau: 50°C gitr
trong 2 phut, sau do ting 2°C/phut dén
80°C, tang 5°C/phut dén 150°C, tiép
tuc tang 10°C/phat dén 200°C, ting
20°C/phut dén 300°C giir trong 5 phut.

b. Khao sat hoat tinh Kkhang
khuén tinh diu Thén phuc

* Nguyén ly phép thu:

bay la phuong phap thu hoat tinh
khang vi sinh vat kiém dinh nham danh
gia mirc do khang khuan manh, yéu
ctia cdc mau thir thong qua do duc cia
moi trudng nudi cdy. Cac gia tri thé
hién hoat tinh la ICsy (50% Inhibitor
Concentration - néng do e ché 50%),
MIC (Minimum Inhibitor Concentration -
ndng do tdi thiéu wGc ché), MBC
(Minimum Bactericidal Concentration
- ndng d6 t6i thiéu diét khuan) va MFC
(Minimum Fungicidal Concentration -
ndng do tdi thiéu diét ndm).

8

* Cdch tién hanh:

- Pha lodng mau tha: Mau ban dau
dugc pha lodang 2 budc trong DMSO
100% va nudc cat tiét tring thanh mot
diy 4-10 ndng d6. Nong do thur cao
nhit trong thir nghiém 1a 256 pg/mL
v6i dich chiét va 128 pg/mL chét sach.
Truong hop dic biét thi pha mau theo
yéu cau.

- Thur hoat tinh: Vi sinh vat kiém
dinh dugc luu gitr ¢ -80°C. Trude khi
thi nghiém, vi sinh vat kiém dinh dwoc
hoat hoa bang méi trudng nudi ciy sao
cho nong d6 vi khuén dat 5x10°
CFU/mL; noéng d6 nam dat 1x10°
CFU/mL. Lay 10 pl dung dich mau thu
& cac nong do vao dia 96 giéng,
thém 190 ul dung dich vi khuin va
nam da dugc hoat hoa & trén, G & 37°C/
16 - 24 ¢gio.

* Xur Iy két qua:

- Gia tri MIC duoc xac dinh tai
giéng c6 ndng do chat thir thip nhat
{rc ché hoan toan sy phat trién cta vi
sinh vat.

- Gia tri MBC/MFC duoc xac dinh
bang cach cdy dung dich tai giéng co
da xac dinh gia tri MIC 1én dia thach
va khong c6 vi sinh vat kiém dinh nao
moc tro lai sau 24 gio.

- Gia tri ICsy dugc xac dinh thong
qua gia tri % tc ché vi sinh vat phat
trién va phan mém may tinh Rawdata.
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% tc ché t& bao = (OD ghing () - ODumiu thi)/( ODehimg (41~ ODehing () X 100%
(Highlnh% - 50) X (HighCan - LOWConc)

ICs, = High

Conc ~ .
nghlnh% - Lowlnh%

(Highcon/LoWcone: Chat thir ¢ néng dé cao/chdt thir thdp o néng do thcfp;

Highj,po/Lowo,: % tec ché o nong do cao/% e ché o nong do thap).

- DBanh gia hoat tinh: Dich chiét co ICs, < 100 ng/mL; chét sach ¢4 ICsy < 25
uM. Hodc mau thd ¢6 MIC < 200 pg/mL ; chat sach ¢c6 MIC < 50 pg/mL.

- GUri mau & phong hoa sinh tmg dung - Vién Han 1am Khoa hoc va Cong
ngh¢ Viét Nam.

c. Khao sat hoat tinh chdng oxy héa tinh dau Thin phuc

* Nguyén ly cua phép thu:

Hoat tinh chéng oxy hoa duoc khao sat bang phuong phap danh bat gbc tr do
DPPH cua Brand-Williams, Cuvelier, and Berset (1995) [0] dua trén nguyén tic
cac chat nghién ciru ¢ tac dung chéng oxy hoa s& lam giam mau cta DPPH
(1,1-diphenyl-2-picrylhydrazyl), dugc xac dinh bang cach do quang & budc song
517 nm.

* Cdch tién hanh:

- Pha dung dich DPPH c6 ndng d6 ImM trong Methanol (MeOH). Chét thir
dugce pha trong nudc deion sao cho ndng do cudi cung dat dugec mot diy cac
ndng d6 90,30; 22.58; 5,65 va 1,41 mg/mL. Dé thoi gian phan tng 30 phut &
37°C, doc mat do hép phu cia DPPH chua phan tng béng may doc Biotek ¢
budc song 517 nm.

% bay gbc tu do DPPH ciia mau thir dugce tinh theo cong thuc sau:

SC% = (OD tring ~ OD mau thir)/ ODtrz‘ing (%)'

ECs, duogc tinh theo gia tri SC twong quan véi cac ndng d6 khac nhau cua chit

thir, thi nghi€ém duoc lap lai voin = 3.
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Pudng chuan biéu thi mbi tuong quan gitra ndng d6 DPPH va mat do quang hoc:

D6 thi twong quan giira mat dé quang hoc va ndéng dé6 DPPH

1.8000
y=0.3225x+ 0.0241 2

R?=0.9938

1.4000

1.2000 /
1.0000 /
0.8000 /

0.6000 /

0.4000 /

0.2000 ‘,/

0.0000 : ; ; ; ‘
0.0000 1.0000 2.0000 3.0000 4.0000 5.0000 6.0000
Nang d6 DPPH mM

1.6000

Mat dé quang hoc (OD)

Hinh 1: D thi twong quan gitta mat d6 quang hoc va néng d6 DPPH.
KET QUA NGHIEN CUU
1. Thanh phan ho4 hoc
Thén r& Than phuc c6 nhiéu tinh dau, cac triterpenoid, tanin, cac hop chat khtr,
ngoai ra con co6 sy hién dién cua glycosid tim, coumarin.
* Thanh phan hod hoc ciia tinh dau:
Duya vio sac ky d6 GC-MS Hinh 1, ta thay ¢ 12 cau tir véi 11 cau tir da dugc
dinh danh, két qua ¢ bang 1.
Mo RS
1o407
8000000
T 17.38
6000000
5000000
4000000
3000000 35.11

2000000

34
21.16 3259

9.83 117, 5.73
: 3.74
Time--> 400 6.00 8.00 10.00 12.00 14.00 16.00 18.00 20.00 22.00 24.00 26.00 28.00 30.00 32.00 34.00 36.00 38.00 40.00 42.00 44.00

Hinh 2: Sic ky d6 GC-MS cua tinh dau Than phyc.

1000000
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Bang 1: Thanh phan ho4 hoc trong tinh ddu Than phuc.

A . Do twong hop Ham

TT Rt Tén chat Mw K phé lwgng
1 9.83 Sabinen 136 936 2,14
2 [11.71 3-Carene 136 914 1,72
3 12.75 D-Limonene 136 831 0,57
4 |17.37 fS-Linalool 154 958 71,19
5 [21.16 | .(-)-Terpinen-4-ol 154 905 4,80
6 |21.79 a-Terpineol 154 869 0,89
7 13239 .y-Cadinene 204 875 0,45
8 132.59 0-Cadinene 204 887 2,68
9 |33.74 Spathuleno 220 876 1,05
10 | 34.89 tau.-Muurolol 222 916 4,89
11 |35.11 a-Cadinol 222 916 8,10
12 | 35.73 | Khong xac dinh - - 1,52

Nhom hop chat chinh trong tinh dau Than phuc 13 cic monoterpen c6 oxy, dic
biét 1a S-Linalool chiém ty 1¢ rat 16n (71,19%) tao mui thom chinh cho tinh dau.
Pay 12 nhom hop chit d& bay hon, it bi oxy hoa, trung hop héa, twong ddi bén
trong khong khi. Do d6, tinh dau Than phyc c¢6 mui thom kha dé chiu, d& bay hoi
va c6 thé bao quan trong thoi gian kha dai. Bén canh d6, nhom sesquiterpen tuy
chiém ty 1é khong cao, nhung ciing rat quan trong trong viéc tao ra mui thom dic

trung cho tinh ddu Than phuc.
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Bang 2: Céc cau tir chinh trong tinh dau than ré

mot s6 loai trong chi Homalomena.

CAu tir Terpi 1

. p-Linalool | a-Cadinol erpine o-terpineol | tau.-Muurolol | a-bisabolol benzy
Loai n-4-ol benzoat
H. vietnamensis 71,19 8,10 4,80 0,89 4,89 - -
H. occulta [0] 8,6% 4,1 0,4 4,6 2,4 22,8% 11,4%
H. ittifoli

sagittifolia | ¢\ g0 34% | 2,5% - - -
[6]
H. aromatica
[0] 62,5% 3,71% 7,08% 5,32% - -
g']amm“”“’ 583% | L7% | 167% | 18% ; ; i

Tir két qua Bang 2 c6 thé thay trong
tinh dau than ré cua cac loai thudc chi
Homalomena, (-Linalool thudong chiém
ty 1& rat cao (> 50%), 14 cdu tir chinh.
Piéu nay giai thich cho viéc cac loai
trong chi ndy c6 mui tinh dau kha 1a
giong nhau khi méi ngui thoang qua.
Tuy nhién, mdi loai déu c6 mui dic
trung riéng khi ngtn k¥, day 1a do cac
thanh phan phu con lai. Cac thanh phan
nay tuy chiém ty 1¢ it nhung su da dang
trong cdu tric 1am cho mui cua tinh
dau trd nén phong pht va dic sic hon.
Su khac biét vé cac thanh phan chinh
va phu trong tinh dau cua cac loai hay
cung 1 loai co thé do ngudn gen va
diéu kién sinh thai da anh huong dén
qua trinh sinh tong hop chuyén hoa va
tich lity tinh dau ¢ trong chung.

2. Hoat tinh khing Kkhuin tinh
diu Than phuc

Kha niang khang khuan trén 3 ching
Gram (+) S.aureus, B.subtili, L.fermentum,

12

3 ching Gram (-): S.enterica, E.coli,
P.aeruginosa va nam C.albican duoc
danh gia bang % uc ché cac ching vi
sinh vat va nam kiém dinh 6 4 néng do
pha loang lan lwot 1a 90,30; 22,58;
5,65; 1,41 mg/mL.

Gia tri IC5y dugc xéac dinh thong qua
gia tri % uc ché vi sinh vat phét trién
va phin mém mAay tinh Rawdata.
Duya vao két qua bang 3, ta thiy gia tri

ICso d6i véi ching E.coli (2,51 +
0,37 mg/mL), B.subtilis (2,87 =+
0,09 mg/mL), L.fermentum 3,33 =+
0,05 mg/mL), S.aureus (3,73 +
0,04 mg/mL), C.albican (3,42 +
0,05 mg/mL), P.aeruginosa (6,30 =+
0,17 mg/mL), S.enterica (3,56 =+
0,26 mg/mL).

MIC ¢ néng do 5,65 mg/mL c6 kha

nang trc ché 99% vi khuan E.coli, 97%
nam  C.albican ~ 94%  B.subtili,
L.fermentum va 88% S.aureus. Va &
noéng do 22.58 mg/mL c6 kha ning tc
ché 100% S.enterica.
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Gi4 tri MBC cao nhat d6i véi nam
C.albican 97% va vi khuan Gram (-)
E.coli 99% & ndng do pha loing
5,65 mg/mL. O nong do thap nhat
90,30 mg/mL tinh dau Than phuc trc ché
duoc 100% S.enterica va 99% S.aureus.

do1 voi hai chung nay.

Bang 3: Két qua thir hoat tinh khang khuan.

Gia tri MIC, MBC va MFC trén vi
khuan E.coli va ndm C.albican bang
nhau & ndng d6 5,65 mg/mL, ty 18
MBC/MIC = 1 diéu nay cho thay tinh
dau Than phuc c6 kha ning diét khuan

% ire ché cac chiing vi sinh vat va nim kiém dinh
Tén miu | Nng dp Gram (+) Gram (-) Nim
(mg/mL) . . . . .
S.aureus | B.subtili | L.fermentum | S.enterica | E.coli | P.aeruginosa | C.albican
90,30 99 98 97 100 100 93 99
22,58 97 97 95 100 99 86,5 99
5,65 88 94 94 6.5 99 48,5 97
Thin phuc 1,41 4 27 13,5 0 32,5 20,5 8
3,73+ | 2,87+ 13,56+ |2,51 342+
1Cso | 70,04 | 0,00 [333%2005) g6 | 037 | 30=0IT] " 0s
MIC 22,58 5,65 5,65 22,58 5,65 90,30 5,65
MBC | 90,30 (>90,30| >90,30 90,30 | 5,65 >90,30 5,65
1 | YR | 3025 1032007
Ampicillin ’ ’
(ng/mL) Mic | 0125+ 32+ 32+
0 0 0
043+ [0007 ) 434
. ICso +
Cefotaxime 0,05 0.002 0,15
/mL
(ng/mL) MIC 32+ 0,5 + 8+
0 0 0
%
Nystatin ’
(ng/mL)
MIC iy

13
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3. Hoat tinh chong oxy ho4 ciia tinh ddu Than phuc

Nghién ctru dugc thuc hién bang cach 1y Quercetin lam chat chéng oxy hoa
tiéu chuan, dy ciing la chat chdong oxy héa tu nhién. Két qua cua hoat dong
chéng oxy hoa dugc thé hién bang % bt giit gdc ty do dugc tao ra d6i véi cac
néng do khac nhau cua tinh dau. Cac hiéu ung phu thudc vao n6ng do da duoc
quan sat & 90,30; 22.58; 5,65; 1,41 mg/mL, két qua & bang 4 cho thiy ndng do
cao hon thé hién % bat giit gbc tu do cao hon.

Béang 4: Két qua thir hoat tinh chéng oxy hoa trén hé DPPH cua tinh dau

Than phuc.
. ; % bit giii
STT | Tén miu Néng d¢ thir /o bat giir Gi tri ECs,
goc tw do
90,30 89
‘ 22,58 7 58,05+ 3,1
1 Than phuc mg/mL (mg/mL)
5,65 0
1,41 0
32 100
, 9,97 £0,25
) Tham chiéu L 8 45,5
Quercetin HE 2 0 (nug/mL)
0,5 0

Két qua cta nghién ctru thu duoc gia tri ECs, cua tinh dau Than phuc so véi
DPPH 58,05 += 3,1 mg/mL, 16n hon gép 58.000 lan so v&i gia tri ECso cua
Quercetin. Nhu viy, so v6i Quercetin hoat tinh khang oxy hoa cua tinh dau Than
phuc thip hon khoang 58.000 lan. Piéu ndy cho chung ta thiy hoat tinh chdng
oxy hod ciia tinh diu Than phuc rat yéu va phu hop véi nghién ciru ciia Zeng L.
B. (2010) [9] trong nghién ciu kha ning chong oxy hod cua tinh dau

H.aromatica, mot loai thudc chi Homalomena.

14
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BAN LUAN

Két qua khao sat so bo thanh phan
hoa hoc trong nghién ctu nay 1a tién
dé dé tién hanh cac nghién ctru chiét
xuat phan 1ap cac hop chat khic ngoai
tinh diu nhu glycosid tim, coumarin
trong Than phuc va cac loai khac thudc
chi Homalomena.

Gia tri ICsp, MIC mAu tinh dau Than
phuc trén 3 chung vi khuan Gram (+),
3 chung Gram (-) va 1 chung ndm
duge so sanh lan lugt v6i khang sinh
ampicillin, cefotaxime va nystatin. Két
qua cho thdy c6 chénh léch kha 16n,
diéu d6 chung to nong do tbi thiéu dé
rc ché 50% va ndng do tbi thiéu uc
ché cua tinh dau Than phuc cao gap
nhiéu 1an so voi cac khang sinh ding
doi chiéu.

Hoat tinh khang khuan bang phuong
phap pha lodng néng d6 c6 y nghia
dinh lugng va da xac dinh duoc gia tri
ICso, MIC, MBC dong thoi xac dinh
duge % wc ché su phat trién cua vi
khuan, ndm. Tinh ddu Than phuc ¢
noéng do pha loang 90,30 mg/mL thé
hién kha niang khang khuan dic biét
vO1 P.aeruginosa va kha nang diét
khudn S.aureus, S.enterica. Pong thoi
cling e ché 16n sy phat trién
C.albicans - day la mdt loai ndm men,
thuong gay bénh tua ludi ¢ tré em va
cac bénh phu khoa. Nhitng phat hi¢n
nay sé cung cip thong tin vé hoat tinh
sinh hoc cua H.viethamensis va ng
dung loai nay trong tuong lai.

KET LUAN

Nghién ctu di xic dinh than ré
Than phuc c6 nhiéu tinh dau, cac
triterpenoid, tanin, cac hop chat khu;
ngoai ra con cd sy hién dién cua
glycosid tim, coumarin; thanh phan
chinh cta tinh dau 1a g-Linalool chiém
71,19%, va con c6 a-Cadinol (8,10%),
Terpinen-4-ol (4,80%), tau-Muurolol
(4,89%,)... cac monoterpen khong oxy
chiém 4,43%, cac monoterpen c6 oxy
chiém 76,88%, cac sesquiterpen chiém
17,17%. Hoat tinh khang khuan, chéng
oxy hoa cua tinh dau Than phuc thé
hién bang % tc ché cac ching vi sinh
vat va ndm kiém dinh, dong thoi xac
dinh dugc gia tri MIC, MBC ¢ néng do
mg/mL c6 tic dung wc ché va diét
khuén, gia tri ECsy cia tinh dau Théan
phuc 58,05 £ 3,1 mg/mL.

TAI LIEU THAM KHAO

1. Nguyén Vian Du (2018). Thuc vat
chi Viét Nam. Nha xuat ban Khoa hoc
Tu nhién va Cong ngh¢; 16: 118-119.

2. Lé Thi Huong, Pao Thi Minh
Chau, Nguyén Viét Hung, Nguyén
Cong Truong, Pd Ngoc Pai (2017).
Thanh phan héa hoc tinh dau loai
Thién nién kién (Homalomena occulta
(Lour.) Schott) va Than phuc
(Homalomena pierreana Engl.) & vuon
qudc gia Pu mat, Nghé An. Hoi nghi
Khoa hoc toan quéc vé sinh thdi va tai
nguyén sinh vat lan thir 7: 1236-1241.

15



TAP CHI Y DUQC HQC QUAN SU' SO 1 - 2023

3. Nguyén Tap (2006). Diéu tra ciy
thudc va nghién ctru bao ton. Nhiéu tac
gia: Nghién ctru thudc tir thao duoc.
Nha xuit ban KH&KT, Ha Noi: 33-109.

4. Brand-Williams, Wendy, Marie-
Elisabeth Cuvelier, and C. L. W. T.
Berset (1995). Use of a free radical
method to evaluate antioxidant activity.
LWT-Food Science and Technology;
28(1): 25-30.

5. Policegoudra, R. S., et al. (2012).
Bioactive constituents of Homalomena
aromatica essential oil and its antifungal
activity against dermatophytes and
yeasts. Journal de Mycologie Médicale;
22(1): 83-87.

6. Singh, Gurdip, et al. (2000).
Studies on essential oils, part 28:
Chemical composition, antifungal and
insecticidal

activities of rhizome

16

volatile oil of Homalomena aromatica
Schott.  Flavour and  Fragrance
Journal; 15(4): 278-280.

7. Van, H. T., Nguyen, Q. P., Tran,
G. B.,, & Huynh, N. T. A. (2021).
Chemical composition and antibacterial
activities of Homalomena vietnamensis
bogner & v.d nguyen (Araceae). Journal
of Microbiology, Biotechnology and
Food Sciences: 201-204.

8. V.S, Rana, et al. (2010). Essential
oil composition of Homalomena
aromatica  roots.  Essential  QOil

Asoicitaion of India Delhi: 43-45.

9.Zeng L. B., Zhang Z. R., Luo Z. H.,
Zhu J. X., (2010). Antioxidant activity
and chemical constituents of essential

oil and extracts of rthizome Homalomena,
Food Chem; 125: 456-463.



TAP CHI Y DUQC HQC QUAN SU' SO 1 - 2023

NGHIEN CUU THANH PHAN HOA HQC VA KHAO SAT HOAT TiNH
SINH HQC CUA TINH DAU CHIET XUAT TU LOAI PRAXELIS
CLEMATIDEA R. M. KING & H. ROBINSON

Lé Trwong Thing', Phan Nguyén Anh Tric', Nguyén Hoing Chuwong'
Trian Ngoc Ngin Hd’, Thdi Thi Phwong Nhi’, Lé Thi Nhung’, Hoang Viét'

Tém tit

Muc tiéu: Chiét xuit va khao sat thanh phan hoa hoc cta tinh dau tir Praxelis
clematidea, khao sat hoat tinh khang khuan va gy doc té bao ung thu tir tinh dau
da chiét xuat. Péi twong va phwong phdp: Tinh dau duoc chiét xuit tir Praxelis
clematidea bang phuong phap 16i cudn hoi nude. Thanh phan héa hoc cua tinh
dau chiét xuat dugc phan tich bang phuong phap sic ky khi ghép khéi phd (GC-
MS). Hoat tinh khang khuan cua tinh dau dugc khao sat bang phuong phap
khuéch tan khang sinh trén thach, ndng do wc ché tdi thiéu cua tinh dau d6i véi
cac vi khuan gay bénh duoc xac dinh bang phuong phap pha loing béc hai trong
thach (MIC) Hoat tinh gay doc té bao cua tinh dau dwgc danh gia in vitro trén
mod hinh té& bao ngum bang phuong phap nhuém protein tong sé voi
sulforhodamine B. Ket qud: Tinh dau chiét xuat tir Praxelis clematidea c6 thanh
phan hoa hoc bao gdm 20 hop chat chinh, trong d6 ¢6 7 hop chat chua duoc xac
dinh. Tinh dau thé hién hoat tinh khang khuan d6i v6i cac chung vi khuan nhu
Acinetobacter baumannii, Staphylococcus aureus, Escherichia coli, Klebsiella
pneumoniae, Enterococcus faecium, Pseudomonas aeruginosa voi gia tri MIC
duoc ghi nhan tir 2 - 16 mg/mL. Tinh dau chiét xuét tir Praxelis clematidea thé
hién hoat tinh gay doc té bao trén dong té bao ung thu phdéi NCI H460 véi gia tri
ICso (ug/mL) 1a 73,01 + 2,37 va gia tri gay doc chon loc (SI) 1a 1,23. Két ludn:
Tinh dau chiét xuét tir Praxelis clematidea R. M. King & H. Robinson bao gdm
20 hop chat hoa hoc khac nhau. Tinh dau c6 hoat tinh giy doc té bao ddi véi
dong té bao ung thu phdi va dic biét 1a hoat tinh khang khuan trén cac vi khuan
gay bénh khang khéang sinh.

* Tir khéa: Praxelis clematidea; Tinh dau; Thanh phcfn héa hoc;, Khang
khudn; Péc tinh té bao.

"Trwong Pai hoc Khoa hoc Ty Nhién, PHQG HCM
*Trwong THPT chuyén Hiung Vwong, Gia Lai
Nguoi phan hdi: Lé Trwong Thing (letruongthangg@gmail.com)
Ngay nhan bai: 17/11/2022
Ngay duge chip nhan ding: 15/12/2022
http://doi.org/10.56535/jmpm.v48i1.229
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STUDY ON CHEMICAL COMPOSITION AND BIOACTIVITY OF
ESSENTIAL OIL EXTRACTED FROM PRAXELIS CLEMATIDEA R. M.
KING & H. ROBINSON

Summary

Objectives: To extract the essential oil from Praxelis clematidea and analyze
its chemical composition. To investigate the antibacterial and cytotoxic activities
of the extracted essential oil. Subjects and methods: The essential oil was
extracted from Praxelis clematidea by steam distillation. The chemical
composition of the extracted essential oil was analyzed by gas chromatography
coupled mass spectrometry (GC-MS). The antibacterial activity of the essential
oil was investigated by the agar diffusion method, plus the minimum inhibitory
concentration determination on pathogenic bacteria. The cytotoxic activity of the
essential oil was evaluated in vifro in human cell lines by total protein staining
with sulforhodamine B. Results: Essential oil extracted from Praxelis clematidea
has a chemical composition of 20 main compounds, of which 7 have not been
identified yet. The essential oil exhibited antibacterial activity against
Acinetobacter baumannii, Staphylococcus aureus, Escherichia coli, Klebsiella
pneumoniae, Enterococcus faecium, Pseudomonas aeruginosa with MIC value
ranging from 2 - 16 mg/mL. The extracted essential oil exhibited cytotoxic
activity against lung cancer cell line NCI H460 with the ICsy value of 73.01 +
2.37 and the selective index value of 1.23. Conclusion: The essential oil
extracted from Praxelis clematidea R. M. King & H. Robinson consists of 20
chemical compounds. The essential oil has cytotoxic activity and especially
antibacterial activity against antibiotic-resistant pathogenic bacteria.

* Keywords: Praxelis clematidea; Essential oil; Chemical composition;
Antibacterial activity, Cytotoxic activity.

PAT VAN DE

Praxelis clematidea R. M. King &
H. Robinson 14 loai ¢ dai phd bién ¢
Viét Nam. Nhiéu nghién ctru trén thé
gidi cho thiy loai thue vat ndy cé cac
hoat tinh khang khuan, khang nim,
khang con tring, diéu chinh tinh khang
thudc cta vi khuan [1, 2, 3]. Nhin

18

chung, céc nghién ctru trén tap trung
vao cao chiét bang cac dung moi hiru
co hodc cac hop chét tinh ché tir cao
chiét tir Praxelis clematidea. Chi c6
mot nghién ctru gan day tip trung vao
tinh dau ctia Praxelis clematidea nham
phan tich thanh phan hoa hoc va khao
sat hoat tinh khang con trung ctia no [2].



TAP CHI Y DUQC HQC QUAN SU' SO 1 - 2023

Chua c6 cong bd nao vé nghién ciru
thanh phan hoéa hoc cua tinh dau tir
Praxelis clematidea R. M. King & H.
Robinson cling nhu khao sat hoat tinh
cua n6 & Viet Nam. Do do, chung toi
thuc hién nghién ctu ndy nhim: Chiét
xudt va phdn tich thanh phan héa hoc
ciia tinh ddu tir Praxelis clematidea R.
M. King & H. Robinson, khao sat hoat
tinh khdng khudn trén cdc vi khuan gdy
bénh khang khang sinh dwoc phan ldp
tr lam sang ciing nhu khao sat hoat
tinh gdy déc té bao ung thw trén mot
dong té bao ung thu phéi. Cac két qua
tir nghién ctru nay sé cung cap cac dir
liéu khoa hoc cho viéc khai thac va s
dung tinh dau tr loai
clematidea R. M. King & H. Robinson.

Praxelis

POI TUQNG VA PHUONG PHAP

NGHIEN CUU

1. Poi twong nghién ciru
* Vat lieu sinh hoc: Cac bd phan
trén mat dat (than, 14 va hoa) ctia mau
thuc vat loai Praxelis clematidea R. M.
King & H. Robinson dugc thu hai &
Thanh phd Thu Bic va st dung dé lam
nguyén liéu chiét xuét tinh dau bang hé
théng Clevenger. Cac chung vi khuin
gay bénh khang khang sinh duoc phan
lap tir 1am sang bao gom: Enterobacter
baumannii,

cloacae, Acinetobacter

Staphylococcus aureus, Escherichia coli,
Klebsiella pneumoniae, Enterococcus
faecium va Pseudomonas aeruginosa
dugc cung cdp boi Trung tam Nghién
ctru va Ung dung Sinh hoc TP Ho6 Chi
Minh. Dong té bao ngudi bao gdm:
Dong té bao ung thu phdi NCI H460
va dong nguyén bao soi dugc cung cip
bé1 BO mon Di truyén, Truong Pai hoc
Khoa hoc Ty nhién - Pai hoc Quéc gia
Ho Chi Minh.

* Héa chat: Dimethyl sulfoxide
(Trung Qudc), Ethanol (Viét Nam),
Axit (Hoa Ky),
Sulforhodamine B (Hoa Ky), nudc

trichloroacetic

mudi sinh 1y.

2. Phuwong phap nghién ciru

* Chiét xudt tinh dau bang phwong
phdp 16i cuén hoi nwée: Mau thyc vat
duoc dua vao hé théng Clevenger, mau
khong tiép xuc truc tiép véi nude va
ngudn nhiét. Thoi gian chung cat 1a 4
gio. Tinh dau duoc luu gitt trong lo ti
mau va bao quan & 4°C.

* Khdo sdt tinh chat vdt y cia tinh
dau: Tinh dau chiét xuat dugc tién
hanh khao sat chat lugng, mau sdc va
mui cua tinh diu bing phuwong phéap
cam quan. Sau do, tién hanh do ty trong
va chi s6 khiic xa cua tinh diu bing

may do ty trong va may do khuc xa.
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* Khdo sdt thanh phan héa hoc cia
tinh dau bang phieong phdp GC-MS:
Thanh phﬁn hoa hoc cua tinh dau duoc
xéac dinh bang phuong phép sic ky khi
ghép khéi phd (GC-MS) trén hé théng
sic ky khi Agilent 8890 véi dau do
khéi pho Aligent 5977B véi cot mao
quan HP-5MS 30 m x 0,25 mm % 0,25
um. Ham luong cac hop chat co trong
tinh dau duoc xac dinh bing phuong
phap sic ky khi dau do ion hoa ngon
ltra (FID) trén may GC Agilent 8860
duoc trang bi cdt mao quan HP-5MS
30 m x 0,250 mm x 0,25 um va dau do
ion hda ngon lura.

* Khdo sat hoat tinh khdng khudn
ciia tinh dau: Céc vi khuan giy bénh
duoc nudi cdy trén méi trudng thach
dinh dudng & 37°C trong 16 - 18 gio.
Sau do, sinh khéi vi khuan duoc pha
lodng véi nuéc mubi sinh 1y vo tring
dén ndéng @6 1 x 10® CFU/mL. Trai
100 uL mdi dich vi khuan trén cac moi
truong MHA. Sir dung dau tip 1000 puL
vo trung dé tao thanh cac giéng trén
moi truong MHA chira vi khuin va
cho 20 mg tinh dau vao cac giéng. Cac
dia moi truong MHA nay dugc u &
37°C trong 16 - 18 gio. Hoat tinh
khang khuan cia tinh dau déi véi cac
chung vi khuan duoc ghi nhin bang
cach do dudng kinh cac vong vo khuan
xuat hién xung quanh cac giéng chira
tinh dau trén mat thach MHA.
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* Khdo sdt nong dé ik ché toi thiéu
(MIC) cuia tinh dau: Tinh dau duoc
tron trong moi truong MHA theo day
néng dd bac 2 di tor 0,5 mg/mL -
32 mg/mL. Tai mdi néng do tinh dau
trong moi truong MHA, cr?iy mdt lugng
vi khudn 1a 10* CFU cho mdi vi khuén
gay bénh trén mat thach MHA. Sau do,
cac dia MHA duogc u 6 37°C trong 16 -
18 gio. Nong do trc ché tbi thiéu (MIC)
cia tinh dau ddi véi cac ching vi
khuan gay bénh duoc xac dinh tai ndng
d6 thip nhit cua tinh dau trong moi
truong MHA trc ché hoan toan su phat
trién cta vi khuan.

* Khdo sdt doc tinh cua tinh dau
trén dong té bao:

Té bao don cia dong nguyén bao
soi va dong té bao NCI H460 dugc cay
trén dia nudi cay 96 giéng v4i mat do
1a 7,5 x 10° t& bao/giéng. Sau 24 gid
nudi ciy, quan thé té bao duoc U véi
tinh dau khao sat ¢ diy ndng do 300,
200, 100, 50, 25 pg/mL trong 48 gid.
Sau d6, protein tong tir t& bao thir
nghiém duogc ¢d dinh b'flng dung dich
axit trichloroacetic 50% lanh va nhuom
v6i dung dich sulforhodamine B 0,2%.
Két qua duoc doc bang may doc
ELISA ¢ hai budc song 492 nm va
620 nm. Ty 1¢ phan traim giy doc té
bao dugc xac dinh theo cong thic:

% gay doc = (1 - —TImINETY x 100%,
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Dbi ching duong va dbi ching 4m Bang 1: Két qua khao sat thanh phan
trong thi nghiém nay 1a Camptothecin héa hoc cua tinh dau.
va DMSO. Gia tri trc ché 50% (ICs)
dugc xac dinh bang cach st dung |STT| RT | Tén hop chat

%

phan mém Prism véi phuong phap hdi GC

quy khong tuyén tinh da thong sé va 1 ]5,552 o- Pinene 6,97

2
R™>0.9. 7,114 Myrcene 0,52
Chi s chon loc gitta té bao ung thu

8,375 Limonene 0,77

va té bao thudng duoc xac dinh bang

cong thic ICsy dong té bao thuong/ 9,459 | v - Terpinene | 0,80

ICso dong té bao ung thu. 10,585 Terpinene 0,55

KET QUA VA BAN LUAN 23,002 o- COpaene 0,59

1. Chiét xuit tinh diu 23,723 | a- Chamipinene | 2,76

Dé chiét xuét tinh dau tr Praxelis
clematidea R. M. King & H. Robinson,
chung t61 st dung phuong phap 161

24,916 | B- Duprezianene | 19,08

O | 0| I | N| | | W I

26,094 | o- Himachalene | 1,83

cudn hoi nudc. Két qua cho thiy tinh 107126,338| a- Humulene | 15,11

dau da chiét xuat c6 dang long, dong Cabreuva oxide

11 |2 1,44
6,660 B :

nhat, trong suot va c6 mau vang nhat.

. AL g \ 423 .
Tinh dau c6 ty trong la d_—=0,888 g/mL | 12 |27,516| y- Himachalene | 26,47

(ty trong cta nudc la dg =0,993 g/mL) 13 27,609 | Khong xac dinh | 3,11

va chi s6 khuc xa 1a n,s = 1,4898. 14 |28,024| Khong x4c dinh | 0,58

2. Khio sat thanh phan héa hoc 15 |28,164 Guaiene 10,78
cia tinh diau bing phwong phip
GC-MS

Ching t6i st dung phuong phap
GC-MS dé xac dinh thanh phan héa | 18 [29,285| Khong xéac dinh | 0,30

hoc trong tinh dau. Két qua k‘héo sat 19 [31,464| Khong xéc dinh | 0,39
thanh phan hoa hoc cua tinh dau duoc

16 |28,512| Khong xac dinh | 0,65

17 129,026 | Khong xac dinh | 0,91

thé hién ¢ Bang 1. 20 |35,044| Khong xac dinh | 6,42
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Tinh dau dugc ghi nhan bao gdm 20
hop chat voi 13 hop chat da biét,
chiém ty 1& 65%. Trong sd cac hop
chat da biét, cac hop chat terpen chira
hydrocarbon chiém uu thé hon cac hop
chat chira oxygen. Cac sesquiterpen
chiém hon 60,67% ty 1& hop chét ghi
nhan trong tinh dau vé6i cac chét dai
dién nhu y-Himachalene (26,47%),
B-Dupreziana (19,08%), a-Humulene
(15,11%). C6 7 hop chat khong xac
dinh tinh du cta Praxelis clematidea,
chiém ty 1& 35%. Trong nghién ctru

cia Wang va CS (2018), tinh dau chiét
xult tir Praxelis clematidea thu thap ¢
Trung Qudc chtra 25 hop chit da biét
va 10 hop chét khong xac dinh. Trong
sd cac hop chat di biét, p-Cubebene
(43,85%) va B-Caryophyllene (30,34%)
14 cac thanh phan chinh cta tinh dau [2].
Sy khac nhau vé thanh phan héa hoc
trong tinh dau cia Praxelis clematidea
¢ nghién ciu nay so véi nghién cuu
ctia Wang va CS c6 thé dugc giai thich
do su khéac nhau vé vi tri dia 1y, vé khi
hau va cac tac nhan khac [4].

3. Khao sat hoat tinh khang khuén ciia tinh diu

Chung t6i str dung phuong phap khuéch tan trong thach dé khao sat hoat tinh
khang khuan cua tinh dau tir Praxelis clematidea. Két qua khao sat hoat tinh
khang khuén cua tinh dau dugc ghi nhan nhu Bang 2.

Bang 2: Khéo sat hoat tinh khang khuén cta tinh dau.

Tén vi khuin DPwong kinh vong vo khuan
(mm)
Enterococcus faecium 17+0,1
Gram duong
Staphylococcus aureus 24+0,1
Acinetobacter baumannii 20+ 0,1
Enterobacter cloacae 0,0+0,0
. Escherichia coli 12+0,2
Gram am
Klebsiella pneumoniae 15+0,0
Pseud
seu 0@onas 18+ 0.0
aeruginosa
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Két qua cho thdy, tinh dau thé hién
hoat tinh khang khuan trén 6/7 chung
vi khuan khao sat 1a Acinetobacter
faecium,
coli, Klebsiella
pneumoniae, Pseudomonas aeruginosa
va Staphylococcus aureus. Tinh dau
khong thé hién hoat tinh khang khuén
ddi v&i Enterobacter cloacae. Céc

baumannii, Enterococcus

Escherichia

nghién ctu khac vé hoat tinh khang
khudn cta Praxelis clematidea duoc
thuc hién trén cao chiét tir céc dung

moi hitu co hodc cac hop chit tinh ché
tir cao chiét [1, 3]. Nhu vay, két qua
trong nghién ctu nay vé hoat tinh
khang khuan cua tinh dau tir Praxelis
clematidea 1a m&i1 va chua duge cong
bd trude diy. O budce tiép theo, chung
t6i tién hanh dinh lwong hoat tinh
khang khuan cua tinh dau tir Praxelis
clematidea bang ky thuat xac dinh
ndng d6 tc ché tdi thiéu cua tinh dau
dbi véi 6 chung vi khuin gy bénh
nhay cam véi tinh dau & trén.

4. Khao sat nong dd e ché t6i thiéu (MIC) ciia tinh diu

Chung toi st dung phuong phap pha lodng bac 2 trong mdi truong thach dé
khao sat gia tri MIC cua tinh dau trén 6 chung vi khuan nhay cam. Két qua khao
sat MIC cua tinh dau dugc ghi nhan nhu Bang 3.

Bang 3: Két qua khao sat MIC cua tinh dau.

Tén vi khuan MIC (mg/mL)
Enterococcus faecium <2+0,0
Gram duong

Staphylococcus aureus <2+0,0

Acinetobacter baumannii >16=+0,0

Escherichia coli <16+0,0

Gram am

Klebsiella pneumoniae <16+0,0

Pseudomonas aeruginosa <16+0,0

Két qua thi nghiém cho théiy, tinh dau thé hién hoat tinh khéng khuan manh

trén vi khuan Gram duong ld E. faecium va S. aureus véi gia tri MIC 13 2 mg/mL
trong khi tinh dau c6 gia tri MIC ddi véi cac vi khuan Gram am 1a 4. baumannii,
E. coli, K. pneumoniae, P. aeruginosa > 16 mg/mL. Gié tri MIC cta tinh ddu nho
hon hoic bang 2 mg/mL duoc xem 1a dang chi y dé phat trién thanh tic nhan
khang khuan [5]. Nhu vdy, tinh ddu tir Praxelis clematidea c6 thé dugc phat trién
thanh cac ché pham khang E. faecium va S. aureus trong cac nghién ctru tiép theo.
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5. Khio sat hoat tinh giy doc té bao ciia tinh diu

Bén canh hoat tinh khang khuan, ching tdi ciing khao sat hoat tinh gdy doc té
bao trén dong té bao ung thu phdi NCI H460 bing phuong phap SRB. Dong té
bao nguyén bao soi duoc sir dung trong thi nghiém nay dé tinh toan hé sé chon

loc dong té bao thu (SI). Két qua khao sat duoc thé hién nhu Bang 4.

Béng 4: Két qua khao sat hoat tinh gy doc té bao cta tinh dau.

Dong té bio Miu (ng/mL) Hoat tinh giy ddc té bao
(%)
300 78,31 £ 6,56
200 58,94 £ 3,71
Mau thir nghiém 100 56,54 + 1,31
Nguyen bao 50 39,15 + 1,82
SO1
25 21,36 £9,19
DMSO 0,5% 6,39 = 1,81
Camptothecin 2,5 45,20 £ 2,64
300 95,06 + 1,00
200 78,33 £ 4,41
Mau thir nghiém 100 4524 + 2,54
NCI H460 50 25,04 + 3,26
25 12,78 £ 2,35
DMSO 0,5% -2,60£7,18
Camptothecin 0,007 73,15+ 0,33

Gia tri (rc ché 50% (ICs0) dugc xac dinh va trinh bay nhu Bang 5.
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Bang 5: Gia tri ICs, cta tinh dau trén nguyén bao soi va NCI H460.

X Chi s6 chon lgc dé
Dong té bao Nguyén bao sg¢i NCI H460 150 chon loc dong
ung thw
ICso (pg/mL) 90,01 % 9,09 73,01 +2,37 1,23

Két qua khao sat cho thay, gia tri
IC5 tinh  dau
clematidea dbi v6i dong té bao ung thu
phéi NCI H460 1a 73,01 + 2,37 pg/mL.
Theo cac nghién ctru, gia tri 1Cs

cua tu  Praxelis

ctia tinh dau thé hién hoat tinh gay doc
té bao manh néu nd ndm trong khoang
10 - 50 pg/mL. Hoat tinh gay ddc
té bao 1a trung binh néu ICs, nam
trong khoang 50 - 100 pg/mL. Néu
ICs50 > 100 pg/mL thi hoat tinh gay doc
té bao 1a yéu [6]. Nhu viy, hoat tinh
giy doc té bao cia tinh dau 1a trung
binh. Mat khéc, chi sé chon loc (SI)
trong hoat tinh gay ddc cia mot hop
chat thién nhién dbi voi dong té bao
ung thu va dong té bao thuong > 5
thi chat do co6 hoat tinh gay doc chon
loc dbi voi dong té bao ung thu;
SI nam trong khoang 1 - 5 thi chat c6
hoat tinh giy doc chon loc dbi voi
dong té bao ung thu & muc trung binh;
néu SI < 1 thi hoan toan khong c6 hoat
tinh gay doc chon loc [7]. Dua vao chi
s6 chon loc dong ung thu cho thiy tinh
dau tir Praxelis clematidea thé hién

hoat tinh gdy doc chon loc dbi voi
dong té bao ung thu phdi NCI H460 &
mirc trung binh.

KET LUAN

Tinh dau cua loai Praxelis clematidea
R. M. King & H. Robinson c6 thanh
phan héa hoc bao gdm 20 hop cht,
trong d6 c6 7 hop chat chua duoc xac
dinh. Tinh dau nay c6 hoat tinh khang
khuan d6i voi 6 ching vi khuan giy
bénh phan 13p tur 1am sang. Ngoai ra,
tinh dau con c6 hoat tinh gay doc chon
loc dbi v6i dong té bao ung thu phoi
NCI H460 ¢ muc trung binh.
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Compounds from Praxelis clematidea
R. M. King & H. Robinson as
Effective
against Rice Pathogens. Agronomy;

11(11):2366.

an Potential Treatment

25



TAP CHI Y DUQC HQC QUAN SU' SO 1 - 2023

2. Wang QiZhi, et al. (2018).
Chemical composition of essential oil
of the

clematidea and its

invasive plant Praxelis
repellence and

lethality to Diaphorina citri. Chinese

Journal of Applied Entomology;
55(1):117-125.
3. Maia G.L., et al. (2011).

Flavonoids from Praxelis clematidea
R.M. King and Robinson modulate
bacterial drug resistance. Molecules;
10.16(6):4828-4835.

4. Arruda M., et al. (2012).
Anti-acetylcholinesterase and antioxidant

26

activity of essential oils from
Hedychium gardnerianum Sheppard ex

Ker-Gawl. Molecules; 17(3):3082-3092.

5. Sylvestre M., et al. (2006).
Essential oil analysis and anticancer
activity of leaf essential oil of Croton

flavens L. from Guadeloupe. J
Ethnopharmacol; 103(1):99-102.

6. Van Vuuren S.F. (2008).
Antimicrobial activity of South African
medicinal plants. J Ethnopharmacol;
119(3):462-472.

7. Syarifah M.S., et al (2011).

Potential anticancer compound from
Cerbera odollam. J Trop For Sci; 9.



TAP CHI Y DUQC HQC QUAN SU' SO 1 - 2023

PANH GIA TAC DUNG CUA ESTROGEN DANG UONG
VA DANG BOI NGOAI DA TRONG QUA TRINH CHUAN BI
NIEM MAC TU CUNG CUA CHU KY CHUYEN PHOI PONG LANH
TAI VIEN MO PHOI LAM SANG QUAN POI

Pham Thi Nguyét', Trinh Quéc T hanh’
Trinh Thé Son’, Dinh T rong Hi’

Tém tit

Muc tiéu: Panh gia tic dung cia estrogen dang udng va boi ngoai da trong
chuan bi niém mac tir cung (NMTC) cho chuyén phoi dong lanh. Déi twong va
phwong phdp: Nghién ciru mo ta, tién ctru trén 49 cip vo chdng c6 chi dinh
chuyén phéi déng lanh tai Vién M6 phdi Lam sang Quan doi tir thang 10/2021 -
7/2022. Tat ca bénh nhan (BN) thoa man tiéu chuin va dong y tham gia nghién
ctru dugc chia ngiu nhién thanh hai nhom. Nhom 1 st dung phac d6 chuan bi
NMTC bing estradiol dudng udng duéi dang estradiol valerate, trong khi nhom 2
stt dung estradiol dudng boi ngoai da dudi dang 17p-Estradiol. Két qua: Liéu
lugng 17p-Estradiol ngay “mé cira s6” trung binh 1a 5,91 + 0,76 mg/ngdy, quy
d6i twong duong vé6i 7,88 + 1,01 mg estradiol valerate, cao hon c6 ¥ nghia so véi
lidu estradiol valerate sir dung & nhom udng 7,25 + 1,15 mg/ngay (p < 0,05). Do
day NMTC & nhom dung estrogen duong udng va dudng boi ngoai da 1an luot 1a
9,52 £ 0,94 mm va 9,66 = 0,89 mm (p > 0,05). Ty 1€ co thai (B-hCG duong tinh)
turong duong nhau gitta nhém dung estradiol dudng uéng va nhom dung estradiol
duong boi ngoai da, 1an luot 1 58,8% va 55,6% (p > 0,05). Két ludn: B6 sung
estrogen dang bdi ngoai da c6 tac dung phat trién NMTC va cho hiéu qua 1am t6
tuong duong estrogen dang udng trong cac chu ky chuyén phoi dong lanh.

* Tir khéa: Estrogen; Estradiol; 17B-Estradiol; Oestrogel; Chuyén phéi
dong lanh.

'Vién Phap y Quén ddi
’Hoc vién Quén y
Nguwoi phan hdi: Pham Thi Nguyét (phamnguyet301289@gmail.com)
Ngay nhan bai: 12/12/2022
Ngay bai bao dwgc dang: 26/12/2022
http://doi.org/10.56535/jmpm.v48i1.245
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ASSESSMENT OF THE EFFECTS OF ORAL ESTROGEN AND
TRANSDERMAL ESTROGEN IN ENDOMETRIAL PREPARATION OF
FROZEN EMBRYO TRANSFER CYCLES AT MILITARY INSTITUTE

OF CLINICAL EMBRYOLOGY AND HISTOLOGY

Summary

Objectives: To access the effects of oral estrogen and transdermal estrogen in
endometrial preparation of frozen embryo transfer cycles. Subjects and methods:
A prospective descriptive study on 49 couples with indications for frozen embryo
transfer at Military Institute of Clinical Embryology and Histology from October
2021 to July 2022. All patients who met the criteria and agreed to participate in
the study, were randomly divided into two groups. Group 1 used oral estradiol as
estradiol valerate for endometrial preparation, while transdermal estradiol as 17f3-
Estradiol was used in group 2. Results: The average dose of 17B-Estradiol on the
day of "window implantation" was 5.91 £+ 0.76 mg/day, equivalent to 7.88 £ 1.01
mg of estradiol valerate, which was significantly higher than the dose of estradiol
valerate used in the oral group (7.25 £+ 1.15 mg/day, p < 0.05). The thickness of
the uterine endometrium in the oral and transdermal estrogen groups was 9.52 +
0.94 mm and 9.66 = 0.89 mm, respectively (p > 0.05). The pregnancy rate
(positive B-hCGQG) was similar between the oral estradiol group and the topical
estradiol group, 58.8% and 55.6%, respectively (p > 0.05). Conclusion:
Transdermal estrogen supplementation has endometrial growth and implantation
efficacy comparable to oral estrogen in frozen embryo transfer cycles.

* Keywords: Estrogen; FEstradiol; 17p-Estradiol; QOestrogel; Frozen
embryo transfer.
PAT VAN DPE trong chuyén phdi dong lanh ciing

dong vai tro hét sttc quan trong trong
qua trinh 1am t6 cta phoi. Cac phac dd
chuin bi niém mac thuong dugc su
dung nhu liéu phap hormone thay thé,
kich thich budng trimg nhe hodc chuan

Trong thap ky qua, su ra doi cua k¥
thuat thuy tinh héa mang lai hi€u qua
va an toan trong dong lanh phdi, cung
v6i chién lugc “dong phoi toan bd”

g6p phan lam ting dang ké cac chu ky
chuyén phoi déng lanh trén toan cau
[1]. Song song vdi cai thién chat lugng
phoi trude - sau i dong, chuan bi NMTC
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bi bang chu ky tu nhién. Mdi phac do
c¢6 wu, nhuoc diém riéng, tuy vy trong
thuc hanh 1am sang chuan bi niém mac
bang hormone thay thé vin 14 phuong
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phéap phd bién nhat bai khong doi hoi
theo doi thuong xuyén, thuan tién cho
ca bac si va BN [2]. Trong phac dd
hormone thay thé co thé st dung
estrogen ¢ dinh liéu hodc tiang dan
lidu bt trudc sy ting estrogen ndi sinh
trong modi chu ky kinh nguyét [3].
Ngoai ra, co thé dung estrogen theo
nhiéu dudng khac nhau nhu udng, boi
ngoai da, dit am dao. Nhiéu bao cio
cho thiy ty 1¢ sinh séng khong khac
nhau gitta cac duong dung thude, tuy
nhién muc do biang chimg con yéu.
Theo duong ubng, sau qué trinh hap
thu & rudt va chuyén hoa & gan, nong
do estradiol trong huyét thanh s& giam
khoang 30%. Chdng chi dinh dudng
ubng véi nhimg BN suy chirc ning gan
hoic c¢6 nguy co thuyén tic mach.
Trong khi d6, sit dung estrogen dang
tham thdu qua da khong chuyén héa
qua gan ma luu hanh ngay trong huyét
thanh. Do vy, c6 gia thuyét cho ring,
estrogen dang tham thau qua da it anh
huong dén chuyén hoéa lipoprotein va
qua trinh dong méu [4]. Trén thé gidi,
estrogen dang boi ngoai da da va dang
duoc nghién ctru trong chuan bi niém
mac chuyén phéi dong lanh [5]. Hién
nay, tai Viét Nam, chua cé nhiéu
nghién ctru so sanh sy khac nhau cua
estrogen dang udng va dang gel boi
tham thiu qua da ddi v6i két qua chudn
bi NMTC cho chuyén phéi dong lanh.
Do d6, chiing t6i tién hanh nghién ctru

nay nham: Pdnh gid tic dung cia
estrogen dang uong va béi ngodi da
trong chudn bi NMTC cho chuyén phéi
dong lanh.

POI TUQONG VA PHUONG PHAP
NGHIEN CUU

1. Poi twong nghién ctru

Nghién ciru trén 49 cip vo chong co
chi dinh chuyén phdi dong lanh tai
Vién Mo phoi Lam sang Quan doi tu
thang 10/2021 - 7/2022.

* Tiéu chudn lwa chon: Do tuong
duogc chi dinh chuan bi NMTC béng
phac d6 str dung noi tiét ngoai sinh, co
it nhat 1 phoi chat luong tot, NMTC
vao ngay “mé cira s6” > 7 mm.

* Tiéu chudan loai trir: Di dang tr
cung. Bénh 1y thyc thé tor cung: Nhan
so dudi niém mac, polyp budng tir
cung, dinh budng t&r cung, lac
NMTC... BN c6 dich trong budng tir
cung. Tién st rdi loan dong, cAm mau;
huyét khdi dong - tinh mach tién trién
(nhu nhdi mau co tim, dot quy). Hién
tai hodc ¢ tién sir u gan (lanh hodc ac
tinh), cédc bénh gan nang. Tang
triglyceride mau nang.

2. Phuwong phap nghién ciru

* Thiét ké nghién ciru: Nghién ctru
mo ta, tién curu.

* Cdc budc tién hanh:

- Thu thap thong tin bénh su, dac
diém 1am sang va cac két qua can 1am
sang theo mau bénh an.
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- Néu khong phét hién bat thuong
trén si€u am ngay 2 cua chu ky kinh,
bat dau chuan bi niém mac bang estrogen
ngoai sinh phac do liéu linh dong:

+ Nhom udng: Vién nén Progynova
2 mg khoi dau bang lidu 3 vién/ngay.
Moi vién nén Progynova 2 mg chua 2
mg estradiol valerate.

+ Nhom bdi ngoai da: Oestrogel
0,06%  khai bang liéu 3
thanh/ngay. Moi thanh 2,5g gel
Oestrogel chtra 1,5 mg 17B-Estradiol.

- Theo ddi sy phat trién cua do day
NMTC, sau 10 - 12 ngay khi d6 day
NMTC > 7 mm, tién hanh “m& cira s6”
bang progesterone.

dau

- DPanh gia két qua c6 thai sau
chuyén phoi 14 ngay.

* Cdc chi tiéu nghién ciru: Dic diém
dbi twong nghién ctu, lidu lugng va
thoi gian dung estrogen ngoai sinh, dap
{mg phat trién NMTC, ty 18 ¢6 thai.

Xir 1y s6 lidu: SO licu thu thap vao
bénh an nghién ctru va dugc nhap vao
phan mém Excel, phan tich sb liéu
bang phian mém SPSS 20.0. Két qua
dugc trinh bay dudi dang gia tri trung
binh + d¢ léch chuan va ty 1¢ phan
tram. Céc test thong ké thich hop duogc
str dung dé kiém dinh sy khac biét giira
hai nhom. Gia tri p < 0,05 duogc coi la
c¢6 ¥ nghia thong ké.

KET QUA NGHIEN CUU
1. Pic diém caa d6i twong nghién ciru

Bang 1: Dac diém cua doi tugng nghién ctru.

i Nhom 1 Nhom 2
Pac diem _ _ p
(X £ SD) (X + SD)
Chiéu cao (cm) 156,33 + 5,67 | 156,76 + 5,82
Can nang (kg) 53,67+ 7,87 52,88 + 8,43
Chi s khbi co thé - BMI (kg/m?) 21,94+2.9 21,44 +2.7
> 0,05
Thoi gian v6 sinh (nam) 4,58 + 3,61 4,16 + 3,55
b0 dai vong kinh (ngay) 35,50 + 6,53 32,52 + 6,60
S6 ngay c6 kinh (ngay) 5,50 + 1,06 4,84 + 1,28
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Khong c6 su khac biét vé chi s6 BMI & nhém 1 (21,94 + 2,90 kg/m?) so voi
nhém 2 (21,44 £ 2,70 kg/mz) (p > 0,05). Chiéu cao, can nang, thoi gian vo sinh
ctia cac doi tuong thudc nhoém udng va boi da E2 ciing khong ¢ su khéac biét co
v nghia thdng ké. Su khac biét vé do dai vong kinh, cling nhu sé ngdy c6 kinh
trung binh gitra hai nhom khong c¢6 ¥ nghia thong ké (p > 0,05).

Bang 2: Liéu estradiol ngay “md ctra s6” trong chuan bi NMTC.

Nhém Loai estradiol X +SD | Nho6 nhat | Lén nhit
Nhom 1 Estradiol valerate (mg/ngay) | 7,25 + 1,15 6,0 10,0
Nhom 2 17B-Estradiol (mg/ngay) 5,91 +0,76 4,5 7,5

Trong nhom béi da, lidu lugng 17B-Estradiol ngdy “mé ctra s6” trung binh 1a
5,91 + 0,76 mg/ngay, quy ddi trong duong véi 7,88 + 1,01 mg estradiol valerate,
cao hon c6 y nghia so véi lidu estradiol valerate st dung & nhom ubng
(7,25 = 1,15 mg/ngay, p < 0,05).

Bang 3: S6 ngay chuan bi NMTC trudc khi chuyén dang bing bo sung

progesteron gitra hai nhom.

Nhom 1 Nhom 2
Pac diem _ . P
(X +SD) (X £SD)
S ngay 12,79 £ 0,72 12,88 £0,73 > 0,05

S6 ngay chuin bi NMTC truée khi chuyén dang bing bd sung progesteron
giita hai nhém lan luot 1a 12,79 + 0,72 ngay va 12,88 + 0,73 ngay. Kiém dinh
théng ké cho thidy su khac biét giita hai nhom khong co ¥ nghia théng ké
(p > 0,05).
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Nhém 1

Nhém 2

BHCG BHCG
T OF

Biéu do 1: Ty 1& lam t ¢ hai nhom.

Dua trén két qua xét nghiém B-hCG sau 14 ngay chuyén phéi, xac dinh duoc

ty 18 c6 thai cta ddi tuong & nhom 1 1a 58,8%, cao hon so v&i nhom 2 (55,6%).

Tuy nhién, sy khac biét gitra hai nhom khéng c6 y nghia thong ké (p > 0,05).

BAN LUAN

Trong nghién ctru cua ching t6i, doi
tuong duge chuan bi NMTC bang phac
dd str dung ndi tiét to ngoai sinh, nhoém
1 gdm 24 d6i twong sir dung estrogen
dang uéng. Duoc chat dugce st dung la
estradiol valerate - mot loai este cua
estradiol. Qua trinh este hda estradiol
nham cai thién sy hip thu va sinh kha
dung sau khi udng do estradiol ndi sinh
tu sinh kha dung dudng udng rat thap
(2 - 10%). Theo Davies va CS, estradiol
valerate 1a dang estrogen dugc st dung
phd bién nhat trong qua trinh chuan bi
NMTC [5]. Tuy vy, qué trinh hap thu
tai rudt va sau do la chuyén hoa tai gan
lam sinh kha dung cua estradiol theo
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duong udng (estradiol valerate) giam
khoang 30% [4].

Mot sb cach sir dung estrogen ngoai
sinh trong chuan bi niém mac chuyén
phoi dong lanh da dugc nghién cuu va
ap dung bao gdém vién udng, miéng
dan tham thau qua da va gan dy nhat
la dang gel thim thdu qua da. Trong
nghién ctu nay, dang gel Oestrogel
0,06% bd1 ngoai da chtra 178-Estradiol
dugc st dung & 25 dbi twong nghién
ctru thugc nhom 2. Oestrogel 0,06%
typ 80g chita hoat chat 17p-estradiol,
dugc st dung cho liéu phap hormone
thay thé dé lam giam céc triéu chung
thiéu hut estrogen ¢ phu nit man kinh,
sau d6 bat dau dugc nghién ctru ap dung
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trong chuan bi niém mac chuyén phoi
dong lanh. Bay la mot loai gel trong
17B-Estradiol,
ethanol, pushamine va carborner. Mdi
thanh 2,5g Oestrogel chtra 1,5mg 173-
Estradiol, mdi thanh twong duong 2
mg estradiol valerate chtra trong mdt
17B-
Estradiol trong gel Oestrogel di vao

sudt, khong mau,

vien nén Progynova 2 mg.

mau, tryc tiép qua da ma khong qua hé
tiéu hoa, nghia 1a khong bi chuyén hoa
& gan nhu khi udng
valerate. Piéu nay din dén nhiéu
hormone theo mau t61 moé6 dich NMTC

estradiol

v6i sinh kha dung cao. Pic diém
chung ctia d6i twong nghién ctru twong
d6i thuan nhat, s ngiy bo sung
estradiol ngoai sinh tinh dén ngay “md
clra s6” giita hai nhom khong co su
khac biét. Liéu luwong 17B-Estradiol
ngiy “mé cira s6” trung binh 1a 5,91 +
0,76 mg/ngay, quy d6i tuwong dwong
vol 7,88 £ 1,01 mg estradiol valerate,
cao hon c6 ¥ nghia so véi liéu estradiol
valerate st dung & nhom udng 7,25 +
1,15 mg/ngay (p < 0,05). Puong boi
ngoai da c6 liéu lugng khi quy doi ra
estradiol valerate cao hon c6 y nghia
thong ké so v4i duong udng, cho thay
sinh kha dung cao hon vé mat 1y thuyét.

béanh gida d6 day NMTC ¢ nhém
dung estrogen duong ubng va dudng
boi ngoai da lan lugt 1a 9,52 + 0,94
mm va 9,66 £ 0,89 mm, khac biét
khong c6 y nghia thong ké (p > 0,05).

Két qua nay phu hop véi két luan cua
nhidu nghién ctru khac khi do day
NMTC khong co6 su khac biét gitra hai
nhom st dung estradiol chudn bi
NMTC véi duong dung khac nhau [6].
Ngoai ra, ciing nhan thay ty 1& c6 thai
(B-hCG duong tinh) twong duong nhau
gilta nhém dung estradiol duong udng
va nhom dung estradiol dudng boi
ngoai da, lan luot 1a 58,8% va 55,6%
(p > 0,05). Két qua trong nghién ctru
cua ching t6i cling tuong tu nghién
ctru cua Sita Garimella (2020). Nghién
citu danh gia tic dong cua estradiol
duong udng va estradiol dudng boi
ngoai da trong qua trinh chuan bi
NMTC cho chuyén phéi déng lanh
cho thiy, ty 1¢ ¢ thai & hai nhom lan
luot 1a 68,5% va 70,2%, su khac biét
gitta hai nhém khong c6 y nghia
(p=10,752) [7].

KET LUAN
B6 sung estrogen dang bdi ngoai da
c6 tac dung phat trien NMTC va cho
hiéu qua lam t6 trong dwong estrogen
dang udng trong cac chu ky chuyén
phoi dong lanh.
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NGHIEN CUU XAY DUNG VA THAM PINH PHUONG PHAP
DPINH LUQNG TACROLIMUS TRONG MAU NGUOI
BANG PHUONG PHAP SAC KY LONG KHOI PHO

Trén Bd Hiéul, Chir Van Ménl, Hoang Xudn Sir'!
Dinh Thi Thu Hang', Pao Pirc Long', Nguyén Pirc Hgmhz
LéViet T hd’ng3, Pham Van Ti ran’, Pham Quéc T odn’
Vii Quang ng3, Truwong Quy Kién®
Tém tit

Muc tiéu: Xay dung va tham dinh phuong phap dinh lugng tacrolimus trong
mau toan phan ngudi bang phuong phép sac ky long khdi phd (LC-MS/MS) dé
tmg dung trén bénh nhan (BN) ghép than. Péi twong va phwong phdp:
Tacrolimus va chuan ndi duoc chiét tr mau toan phan bang cach st dung
methanol/1,125M ZnSO, (66/34, v/v) va dugc tach béng rira gidi gradient trén
cot ACQUITY UPLC® BHE C18 (2,1x100 mm; 1,7 um) ¢ 25°C st dung pha
dong 1a acetonitril va amoni acetat 5 mM. Tc do dong 1a 0,2 mL/phit, phan
dich trong 5 pL dugc bom vao phan tich trong hé thong LC-MS/MS. Céc ion
dugce phat hién bang cach theo ddi da phan tng trén hé théng MS/MS Xevo
TQD. Phuong phap duoc tham dinh theo huéng dan cua FDA va duoc Gng dung
dé dinh lugng noéng do6 tacrolimus trén BN ghép than, dong thoi so sanh mbi
twong quan va su khac biét véi phuong phap mién dich hoa phat quang (CLIA).
Két qua: Phuong phap c6 tong thoi gian sic ky 1a 5 phat. Puong chuan tuyén
tinh trong khoang 1,0 - 100,0 ng/mL véi gi61 han dinh lugng dudi 1a 1 ng/mL.
Do chinh xac trong ngay va khac ngay lan luot nim trong khoang 93,3 - 109,2%
va 96,0 - 108,4%. B ding trong ngay va khac ngay dao dong trong khoang
0,8 - 9,4%. Ty 1€ thu hdi cua tacrolimus dao dong tir 102,6 - 107,8%. Cac chi tiéu

vé do dung, do chinh xac va ty 1é thu hdi dap wng cac tiéu chuin cua FDA.

'Vién Nghién ciru Y Duge hoc Quén sw, Hoc vién Quén y
*Trwong Pai hoc Dwoe Ha Noi
*Bénh vién Quan y 103, Hoc vién Quén y
Nguwoi phan héi: Chir Vin Mén (chuvanmen@vmmu.edu.vn)
Ngay nhan bai:12/12/2022
Ngay dwoc chip nhin ding: 27/12/2022
http://doi.org/10.56535/jmpm.v48i1.246
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Két qua vé mdi twong quan va sy khac biét ndong do tacrolimus giira hai phuong
phap cho thdy phuong phap LC-MS/MS c6 do tin cay dé tmg dung trong theo doi
nong do tacrolimus trén 1am sang. Két lugn: Nghién ctru da xay dung, tham dinh
va tmg dung dugc phuong phap dinh luong tacrolimus trong mau toan phan dat
dugc céc ti€u chi nhanh, nhay, tinh chon loc va d¢ dac hiéu cao, dap ung yéu cau
phan tich trong cac nghién ctru twong duong sinh hoc cua tacrolimus.

* Tir khéa: Tacrolimus; Phan tich; Khéi phé; Phwong phdp.

DEVELOPMENT AND VALIDATION OF THE LC-MS/MS METHOD
FOR DETERMINING TACROLIMUS IN HUMAN WHOLE BLOOD
FROM KIDNEY TRANSPLANT RECIPIENTS

Objectives: To develop and validate an LC-M/SMS method for the
determination of tacrolimus (FK506) in whole blood in kidney transplant
recipients. Subjects and methods: Tacrolimus and the internal standard were
extracted from human whole blood using methanol/1.125M ZnSQO, (66/34, v/v)
and separated using gradient elution on an ACQUITY UPLC® BHE C18 column
(2.1x100 mm; 1.7 pum) kept at 25°C with acetonitrile and 5 mM ammonium
acetate as mobile phase. The flow rate was 0.2 mL/min, and a 5 pL aliquot of
residues was injected into the LC-MS/MS. Detection was carried out by multiple
reactions monitoring on a MS/MS Xevo TQD system. The method validation
was performed according to FDA guidelines and applied to determine tacrolimus
concentration in kidney transplant patients. The method comparison of LC-
MS/MS vs chemiluminescent microparticle immunoassay (CLIA) was performed
using a standardized major axis regression analysis and Bland-Altman plots.
Results: The method had a total chromatographic run time of 5 minutes. The
calibration curves were linear over the range of 1.0 - 100.0 ng/mL with a lower
limit of quantification of 1 ng/mL. The intra-day and inter-day accuracy were
within the range of 93.3 - 109.2% and 96.0 - 108.4%, respectively, and the intra-
day and inter-day precision ranged from 0.8 - 9.4%. The mean extraction
recoveries of tacrolimus ranged from 102.6 - 107.8%. The methods of accuracy,
precision, and recovery meet the acceptance criteria according to FDA
guidelines. The results of the correlation and bias in tacrolimus concentrations
between the two methods show that the LC-MS/MS method is reliable for
application in clinical tacrolimus concentration monitoring. Conclusion: A rapid,
sensitive, selective, and reliable method for the determination of tacrolimus in
human whole blood has been successfully developed, validated, and applied.

* Keywords: Tacrolimus, Analysis;, Mass spectrometry, Method.
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PAT VAN PE

Tacrolimus 1a loai thubc wc ché
mién dich macrolide méi duge phan 13p
tir viéc nudi cdy vi khudn Streptomyces.
Tac dung dugc ly chinh cua tacrolimus
1a (rc ché hiéu qua su hoat hda cua cac
té bao lympho T va lién két véi cac thu
thé t& bao nodi sinh dé tao thanh mot
phttc hop immunophilin. Tacrolimus
c6 thé ngin ngira hiéu qua sy dao thai
cap tinh sau khi ghép gan va than. Hién
nay, tacrolimus dugc st dung rong rai
trong diéu trj chdng dao thai va cac
bénh lién quan dén hé théng tw mién
dich ¢ gan, than, tim, tuyén tuy va cac
co quan cay ghép khac [1].

Do cira sb diéu tri hep cuia tacrolimus,
mdi twong quan gitra lidu dung va nong
d6 tacrolimus trong mau toan phan 1a
thép, do d6 rat kho thuc hién céc
nghién ctru dugc dong hoc lam sang.
Hién tai, cac phuong phap phu hop
nhét dé nghién ctru dugc dong hoc 1am
sang cua tacrolimus la xét nghiém
mién dich enzyme vi hat (MEIA), xét
nghi¢m mién dich lién két enzyme
(ELISA), va khéi pho két hop sic ky
long (LC-MS/MS) [2, 3]... LC-MS/MS
¢6 uwu diém 1a thoi gian phan tich ngan,
xtr Iy mau nhanh, d6 dic hiéu cao, do
chinh xac cao, d§ nhay cao, chi phi
thap...[4]. Nghién ctru nay nham: Xdy
dung va tham dinh mét phirong phdp
LC-MS/MS nhanh, nhay va chinh xdc

dé xdac dinh nong dg tacrolimus trong
mdu toan phan va img dung dé tién
hanh nghién ciru twong duwong sinh hoc
trén BN ghép than.

POI TUQNG VA PHUONG PHAP
NGHIEN CUU

1. Nguyén li¢u

Chét chuan tacrolimus (QT193031186;
98,6%) va chuan ndi roxithromycin
(QT159060618; 95,5%) duoc cung cap
boi Vién Kiém nghiém thubc Trung
uong. Cac dung moi pha dong va dung
mdi xtr Iy mau dat do tinh khiét theo
tiéu chuan LC-MS dwoc mua tir cong
ty Merk (Ptic). Mau toan phan dugc
cung cip boi Khoa Huyét hoc - Truyén
mau, Bénh vién Quan y 103. Khang
thé va héa chét dung cho phuong phap
CLIA dugc cung cap boi cong ty
Abbott (Hoa Ky).

2. Thiét bj

Cac mau dugc phan tich bang hé
thong sic ky long khdi phd LC-
MS/MS Xevo TQD (Water, Hoa Ky)
va may Architect CI 16200 (Abbott,
Hoa Ky). Céac thiét bi bao gdém cén
phan tich MS 205 DU (Mettler Toledo,
Thuy  Si), A
(IKAlabdancer, btc), may ly tim
Universal 320 (Hettich, Drrc)... déu
dat tiéu chuan ISO/IEC 17025, GLP va
dugc hiéu chuan theo quy dinh.

may lac  vortex
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3. Lwa chon cédc diéu kién dinh
lwgng tarcolimus trong mau toan phan

Cac ion me, ion con dung dé dinh
lugng, dinh tinh duogc chon bﬁng
phuong phap khao sat tu dong. Cac
thong s6 MS/MS duoc tu dong tdi uu
bang ché do MS tune cua thiét bi. Su
dung cOt phan tich pha dao (C;g; 100 %
2,1 mm; 1,7 um) dé tién hanh khao sat
va lga chon dung mdéi pha dong.
Nghién ctru tién hanh khéo st trén hé
pha dong gébm 3 thanh phan 1a MeOH,
MeCN va CH3;COONH, bing ché do
dang dong va thay dbi ty 1¢ thanh phan
pha dong. Pha dong dugc chon phai
dam bao pic can phan tich trong sac ky
dd tach rd rang, khong bi chip véi cac
pic nhiéu khac, it bi dodng pic, thoi
gian luu hop ly.

4. Chuan bi miu chuian va miu
kiém soat chit lwgng

Dung dich chuin gbc cua tacrolimus
va roxithromycin dugc chuan bi chinh
xac trong acetonitril va methanol ¢ 250
png/mL va sau do6 dugc bdo quan ¢ -
80°C. Cac mau hiéu chuan dugc chuan
bi bang cach pha loing dung dich
chuan gbc trong mau toan phan ngudi
dén cac n@)ng do 1; 5, 10; 25; 50; 75 va
100 ng/mL. Bén mau kiém soét chat
lwrong (QC) duoc chuin bi ¢ nong do
5; 10; 50; va 75 ng/mL.
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5. Phwong phap xir Iy miu

Mbi méiu (100 pL) dwoc két taa
bang cach st dung 200 uL
methanol/1,125M ZnSO, trong nudc
(66/34, v/v) chtra 50 ng/mL chit chuin
ndi. Hon hop duoc lic xoay trong 30
gidy va dé 5 phat ¢ nhiét do phong, sau
doé duoc ly tam ¢ 13.000 vong/phut
trong 10 phiit & 4°C. 5 pL phan dich
trong dugc dua vao phan tich trong hé
thong LC-MS/MS str dung bo 1dy mau
tu dong hoat déng & 20°C.

6. Tham dinh phwong phap

Phuong phap duoc xay dung va
thAm dinh theo huéng dan cta FDA.
Do dac hiéu duoc danh gia b'flng cach
phan tich sau miu tring khac nhau.
Tiéu chuan chip nhan 1a dap Gng cua
mAu tring tai thoi diém trung véi thoi
gian Iuu cua chit phén tich khéng duoc
vugt qua 20% dap tmg cua chat phan
tich o néng do giéi han dinh lugng
dudi (LLOQ).

LLOQ dugc danh gia don 1€ trong
sdu mau khac nhau ¢ nong d6 1,0 ng/mL.

DPuong chuin va khoang tuyén tinh
duoc xac dinh béng cach phan tich
nam duong chuin khac nhau voi nong
do tr 0,5 - 100 ng/mL trong ndm ngay
riéng biét.

D¢ ding va do chinh xac dugc danh
gia bang cach phan tich sau lan lip lai
ctia mdi mau QC trong mot ngay va ba
lan lip lai cua mdi mau QC trong nim
ngay khac nhau.
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Ty 1¢ thu hdi dugc xac dinh bing
cach so sanh dién tich dinh cua céc
mau QC thu dugc trong mau toan phan
v6i cac ndng do twong duong trong
pha dong.

Anh huéng cia nén mau (ME) duoc
xac dinh bang cach so sanh dién tich
dinh ctia miu kiém tra ndng d6 thip
(LQC) va mau kiém tra ndng do cao
(HQC) trong méau toan phan véi cac
mAau c6 ciing noéng do trong pha dong.
Sau 16 mau toan phan khac nhau duoc
sir dung dé danh gia anh huong cua
nén mau va ty 1& (dién tich pic trong
mau toan phan/dién tich pic trong pha
dong) dugce goi 1a hé s6 nén (MF) dé
xac dinh ME.

Do 6n dinh cua tacrolimus trong
mau toan phan duoc danh gid bang
cach phén tich sau 1an 13p lai cac mau
LQC va HQC trong cac diéu kién bao
quan va quy trinh khac nhau. B§ 6n
dinh ngan ngay duoc xac dinh bang
cach phan tich cac mau QC nay sau khi
dugc bao quan ¢ nhiét d§ phong trong
5 gio. Cac diéu kién dong lanh va ra
dong bao gom ba chu ky dong lanh & -
70°C va ra dong & 37°C, mdi chu ky
12 gio. D6 6n dinh cia miu sau xir Iy
dugc danh gia bang cach phan tich cac
mAau nay sau khi két tia protein va gitr
chung trong thiét bi 14y miu tu dong
trong 24 gid. Do 6n dinh dai ngay

dugc danh gia khi bdo quan ¢ -70°C
trong hai thang. Tiéu chudn chip nhan
cho d6 on dinh nam trong khoang 15%
do chinh xac.

7. DPinh lwong va so sanh nong do
tacrolimus trén BN ghép than

Phuong phap LC-MS/MS sau khi
dugc xay dung va tham dinh duoc Gmg
dung dé dinh lugng néng do tacrolimus
trong mau 96 BN tai cac thoi diém 1, 3
va 6 thang sau ghép than tai Khoa
Than va Loc mdu, Bénh vién Quan y
103, Hoc vién Quan y. Phan tich hoi
quy truc chinh chuan hoa va biéu dd
Bland-Altman duoc dung dé so sanh
noéng do tacrolimus dinh luong bang
phuong phap LC-MS/MS va phuong
phdp mién dich hoéa phat quang
(CLIA).

8. Phwong phap xir Iy s6 liéu

Gia tri trung binh, do léch chuan, do
léch chuan tuong d6i, phuwong trinh hoi
quy, hé sb twong quan hoi quy duoc
xac dinh bang phin mém Microsoft
Excel 2016.

9. Pao dirc nghién ciru

Nghién ctru dugc Hoi déng Y duc
cua Hoc vién Quan y thong qua. Viéc
léy mau va xét nghiém chi dugc thuc
hién khi c6 sy dong ¥ bang cam két

cua nguoi bénh hodc nguoi nha BN.
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KET QUA NGHIEN CUU

1. Lwa chon diéu kién phén tich khoi pho

Dé lya chon diéu kién phan tich khdi pho, dung dich chuan tacrolimus & néng
dé 100 ng/mL duogc ti€m tryuc tiép vao khoi phé. Ché d6 ESI (+) duoc chon va
ion me¢ cua [M + H] + dugc phan manh dé thu duoc ion con. Bé dinh luong, ion
con c6 cuong do cao nhat d3 duoc chon. Céc thong sb khdi phé duoc xac dinh

bang phan mém Water’s Intellistart va duoc trinh bay trong bang 2.

Dung méi pha dong duoc khao sat va toi vu héa nhu sau:

Kénh A: Acetonitril (1% acid formic);

Kénh B: Amoni acetat 5 mM.
Bang 1: Gradient dung moi pha dong.

Thaoi gian (phit) Acetonitril (%)
0,00 60
1,25 60
1,26 98
3,00 98
3,01 60
5,00 60
Bang 2: Thong s cua detector khdi pho.

Piéu kién khdi pho Tacrolimus IS
Ché d6 ion hoa ESI (+) ESI (+)
Capillary voltage (kV) 3,25 3,5
Cone voltage (V) 55 55
Desolvation temperature (°C) 350 350
Desolvation gas (L/H) 800 800
Cone gas (L/H) 10 20
Collision energy (V) 22 30
Parent ion (Dalton) 821,5 837,8
Product ion (Dalton) 768,5 158,2
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Hinh 1: Sic ky do pha dong ty 16 MeCN - CH;COONH, 5 mM 60:40.

Két qua cho thay véi cac thong sd khéi phd (Bdng 2), ion con cua tacrolimus
va chuén ndi c6 cuong do cao nhét, duoc tich hoan toan va phan biét ro khoi
tap chat.

2. b6 dac hiéu

Trong sic ky db cta cidc mau tring, mau tacrolimus chuin va mau chuan noi
(IS) pic cua tarcolimus va IS duoc phan biét rd, tach hoan toan khoi pic tap chat
c6 trong mau. Ty 1¢ dap (mg ciia tarcolimus va IS so véi mau trang < 20% va 5%,
do vay phuong phap dat yéu cau vé do chon loc va do dic hiéu.

Béang 3: Do dac hiéu va gioi han dinh luong duoi.

L6 mau BL/LLOQ BL/IS Do chinh xac (%)
1 0,1248 0,0018 100
2 0,1222 0,0013 100
3 0,1407 0,0019 100
4 0,1302 0,0017 100
5 0,1407 0,0023 90
6 0,1558 0,0022 90
Trung binh 0,1357 0,0018 96,7
CV% 53
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3. Gidi han dinh lwgng dudi

Két qua bang 3 cho thdy dap Gmg cia mau LLOQ 16n hon 5 1an so véi dép tng
ciia mau trang. O nong d6 1 ng/mL dat yéu ciu vé do dang (80 - 120% so véi
né)ng do thuc) va do chinh xac khi tién hanh phan tich trén cac mau LLOQ
doc 1ap co hé sb bién thién (CV) < 20%. Mirc nong do 1 ng/mL dap tng yéu cu
phan tich cac nghién ctu twong duong sinh hoc cua tarcolimus véi nong do
Coax kKhoang 0,6 - 0,7 pg/mL, do viy dap ung cac yéu cau vé giéi han dinh
luong dudi.

4. Pwong chuin va khoéng tuyén tinh

Puong chuan duoc xay dung bang cach st dung dap ung cua ty 1¢ dién tich
pic (y) so véi ndng do tacrolimus (x) véi hé s weighting pht hop 13 1/x2 xac
dinh tir dir liéu tham dinh. Két qua cho thdy cac dudng chuan tim diém cua
tacrolimus tuyén tinh trong pham vi nong do tir 0,5 - 100 ng/mL theo phuong
trinh hoi quy dang Y = aX + b voi R*>0,99. Néng do tacrolimus duoc tinh lai tir
phuong trinh héi quy trong khoang 92,2 - 109,5% déu trong khoang gi6i han cho
phép 13 85 - 115% va 80 - 120% dbi voi LLOQ. Nhu vdy, dudng chudn duoc xay
dung dap tng cac tiéu chuan quy dinh ctia phwong phép phén tich.

Comgournd name: Tacrohmus

Correlaen coethoent 1= 0099061, r*2=0998123
Cabbraton curve: 465613 " 5 + 172.999

Respon se type: External S, Area
Curve type: Linear, Onigin: Exclude, Weighting: 120%2, Axis rans: None

25]
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Hinh 2: Puong chuén tacrolimus trong mau toan phan.
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5. Do dung va d¢ chinh xac

Bang 4: Do dung va dg chinh xac.

MAiu QC (ng/mL) n Mean+=SD | CV (%) | D¢ chinh xac (%)

Do dung do chinh xac trong ngay

LLOQ 6 0,9+0,1 5,5 93,3
LQC 6 5,1+0,1 2,4 101,3
SQC 6 10,0 £0,1 1,2 99,7
MQC 6 52,8 +0,4 0,8 105,6
HQC 6 81,9+ 0,6 0,9 109,2
Do dung do chinh xac khac ngay

LLOQ 6 0,9+0,1 7,5 96
LQC 6 4,9+0,2 4,6 94,1
SQC 6 9,8+0,3 3,7 98,5
MQC 6 51,8 +2,1 3,2 98,2
HQC 6 81,3+3,0 3,8 108,4

Két qua bang 4 cho thiy d6 dung trong ngay va khac ngay lan luot nim trong
khoang 93,3 - 109,2% va 94,1 - 108,4% dap Gng tiéu chuin chap nhan (85 -

115%). Do chinh xac trong ngay va khac ngay dép ung tiéu chuin chap nhan vai

CV dao dong tir 0,8 - 7,5%. Do d6, phuong phap nay dap tmg cac tiéu chuan dé

phan tich tacrolimus trong dich sinh hoc.
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6. Ty 1¢ thu hdi va dnh hwéng ciia nén miu

Bang 5: Ty 1¢ thu hdi va anh hudng cia nén mau.

Miu QC (ng/mL) e T 1¢ thu hoi

Dung moi Mau (%)

Ty 1é thu hoi

LQC 2,4 4,6 106,6

SQC 2,1 1,5 104,0

MQC 1.4 3,1 107,8

HQC 53 2,1 108,1

IS 4,2 4,9 103,0

Anh huéng ctia nén miu

LQC 5.4 99,2

HQC 7,4 108,6

Két qua vé ty 18 thu hdi cho thdy CV ciia mdi nong dd duge tinh toan theo dap
g ctia dién tich dinh ciia tacrolimus < 15%. Ty 1& thu hdi chiét xuat trung binh
ctia tacrolimus nam trong pham vi khong qua 110% va khong thap hon 30% vai

CV < 15% va phuong phap phan tich nay phu hop va dép tng cac tiéu chuan vé

ty 1& thu hoi.

Anh huong cta nén mau dugc khao sat bang cach sic ky mau trong mau toan
phan. Hé s6 bién thién cua cac mau LQC va HQC thu duoc lan luot 13 5,4% va
7,4%, trong khi d6 chinh xac duoc tim thay & cac mau nay lan luot 13 99,2% va

108,6%. Nhitng két qua nay cho thiy anh hudng ciia nén méu 1a c6 thé chap nhan

dugc va s& khong anh huong dén tinh 13p lai ciia phuong phéap phan tich.
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7. Do on dinh
Béang 6: B0 on dinh.

Quality control n | Mean+SD | CV (%) Do chinh xac
(ng/mL) (%)

Nhiét do phong
LQC 6 4,6 +0,1 2,5 96,2
HQC 6 69,8 £ 0,4 0,9 91,4
Auto sampler
LQC 6 4,8 £0,1 2,4 95,4
HQC 6 80,2 +0,3 0,9 97,9
Dong ra
LQC 6 5,1+0,2 4,6 103,8
HQC 6 84,8 + 0,8 1,9 101,8
Dai ngay
LQC 6 4,9+0,1 2,4 96,4
HQC 6 83,3+ 1,6 1,9 101,7

Hé s bién thién & nhiét d6 phong,
trong bd ldy miu ty dong va sau ba
chu ky dong-rd cua mau LQC lan luot
1a 2,5%, 2,4% va 4,6% va ciia mau
HQC lan luot 13 0,9%, 0,9% va 1,9%.
Hé sb bién thién trong cac dicu kién
nay déu < 15%, dép ung tiéu chuan
chéap nhan.

Dbi v6i d6 on dinh lau dai, CV cua
cac mau LQC va HQC sau khi bao

quan ¢ -70°C trong hai thang lan luot
1a 2,4% va 1,9%. Nhitng két qua nay
cho thdy tacrolimus 6n dinh trong mau
toan phan trong cac diéu kién bao quan
khéac nhau.

8. Két qua dinh lwong va so sanh
néng do tacrolimus trong mau BN
ghép than

Méi twong quan giita ndng do
tacrolimus thu dugc tr phuong phép
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CLIA va LC-MS/MS duoc danh gia
bang phan tich hdi quy truc chinh
chuan hoa. Su khac biét néng do gitra
hai phuong phap duoc so sanh bang
biéu d6 Bland-Altman.

Két qua hinh 3 cho thdy mdi tuong
quan giita ndong d6 tacrolimus thu dugc
tu phuong phap CLIA va LC-MS/MS
tai cac thoi diém 1, 3 va 6 thang lan
lwot 1a R* = 0,7581, y = 0,6921x +

1,4481; R* = 0,8811, y = 0,8525x +
0,4541 va R*= 0,8777, y = 0,8197x +
1,5101. Biéu d6 Bland-Altman cho
thdy mic do bién thién ndng do giira
hai phuwong phap & thoi diém 1, 3 va 6
thang 1an luot 13 1,29 ng/mL (+ 1,96;
SD: -2,46 - 5,04 ng/mL), 0,79 ng/mL
(£ 1,96; SD: -1,38 - 2,97 ng/mL) va -
0,11 ng/mL (+ 1,96; SD: -2,63 - 2,40
ng/mL).

3 2 2 3
Ao r A r *A A
Hoi quy truc chinh chuan hoa Bi€u do Bland-Altman
¥ = 0.6021x +1.4481
18 R? = 0.7581 12
16 10 °
[ ] (] —
EM . 0'.° T 8 °
£12 L] B
210 o \;{4' . £6 .
r - < 4 e Oy
1thang %’g oo .330 éz A AR L% T R
[2] [ c
F, W, % 0 . “lis +  ®
: X
S, @ ° @ ;0 e_.5’.' @ ° 15
0 -4 .
0 5 10 15 Noéng dd tacrolimus (ng/ml)
CLIA (ng/ml)
¥ =0.8535x + 0.4541
18 R*=0.8811 6
§16 & 5 ®
E g : T
£12 . ,;0.,-0" £ g ° °
« 10 -.:o e = r
(2]
3 thé.n ¢ @ § 2 o* .o * ohe .
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0 o0 23,%, T H® o 15
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CLIA (ng/mi) Néng dé tacrolimus (ng/ml)
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Hinh 3: Panh gia mbi twong quan va su khac biét ndong do tacrolimus gitta
phuong phap LC-MS/MS va CLIA.
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BAN LUAN

Theo doi duoc néng do cua
tacrolimus 13 can thiét dé giam thiéu
tac dung doc hai lién quan dén lidu
luong va dé ngan ngira thai ghép sau
khi cdy ghép co quan, dic biét ddi voi
liéu phap da thudc bao gém tacrolimus
lidu thap. Trong nghién ctru nay su két
hop gita phan tach bang sic ky long
va cac 1an loc khéi lién tiép bang cach
theo ddi su chuyén doi cua ion di khur
hoa thanh ion san phidm di cung cap do
ddc hiéu cao cho tacrolimus va chat
chuén noi.

K¥ thuat MRM dugc chon dé phat
trién phuong phap, cic thong sb trang
thai MRM dugc t6i wu hoa dé toi da
hoa tin hiéu cho chat phan tich. Cach
tiép can duoc ap dung dé phét trién
phuong phap nay dua trén khao sat tai
li¢u dugc thuc hién trén tacrolimus [5].
Cuong do tin hiéu bi anh hudng boi su
hién dién cua ion trong néng do pha
dong va cac san pham phy dugc hinh
thanh. Cac pha dong khac nhau duoc
danh gia dé cai thién su phan tach
HPLC va nang cao d0 nhay trong MS.
Két qua khao sat dung méi pha dong
cho thiy 60% acetonitril va 40% 5 mM
dung dich dém amoni acetat 13 t6i uu
cho chét phén tich lién quan dén hinh
dang pic va dap ung pho khoi. Trong
diéu kién nay, thoi gian luu cua ca chét

phan tich va IS lan luot 12 khoang 4,13
va 4,12 phat. Pha dong dugc sir dung
dam bao do lap lai tot cta thoi gian
lwu. Tong thoi gian chay cho mdi mau
la 5 phat.

Viéc st dung chat chuan ndi la
bat budc trong dinh lugng bang
LC-MS/MS vi hai Iy do: Bé bu dip
cho nhiing that thoat trong qua trinh
chiét xuat va bu cho d6 nhay thay doi
khi phan tich. Khi chay cang nhiéu
mau trén MS, nguon MS cang dé bi
nhiém ban va d6 nhay cang giam.
Trong nghién

cltru, roxithromycin

dugc chon 1am chuidn ndi cho
tacrolimus vi ¢6 nhiéu tuong dong vé
cdu trac héa hoc, kha nang hoa tan
trong pha dong, cac dac tinh sic ky va
chiét xuit cua no, twong tu nhu
tacrolimus. Roxithromycin dugc ky
vong s& co ty 1& thu hodi tuong ty khi
chiét 1ong-1ong va phan ing MS/MS &
ché d6 ion duong.

Céc chi tiéu ctia phuong phap déu
dap tmg céc tiéu chuan theo huéng dan
cua FDA. Phuong phap dinh luong
tacrolimus bang LC-MS/MS s& han
ché dugc cic van dé vé do diac hiéu
kém bang cach tach tacrolimus khoi
cac chat chuyén hoa riéng 1é. Mot uu
diém khac ctia phuong phap phan tich
nay la d§ nhay dugc cai thién vo1 do
chinh x4c cao, c6 tiém ning trd thanh
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mot quy trinh phan tich tin cay trong
phan tich sinh hoc thong luong cao, rat
quan trong dé dap tng khuyén nghi
cua Hoi nghi Déng thuan chau Au [6]
vé t6i ru héa trong diéu trj tacrolimus.

Mot sb phuong phap phan tich da
duoc phat trién va ung dung dé dinh
luong tacrolimus trong mau toan phan
bao gébm xét nghiém mién dich hoa
phat quang [7]. Xét nghiém mién dich
hoa phat quang str dung cac khang thé
don dong chong lai tacrolimus. Tuy
nhién, tacrolimus dugc chuyén hoa boi
cac enzyme CYP3A lam phat sinh céc
chat chuyén hoa co cdu tric twong tu
nhu thubc me va c6 thé phan tng chéo
v6i khang thé xét nghiém [8]. Trong
khi cac phuong phap xét nghiém mién
dich dugc FDA chép thuan dé dinh
lugng tacrolimus, thi cac phuong phéap
dinh luwong bang LC-MS/MS lai dugc
phat trién va tng dung trong phong thi
nghiém. Trong nghién ctru ndy lan dau
tién ching t61 da Gng dung trén lam
sang phuong phap LC-MS/MS dé dinh
lugng nong do tacrolimus trong mau
BN ghép than va so sdnh v4i phuong
phap mién dich hoa phat quang. Két
qua vé mbi twong quan va su khac biét
noéng do tacrolimus gitra hai phuong
phap cho thdy phuong phap dinh luong
LC-MS/MS c6 d9 tin cay dé tmg dung
trong theo ddi ndng do tacrolimus trén
lam sang.
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KET LUAN

Trong nghién ctru nay chung téi da
xdy dyng va tham dinh thanh cong
phuong phap dinh lugng tacrolimus
trong méu toan phan ngudi bang LC-
MS/MS. Phuong phap c6 do chon loc,
do dic hi€u, do dung va chinh xac
cling nhu dudng chuan va ty 1& thu hoi
dap Gng cac tiéu chuan cta FDA.
Phuong phdp da dugc tng dung trong
theo ddi diéu trj tacrolimus trén mot sb
BN ghép tang, dong thoi dbi chiéu so
sanh v&i phuong phap mién dich héa
phat quang.

Loi cam on: Nghién ctiu nay dugc
tai trg boi Qiiy Phat trién Khoa hoc va
Cong nghé Qudc gia (NAFOSTED)
trong dé tai ma s 04//2020/TN.
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CAP NHAT CAC PHUONG PHAP CHAN POAN SOM
UNG THU PHOI

DPao Ngoc Bang', Ta Bd Thing'

Tém tit

Ung thu phdi (UTP) 1a mot trong cac loai ung thu thuong gép nhat va 1a
nguyén nhan gay ti vong hang dau trong cac bénh ung thu trén thé giéi. Chan
doan sém co vai tro rat quan trong trong quyét dinh phuong phap diéu trj va tién
luong cho bénh nhan (BN) UTP. Nhiéu phuong phap dd duoc 4p dung trong
chan doan sém UTP, trong d6 chup cit 1p vi tinh (CLVT) nguc liéu thap, noi soi
phé quan va cac phuong phap sinh hoc phan tir di chimg minh hiéu qua rd rét.
Mdi phuong phap chan doan c6 vai tro riéng. Trong khi ndi soi phé quan sinh
thiét dugc tmg dung chan doan nhimng ton thuong niém mac tai phé quan trung
tam, chup CLVT nguc lidu thip c6 thé ap dung dé sang loc cac khdi u & phé quan
ngoai vi, vi tri ndi soi phé quan khong quan sat dugc. Ngoai ra, phuong phap
sinh thiét 16ng st dung cac ddu 4n sinh hoc 13 mot phuong phap tiém ning. Su
két hop cac phuong phap chan doan sé& gitp cho béac si 1am sang chan doan sém
UTP, chi dinh phuong phap diéu tri hop 1y va tién lugng chinh xac cho BN, gop
phan nang cao hiéu qua diéu tri UTP trong thuc hanh 1am sang.

* Tir khod: Ung thw phoi; Chup cdt I6p vi tinh liéu thap; Néi soi phé quan
chan dodn; Sinh thiét long.

UPDATE OF METHODS FOR EARLY DIAGNOSIS OF
LUNG CANCER

Summary

Lung cancer is one of the most common cancers and the leading cause of
cancer death worldwide. Early diagnosis plays a very important role in deciding
treatment therapy and prognosis for patients with lung cancer. Many methods
have been applied in the early diagnosis of lung cancer, in which thoracic low-dose
computed tomography (LDCT), bronchoscopy, and molecular biology methods
have proven remarkable effects. Each diagnostic technique has its own role.

"Bénh vién Quan y 103, Hoc vién Quan y
Nguwoi phan hdi: Pao Ngoc Bing (bsdaongocbang@gmail.com)
Ngay nhan bai: 06/12/2022
Ngay duoc chip nhin ding: 29/12/2022
http://doi.org/10.56535/jmpm.v48i1.238
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While bronchoscopy with biopsy is used to diagnose central bronchial lesions,
LDCT can be applied to screen for tumors in the peripheral bronchi, which could
not be observed by bronchoscopy. In addition, liquid biopsy using malecular
biomarkers is a potential measure. The combination of diagnostic measures will
help clinicians to diagnose lung cancer early, assign reasonable treatment
methods and make accurate prognosises for patients, contributing to improving
the effectiveness of lung cancer treatment in clinical practice.

* Keywords: Lung cancer;, Low-dose computed tomography; Diagnostic

bronchoscopy, Liquid biopsy.

PAT VAN DPE

UTP Ia mot trong cac loai ung thu
thudng gap nhit va 1a nguyén nhan gy
tr vong hang dau trong cac bénh ung
thu trén thé gidi. Nam 2020, theo To
chic Y t& Thé gidi c6 2.206.771 ca
UTP méi mic va s ca chét do UTP 1a
1.796.144, trong d6 nam giéi chiém
14,3%, nit gidi 8% sb ca tir vong do
ung thu [1]. Tai Viét Nam, UTP chiém
khoang 14,4% cac loai ung thu dugc
chan doan, trong d6 nam gi6i chiém
18,9% (dlimng thr hai sau ung thu gan)
va nit gioi chiém 9,1% (dtng thu hai
sau ung thu vu). UTP cling 1a nguyén
nhan tor vong dung thtr hai do bénh ung
thu [2]. UTP chia [am 2 nhom, bao
gom: Ung thu té bao nho va khong té
bao nho. Cung véi su phat trién cia y
hoc, cac phuong phap diéu tri ung thu
ngay cang c6 hiéu qua, dic biét d6i voi
ung thu khong té bao nho. TUr nim
2015 - 2016, ty 1&¢ thoi gian song
thém trong 2 ndm cua ung thu khong
té bao nho 1a 42% so v6i 34% tir nim

2009 - 2010. Tuy nhién, két qua diéu
trji phu thudc nhiéu vao dic diém mo
bénh hoc va giai doan khdi u. Cac BN
UTP khi phat hién bénh thuong & giai
doan mudn, véi ty 1€ 70 - 80% UTP
khong té bao nho & giai doan III - TV
[3]. Thoi gian song thém 5 nim giam
dan theo giai doan bénh, vi giai doan
ton thuong UTP khu tr 13 55% so voi
4% ¢ giai doan UTP da c6 di can [4].
Chinh vi vay, viéc chan doan sém UTP
c6 vai tro rat quan trong trong quyét
dinh phuong phap diéu tri va tién
luong cho BN UTP. Nhiéu phuong
phap di duoc ap dung trong chan doan
som UTP, trong d6 chup CLVT nguc
lidu thap, ndi soi phé quan va cac
phuong phép sinh hoc phan tor da
ching minh hiéu qua ro rét. Cac
phuong phap nay s€ duogc lam rd trong
bai tong quan nay.

CHUP CAT LOP VI TINH
LIEU THAP
Trudc day, sang loc UTP thuong st
dung phuong phéap chup X-quang nguc
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quy udc, duge ap dung cho nhiing BN
c6 nguy co cao nhu: Hut thude 1 trén
30 bao/nam... Tuy nhién, cac nghién
clru gan day cho thdy hiéu qua rd rét
ciia chup CLVT liéu thip (Low-dose
comptued tomography-LDCT) so vd&i
chup X-quang quy udc trong chan
doan s6m UTP.

Chup CLVT liéu thip cho phép xéc
dinh cac nét phoi bang cach s dung
lidu birc xa thap nhét co thé. Piéu nay

¢ thé thuc hién duoc thong qua vi¢c
st dung dong dién va dién ap thép hon.
Thir nghiém tdm soat phdi Quédc gia
(National Lung Screening Trial-NLST)

da thuc hién giam lidu btc xa thong
qua giam dong dién, véi dién ap dinh
la 120 kVp (140 kVp cho nhiing BN
béo), cuong do dong dién tor 40 mA
hodc thdp hon. Tuy thudc vao may
chup CLVT, liéu hiéu qua trung binh
la 1,4 milliSievert (mSv). Qua trinh
chup CLVT dugc thuc hién trong thi
hit vao ma khoéng st dung chit can
quang tinh mach. Hinh anh chup
CLVT liéu thap trong chan dodn som

UTP bao gdm: Nét mo dic, ndt mo
ban dic va hinh anh ndt kinh mo (Hinh
1), trong d6 ndt mod 13 hinh anh hay
gip nhit [5, 6].

e., f. Ground glass nodule

Hinh 1: N6t mo dic (a, b), ban dic (c ,d) va ndt kinh mo (e, f)
Nguén: Chiles C. (2014) [6].

Thur nghiém tam soat phéi Quéc gia tai My, duoc thuc hién tor nam 2002 -
2009, 13 mot nghién ctru ngau nhién, da trung tdm dugc thiét ké dé sang loc bang
CLVT liéu thap c6 thé giam ty 1 tir vong do UTP so véi sang loc bang X-quang
phdi quy u6c ¢ nhom dan sb c¢6 nguy co cao. Nhitng ngudi tham gia dugce chup

CLVT liéu thap hodc chup X-quang phdi mot 1an hang nim trong ba nam. Két

qua cho thay viéc tam soat bang CLVT liéu thap c6 hiéu qua hon chup X-quang
phéi quy udc trong chan doan sém UTP, voi ty 1& 292/26306 (1,11%) so véi
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190/26035 (0,73%), trong d6 ty 1& chan doan sém BN UTP khong té bao nho giai
doan IA chiém 48,9% [7].

Phén tich dic diém cua ndt mo trén hinh anh chup CLVT liéu thap, béac si 1am
sang c6 thé dinh huéng kha nang lanh hay ac tinh ctia ndt mo, tir d6 dua ra cac

phuong phap xu tri hop 1y [8, 9].

Bang 1: Dic diém ndt md dinh hudng lanh tinh hay 4c tinh.

Pac diem

Kha niing ndt lanh tinh

Khi niing nét ac tinh

Bo Péu Khong déu, co tua gai

Véi hod Pong tam, trung tdm hodc | Thuong khong co voi hoa
giong bong ngd hodc voi hod l1éch tdm

Ty trong DPong nhét Khéng dong nhit

Thoi gian tang
gép d6i thé tich

it hon 1 thang hoic trén 1
nam

1 thang dén 1 nim

Kich thudc

<5 mm

> 10 mm

Nguén: Cruickshank A. va CS (2019) [8].

Bang 2: X tri n6t mo tron theo hudng dan to chirc Fleischner 2017.

Kich thudc (Thé tich)
ciia nét mor

Nguy co UTP

mm”)

Nguy co thap (<5%) | Nguy co cao (>5%)
<6 mm (< 100 mm°) Khong theo doi C6 thé theo doi CT*
6 - 8 mm (100 - 250 | Theo doi CT*

> 8 mm (> 250 mm’)

Theo ddi CT* c6 thé cung PET/CT, sinh thiét
va/hodc cit thuy phoi

* (Thoi gian va thoi han cua theo ddi CT phu thudc vao kich thuée va su xuét

hién nét mo), CT (computed tomography), PET (positron emission tomography).
Ngudn: MacMahon H. va CS (2017) [9].
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Thang 1/2013, Hiép hoi Ung thu
My di ban hanh cic huéng dan sau
day vé tim soat UTP, cu thé: “Cac bac
sT 1am sang tiép can voi cc trung tim
tam soat va diéu tri UTP chét lugng
cao, quy md 16n nén bit dau tim soat
voi nhitng BN khoe manh tr 55 - 74
tudi, c6 tién sir hut thudc it nhat 30
bao/ndm va hién dang hut thude hodc
da dung hut trong vong 15 ndm qua.
Bac si 1am sang can thong béo va chia
s¢ thong tin lién quan dén nhimng loi
ich, han ché va tac hai tiém an lién
quan dén viéc tim soat UTP bang chup
CLVT liéu thap trudc khi dua ra bat ky
quyét dinh bét dau tam soat UTP” [10].
Tuy nhién, chup CLVT liéu thip ciing
c6 mdt s6 nhuge diém, bao gém tdng
tiép xtc buc xa, gid thanh cao, chan
doan qua muc, ting cing thang cho
nhimg nguoi c6 két qua duong tinh
gia, dong thoi c6 thé am tinh gia &
nhimg BN c6 t6n thuong som & niém
mac phé quan trung tam [6]. Vi vay, su
két hop chup CLVT liéu thap véi noi
soi phé quan ting hiéu qua phat hién
som UTP ¢ nhiing BN c6 nguy co
UTP cao.

NOI SOI PHE QUAN

Noi soi phé quan 6ng mém la k¥
thuat dugc Ung dung rong rai trong
chan doan UTP, duoc chi dinh cho tat
cd BN nghi ngo bi UTP, véi o nhay
cao ddi voi ton thuong duong tho
trung tdm, nhung c¢6 do nhay thap véi
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cac ton thuong ngoai vi, dac biét cac
t6n thuong c6 duong kinh < 2 cm. Hon
nita, n6 cho phép 1ap ké hoach phiu
thuat chinh x4c thong qua viéc danh
gia bé mat, vi tri va mac do xam lan
ctia khéi u, nhu dong day thanh 4m va
long duong tho [11]. Tuy nhién, cac
tén thuong sém cta niém mac phé
quan rat kho phat hién chi duéi noi soi
phé quan sir dung anh sang tring thong
thuong. Vi vay, nhiéu nhiéu phuong
phap noi soi di dugc phat trién va tng
dung chan doan sém UTP, trong d6
cac phuong phap st dung anh sang
huynh quang, dai sang hep, ngi soi siéu
am va ndi soi phé quan co6 do phong
dai cao da dugc chirng minh gitp tang
ty 16 chan doan va sinh thiét chinh xac
vao vi tri ton thuong.

1. Noi soi phé quan huynh quang

Noi soi phé quan huynh quang
(AFB - Autofluorescence bronchoscopy)
12 phuong phap ndi soi phé quan s
dung 4nh sang huynh quang dé xac
dinh mo phé quan binh thuong, loan
san va ung thu tai chd. M6 binh thuong
chuira cac fluorophores ndi sinh, bao
gdm tryptophan, collagen, elastin va
porphyrin, hap thu va phat ra huynh
quang mau xanh lyc khi duoc chiéu
sang bang anh sang tim hodc xanh lam.
Tai cac vi tri bat thuong, v6i nong do
chat huynh quang khac nhau, c6 thé
phat ra anh sang dd, tim hodc do tuoi
(Hinh 2) [12].
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Hinh 2: Ton thuong niém mac phé quan dudi anh sang huynh quang.
Nguédn: Andolfi A. et al. (2016) [11].

Nhiéu nghién ctru thuc hién ndi soi phé quan sir dung anh sang huynh quang
v6i nhiéu hé thdng huynh quang khac nhau, két hop voi anh sang tring da lam
tang hiéu qua chan doan sém cac ton thuong tai phé quan trung tim, v6i ¢ nhay
cao hon hin so véi ndi soi anh sang tring thong thudng trong chan doan tién ung
thu. Tuy nhién, do dac hi¢u thép hon ndi soi anh sang tréng do ndi sot anh sang
huynh quang c6 thé cho cac hinh anh dwong tinh gia, thudng gip trong cac
truong hop: Viém, nhiém trung hodc chan thuong, do luu lugng méu va su trao
ddi chét cao lam ting kha ning hip thu anh sang, 1am giam qué trinh tu phat
huynh quang mau xanh luc trong mé (Bdng 3) [12].

Bang 3: Noi soi phé quan huynh quang trong chan doan sém UTP.

Tac gia H¢ thong huynh quang Do nhay (%) Do dac hiéu (%)
Chiyo M. LIFE 96,7 36,6
Haupinger L. D-Light 82,3 58,4
Ueno K. AFI 94,7 71,1
Chhajed P.N. LIFE 96 23
Lam B. SAFE-1000 91,7 26,4
Stringer M.R. LIFE 84,4 60,7
Hanibuchi M. SAFE-1000 96,8 56,1
Beamis J.F. D-Light 61,2 75,3
Ernst A. D-Light 66 73
Hirsch F.R. LIFE 73 46
Edell E. Onco-LIFE 44 75
Cetti E.J. AFI 93,3 81,8

Nguén: Zaric B. et al. (2016) [12].
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2. Ndi soi phé quan dai sang hep

Noi soi phé quan dai sang hep (NBI
- Narrow band imaging) la cong nghé
ndi soi c¢6 thé danh gia chinh xac hinh
anh kién tric vi mach noi phé quan khi
mé duge chiéu xa boi hai dai song hep
cua anh sang: Dai hep mau xanh lam
(390 - 445 nm), duoc hap thu boi 16p
niém mac bé mit mao mach va dai hep
mau xanh 1a cay (530 - 550 nm), dugc
hap thu boi hemoglobin trong céc
mach mau nam dudi niém mac sau
hon. Sinh thiét niém mac phé quan qua
no1 soi duoc thuc hién tai cac vi tri
thay d6i hinh anh niém mac trén ndi

soi dai sang hep. Nhiéu nghién ctru da
ching minh rang ndi soi dai sang hep
vuot tréi hon so véi ndi soi phé quan
anh sang trang trong viéc phat hién
UTP sém va xam lan ¢ duong tho
trung tam, voi do nhay va d¢ dac hi¢u
cao. Pong thoi, nd ciing ¢ thé danh
gia sy xam l4n cua khéi u va hudng
dan chién luoc phdu thuat diéu tri
trong cac tén thuong dudng thd trung
tam. Tong hop két qua tir 6 nghién
ctru, Zhu J. va CS di dua ra bang tong
két danh gia do nhay va do dic hiéu
ciia ndi soi dai sang hep trong chan
doan sém UTP (Bang 4) [13].

Bang 4: Noi soi phé quan dai sang hep chan doan sém UTP

Cac dic diém S6lwong | S6BN | Donhay | Do dic hiéu

cua nghién ciru nghién ctru (n) (%) (%)
Tién ctru 5 534 85 81
> 50 BN 4 512 85 86
Str dung hé théng EVIS 4 499 26 85
LUCERA
Két qua dau ra 3 303 86 67
Phan tich timg BN 4 450 78 83
Mu 5 534 85 81
Khong nhém chirng 4 450 78 83

Nguon: Zhu J. va cong su (2017) [13].
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3. Noi soi phé quan dd phéng
dai cao

Noi soi phé quan do phong dai cao
(HMB - High  magnification
bronchovideoscopy) 14 hé théng ndi soi
phé quan anh sang tring c6 thé quan
sat mang ludi mach méu cua ni€ém mac
phé quan véi kha ning phéng dai tir 55
- 110 1an trén man hinh video 14 inch,
nhd sy két hop cua hé théng quan sat
video cho ché do xem phong dai cao
va hé thdng soi dinh hudng quan sat &
dau dng nodi soi phé quan. N6 c6 dudng
kinh ngoai 6 mm va d¢ sau quan sat tur
1 -3 mm [14].

Mot nghién cuu da chung minh
hiéu qua cua noi so1 do phong dai cao

White light

s0 v6i ndi soi phé quan huynh quang
don thuan. Tac gia nhan thiy noi soi
d6 phong dai cao c6 thé phat hién
loan san chinh xac hon so véi ndi soi
phé quan huynh quang don thuan,
cho thdy d6 nhay va do dic hiéu lan
lugt 1a 71,4 va 90,9%. Dac biét, su
tdng truong mach mau va mang ludi
phtrc tap cua cac mach quanh co dugc
cho la goi ¥y cho ching loan san
phé quan, va ty 1€ dién tich mach mau
& ton thuong tién 4c tinh cao hon déng
ké so voi viém phé quan [14]. Cac
nghién ctu két hop giita ndi soi do
phong dai cao va ngi soi dai sang hep
cling chimg minh ting hiéu qua chan
doan UTP sém [9].

High magnification

Hinh 3: Hinh anh ndi soi anh sang tring va noi soi d6 phong dai cao.
Nguédn: Andolfi A. et al. (2016) [11].

4. N0i soi phé quén siéu am
Noi soi phé quan siéu am la phuong
phap ndi soi phé quan két hop si€éu am

dé chan doan va dinh hudng sinh thiét

lam xét nghi€ém mo bénh. Co 2 loai dau
do siéu am: Pau do 16i va dau do toa
tia. NOi soi phé quan siéu 4m co6 hiéu
qua cao trong chan doan giai doan
UTP, nho vao k¥ thuat choc hut xuyén
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thanh phé quan chan doan cac hach
di cin trong trung thit. Pong thoi, ky
thuat ciing gitip danh gia su thay doi vé
cAu trac cua niém mac phé quan,
dinh huéng sinh thiét vao vi tri tén
thuong [11].

Nhiéu nghién ctru da duoc tién hanh
nham danh gia vai trd cta noi soi phé
quan siéu am trong chan doan sém
UTP. Két qua cac nghién ctru da ching
minh d nhay va do dac hi€u cua ky
thuat cao (Bang 3) [15].

Bang 5: Noi soi phé quan siéu am trong chan doan UTP.

Tée gi, nim S6 BN | Ponhay | D§dichiéu | P9 chinh xic
(n) (o) (o) (o)
Herth, 2008 124 76 100 77
Szlubowski, 2010 61 67 86 80
Zielinski, 2013 88 64 100 NR
Szlubowski, 2014 106 67 96 81
Nasir, 2014 32 50 100 89
Genestreti, 2015 14 50 60 NR
Cetinkaya, 2017 44 82 100 89
Muthu, 2018 574 67 99 NR
Jiang, 2020 558 65 99 NR

Nguoén: Muriana P. et al. (2016) [15].

PHUONG PHAP SINH HQC
PHAN TU

Phuong phép sinh hoc phan tor duoc
thuc hién dua vao nhom k¥ thuat sinh
thiét 1ong. Sinh thiét chat long 1a mot
cong nghé moi ndi véi vai tro tiém
ning trong viéc tdm soat va phat hién
sém UTP. Mot sé dau 4n sinh hoc

trong mau da dugc xac dinh va hién

58

dang dugc nghién ctru, trong do cac té
bao khdi u trong mau (Circulating
tumor cell - CTC), DNA té bao u tu do
(cell-free DNA - cfDNA), céac siéu
RNA (micro-RNAs), cac exosome cé
ngudn gbc tir khdi u va cac tiéu ciu
truéng thanh tir khéi u 13 nhitng Gng
dung tiém ning thuc hanh 1am sang
chan doan UTP.
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Cac té bao khdi u trong méu va
DNA té bao u tu do 13 nhitng ddu 4n
sinh hoc nghién ctru nhiéu nhit khi
thuc hién sinh thiét long. Cac té bao
khéi u trong mau do khdi u nguyén
phat giai phong c6 thé duoc phat hién
trong mau va khong chi 1a mot phuong
phap chan doan hiéu qua, ma con cé
thé x4c dinh dic diém phan tir cua khoi
u, thong qua thong tin DNA, RNA va
protein thu dugc. Viéc phan tich céc
doan gen va tinh trang dot bién giup
cho ngudi bac si 1am sang 1ap ké hoach
diéu tri va tién luong cho cac BN UTP.
Céc té bao khdi u giai phong cac doan
DNA vao mau hogc dich co the, ¢6 thé
nuée tiéu hodc dich mang phdi. Cac
BN ung thu c6 nong d6 DNA té bao u

tu do cao hon so v&i nhitng nguoi khée
manh. Bén canh d6, do thé tich khéi u
tuong quan voi su thay doi va chét cua
té bao, néng do DNA cua khdi u
(circulating tumor DNA - ctDNA)
trong tuan hoan ting theo kich thudc
khéi u. Vi vay, cac phuong phap xét
nghiém chan doan sinh hoc phan tu tir
sinh thiét 1ong c¢6 d6 nhay thip nhung
c6 do dac hiéu cao trong chan doan
som UTP, dac bi¢t khi phan tich cac gen
va tinh trang dot bién gen trén cac té bao
u tir do luu hanh trong mau. Két qua nay
da dugc ching minh qua nhiéu nghién
ctru, v6i s6 luong BN 16n (Bdang 4). Do
nhay va d¢ dac hiéu ctua chan doan phu
thudc dic diém nhom BN nghién ctu
va k¥ thuat thyc hién [16].

Bang 6: Nong do DNA té bao u ty do huyét twong chan doan UTP.

S6 BN | Ponhay | Do dic hiéu
Téc oi3 K% thuat D nhg D dac hi¢
Heas v ™ | ) (%)
Gautschi (2004) RT-PCR 185 - 98
Ludovini (2008) RT-PCR 76 80 61
Szpechcinski RT-PCR st du‘n.g 65 90 81
(2015) B-actene nguoi
. RT-PCR str dung
Paci (2009) hTERT 151 86 47
. RT-PCR str dung
Catarino (2012) hTERT 104 79 83
RT-PCR st d
Herrera (2005) St dung 25 48 100
B-actene nguoi
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Bang 7: Phan tich DNA té bao u ty do huyét twong chan doan UTP.

sspn| Do | Dodic
Tacgia | K§thuat | Thay doidi truyén @) nhay | hiéu
(%) (%)
LaAm glAau bot bién EGFR (exon
Zhao dotbien |0 i 20)va EGFR | 111 36 96
(2013) PCR va p
e exon 19 mat doan
gidi trinh tu
. Phan tich | Dot bién EGFR (exon
Jing (2014) HRM 18. 19,20 va 21) 120 78 97
Dot bién EGER (x6a
ARMS- '
Wan (2018) p CRS exon 19, T790M, 284 14 92
L858R)
. Dot bién EGFR (x6a 77 va
201 EFIRM ' 21
Wei (2018) exon 19 va L858R) 92 79
Mién dich
h ' tein va 1
Cohen NGsva | oprotemvalégen |00 4g 99
(2018) . lién quan dén ung thu
protein
Newman 139 gen lién quan dén
(2014) CAPP-Seq ung thr 17 85 96
Guo(2016) | NGs | >Ogenliénquandén |, 69 93
ung thu
Leung KRAS, EGFR, va
(2020) COLD TPS3 192 75 89

Mic du cac ddu 4n sinh hoc c¢6 ngudn gde tir sinh thiét 10ng cho thiy két qua
day hira hen trong viéc phat hién sém UTP, nhung hién nay chwa c6 bang ching
cho vi¢c su dung trong viéc sang loc hodc chan doan sém UTP trong thyc hanh
1am sang. Cac du 4n sinh hoc nay van con han ché boi ty 1é dang ké 4m tinh gia
va xét nghiém huyét twong am tinh van can thiét phai sinh thiét lam xét nghiém
mo bénh hoc khang dinh chan doan, diac biét trong cac trudng hop UTP giai doan
som, s6 lwong té bao u luu hanh trong mau thap, d6 nhay cua ki thuat khong cao.
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KET LUAN

M&i phuong phap chan doan c6 vai
tro riéng trong chan doan sém UTP.
Noi soi phé quan sinh thiét dugc ung
dung chin doan nhitng ton thuong
niém mac tai phé quan trung tam, chup
CLVT nguc lidu thip c6 thé ap dung
dé sang loc cac khdi u & phé quan
ngoai vi, vi tri ndi soi phé quan khong
quan sat dugc. Ngoai ra, phuong phéap
sinh thiét 16ng sir dung cac ddu 4n sinh
hoc 1a mot phuong phap tiém ning da
va dang tiép tuc duoc nghién ctru. Két
hop cac phuong phap chan doan sé
gitip cho bac si 1am sang chan doan
som UTP, chi dinh phuong phap diéu
tri hop ly va tién lugng chinh xac cho
BN, gop phan nang cao hiéu qua diéu
tr1 UTP trong thyc hanh 1am sang.
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CAP NHAT MOT SO VAN DPE VE SINH LY BENH VA
CHIEN LUQC XU TRi PA CHAN THUONG HIEN NAY

Pham Manh Cwong', Ho Hitu Phuwoc'

Tém tit

Da chin thuong (DCT) 12 mot trong nhitng nguyén nhan hang dau gay ra ton
thuong va tir vong & ngudi tré tudi, dic biét trong bdi canh tai nan giao thong
hién nay chua c6 xu hudng giam. Véi nhimng ngudi song sét, DCT dé lai di
chtng 1au dai anh hudng dang lo ngai dén chét luong cude song va lao dong. Pay
12 mot mdi quan tam lon vé stre khoe cong déng trén toan cau boi sy thiét hai vé
ngudi va chi phi cap ciru diéu tri rat 1on. Gan 80% céc ca tir vong do PCT xay ra
trong vong vai gio dén vai ngay sau khi bi thwong, thudng do chan thuong so nio
hodc ndi tang qua ning va sau do6 1a do sdc hodc thiéu oxy. Trong nhiing thap ky
qua, cac chién lugc, mé hinh cip ciru PCT ngay cang phat trién bao gom ca céac
can thiép truéc khi nhap vién dd mang dén nhiing cai thién tich cuc vé két qua
diéu tri va ty 1é tir vong. Hoi strc va phau thuat hay chinh hinh kiém soét thiét hai
1a nén tang trong diéu tri bénh nhan (BN) DCT. Cac rdi loan trong sinh 1y bénh
cia PCT can dugc nhan biét sém dé co thé 4p dung cac chién lugc xir tri thich
hop. Trong bai bao nay, ching t6i mé ta mot sé chién luge xur tri dang phat trién
trong viéc diéu tri DCT.

* Tir khéa: DCT; Phdu thudt kiém sodt thiét hai; Chinh hinh kiém soat thiét
hai; Hoi sirc kiém sodt thiét hai.

UPDATE ON SOME CURRENT KNOWLEDGE OF
PATHOPHYSIOLOGY AND STRATEGIES IN THE MANAGEMENT OF
POLYTRAUMA

Summary

Polytrauma is one of the leading causes of morbidity and mortality in young
people, especially in the condition of traffic accidents that do not tend to decrease.

"Bénh vién Quan y 103, Hoc vién Quan y
Nguoi phan hdi: Pham Manh Cwong (famcuong103@gmail.com)
Ngay nhan bai: 10/11/2022
Ngay dwge chip nhan ding: 30/12/2022
http://doi.org/10.56535/jmpm.v48i1.232
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For survivors, polytrauma leaves long-term sequelae with a disturbing impact on
quality of life and work. This is still a major public health concern globally because
of the loss of people, and the cost of emergency treatment is relatively high.
Nearly 80% of polytrauma deaths occur within hours to days of injury, usually
from severe traumatic brain or internal organs and then from shock or hypoxia.
The development of strategies and models of trauma care for the management of
polytrauma, including pre-hospital interventions, have led to improvements in
outcomes and mortality over the last few decades. Resuscitation and surgical or
orthopedic damage control are key pillars in the management of polytrauma
patients. Disorders in the pathophysiology of polytrauma need to be recognized
early so that appropriate management strategies can be undertaken. In this paper,

we describe several evolving strategies in the management of polytrauma.

* Keywords: Polytrauma; Surgical damage control; Orthopedic damage

control; Resuscitation damage control.

PAT VAN PE

Theo Patel nam 1971, BCT (BCT)
1a nhitng BN ¢6 tir hai ton thuong ning
do chin thuong tré 1én & cic ving
hoic hé thdéng co quan (ving gidi
phau) khac nhau; trong d6 cé it nhat
mot ton thuong hodc két hop cac tén
thuong giy ra réi loan cac chirc ning
séng quan trong de doa tinh mang [1].
Pé lugng hoa tiéu chuan vé PCT, nim
2014, mot hoi nghi dong thuan qudc té
t6 chirc ¢ Berlin, Ptrc [2] dé xuit dinh
nghia DCT bao gdm 2 yéu to. Mot 1a,
¢ su hién dién cua hai ton thuong do
chan thuong véi diém ton thwong rat
gon AIS > 3; Hai 1a, c6 mét hoac nhiéu

dicu kién bd sung sau:
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« Ha huyét ap (huyét ap tam thu
<90 mmHg).

« Bat tinh (thang diém hon mé
Glasgow < 8 diém).

« Nhiém toan (thAm hut bazo < 6,0).

« R6i loan dong mau (thoi gian
thromboplastin > 50 gidy hodc INR
>1,4).

« Tudi > 70 tudi.

Nim 1980, Baker va CS dé xuit mo
hinh tr vong do BCT duogc chia lam 3
giai doan: Giai doan thir nhét tai hién
truong, xay ra ngay lap tuc hodc vai
phut sau tai nan chiém khoang 50%
truong hop tr vong va thuong do vo
xuong sQ, chay mau b at do v& cac
mach mau 16n. Giai doan thir hai tir vai
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gid dén vai ngdy sau tai nan chiém
khoang 30% cac truong hop tir vong
ma nguyén nhan chu yéu la séc mat
mau va thiéu oxy khong hdi phuc. Giai
doan nay con goi la "gio vang" trong
cap ctru chan thuong, béi néu hé thong
cap ciru co thé tiép can va xur tri kip
thoi s€ lam giam ty 1¢ tr vong. Giai
doan thir ba tir vai ngay dén vai tuan la
giai doan sau can thi¢p thu thuét, phﬁu
thuat diéu tri chay mau hoac chinh
hinh xuong gady, khi d6 BN dang
trong giai doan hdi stc tich cuc,
chiém khoang 20%, nguyén nhéan
thuong gap do nhiém khuan huyét va
suy da tang [3].

Do BN DCT c¢6 nhiéu co quan bi
chan thuong ning lam xuét hién nhiing
roi loan sinh 1y nghiém trong de doa
tinh mang nén cép ctu diéu tri DCT
khong phai 1a xir tri cac ton thuong
riéng 16, ma 13 xtr tri ton thuong trong
moi lién hé voi rdi loan chung toan
than. Chién lugc diéu tri DCT chinh la
viéc xac dinh thér tu, thoi diém va
phuong phéap can thiép xt tri cac tén
thuong trong bénh canh ning né cua
DCT dé dat duoc hiéu qua diéu tri téng
thé tot nhat. Cac chién lugc diéu tri BN
DCT d3 trai qua nhiéu thay doi trong 4
dén 5 thap ky qua. Trong nhitng nim
1980, khai niém Chiam soc tong thé

som (ETC) da trd nén phd bién va 1a
tiéu chuén trong chién luoc diéu tri BN
DCT, theo d6 cac ton thuong dugc
phau thuat diéu tri thuc thy ngay tir dau
(dic biét ton thuong xuong chi thé) ma
khong quan tdm dén do ning cta BN.
Tuy nhién, ngay sau dé nhiéu tac gia
thdy rang ETC khong phai luén dem
lai hiéu qua, ty 1¢ bién chimg toan than
va tai chd & nhom tong thé sém thudng
cao, vi phuong phap nay khi thuc hi¢n
& nhilmg BN BPCT khéng on dinh c6
thé 1am ting mic d6 nghiém trong cla
phan g viém h¢ thong va cé thé din
dén sy phat trién cta hoi chimg suy ho
hép cap tinh va suy da tang. Do d6, dén
nhitng ndm 1990 va 2000 khai niém
phau thuat kiém soat ton thuong (SDC)
xudt hién va phat trién. Vi khai niém
ndy, cc can thiép phau thuat doi hoi
thot gian thyuc hién ngén, ti thiéu, muc
dich 1a giai quyét cac rdi loan tuan
hoan va ho hép, tao diéu kién cho co thé
phuc hoi sinh 1y. Sau d6, khi tinh trang
BN 6n dinh sé& tién hanh phiu thuét
diéu tri thuc thu [4, 5]. Trong nghién
cuu cua Glass N.E. va CS, viéc lua
chon thoi diém thich hop dé c6 dinh
xuong gdy da cai thién két qua diéu tri
lam sang cua nhiing BN DCT nang co

tén thuong tang trong 6 bung [6].
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Sy thay ddi chién lugc diéu trj DCT
tr ETC sém dén SDC dén tir nhimng
hiéu biét méi vé sinh 1y bénh ciia DCT
cling nhu sy dap ung cia co thé khi
phan tng véi chan thuong va véi can
thiép phau thuat. Nhu vy, bén canh su
phat trién cta hé théng cép ctu, viéc
nidm chic nhitng thay déi sinh 1y bénh
DCT va lua chon chién luge didu tri
thich hop 1a nhiing thanh t6 quan trong
dé cap ciu, diéu tri DCT thanh cong.
Muc dich ctia bai bao nham: Cung cap
nhitng hiéu biét moi vé sinh 1y bénh va
cac chién luge diéu tri DCT dang dugc

ap dung hién nay.

SINH LY BENH PA CHAN
THUONG

1. Phéan &ng ban diu déi véi chin
thwong nang

Phan tng tai chd va toan than duoc
bit dau ngay sau khi bi chan thuong
ning. Gdy xuong, chin thuong mo
mém, ton thuong co quan (phdi, gan,
rudt, ..), tinh trang thiéu oxy, nhiém
toan va céac kich thich dau don 1a cac
tac nhan kich hoat nhiing phan tng
nay. Pay chinh 1a phan ung sinh ly
nhim muc dich ngin chin xuat huyét
va duy tri lvu luong mau dén cac co

quan quan trong dugc dac trung boi su

66

gidi phéng céc adreno-corticosteroid
va catecholamine boi hé théng than
kinh, ndi tiét gdy ra ting nhip tim va
nhip h6 hip cing véi ting bach ciu va
sot. Néu tinh trang xudt huyét khong
cai thién s& kich thich cac thu cam thé
0 dong mach chu va dong mach canh
lam kich hoat hé théng renin-
angiotensin dé nd lyc duy tri huyét ap
thong qua co mach ngoai vi din dén
thiéu oxy t6 chirc va nhiém toan. Pong
thoi, toc do trao d6i chat duoc giam
xubng dé giam thiéu tiéu hao ning
lugng dan dén tinh trang ha than nhigét.

Céc tac nhdn trén sau chin thuong
néu khong duoc diéu chinh s& kich
hoat hé thdng mién dich giy ra su phat
trién ctia ca hoi ching dap tng viém hé
théng (SIRS-Systemic inflammatory
response syndrome) va hoi chung dap
tmg chéng viém bu trr (CARS-
Compensatory anti-inflammatory
response syndrome). Trong diéu kién
Iy tudng, su can bang tét gitta hai phan
g mién dich viém - chéng viém duogc
duy tri kéo theo can bing ndi méi cua
co thé duge dam bao va sy hoi phuc
ton thuong dién ra 6n dinh. Nhung néu
cac thong s6 sinh 1y khong nhanh
chong khoi phuc c6 thé dan dén rdi

loan diéu hoa hé thong mién dich, mo
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duong cho SIRS phat trién qua mirc,
giai phong cac enzyme doc hai gdy ton
thwong co quan & xa nhu: Huyét khoi
tic mach, hoi ching suy ho hip cép
tién trién (ARDS) hoic hoi chung rbi
loan churc nang da co quan (MODS) va
dan dén tir vong. Trong khi dé, néu
CARS phat trién mit bu co6 thé gop
phan té liét mién dich va dan dén

nhiém trung huyét som [7].

2. Phan @ng véi "ca danh thw
hai" (Second Hit).

Phan Gng dau tién dbi véi chan
thuong lién quan dén viéc diéu chinh
mot s6 qué trinh mién dich-sinh ly dé
duy tri cin bang ndi mdi va cung cap
oxy cho cic co quan séng con, ¢ thé
goi 14 "ct danh thtr nhat" dbi véi co thé
ngudi bénh. Viée giai phong cac chat
trung gian va cam ung cua SIRS phu
thuoc chi yéu vao muc do nghiém
trong cua chan thuong dau tién. Bat ky
su tac dong tiép theo trong qua trinh
can thiép phiu thuat diéu tri hodc thu
thuat chan doan, hay su xuat hién cac
bién chiing sau chin thuong hodc hau
phau... duoc goi 1a "cu danh thir hai"
vao can bang ndi méi cua co thé. Va
"lan tht hai" nay s& lam tang nguy co

chdy mau va tang kha nang phong dai

SIRS vén di phat trién. Trong mot s6
truong hop, diéu nay tré nén khong
kiém soat duoc va dan dén su phat
trién ciia ARDS va MODS.

3. B§ ba tir vong (Lethal Triad
of Death)

- Rbi loan dong mau cung voi su
xuat hién cta nhi®m toan va ha than
nhiét 13 ba rdi loan sinh 1y theo sau qua
trinh sdc xuat huyét do chin thuong
ning. Chung lién quan mat thiét voi
nhau, tao thanh vong xoan bénh Iy
"ludn quan" va dugc goi 1a “bo ba tir
vong” vi lam ting ty 1€ tor vong trong
DCT. Nhan biét sém va diéu tri cac i
loan nay trong chan thuong 1a diéu can
thiét dé dat duoc thanh cong cua cong
tac hoi sirc.

- Réi loan dong méau cap tinh sau
chan thuong (non-dilutional acute
traumatic coagulopathy - ATC) la r6i
loan dong méu gap tur 25 - 35% BN
DPCT, thuong phéat trién sém, trudc
khi cac yéu t6 dong méau bi pha loang.
P6 1a do su két hop cua cic yéu td
bao gom:

+ Sbc giam thé tich do chay mau.

+ Ton thuong ndi mé mach mau.

+ Tao hop
thrombomodulin trong ciac md bi

phtrc thrombin-

thuong.
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+ Giam protein C hoat héa. Protein
C hoat hoa 1a mot protease serine
lam can kiét cdc chat hoat hoda
plasminogen, wc ché cac yéu t6 dong
mau V va VIII, do d6 ngidn ngua
dong mau va tdng cuong qua trinh ti€u
soi huyét.

« Kich hoat cac con dudng chdng
déng mau va tiéu soi huyét khac.

- Ngoai ra r6i loan déng mau & BN
DCT con ¢ thé 1a hau qua cua tinh
trang ha than nhiét (do ha than nhiét
lam giam san xuat thromboxan dan dén
can tro su két dinh tiéu cau va rdi loan
diéu hoa cac yéu t6 dong mau) va
nhiém toan (khi 6 pH giam; vi du, pH
giam tir 7,4 xubéng 7,0 lam giam hoat
tinh cua yéu t6 VIIa) [8].

R&i loan déng méu CHAY MAU LON

Giam oxy md

Nhi&m toan Ha thén nhiét

Réi loan déng mau

Hinh 1: Ba réi loan gy tir vong ¢
BN DCT [7].
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PHAN LOAI BENH NHAN PA
CHAN THUONG

BN DCT sau khi dugc tién hanh hoi
sttc cip ctru, dwa vao cic thong sb
danh gia tiéu chi vé tinh trang sdc
(g6m cac chi s6: Mach, huyét ap, phan
loai muc dd xuit huyét, muc do
lactase, thAm hut kiém, s6 luong nudce
tiéu..), roi loan déng mau (gdm cac chi
s6: S6 luong tiéu cau, yéu to dong mau
IT va V, dinh lugng Fibrinogen va D-
Dimer), than nhiét (do nhiét do 161),
mirc d6 ton thuong mé (Piém sb chan
thuong nguc, chan thuong bung, chan
thuong khung chau...), nguodi ta phan
loai thanh 4 nhom dé tao co sé cho lua
chon chién lugc diéu tri [9].

+ Nhom I: On dinh (Stable), khong
c6 triéu ching de doa tinh mang, huyét
dong 6n dinh.

+ Nhom II: Ranh gi6i (Borderline),
c6 dap ung ban dau v6i hoi stirc nhung
c6 thé x4u di.

+ Nhom III: Khéng 6n dinh
(Unstable), huyét dong van khéng 6n
dinh mic du da dugc hoi strc ban dau.

+ Nhém IV: Kho hoéi phuc (In
Extremis), can ké cai chét, mit mau

khong thé kiém soat.



TAP CHI Y DUQC HQC QUAN SU' SO 1 - 2023

CAC CHIEN LUQC PIEU TRI PA
CHAN THUONG

1. Chim séc tong thé sém (Early
Total Care - ETC)

Truée diy, diéu tri DCT thuong
dién ra trong mot thoi gian dai vi BN
DCT duoc coi la qua yéu dé phau thuat
16n. Tuy nhién, ¢ nhiing truong hop
nay, dic biét 13 nhirng BN bi chin
thuong ning, co nguy co bi nhiéu bién
ching bao gdém nhiém trung, viém
phéi, nhiém khuan huyét, réi loan chic
ning da tang do khong duoc phiu
thuat két xwong sdm phai nam diéu tri
kéo dai, it van dong. biéu nay dan dén
su ra doi cua phuong phap ETC, dugc
st dung rong rai vao nhitrng nam 80,
lién quan dén viéc 6n dinh phﬁu thuat
som (trong vong 24 - 48 gid) ddi véi
cac truong hop gidy xuong dui va
xuong chiu. Sy phét trién cua ETC 1a
nhd su cai tién ngdy cang nhiéu cia
cac ky thuét két xuwong va hdi strc sau
chan thuong, lién quan dén viéc theo
ddi tim mach tot hon va kha nang thuc
hién thong khi nhan tao kéo dai [10].

* Muc dich: Cham soc tich cuc
két hop tién hanh phiu thuat chinh
hinh thyc thu cang sém cang tdt dé hd
trg chiam s6c diéu dudng, giam cac

bién chirng.

* Chi dinh: ETC thuong dugc éap
dung trén BN DCT duoc phan loai ¢
nhém I - nhém 6n dinh.

* Uu diém: Giam bién chung phdi
va thuyén tic md, giam thoi gian nam
chim so6c hoi stc tich cuc (ICU) va
giam thoi gian nim vién, van dong
som, sy phuc hdi cai thién tot hon.

Nhurge diém: Co thé gay bat loi cho
nhitng BN DCT ning, nhét 1a cac chan
thuong ¢ nguc hodc dau do hau qua co
ché "cu danh tht hai" [11].

2. Kiém soat thiét hai

Nhuge diém ciia phuong phap ETC
cling nhu that bai trong vigc diéu tri
phau thuat mot 1an & BN DCT c6 mat
mau 16n (dic biét ton thuong trong 6
bung) 14 co so dé dé ra khai niém Kiém
soat thi¢t hai (Damage Control) trong
diéu tri DCT.

* Phau thudt kiém sodt thiét hai
(Damage Control Sugery - DCS):

Phiu thudt kiém soat thiét hai
(DCS) 1a can thiép phau thuat dé giir
cho BN sdng (6n dinh vé sinh 1y) hon
1a chinh sira vé giai phau. No gitip giai
quyét "bo ba tir vong" dbi véi nhiing
BN DCT nang, cling nhu tinh trang
xudt huyét nghiém trong anh hudng

dén can bang ndi moéi. Phau thuat kiém
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soat thi¢t hai 1a thuat ngtr do Rotondo
M.F. dé xuét ndam 1993, ban dau duoc
thiét ké dé xtr tri DCT can can thiép
phdu thuat ving bung, nhung vé sau
cac tiéu chi kiém soat ton thuong ciing
ap dung cho cac vung khac co thé nhu:
phdu thuit chan thuwong 16ng nguc,
mach mau, phau thuat than kinh va
chinh hinh [1, 12].

* Muc dich: Nhanh chong cAm mau,
han ché 6 nhiém, giam thiéu rdi loan
sinh ly.

* Noi dung: bao gdm cac giai
doan sau:

- Giai doan 0: Thuc hién trudc khi
nhap vién va luc danh gia ban dau.

- Giai doan 1: Phau thuat ngan gon
thoi gian phau thuat duéi 90 phut
(muc tiéu 1a kiém soat chdy mau va
6 nhiém).

- Giai doan 2: Hdi stc sau phau thuat
(tai Khoa Hoi strc Tich cuc - ICU).

- Giai doan 3: Phau thuit giai quyét
triét dé ton thuong

- Giai doan 4: Pong vét thuong hoic
thanh bung

* Chi dinh: Pugc ap dung cho cac
BN DCT thudéc nhom 3 va nhom 4

(nhém c6 i loan sinh 1y khong 6n
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dinh). Mot sb tac gia dé xuat tiéu
chuén cu thé sau [13]:

- Cac yéu t6 sinh 1y quan trong:

+ Ha than nhiét - nhiét d6 < 34°C

+ Nhiém toan - pH < 7,2 hoic thiéu
hut bazo > 8; lactate > 5 mmol/L.

+ ROi
prothrombin (PT) va/hodc thoi gian
thromboplastin (aPTT) > 1,5 lan.

loan dong mau - tang

+ Giam tiéu cau, giam fibrinogine
mau hodc can truyén mau 16n (> 10
don vi hong cau khéi) hoic tong luong
khéi hong cau, ché pham mau, dich
tinh thé (> 12 L).

+ Khong 6n dinh huyét dong hoic
giam tudi mau nhiéu.

- Pic diém lién quan dén thuong
tich (kho kiém soat hét ton thuong)

+ Co ché chéan
luong cao

thwong nang

+ Nhiéu vét thuong xuyén thau
co thé

+ Ton thuong ndi tang két hop véi
chan thuong mach mau 16n

+ Cac chan thuwong trén khip cac
khoang co thé, dic biét 1a nhirng
chan thuong can phai uu tién diéu tri,
chéng han nhu chan thuong mach mau,
chan thuong so ndo kin, chan thuong
vung chiu.
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- Pic diém lién quan dén phau thuat

+ Thoi gian phau thuit can thiét dé
stra chita diit diém dai (> 120 phut)

+ Hoi ching khoang bung/nguc khi
¢ ging dong thanh bung/nguc.

+ Can danh gia lai mtc do song cua
rudt sau thoi gian hdi st tai ICU

- Cac can nhic khac

+ Nguoi gia, nhiéu bénh man tinh di
keém.

+ Nguoi tré, van dong vién (do kha
ning bu trir cao nén d& che gidu rdi
loan sinh 1y lac danh gia ban dau).

Tuy ting co quan ton thwong (so
nao, nguc, bung, chi thé..), bién phap
cu thé ctia cac giai doan li€n quan dén
phau thuat c6 ndi dung riéng. Giai
doan 0 bao gém thuc hién cac bién
phap Hdi strc kiém soat thiét hai.

3. Hoi stc kiém soat thiét hai
(Damage Control Resuscitation -
DCR)

Hoi strc kiém soat thiét hai (DCR) la
phuong phéap diéu tri xuit hién tir nim
2005. Pay la phuong phap tiép cén c6
hé théng dé xtr tri BN chan thuong voi
cac ton thuong ning bat dau tir trude
khi nhip vién, trong phong cép cuu,
tiép tuc qua phong phiu thuat va don
vi hoi stc tich cuc (ICU). N6 duoc
thiét ké, cung véi phau thuat kiém soat
thiét hai, dé ddo nguoc kip thoi va tich

cuc "bo ba tir vong" va tinh trang xuét
huyét. Khi két hop véi DCS, DCR da
dugc chirng minh la lam giam ty 1€ tu
vong cua DCT [14, 15].

* Muc tiéu: On dinh cac rdi loan
sinh 1y, khoi phuc can bang ndi moi
ctia BN du dé phiu thuat.

* Néi dung: DCR bao gdm cac bién
phap sau:

- Lam 4m co thé.

- Ha huyét ap cho phép.

- Han ché truyén dich.

- Hoi strc cam mau.

- Kiém soat xuét huyét.

- Diéu chinh nhiém toan.

- Ha huyét ap cho phép 1a mot trong
nhitng thanh phan trung tdm ctia DCR.
Ha huyét ap cho phép 1a quyét dinh
chién lugc dé tri hoan viée bit dau hdi
sttc dich va han ché thé tich dich héi
strc bang cach nham huyét ap muc tiéu
thap hon binh thuong, thuong 13 huyét
ap tam thu 90 - 100 mmHg hozc huyét
ap dong mach trung binh (MAP) 1a 50
- 55 mmHg. Véi BN c6 chan thuong
sQ nao thi huyét ap muc ti€u can dat
cao hon voi huyét ap tim thu 100 - 110
mmHg. Co s& ctia bién phap ha huyét
ap cho phép 1a khi huyét ap muc tiéu
thiap hon (va do d6 thé tich dich hoi
strc thap hon) sé& cai thién két qua bang

cach lam gidm tan suat va muc do
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nghiém trong cua réi loan déong mau do
pha loang va tranh bi “lam tan cuc mau
dong”, mot hi¢u ung xay ra khi cuc
mau déng méi va khong 6n dinh bit
kin vét rach mach mau bi bong ra khi
ap luc ndi mach tang 1én.

- Hoi strc cAm méu ciing 13 mot bién
phap chinh cia DCR bao gom:

+ Truyén mau: Khi phat hién BN ¢6
xuat huyét 6 at (toc d6 chay mau nhanh
hodc can hon 10 don vi mau), viéc sur
dung mau, cac san pham ciia mau cang
nhanh cang tot. N6 gifip ngan ngira r6i
loan déng mau lién quan dén chan
thwong. Thir ty wu tién truyén méu
trong DCR la:

++ Mau toan phan.

++ Huyét twong, tiéu cau va hong
cau (RBCs) theo ty 16 1:1:1.

++ Huyét tuong va hong cau theo
ty 1€ 1:1.

++ Huyét twong hoic hong cau
don thuan.

+ Thudc chong tiéu soi huyét: Sir
dung som axit tranexamic (Transamin)
trong vong 3 gio sau khi bi chan thuong
xuat huyét ning. N6 co thé gy xuét
huyét nang hon néu tiém sau 3 gio.

+ B6 sung canxi: Canxi clorua va
canxi gluconat déu duoc chdp thuin
dung lam thudc thay thé canxi khi bi
thiéu hut do truyén mau 1lon, canxi
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gluconat la dang duoc ua thich dé
truyén tinh mach ngoai vi, do it gay ton
thuong mo6 do phong dién hon so voi
canxi clorid.

- Kiém soat xuat huyét 1a cac bién
phap 1am ngimg, giam xuat huyét sau
chan thuong cang nhanh cang tét. C6
thé stir dung bang ép, bang chén, garo
dé cam mau, v6i truong hop mach mau
& cac tang 6 bung c6 thé st dung
REBOA (Resuscitative Endovascular
Balloon Occlusion of the Aorta) 1a mdt
qua bong dugc dua vao ndi mach lam
tic dong mach chu dé ngin dong mau
dén phan dudi co thé cho dén khi nan
nhan c6 thé tién hanh phau thuat.

4. Chinh hinh kiém soat thiét hai
(Damage Control Orthopedic - DCO)

Chinh hinh kiém soat thiét hai
(DCO) la phuong phap diéu tri dua
trén nguyén tic kiém soat thiét hai do
Scalea T.M. md ta nam 2000, ban dau
duoc ap dung dé xu tri cac BN DCT bi
giy xuong dai (chu yéu la xwong dui).
Trong nhitng nim gan day, cac vi tri
moéi da duoc thém vao khai niém
DCO, chang han nhu giy xuong chau,
giy xuong cdt séng va chan thuong chi
trén. Su ra doi cia DCO dién ra sau
nhirng tién bo dang ké trong hiéu biét
vé co ché sinh 1y bénh va phan tng
mién dich cta co thé dbi voi chan
thuong, dac bi¢t 1a hdu qua cua co ché
"cu danh thar hai".
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"Xuc va chay" (Scoop & Run)

Han ché hdi strc truyén dich

Ngan ngura ha than nhiét

Muc tiéu: Dua nhanh BN dén Bénh vién

Ha huyét ap cho phép

Truyén mau, san pham mau sém

Han ché truyén dich

Bit dau st dung Tranexamic acid

Muc tiéu: Nhanh chong dwa BN dén phong mo/phong X-
quang can thiép

Ha huyét ap cho phép

Truyén mau ty 1& hong cau gbi/huyét twong tuoi/tiéu cau
I:1:1

St dung Cryoprecipitate (néu can)

Dong goi thiét hai

Dong bung tam thoi

Muc tiéu: 1) Kiém soat chay mau
2) Kiém soét 6 nhiém
Dao nguogc ha than nhiét
Pao nguoc rdi loan déng mau
DPéo nguoc nhiém toan
HO tro huyét dong
Muc tiéu: 1) Hoi ste
2) Pao nguoc bo ba gay tir vong trong chan thuong
D& bo dong goi thiét hai
Phau thuét stra chira dat diém
Pong bung ky dau nhiéu 1an
Muc tiéu: Phau thuat sira chira dit diém
Loi tiéu
Muc tiéu: Giam qua tai chat long dé cho phép:
1) Sira chita ton thuong dut diém
2) Cai may thé khi hau phau

'CHANTHUONG
_
moviciren
-
e e
-

<+

Hinh 2: Phac d6 két hop hoi strc va phiu thuét kiém soat ton thuong.
(Cdc khodng thoi gian la wée tinh va phdi dwge diéu chinh cho phit hop véi

nhu cau va tinh trang lam sang cu thé ciia BN) [15]
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* Muc tiéu: Tranh phan ng viém
mién dich nghiém trong, 6n dinh du
chd giy dé ngin ngira ton thuong mo
mém va hoi ching khoang, giup nhanh
6n dinh rdi loan sinh ly.

* Néi dung: DCO bao gdm 4 giai
doan la:

- Giai doan 1: Thuc hién céac k¥
thuat ctru séng tinh mang néu can.

- Giai doan 2: Kiém soat tinh trang
xuat huyét, 1am 6n dinh 6 giy xuong
dai thuong thong qua viéc sir dung céc
dung cu cb dinh bén ngoai va xir tri cac
t6n thuong mé mém néu co.

- Giai doan 3: Hbi sirc tich cyc trong
co so ICU.

- Giai doan 4: Phiu thuat c¢d dinh
giy xuong dut diém.

Trong giai doan 2, ¢ dinh bén ngoai
da tro thanh cong cu cia DCO, vi tinh
nhanh choéng, ciing nhu giam mat mau
va xam lan. Tuy nhién, cac thu thuat it
xam 1an hon nhu nep va kéo xuong
van co thé dong mot vai trd quan trong
trong sy 6n dinh ban dau cia BN DCT.
Dbi v6i hau hét cac chan thuong & chi
trén, chi can on dinh don gian bang
nep hoic dai deo 1a du. Dbi voi giy
xuong kin dudi dau gdi, nep thuong 1a
lwa chon t6t nhat. P6i voi giy xuong
dui, viéc nep khong c6 lyc kéo sé
khong co tac dung vi khép phia trén 6
gdy (hong) khong thé bat dong duoc.
Trong truong hop nay, kéo lién tuc va
khung ¢ dinh ngoai dugc lya chon.
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Trong giai doan 4, vé thoi gian cila
phdu thuat két xuong dit diém thi
“thoi diém co hoi” duge x4c dinh theo
chu ky phan ung viém, mién dich da
dugc thiét 1ap 1a tir ngay tha 5 dén
ngay th@ 10. Cac ngay sau chin
thuong tr 2 - 4 ngay da dugc bao cao
1a khong thich hop dé thuc hién qua
trinh két xwong dat diém [5, 16].

* Chi dinh:

- DCO duogc chi dinh cho BN BCT
nhom 3 va 4.

- V61 BN thudéc nhém 2, con duoc
goi 12 nhom ‘cé nguy co’, tiép tuc gay
ra tranh luan trong cong dong chinh
hinh. Phan Umg cua nhiing BN nhom
nay doi v6i phau thuat c6 thé khong du
doan dugc vi cac thong s sinh Iy
khong bat thuong nhung van co thé dé
bi hdu qua cua co ché "cu danh thu
hai". Do do, viéc chi DCO hay ETC
phu thudc vao kinh nghiém va sy quyét
dinh cta bac si phau thuat. Theo mot
sO tac gia co thé tham khao thém mot
s6 chi tiéu sau dé lua chon DCO:

+ PCT diém ISS > 20 + CT nguc
(AIS > 2)

+ DCT ¢6 CT bung, GX chau, soc
mat mau (HATT < 90).

+ Piém ISS > 40 khong c6 CT nguc

+ Ap luc DPMP > 24 mmHg

+ Ap lyc PMP ting > 6 mmHg khi
dong dinh ndi tuy



TAP CHI Y DUQC HQC QUAN SU' SO 1 - 2023

+ Dép phoi, tran dich mang phdi hai
bén trén phim Xquang

+ Chéan thwong so ndo kin c6 ton
thuong.

+ Pap ung kém véi hoi sire trong 12
gio dau.

* Han ché: Lam ting nguy co
nhiém trung, nam diéu tr1 ICU kéo dai,
b6 15 co hoi duoc phau thuat két xwong
sém [10].

5. Cham soc thich hgp sém (Early
Appropriate Care - EAC)

Cham soc thich hgp som (EAC) la
mod hinh diéu tri do Vallier H.A.va
cong su khot xuéng nam 2011. EAC la
su két hop cac wu diém cua ETC va
tinh an toan cia DCO dya trén y tuong
rang néu rdi loan can bing acid - base
(mtrc thAm hut Kiém va Lactat) c6 thé
duoc khoi phuc, BN s€ c6 kha nang
chdng choi tot hon véi cac phiu thuat
stra chira dat diém [17].

* Muc tiéu: Xac dinh va nhanh
chong diéu chinh cac rdi loan sinh Iy
lam tri hodn diéu tri thuc thu dbi voi
gdy xuong chiu, xuwong dui, xuong
chay, cot sdng. Tién hanh diéu tri thuc
thy gdy xwong 16n khi BN du diéu kién.

* Noi dung: EAC quy dinh rang
viéc phau thuat stra chita dit diém gay
xuong 16n khéng 6n dinh nén dugc
thuc hién trong vong 36 gid néu dap
tmg diy du véi hoi stc duoc chimg
minh bang:

- pH >7,25.

- Lactate <4 mmol/L.

- BD > 5,5 mmol/L.

* Han ché: Theo mot sd tac gia cac
thong sb cua EAC (pH, BD, Lactate)
c6 thé bi sai léch ¢ nhimg BN tiéu
duong, nguoi gia va suy than, do do
dic diém sinh 1y thuc sy cia nhiing
BN nay c6 thé bi che lap. Ngay ca loai
chat long nhan duoc trong qué trinh
héi stc ciing c¢6 thé anh huéng dén
mirc lactate, nén chi dya 3 thong s
nay chua du an toan dé thuc hién phﬁu
thuat két xwong thyc thu [18].

6. Phiu thuit thuc thu an toan
(Safe Definitive Surgery approach)

Phau thuat thuc thu an toan (SDS) Ia
mo hinh diéu tri do Pape H.C. dé
xudng nim 2016. Theo chién lugc nay,
ngoai cac thong sé cia EAC, Pape dé
xudt can danh gia thém céc thong sb vé
roi loan déng mau, cac yéu t6 dong
méu, chirc ning tuan hoan va ho hap
va than kinh.

Néu BN duoc tuyén bd 1a 6n dinh,
c6 thé ap dung phuong phap diéu tri
thuc thy, nhung néu BN tiép tuc khong
6n dinh, nén lya chon DCO. Sau 24 gio
danh gia lai 12 can thiét dé kiém tra
déng mau, can bang dich, chirc ning
phéi va nhu ciu thuéc van mach.
Néu BN dugc coi la da ‘on dinh’ tré
lai, phau thuat vién c6 thé tién hanh
SDS. Mt khac, néu tinh trang cua BN
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van con & muirc gidi han, can danh gia
lai hang ngay cho dén khi BN 6n dinh
va du stc khoe dé phau thuat dat
diém [18].

7. Xt tri Kip thoi - Ca nhan hoa -
An toan (Prompt-Individualised-Safe
Management - PR.I.S.M.)

Xu tri kip thoi - Ca nhan hoa - An
toan la mot khai niém dugc dua ra
trong nhitng nim gan day trong chién
lwge xtr tri DCT. Phuong thirc didu tri
nay dya trén cac nguyén tic khong lam
"tdn hai thém cho BN", can thi¢p kip
thoi va quy trinh dua ra quyét dinh
diéu tri phai dua trén ting BN cy thé

(c4 nhan hoa). Mdi BN c¢6 céu tao di
truyén khac nhau, phan tmg theo mot
cach khac nhau véi cung mot muc do
chan thuong. Thuc té, viéc cung cap
cac ngudn lyc diéu tri bao gdm ca con
nguodi va trang thiét bi 1a khac nhau
gilta cac co s¢ y té, nén chién luoc
PR.I.S.M. cho rang khéng quan trong
quyét dinh tuan theo chién lugc diéu tri
nao (ETC, EAC, DCO hay SDS) mién
1a n6 phu hop véi cac thong sd 1am
sang va sinh 1y cy thé cua ting BN va
ap dung céac chién lugc khic nhau c6
san vi lgi ich tot nhat cua nguoi
bénh [19].

* Prompt: Kip thoi
- Can nhic nhan lyc va trang bi

- Cap ciru khong cham tré

36 gio.

- Khong han ché thoi gian 8 gio, 24 gio,

* Safe: An toan

Danh gié chi tiét:

- Co ché chan thuong.

- Phan loai chin thuong.
- Tinh trang sinh ly.

- Str dung marker.

- Chan doan som.

* Individualised: C4 nhan hoa
Can nhic:

- C4c triéu ching cua BN.

- Tudi.

- Gidi.

- Mang thai.

- Bénh nén.

- Hoi stee thich hop.

* Management: Xt tri

- Tiép tuc dap tmg voi hoi stc.
- Xquang can thiép.

- ETC.

- DCO.

- EAC.

- Béanh gia lién tuc.
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KET LUAN

Hién nay, cic chién luoc diéu tri
DCT d3 nhian manh su can thiét cua
viéc xdc dinh sém va xu tri kip thoi,
thich hop céc rdi loan trong sinh 1y
bénh DCT nhu ha than nhiét, r6i loan
dong mau, nhiém toan va cac can thiép
phau thuat c6 thé de doa tinh mang BN
néu chon sai thoi diém ciing nhu phuong
phap xu tri dut diém ton thuong.

Hbi strc kiém soét ton thuong, diéu
chinh vé réi loan déng mau va thanh
thai lactate 14 nhimg yéu t& quan trong
trong diéu tri DCT.

Lua chon chién luge xur tri phau
thuat dua trén danh gid cac thong )
sinh 1y, kha ndng dap Gng cua tung ca
nhan cy thé s& giup viée diéu tri BN
DCT cai thién két qua.
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PAC PIEM HINH ANH VIEM RUQT THUA CAP
CO BIEN CHUNG TREN CAT LOP VI TINH PA DAY

Pham Thi Yén', Pham Quéc Huy'
Nguyén Vin Pan', Nguyén Minh Hai', Lé Tuén Canh’

Tém tit

Muc tiéu: M6 ta dic diém hinh anh cta viém rudt thira cdp (VRTC) c6 bién
chtng va xac dinh ddu hiéu c6 gia tri nhat trong chan doan bién ching VRTC
trén cat 16p vi tinh (CLVT) da day. Poi twong va phwong phdp: Nghién ctru md
ta cat ngang, tién ctru 83 bénh nhan (BN) dau bung cip, theo ddi VRTC co bién
chiing, dugc chup CLVT va phau thuat tai Bénh vién Quan y 103 tir 9/2021 -
8/2022. Két qud: Dau hiéu khuyét thudc khu tra gap nhiéu nhat (37%), khi ngoai
long va so61 ngoai long chi gap 1 BN (1,4%), ap xe rut thura gdp 2,7%, dam
quanh rudt thtra gap 11%. DAu hiéu khuyét thube khu tra c6 do nhay 92%, d dac
hiéu 91,7% trong chan doan bién chung, trong khi cac d4u hiéu con lai c6 do dic
hiéu cao, nhung do nhay thap. Két ludn: Khuyét thudc khu tra trén CLVT da day
1a dau hiéu c6 gié tri nhat trong phan biét VRTC c6 bién chimg hay khong.

* Tir khéa: Viém rudt thira cdp; Bién chimg viém rudt thiva cdap; Cit I6p vi tinh.

IMAGING CHARACTERISTICS OF COMPLICATED ACUTE
APPENDICITIS ON MULTI-SLICE COMPUTED TOMOGRAPHY

Summary

Objectives: To describe imaging characteristics of complicated acute appendicitis
and to determine the most useful findings for diagnosing complicated acute
appendicitis on MSCT. Subjects and methods: This is a descriptive cross-
sectional, prospective study. From September 2021 to August 2022, 83 patients
who presented acute abdominal pain, and were suspected with complicated acute
appendicitis clinically underwent MSCT and surgery at Military Hospital 103.

'Bénh vién Quan y 103
’Bénh vién Quén y 5
Nguoi phan hdi: Nguyén Minh Hii (email: nmhaidr@gmail.com)
Ngay nhan bai: 23/11/2022
Ngay duge chidp nhan ding: 25/12/2022
http://doi.org/10.56535/jmpm.v48il1.234
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Results: The most common finding was a focal defect in enhancing the
appendiceal wall (accounting for 37%), extraluminal air and appendicolith were
found in only one case (1.4%), abscess in 2.7%, and phlegmon in 11%.
Sensitivity and specificity for a focal defect in enhancing the appendiceal wall
were 92% and 91.7%, respectively while the remaining findings had high
specificity but low sensitivity. Conclusion: Focal defect in enhancing the
appendiceal wall is the most useful finding in differentiating complicated
acute appendicitis.

* Keywords: Acute appendicitis, Complicated appendicitis; Computed tomography.

DAT VAN DE

Viém rudt thira cdp 1a cp ciru bung
ngoai khoa thuong gip nhit [1]. O
Viét Nam, VRTC chiém 53,38% céc
truong hop md cip ctru bung tai Bénh
vién Viét Ptc [2]. Chan doan 1am sang
VRTC van luon 1a thach thic véi cac
BN khéng c6 biéu hién dién hinh va
khong phai moi BN ¢6 1am sang dién
hinh 1& VRTC. Chin doan mudn anh
huong toi diéu tri va dé lai hau qua
nang né. Siéu am 1a phuong phap chan
doéan hinh anh dugc 4p dung rong rai
dé chan doan VRTC. Tuy nhién, két
qua siéu am lai phu thudc vao nguoi
lam va khé quan sat rudt thwra trén
nhitng BN béo, chudng hoi va rudt
thira ¢ vi tri khong dién hinh. Vi nhiing
Iy do d6, cac bac si khoa cap ctru va
phau thuat vién da ting viéc st dung
CLVT 6 bung c6 tiém thudc can quang
dé hd tro chan doan VRTC cé bién
chung. Do d6, chung t61 thuc hién
nghién ctu nay nhim: M6 td ddic
diém hinh dnh cia VRTC cé bién
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churng va xac dinh ddu hiéu cé gid tri
nhat trong chan dodn bién chitng
VRTC trén CLVT da day.

POI TUQNG VA PHUONG PHAP
NGHIEN CUU

1. P6i twong nghién ciru

Gom 83 BN dugc kham 1am sang tai
Khoa Kham bé¢nh, bénh vién Quan y
103, nghi ngd VRTC c6 bién chimng,
dugc chi dinh chup CLVT da diy dé
xac dinh nguyén nhan va tim bién
ching (néu co6). Thoi gian: Tu thang
9/2021- 8/2022.

* Tiéu chudn lwa chon:

- BN dau bung cap, duoc chin doan
lam sang 1a theo ddi VRTC c6 bién
chirng.

- Tét ca BN dugc chup CLVT ving
bung chau c6 tiém thudc can quang.

- BN dugc phau thuat va lam giai
phau bénh (khi can thiét) d&é xac dinh
nguyén nhan.

- Pong ¥ tham gia nghién ctru.
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* Tiéu chuan loai trir:
- Nhiing truong hgp khong du dir
liéu dé chon vao nhém BN nghién ctru.

2. Phuong phap nghién ctru

* Thiét ké nghién ciru:

Nghién ciru mo ta cit ngang, tién
ctru. C6 doi chiéu hinh anh CLVT vaéi
két qua phiu thuat va giai phau bénh.

* Ky thudt chup CLVT chédn dodn
VRTC:

- Thuc hién trén mady CLVT 32 day
(Access, hang Philips, Ha Lan), tai
khoa Xquang chan doan, Bénh vién
Quan y 103. Thudc can quang: Tiém
thudc can quang iode khéng ion héa
(chung t6i st dung loai thudc sau:
Omnipaque 300 mgl/100 mL), liéu
1,5 mL/kg can nang, tde do bom
4 mL /giay.

- Chuan bi BN: Héi thong tin vé tién
str di ung, giai thich vé loi ich va nguy
co khi sir dung thudc can quang.

- Céc thong sd chup: Cac thong sb
chup dugc cai dat 1a 100 kVp, 183
mAs. Chup xodn 6c¢ tir vom hoanh dén
khép mu trong 1 lan nin thd theo
huéng ngang & tat ca cac thi. Po day
16p cit 5 mm. Thi dong mach: Chup
vao gidy thir 30 tinh tir thoi diém bat
dau tiém thudc. Thi tinh mach: Chup
vao gidy thir 70 tinh tir thoi diém bat
dau tiém thudc.

* Phan tich hinh anh:

- T4i tao d6 day 16p cit 1 mm. Sur
dung hinh anh tai tao da binh di¢n
MPR (multiplanar reconstruction) dé
xé4c dinh cac dic diém cua rudt thira.

- Panh gia tinh chat ngdm thudc cila
thanh ruot thira ¢ thi tinh mach.

* Tiéu chudn chan dodn VRTC trén

CLVT:

Chan doan VRTC don thuin trén
CLVT dua vao céc tiéu chuan theo tac
gia Pinto Leite [3]:

- Puong kinh ngang rudt thira > 7 mm.

- Thanh rudt thtra day > 3 mm,
ngam thudc manh sau tiém.

- Céac dau hiéu viém quanh rudt
thira: Tham nhiém m&, tu dich quanh
rudt thira, hach mac treo kich thudc
l6m, day thanh cac tang 1an can (manh
trang, quai tiéu trang, bang quang...).

Chan doan VRTC cé bién chung
trén CLVT theo cac diu hiéu cua tac
gia Horrow [4], gém:

- O khuyét thubc khu trG & thanh
rudt thura.

- Khi bén ngoai 1ong rudt thura.

- S61 phan bén ngoai long rudt thura.

- Ap xe rudt thira.

- bam quanh rudt thura.

* Cdc bién s6 nghién ciu:

- Khuyét thudc khu trG thanh rudt
thira: O khong bit thudc can quang &
thanh rudt thura [5].
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- Khi ngoai long rudt thwra dugc
dinh nghia 1a cac 6 tu khi ngoai long
ruot [6].

- Soi rudt thira nam ngoai long la
ciu tric ting dam do khong bat thude
nam ngoai 1ong rudt [6].

- Ap xe canh rudt thira: Khéi dam
do6 dich co vién ngdm thubc manh,
phan mui [4].

- Pam quénh ruét thira: Tén thuong
dam d6 md mém dang khdi & vung
h chiu phai xung quanh rudt thira
viém [5].

* Xur 1y 56 lidu:

Bang phan mém SPSS 22.0. So sanh
hai gia tri trung binh st dung Test T -
Student (hai nhom). So sanh ty 18 bang
test chi binh phuong (x%). Su khac biét
gifta cac nhom c6 ¥ nghia thong ké khi

p < 0,05. Gia tri cua céc dau hiéu trén
CLVT duogc xac dinh bang cach so
sanh véi két qua sau phiu thuat, tir d6
tinh do nhay (Se), do dac hi¢u (Sp).

KET QUA NGHIEN CUU

1. Pic diém chung cia nhém
nghién ciru

- Trong 83 BN, c6 73 BN duoc chan
doan xac dinh la VRTC va 10 BN
khong VRTC (trong d6 c6 8 BN tic
rudt, 1 BN 16ng rudt, 1 BN thung tang
rong). Trong 73 BN VRTC, c6 25 BN
c6 bién chimg.

- 73 BN VRTC gdm 42 nam (57,5%)
va 31 nir (42,5%), ty 1€ nam/nir: 1,3/1.

- Tudi trung binh cua nhém co
VRTC 1a 38,5 + 16,7 (12 - 87) tudi,
thip hon so véi nhém khéng VRT la
54,7 + 19 (20 - 84) tudi (p < 0,05).

2. Pic diém hinh anh VRTC c¢6 bién chirng trén CLVT
Bang 1: Gi4 tri cia CLVT trong chian doan VRTC c6 bién chimg.

CDXD y oA y A oA , R
Co bién chirng Khong bién chirng Tong
CLVT
Co6 bién chimg 23 4 27
Khéng bién chimg 2 44 46
Tong 25 48 73

- b6 nhay: Se =23/(23 +2) = 92%.

- b6 dac hiéu: Sp = 44/(44 + 4) =91,7%.

- b6 chinh xac: Acc = (23 +44)/(23 +2 + 44 +4) =91,8%.
- Gia tri dy bdo duong tinh: PPV = 23/(23 + 4) = 85,2%.

- Gia tri dy bdo am tinh: NPV = 44/(44 + 2) = 93,6%.
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Bang 2: Cac dau hiéu bién chimg VRTC trén CLVT.

DAu hiéu S6 BN (n) Ty 18 (%)
Khuyét thube khu tra 27 37
Khi ngoai long rudt thira 1 1,4
Soi1 ngoai long rudt thira 1 1,4
Ap xe rudt thira 2 2,7
Dam quanh rudt thura 8 11

Trong cac ddu hiéu chin doan bién chimg VRTC trén CLVT, khuyét thudc
khu trii gdp nhiéu nhét (37%).

Béang 3: Mdi lién quan cua cac dau hi¢u véi chan doan VRTC ¢6 bién chung.

PR C6 bién Khong bién
Dau hi¢u i , p
chirng chung
Khuyét thude Co 23 4 0.000
khu tra Khong 2 44 ’
Khi ngoai Co 1 0 0.163
long rudt thira | Khong 24 48 ’
S6i rudt thira Co 1 0 0.163
ngoai long Khong 24 48 ’
Ap xe rudt Co 2 0 0.047
thira Khéng 23 48 ’
béam quanh Co 7 1 0.001
rut thira Khong 18 47 ’

Céc déu hiéu gdm khuyét thudc khu tra thanh rudt thira, ap xe va dam quanh
c6 lién quan dén bién ching VRTC.
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Tt bang trén ta c6 duoc:

Bang 4: DO nhay va d§ dac hi€u cia cac dau hi€u trong chan doan bién

chung VRTC
Dau hiéu Se (%) Sp (%)
Khuyét thude 92 91,7
Khi ngoai long 4 100
Soi1 ngoai long 4 100
Ap xe 8 100
Dam quanh 28 97,9

Dau hiéu khuyét thudc khu trii ¢ gia tri nhat trong chan doan bién chimg véi

do nhay va dé dac hiéu cao.

BAN LUAN

VRTC c6 thé gap ¢ bat ct do tudi
nao, nhung thudng gip nhat & tudi tré
vi cac nang bach huyét & tudi nay phat
trién manh mé, d& giy phan tng viém
phi dai 1am tic nghén rudt thira. Theo
Doan Vian Ngoc, tudi trung binh Ia
38,5, thép nhat 12 tudi, cao nhat 84
tudi [2]. PSi véi nghién ctru & nude
ngoai, theo Balthazar, do tuéi VRTC
trung binh 13 38 tudi [7].

Trong nghién ctru ctuia ching t61, do
tudi trung binh ciia nhém BN VRTC la
38,5 tudi, BN nho nhat 12 tudi, cao
tu6i nhat 87 tudi. Tudi trung binh cia
nhom khong viém rudt thua la 54,7
tudi, cao hon nhoém viém rudt thira cé
¥ nghia thong ké voi p < 0,05. Nhu vay
tudi trung binh cua nhimg BN VRTC

84

trong nghién cuu cua ching toi tuong
tu so véi cdc nghién clru trong va
ngoai nudc.

Theo y van, VRTC gip ¢ nam nhiéu
hon nit. Trong nghién ctru, ty 1€ nam
va nit 6 nhom BN VRTC la 57,5% va
42.5%, ty 1& nam/nr 1a 1,3. Két qua
nay tuong dong véi nghién cliu cia
Balthazar voi ty 1€ & nam 1a 52% va &
nir 1a 48% [7].

Chan doan VRTC c6 bién chung
hay khong quyét dinh cach thic diéu
tri cia bac si 1am sang, phau thuat
vién. Theo Balthazar [7] ti 1€ VRTC
bién ching v& 1a 28%, theo Dodn Vin
Ngoc [2] 1a 29,7%; con trong nghién
ctru cua chung t6i thi ty 1€ nay cao hon
1a 34,2%.
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Trong nghién ctru, trén CLVT 27/73
truong hop (37%) VRTC duoc chin
doan c6 bién chimg. Trong do, dic
diém khuyét thudc khu tri thanh rudt
thira gap nhiéu nhit (27 BN chiém
37%), dam quanh gap & 8 BN (11%),
ap xe gap 2 BN (2,8%), 1 BN c6 khi va
so1 ngoai long rudt thura (1,4%). Theo
tac gia Jidapa Lamwat, ty 1¢ gdp
khuyét thudc khu tra thanh rudt thira 1a
50,2% (101/201 BN VRTC), dam
quanh gap ¢ 11/201 BN (5,5%), soi
ngoai long gap 6 BN (3%), khi ngoai
long gap ¢ 41 BN (20,4%) [5]. Trong
cac nghién ciru, ty 16 khuyét thude khu
tra thanh rudt thira cao nhét, nghién
clru ctia chiing t6i thap hon cua tac gia
Jidapa Lamwat, diéu nay c6 thé do sd
luong BN trong nghién ctru cua chung
toi it hon (73 so v6i 201 BN).

CLVT c6 thé giup phan biét chinh
x4c viém rudt thira co bién chimg va

khong bién chung. Trong nghién ciu
cua chung to61, 25/73 truong hop co
bién ching trén giai phau bénh, CLVT
chan doan dtng 23 trudong hop, chan
doan sai 4 truong hop, trong 47 truong
hop chin doan khéng bién ching,
ding 44 truong hop va sai 2 trudong
hop. Theo nghién ctlru, cac gia tri do
nhay, d§ dac hiéu va do chinh xac cua
CLVT chan doan bién chimg VRTC
lan luot la 92%, 91,7% va 91,8%.
Duéi day la mot truong hop am tinh
gia trong phat hién bién ching VRTC
trén CLVT, voi két qua phau thuat 1a
viém rudt thira mu va két qua giai phau
bénh la viém rudt thwra hoai t, do
nhitng truong hop ton thwong hoai tir
thanh nhé va sém rat kho quan sat
duoc khuyét thude thanh rudt thira trén
CLVT hay dai thé trén phiu thuat, giai
phau bénh phan tich vi thé thi dé dang
hon dé xac dinh bién ching nay.

Hinh 1: Rudt thira viém véi soi phan trong 10ng rudt thira (miii tén trng), khong

quan sat thdy cac ddu hiéu cia VRTC c6 bién ching
(BN Bing Tri D. 42 tudi, MBN:22044635).
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Trong 5 dau hiéu trén CLVT chan
doan bién chung, diu hiéu khuyét
thudc khu tra co gia tri chan doan tot
nhat [8]. Trong nghién ctru cia ching
t61, khuyét thuéc khu tra thanh rudt
thira c6 d6 nhay va do dic hiéu lan luot
12 92% va 91,7%. Cac du hiéu con lai
c6 do dac hiéu cao (97,9 - 100%)
nhung do nhay thap (4 - 28%). Theo
tac gia Tsuboi [8], ddu hiéu khuyét
thudc khu tri thanh rudt thira c6 do
nhay 95%, d6 dic hiéu 96,8% va do
chinh x4c 96,1%. Cac diu hiéu cua cac

dau hiéu con lai c6 do nhay tir 22,5 -

40%, do dac hiéu cao tir 96,2 - 100%.
Theo Sarah D. [9] khuyét thudc khu tra
c6 do nhay va do dic hiéu lan luot 1a
64% va 80%, cac dau hiéu ap xe, khi
ngoai long c6 do dac hiéu cao lan luot
99% va 98%, nhung d6 nhay thap 1a
34% va 35%. Nhu vay trong cac
nghién ciru, ddu hiéu khuyét thude khu
tra cé gia tri cao trong phan biét c6 hay
khong c6 bién chimg VRTC, diéu nay
c6 thé duoc giai thich: do day la dau
hiéu truc tiép trén rudt thira, d& danh
gia, trong khi cic ddu hiéu con lai 1a

dau hi¢u gian tiép.

Hinh 2: Ap xe rudt thira

BN Nguyén Tién D. 19 tuéi, MBN 22068583.

Trén CLVT sau tiém thudc thi tinh mach, thay hinh anh khéi chira dich ngdm

thude vién, bo khong déu (miii trén xanh), nam bén canh rudt thtra ngdm manh,

¢6 6 khuyét ngdm thudc khu tra (mili tén tring).
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KET LUAN

Nghién ctru hinh anh CLVT 83 BN
dau bung cap, theo ddi VRTC c6 bién
ching, tai Bénh vién Quan y 103 tu
9/2021 - 8/2022, ching t6i rat ra mot
sO két luan sau: Trong cac dau hiéu cua
bién ching VRTC trén CLVT, khuyét
thudc khu tra thudng gip nhat (37%),
va ciing 1a ddu hiéu co gia tri nhat
trong phan biét VRTC c6 bién ching,
v61 do nhay 92% va do dac hi¢u 91,7%.

TAI LIEU THAM KHAO

1. Pham Gia Khanh, Nguyén Vin
Xuyén, (2014). Viém rudt thira cap.
Bénh hoc ngoai khoa bung. Nha Xuét
ban Quan doi Nhan dan; 10-12.

2. Doan Van Ngoc, BPao Danh Vinh,
Lé Van Khang, (2012). Nghién ctru gia
trj chup CLVT trong chan dodn VRTC.
Dién quang Viét Nam; 10:370-375.

3. Leite N Pinto, Percira José M,
Cunha R, et al. (2004). CT evaluation
of appendicitis and its complications:

Imaging techniques and key diagnostic
findings; 185:406-417.

4. Horrow Mindy M, White
Denise S, Horrow Jay C (2003).
Differentiation of perforated from
nonperforated appendicitis at CT;

Radiology; 227(1):46-51.

5. Jamwat J, Teerasamit W,
Apisarnthanarak P, et al. (2021).
Predictive ability of CT findings in the
differentiation of complicated and
uncomplicated

retrospective

appendicitis: A
investigation of
201 patients undergone appendectomy
at initial admission. into
Imaging; 12(1):1-13.

6. Lai BMH, Chu CY, Leung BST,
et al. (2015). Appendicitis computed

Insights

tomography score: a useful tool for
predicting perforation and surgical
course of acute appendicitis. Hong
Kong J Radiol; 18(4):267-276.

7. Balthazar Emil J, Rofsky Neil M,
Zucker R (1998). Appendicitis: the
impact of computed tomography
imaging on negative appendectomy
and perforation rates. The American
Journal of Gastroenterology; 93(5):

768-771.

8. Tsuboi M, Takase K, Kaneda I,
et al (2008). Perforated and
nonperforated appendicitis: defect in
enhancing appendiceal wall-depiction
with multi-detector row CT. Radiology;
246(1):142-147.

9. Bixby Sarah D, Lucey Brian C,
Soto Jorge A, et al. (2006). Perforated
versus nonperforated acute appendicitis:

Accuracy of multidetector CT detection,
Radiology; 241(3):780-786.

87



TAP CHI Y DUQC HQC QUAN SU' SO 1 - 2023

PANH GIA KET QUA PHAU THUAT CAT TUYEN TIEN LIET NOI SOI
QUA NIEU PAO PIEU TRI BENH TANG SAN LANH TiNH
TUYEN TIEN LIET TAI BENH VIEN PA KHOA XANH PON

Nguyén Minh An', Ng6 Trung Kién’, Bui Hoang Théo’

Tém tit

Muc tiéu: Panh gia két qua xa sau phau thuat cét u phi dai lanh tinh tuyén tién
li¢t (UPDLTTTL) ndi soi tai Bénh vién Pa khoa Xanh Poén. Doi twong va
phwong phdp: Nghién ctru md ta cit ngang trén 98 bénh nhan (BN) tudi trung
binh 75,5 + 3,62, cao nhat 95 tudi, thip nhat 55 tudi. Bang diém ISPP trudc phau
thuat: 27,3 + 2,8; Bang diém chit luong cudc sdng (CLCS) trudc phiu thuit:
5,2 + 0,7; Chi s6 IIEF truéc phau thuat: 17,8 + 5.8; Két qud: Bién chimg sau
ph5u thuat: Hep ni¢u dao 3,1%; dai ri tam thoi 3,1%; xuét tinh nguoc dong 4,1%;
Diém IPSS trung binh sau mé 1 thang, 6 thang va 12 thang lan luot 1a 7,6 + 3,3;
5,1 +2,1 va 4,6 + 1,8; Piém CLCS trung binh sau md 1 thang, 6 thang va 12
thang lan lugt 1a: 1,4 £ 0,7; 0,88 + 0,5 va 0,8 + 0,4; Chi s6 IIEF trung binh sau
mod 1 thang, 6 thang va 12 thang lan luot 14 12,18 + 5,8; 12,51 + 7,11 va 12,9 +
7,1. Két lugn: Phau thuat noi soi diéu tri UPDLTTTL la phuong phép an toan,
hiéu qua, cai thi¢n CLCS cua BN.

* Tir khéa: U phi dai lanh tinh tuyén tién liét; Réi loan cwong dwong;
Thang diém IPSS; Chi sé IIEF; Cdt dot néi soi tuyén tién liét qua ngd niéu dao.

LONG TERM RESULT AFTER LAPAROSCOPY TRANSURETHRAL
RESECTION OF BENIGN PROSTATIC HYPERPLASIA PATIENT AT
SAINT PAUL HOSPITAL

Summary

Objectives: To evaluate the long term result after laparoscopy transurethral
resection of benign prostatic hyperplasia patiens at Saint Paul General Hospital.

"Trudng Cao ding Y té Ha Noi
’Bénh vién Pa khoa Xanh Péon
Nguwoi phan hdi: Nguyén Minh An (Dr_minhan413@yahoo.com)
Ngay nhan bai: 27/9/2022
Ngay dwge chip nhan ding: 10/10/2022
http://doi.org/10.56535/jmpm.v48i1.237
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Subjects and methods: A cross-sectional description study on 98 patients. The
mean age was 75.5 = 3.62 years old, the highest age was 95 years old, the lowest
age was 55 years old. The preoperative ISPP score was 27.3 £ 2.8; the
preoperative QoL score was 5.2 £ 0.7; the preoperative IIEF score was 17.8 +
5.8; Results: Postoperative complications: Urethral stricture 3.1%, temporary
peeing 3.1%, retrograde ejaculation 4.1%; Average IPSS 1 month, 6 months and
12 months, respectively: 7.6 + 3.3; 5.1 + 2.1 and 4.6 = 1.8; Average Qol after
surgery 1 month, 6 months and 12 months, respectively were 1.4 £ 0.7; 0.88 +
0.5 and 0.8 + 0.4; the average IIEF after surgery 1 month, 6 months and 12
months, respectively were 12.18 £ 5.8; 12.51 £ 7.11 and 12.9 + 7.1. Conclusion:
Laparoscopic surgery for benign prostatic hypertrophy is a safe and effective
method to improve the quality of life of patients.

*  Keywords: Benign Prostatic Hyperplasia, Erectile dysfunction;
International Prostate Symptom Score; Transurethral Resection of the Prostate;
International Index of Erectile Function.

PAT VAN PE CLCS cta BN so véi trude phau thuat
UPDLTTTL hay con goi ting san UPPLTTTL, chua cd nl}iéu’ dé tai tai
Viét Nam nghién ctru vé van dé nay.
Véi cac 1y do trén va dé c6 nhitng luan
ctr khoa hoc vé két qua CLCS cua
phuong phap diéu tri nay, chung toi
tién hanh nghién ctu dé tai nham:

lanh tinh tuyén tién liét 12 mot bénh
phod bién & cic nudc phat trien, tudi
cang cao ty I¢ bénh cang tang. Khi
bénh phat trién ¢6 roi loan tiéu tién, sé
anh huong nhiéu dén CLCS, trdm
trong hon c6 thé dan dén bi dai, suy
than, nhiém khuan niéu... [1]. Phiu .
thuat ndi soi c&t UPDLTTTL duge /Méu dao dicu tri tang san lanh tinh
thuc hién trén thé gi6i tir nhitng nam  Wyén tien liét i tai Bénh vién Pa
1910 [1, 2]. Tai Viét Nam, phuong Khoa Xanh Pon.

phap nay dén nay duoc ap dung hau
hét cac bénh vién trén toan quéc. Viéc
danh gia két qua diéu tri UPPLTTTL
bé“mg cat d6t ndi soi dd duoc thuc hién
& nhidu bénh vién. Tuy nhién, @& danh 98 BN UPDLTTTL duoc didu tri
gia toan dién vé két qua didu tri sau bang phiu thuat ndi soi tai Khoa Phiu
phau thuat, sy cai thién triéu chimg chu  thuét Tiét niéu - Bénh vién Pa khoa
quan cling nhu danh gia su cai thién Xanh Pon tir thang 6/2021 - 02/2022.

Pdnh gia két qua sau theo déi phdu
thudt cat tuyén tien liét néi soi qua

POI TUQNG VA PHUONG PHAP
NGHIEN CUU

1. Poi twong nghién ciru

&9



TAP CHI Y DUQC HQC QUAN SU' SO 1 - 2023

* Tiéu chuan lwa chon:

- BN dugc chan doan UPPLTTTL.

- BN dugc diéu tri bang phau thuat
cat dot noi soi.

- Hd so bénh an diy du thong tin,

hop €.
* Tiéu chuan loai trir:
- UPBLTTTL di kém véi1 cac

nguyén nhan khic gdy tic nghén
duong tiét niéu dudi (hep niéu dao, u
bang quang sét c6 bang quang, hep bao
quy dau...).

- UPDLTTTL téi phat sau can thiép
ngoai khoa hoic it xam lan.

- Hd so bénh an thiéu thong tin
hop 1¢€.

2. Phuwong phap nghién ciru

* Thiét ké nghién ciru: Nghién ctru
mo ta cit ngang, khong d6i ching.

* C& mau nghién ciru: Puge xac
dinh theo phuong phap thuan tién 1a tat
ca cac BN dam bao du cac tiéu chuan

trong thoi gian nghién ctru.

* Cac chi tiéu nghién cuu:

- Panh gia mic d6 rdi loan tiéu tién
qua thang diém quéc té triéu ching
tuyén tién liét - IPSS (International
Prostate Symptom Score).

- Panh gia sy anh hudng cua rdi
loan tiéu tién 1én CLCS cua BN dua
trén thang diém:

+ Tir 0 dén 2: Mirc d6 anh huéng nhe.

+ Tur 3 dén 4: Mtc d6 anh hudng
trung binh.

+ Tur 5 dén 6: Mtrc d0 anh hudng
nang.

- Banh gid chuc nang cuong duong
qua chi sb IIEF (International Index of
Erectile Function). Phan loai muc do
1oi loan cwong duong theo cic muc
tong diém sau:

- Bién ching sau mo6: Chay mau sau
md, hoi chirng ndi soi, nhiém khuén, bi
dai céip, dai ri sau md, hep niéu dao:
Sau rut sonde dai rat kho khan, phai

nong ni¢u dao, Diém IPSS, QoL.

- Panh gia su cai thién IPSS sau phau thuat tir 6 - 12 thang:

+ Diém trung binh IPSS tai cac thoi diém nghién ciru.

+ Ty 18 (%) gidm IPSS:

%IPSS

. IPSS‘UU&C PT — IPSSsau PT

cai thién —

* 1009%

oo .
IP”thurl:ﬂc FT

+ Panh gia hiéu qua diéu tri theo ty 18 IPSSupt/ IPSSiusert-
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- Panh gia sy cai thién diém QoL sau phau thuit tir 6 - 12 thang:
+ Piém QoL trung binh tai cac thoi diém nghién ctru.
+ Tinh ty 1€ (%) gidm QoL:

Qﬂ]—‘truc’:-'c PT — Qﬂ]—‘sau PT

%QoLc3 thign = QoL % 100%
rircec PT

+ DPénh giad hi¢u qua dicu tri theo hi€u s6 QoL ysept - QOLgaupt-

- Panh gia chic ning cuong duong qua chi s6 IIEF thoi diém 6 thang va 12
thang sau phau thuat.

- bBanh gia ty 1€ bién ching xa sau phau thuat: Hep ni¢u dao sau phau thuat,
tieu khong kiém soat, xuat tinh nguoc dong.

* Thu thdp va xir Iy s6 liéu:

- S6 liéu dugc thu thap tir bénh &n, qua hoi bénh va phéng van tur xa.

- Quan ly s0 liéu bang phan mém Excel 2011.

- Xu ly s0 liéu bang phan mém SPSS 20.0.

KET QUA NGHIEN CUU

1. Pic diém chung

- Tubi trung binh 75,5 + 3,62, cao nhét 95 tudi, thip nhat 55 tudi.

- Thoi gian mac bénh trung binh: 31,08 £ 6,62 thang.

- Trong luong u tuyén tién liét trung binh 64,2 £ 11,6 gram.

- Bang diém ISPP trudc phau thuat 1a: 27,3 + 2,8.

- Bang diém CLCS tru6c phau thuat 1a: 5,2 + 0,7.

- Bang diém IIEF trudc phau thuat la: 17,8 + 5,8.

Bang 1: Bién ching trong vong 1 thang ké tir khi ra vién.

Bién chirng S6 BN (n) Ty 18 (%)
Hep niéu dao mang 3 3,1
bai ri tam thoi 3 3,1
Xuat tinh nguoc dong 4 4,1
Téng 10 10,2
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Bang 2: Ty 18 cai thién trung binh cua IPSS tai cac thoi diém sau phiu thuét so
véi trude phau thuat.

o Sé BN ‘ Ty 1€ cai fhl@ll
Thoi diém IPSS trung binh | trung binh p
(n)
(Y0)

Trude phau thuat 98 273+29

Sau phau thuat 1 thang 90 7,6+3.3 72,1+11,6

Sau phau thuat 6 thang 73 5,1+2,1 81,2 £8,1 0,0001
Sau ph?lu thuat 12 thang 44 4,6+ 1,8 83,3+64

So sanh theo tirng cip giita IPSS trung binh trudc phiu thuat lan luot voi IPSS
trung binh tai cac thoi diém sau phau thuat, cing s6 BN twong tGng. Diém IPSS
trung binh tai cac thoi diém sau phau thuat 1 - 6 - 12 thang lan luot 14 7,6 - 5,1 -
4,6 thap hon 13 rét so voi IPSS trung binh trude phiu thuat (27,3) c6 ¥ nghia
thong ké véi p < 0,01; véi ty 1é cai thién IPSS trung binh lan luot 1a 72,1% -
81,2% - 83,3%.

Bang 3: So sanh mirc d6 diém CLCS trudc va sau phau thuat.

Truéce phiu |Sau phiu thuit [Sau phiu thuit| Sau phiu
i thuat 1 thang 6 thang thuat 12 thang
Piém CLCS — - - -
SoBN | Tyl¢ | SOBN | Tylé |SoBN | Tylé |So BN | Ty lé
m R M | %) | m | %) | @ | (%)
0 - 2 (nhe) 0 0 83 92,2 73 100 44 100
3 -4 (vura) 23 23,5 7 7,8 0 0 0 0
5 - 6 (nang) 75 76,5 0 0 0 0 0 0
Tong 98 100 90 100 73 100 44 100

Trude phau thuat, 76,5% BN ¢6 CLCS ¢ murc dd ning va 23,5% BN c6 CLCS
& mirc d6 vira. Sau phau thuat, khong c6 BN nao CLCS ¢ muc d6 ning. Ty 1é BN
¢6 diém CLCS mirc do nhe/vira sau 1 thang 1a 92,2% va 7,8%; sau 6 thang va sau
1 nam 100% BN c6 CLCS ¢ murc do nhe.
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Bang 4: Ty 18 cai thién trung binh cua CLCS tai cac thoi diém sau phau thuét

so v4i trude phau thuat.

o S6 BN . Ty 1§ ci thi¢n
Thoi diem QoL trung binh . p
(n) trung binh (%)
Tru6e phau thuat 98 52+0,7
Sau phau thuat 1 thang | 90 1,4+0,7 72,8 £14,3
Sau ph?lu thuat 6 thang 73 0,88 +£0,5 82.4+11,3 0,0001
Sau phiu thuat 12 thang| 44 0,8+ 0,4 84,3 £ 8,4

So sanh theo timg cdp gitta CLCS trung binh truc phiu thuét 1an luot véi
CLCS trung binh ¢ cac thoi diém sau phau thuat, ciing sé BN twong tGng. Diém
CLCS trung binh tai cic thoi diém sau phau thuat 1 - 6 - 12 thang lan luot 1a 1,4 -
0,88 - 0,8 thap hon rd rét so voi diém CLCS trung binh trude phiu thuat (5,2), su
khac biét co ¥ nghia théng ké voi p < 0,01. Ty 18 cai thién CLCS trung binh 1an
lugt 1a 72,8% - 82,4% - 84,3%.

Bang 5: Muc d6 rbi loan cuong duong theo thang diém IIEF.

Thoi diém S6 BN (n) | Diém IIEF trung binh p
Trude phau thuat 55 17,8 +5,8
Sau phau thuat 1 thang 55 12,18 + 6,4 0,021
Sau phau thuat 6 thang 53 12,51 + 7,11 0,12
Sau phau thuat 12 thang 40 12,9+ 7,1 0,14

Piém trung binh IIEF cua BN trudc diéu tri 1a 17,8 + 5,8 diém, két qua sau
diéu tri 1 thang 1 12,18 + 6,4, su khac biét c¢6 ¥ nghia thong ké véi p = 0,021.
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BAN LUAN

Muc dich cta viée diéu tri
UPDLTTTL la tra lai chtic ning di tiéu
binh thuong cho BN. Diéu nay duogc
danh gia dya vao sy cai thién triéu
chtng sau phau thuat, bao gdm sy cai
thién triéu chirng chu quan dugc danh
gia dya vao thang diém IPSS cua To
chitc Y té Thé gid1 va sy cai thién tri¢u
chung khach quan dugc danh gia chu
yéu dwa vao cung luong nudc tiéu
trung binh va tdi da.

Theo tong két ctia EAU nam 1997,
su cai thién tri€u chung sau phﬁu thuat
la rat som. 90% BN cai thién triéu
ching sau 1 thang, su cai thi¢n dat
mirc ti da 12 sau 3 thang [1, 3].

1. Cai thién triéu chirng chi quan

Két qua nghién ciru cho thdy, cai
thién IPSS khéc nhau gifra cac nghién
ciru. Muc do cai thién thap nhét 1a
trong nghién ctru cuia Robert G. tai thoi
diém sau 1 thang (40%), va cao nhat 1a
nghién cuu cua Ahmad M. (sau 3
thang) 1a 89% [2, 7]. Su cai thién IPSS
c6 xu hudng tang lén theo thoi gian,
hau hét cac nghién ctru déu cho thay ty
1 cai thién IPSS cao nhit dat duoc
thuong ¢ thoi diém 3 thang hodc 6
thang sau phau thuat. Nghién ctru nay
cling phu hop vé6i két qua cua cac tac
gia khac: Sau 1 thang, ty 1€ cai thién
IPSS 14 72,1% va 6n dinh sau 6 thang -
12 thang véi ty 1¢ 1an lugt 1a 81,2% va
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83,3%, diém IPSS trung binh tai cic
thoi diém sau phau thuat khac biét c6 ¥
nghia thong ké so voi diém IPSS trung
binh truéc phau thuat. Trudc phau
thuat 100% cac BN co6 IPSS ¢ muc do
ning; sau phau thuat, khong co trudng
hop nao IPSS con & muc d) nang; ty 1¢
BN c6 diém IPSS muc do vira va nhe
sau 1 - 6 - 12 thang twong Gng 1an luot
la 49% - 51% - 13,7% va 86,3% -
6,8% - 93,2%.

Nhu vay, cé thé nhan dinh rr?mg su
cai thién diém IPSS dat ty 1& cao nhat
va 6n dinh sau 3 thang. Diéu nay ciing
hop 1y vi héc tuyén tién liét can 4 - 8
tudn sau phau thuit moéi cé thé duoc
biéu mé phu hoan toan. Trong khoang
thoi gian trén, BN van c6 thé con mot
sd tridu chimg kho chiu nhu dai bubt,
dai rat. Sau do, néu khong co dién bién
bat thuong, tinh trang tiéu tién s& dan
thong thoang va thoai mai.

2. Cai thién vé diém CLCS

Piém CLCS it dugc cac tac gia quan
tam hon so voi diém IPSS trong déanh
gia hiéu qua diéu tri. C6 18 1a vi diém
CLCS duogc danh gid chi voi mot cau
hoi duy nhat, hoan toan phu thudc va
cam xuc, tam ly cua BN. Tuy vay,
huéng dan cta cac Hoi Niéu khoa trén
thé giéi va cia Viét Nam (VUNA),
ciing nhu theo ICBPH 5™ déu coi
CLCS 1a mét chi s quan trong dé
danh gia mirc do bénh va hi¢u qua diéu
tri sau ph?lu thuat [1, 3, 7].
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DPiém CLCS trung binh truéc phau
thuat ctia nghién ctru nay 1a 5,2; trong
do 76,5% & mac do nang. Nhu vay,
tinh trang roi loan tiéu tién dd anh
huong ning né t6i CLCS cua cac BN
trong nghién ctru.

Két qua nghién ctru cho thdy CLCS
cua BN sau phéu thuat cai thién ro rét.
Sau phau thuat 1 thang, khong c6 BN
nao c6 diém CLCS ¢ mic do ning;
murc d§ vira va nhe 1an luot 13 6,9% va
93,1%; sau 6 thang va sau 1 nam,
100% BN c6 diém CLCS mitc do nhe.

3. Tinh trang réi loan cwong dwong
sau phiu thuat

Réi loan cwong dwong sau diéu tri 13
tinh trang c6 thé gip trong cic can
thiép ngoai khoa diéu tri ting sinh lanh
tinh tuyén tién liét. C6 nhiéu yéu to
lién quan dén rdi loan cuong duong
nhu: Tudi, tinh trang bénh tat trong do
ban than cac rdi loan tiéu tién trong
bénh ting sinh lanh tinh tuyén tién liét
cling gay nén réi loan cuong duong,
sang chin tdm 1y sau cac thu thuat can
thiép ngoai khoa diéu trj ting sinh lanh
tinh tuyén tién liét.

Cac BN duoc danh gia roi loan
cuong duong bang bang diém quéc té
roi loan cuong duong IIEF-5 tai cac
thoi diém trudc diéu tri, sau 1 thang -
6 thang - 12 thang. Két qua nghién ctru
trude diéu tri diém trung binh thang
diém IIEF-5 13 17,8 + 5,8; sau 1 thang:
12,18 + 6,4; sau 6 thang: 12,51 + 7,11;

sau 12 thang: 12,9 = 7,01. Sau diéu tri
1 thang, diém sd trung binh bang diém
IIEF-5 giam nhe, c6 y nghia thong ké
v6i p < 0,05. Sau 6 thang va 12 thang,
sy thay d6i diém sd trung binh bang
diém IIEF-5 khong c6 ¥ nghia thong ké
voip > 0,05.

Phan tich nhém rdi loan cuong
dwong nhe va khong bi rdi loan cuong
duong theo két qua nghién ctru trude
diéu tri ¢6 29/55 BN trong nhém nay,
diém so thang diém IIEF-5 14 19,25 +
1,61; sau 1 thang: 17,09 £ 1,41; sau 6
thang: 17,38 + 1,76; sau 12 thang
17,43 + 1,58. Sau diéu tri 1 thang diém
sO trung binh thang diém IIEF-5 giam
nhe, c6 ¥ nghia théng ké véi p < 0,05.
Sau 6 thang va 12 thang, sy thay doi
diém sd trung binh bang diém IIEF-5
ctia nhém nay khong c6 y nghia thong
ké v6i p > 0,05.

Nghién ctu cia Chen Q va CS
(2015) thi su thay d6i bang diém IIEF-
5 1a twong duong (diém trudc diéu tri:
11 + 6,5, sau diéu tri 1 thang: 10 + 4,
sau diéu trj 3 thang: 10 + 4, sau diéu tri
6 thang: 12 £+ 3, sau diéu tri 12 thang:
13 +2)[3].

4. Bién chirng xa sau phiu thuat

* Hep niéu dao:

Bién chtng hep niéu dao sau phau
thuat gap kha thuong xuyén trong céc
nghién ctru, véi ty 1€ tir 0,9 - 7,5%. Vi
tri hep thuong gdp & ni¢u dao hanh,
thoi diém phat hién ciing rat khac nhau.
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Nghién ctru ctia Botto H. (2001) c6
2 BN hep ni¢u dao hanh phat hién 1
thang sau phau thuat va dugc diéu tri
béng ndi soi x¢ niéu dao [4]; Kaya C.
(2007) c6 1 BN hep ni¢u dao hanh sau
3 ndm theo doi va Nuhoglu B. (2011)
c6 1 BN hep niéu dao sau 3 thang cling
diéu tri hep ni¢u dao bﬁng nodi soi x¢
ni¢u dao [5].

Nghién ctru cua Otsuki H. gap 8 BN
hep niéu dao (7,5%; bao gdm 4 BN
hep miéng sédo, 3 BN ni¢u dao hanh va
1 BN ¢ ni€éu dao duong vat, phat hi¢n
sau 1 thang dén sau 4 thang, diéu tri
bang nong niéu dao) [6].

Két qua nghién ctru cua chung toi
gap 3 BN hep ni¢u dao mang, trong do
c6 2 BN phat hi¢n sau 1 thang va dugc
nong niéu dao, BN con lai phat hién
sau 11 thang, duogc ndi soi x¢é ni€u dao.

* Dai ri tam thoi.:

Dai ri 1a mot bién chung t¢ hai nhat
ctia phau thuat noi soi. No lam anh
huong rat 16n t6i cude sdng sinh hoat
va lao dong cua BN. Nguyén nhan cua
hién tugng nay do co thit van hoat
dong chua hiéu qua sau khi rat sonde,
BN bi ri nude tiéu khi van dong va dac
biét 1a khi ging suc. Két qua nghién
ctru ctia chung tdi cho thdy ¢6 3 BN ¢6
bicu hién dai ri tam thoi & thoi diém
theo ddi sau phau thuat 6 thang (3,1%).

DPé dé& phong bién chimg nay, can
phai hét strc than trong khi cit va dbt
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cdm mau xung quanh u ndi. Tuyét doi
ton trong gidi han dudi cua qua trinh
cat dot, do 1a u nai. Pbi véi mot co sd
c6 nhiéu phiu thuat vién, chi nén két
thiic cudc phau thudt bang cic phiu
thuat vién da co6 kinh nghiém.

Hién nay, cach xir tri bién chung dai
ri vAn con rat nan giai. Trén thé gidi,
viéc st dung co thit nhan tao dang
dugc tng dung rong rai dé diéu tri céc
loai dai ri sau phiu thuit u tuyén tién
ligt. Cac bién phap khadc nhu bom
Silicon it c6 gia tri. Dbi voi cac BN
con sot u, thi phai tién hanh cit lai, dic
biét phai chdng nhiém khuan that t6t
cho BN.

* Xudt tinh nguoc dong:

Xuat tinh ngugc 13 tinh trang rdi
loan xuat tinh ma trong qua trinh giao
hop binh thuong khi dat cuc khoai,
tinh dich thay vi dugc phong ra bén
ngoai co quan sinh duc nam, thi lai
xudt nguoc vao bén trong bang quang,
sau do di ra bén ngoai theo con dudong
nuéc tiéu. Sau khi giao hop, di tiéu
théy nude tiéu co 1an nhitng lon con
mau tring duc.

Nguyén nhan gdy xuit tinh nguoc 1a
do t6n thuong cic soi than kinh giao
cam trung gian ving c6 bang quang va
co that tuyén tién liét, khién cho céc co
vong ¢ ving nay bi mat kha ning co
that, ddy 1a mot bién chimg thuong gip
sau phau thuét cit UPPLTTTL.
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Két qua nghién ctru cho thy co 4
BN sau phiu thuat dugc phong van ghi
nhan c6 bién chimg xuét tinh ngugc
dong, day 1a nhiing BN con nhu cau
quan hé tinh dyc, c6 biéu hién xuat tinh
nguoc dong da di kham va duoc chin
doan tai cac trung tdm nam khoa.

KET LUAN

Panh gia két qua xa cua 98 BN
duoc phiu thuat cit UPPLTTTL noi
soi cho thdy bién ching sau phau
thuat: Hep niéu dao 3,1%, dai ri tam
thoi 3,1%, xuat tinh nguoc dong 4,1%;
Diém IPSS trung binh sau mo 1 thang,
6 thang va 12 thang lan luot 1a: 7,6 +
33; 51 =21 va46=1,8; Chisd
CLCS trung binh sau md 1 thang, 6
thang va 12 thang lan luot la: 1,4 +
0,7; 0,88 + 0,5 va 0,8 + 0,4; Diém IIEF
trung binh sau md 1 thang, 6 thang va
12 thang lan luot la: 12,18 + 5.8;
12,51 7,11 va 12,9+ 7,1.
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EVALUATION OF MEMBRANE AND SOLUBLE PD-L1
EXPRESSION IN ADVANCED-STAGE NON-SMALL
CELL LUNG CANCER PATIENTS

Pham Thi Kim Nhung', Ta Ba Thang', Do Quyet’
Dao Ngoc Bang', Nguyen Thanh Tung', Dong Phu Cau’

Summary

Objectives: To evaluate membrane and soluble PD-L1 expression in
advanced-stage non-small cell lung cancer (NSCLC) patients. Subjects and
methods: A prospective, cross-sectional study on 50 advanced-stage NSCLC
patients treated at the Respiratory Center, Military Hospital 103 from January to
September 2019; the control group consists of 30 normal people who had
personal periodic health examination at the Outpatient Department, Military
Hospital 103. Membrane PD-L1 (mPD-L1) expression assay was carried out
applying immunohistochemistry on cancer tissue samples, using PD-L1 73 - 10
antibody. The serum level of soluble PD-L1 (sPD-L1) was measured using the
ELISA technique. Results: 62% of lung cancer tissue samples were positive for
mPD-L1 (TPS > 1%), of which 51.6% were highly positive and 48.4% low
positive. The concentration of sPD-L1 in NSCLC group was significantly higher
than that of the control group (2.11 + 1.48 and 0.73 + 0.57 ng/mL; p < 0.001).
sPD-L1 concentration in the mPD-L1 negative group (1.61 = 1.37 ng/mL) was
statistically significantly lower than that in the mPD-L1 positive group
(2.42 = 1.49 ng/mL) (p = 0.03). At the cut-off value of 1.815 ng/mL, sPD-L1 had
a diagnostic value for mPD-L1 positive with a sensitivity of 65% and specificity
of 68%, area under the curve was 0.678 (95% CI: 0.521 - 0.835; p = 0.036).
Conclusion: The rate of mPD-L1 positive expression in NSCLC tissue was 62%.
The concentration of sPD-L1 in NSCLC patients was significantly higher than
that in the control group. No significant relationship was found between the two
forms of PD-L1 expression.

* Keywords: Non-small cell lung cancer (NSCLC); Membrane-bound programmed
death ligand - 1 (mPD-L1); Soluble programmed death ligand - 1 (sPD-L1).
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INTRODUCTION

Lung cancer is one of the leading
malignant diseases with high incidence,
high mortality, and poor prognosis in
the world. According to the statistics
of the World Health Organization,
cancer was the leading cause of death
worldwide, accounting for nearly 10
million deaths in 2020, or nearly one in
six deaths, in which death from lung
cancer ranked first with 1.8 million
cases. Many studies showed that more
than two-thirds of lung cancer patients
were diagnosed when the disease was
at the late stage. PD-1/PD-L1 targeted
treatment is a novel immunotherapy
that has been proven effective in
NSCLC patients. PD-L1 (programmed
death type 1
transmembrane protein, belonging to
the B7 ligand family, that binds to the
PD-1 receptor - expressed on the

ligand - 1) is a

surface of activated T lymphocytes.
The interaction of the PD-1 and PD-L1
transmits an immunosuppressive signal
to the T

“Inactivated”

cells, resulting in an
state of the T cells.
Among the ligands of the B7 family,
PD-L1 is the most studied in NSCLC.
Many studies and clinical trials have
demonstrated that PD-L1 expression
in tumor tissue was an important key
for selecting PD-1/PD-LI
checkpoint inhibitor therapy.

immune

There are two forms of PD-LI:
Membrane-bound PD-L1 (mPD-LT),
mainly determined on tumor cell
membranes, and soluble PD-L1
(sPD-L1) found in peripheral blood.
Many studies have demonstrated that
high mPD-L1 expression in tumor
tissue is associated with a short
survival time in cancer patients [1, 2].
Similarly, it suggested that
sPD-L1 in peripheral blood could also
bind to the PD-1 receptor on T cells,
reducing the antitumor activity of T
cells. Therefore, our study was conducted
with the following objectives: To

was

evaluate membrane and soluble PD-L1
expression in advanced-stage non-small
cell lung cancer patients.

SUBJECTS AND METHODS
1. Subjects
The patient group was 50 advanced-
stage lung
treated at Military Hospital 103 from
January to September 2019.

non-small cell cancer

* Selection criteria: Patients who
were confirmed diagnosed with
NSCLC by histopathology and
immunohistochemistry assay agreed to
participate in the study.

* Exclusion criteria: Patients who
had been treated, had autoimmune
diseases, immunodeficiency, co-morbidity
with other organ cancers, and used
immunosuppressive drugs or
corticosteroids within 1 month.

99



JOURNAL OF MILITARY PHARMACO - MEDICINE N1 - 2023

The control consists of

group
30 normal people who had personal
periodic health examinations at the
Outpatient Military
Hospital 103.

2. Methods

* Study design:

Department,

A prospective,
descriptive study.

PD-L1
conducted on cancer tissue samples
applying immunohistochemistry
technique using PD-L1 antibody 73 - 10.
The results were calculated by the Tumor
Proportion Score (TPS), which is the
percentage of tumor cells that picked

Membrane assay  was

up color after being stained. mPD-L1
was positive if  TPS > 1%, negative if
TPS < 1%, high postive if TPS > 50%
and low postivive if TPS < 50%.

Soluble PD-L1 expression was
measured on serum samples separated
from peripheral blood samples,
based on the ELISA method,
using SEA788HU Enzyme-Linked
Immunosorbent Assay (ELISA) Kit
For Programmed Cell Death Protein 1
Ligand (PDL1), Lot 1190410338 and
Lot L210517534, from Cloud-Clone
Corp. The measurement unit is ng/mL.

Using the 7th TNM classification
for lung cancer staging.

* Data processing: The data were
analyzed using IBM SPSS Statistics
28.0.
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RESULTS

* General characteristics of the
study group:

Our study was conducted on 50
NSCLC patients and 30 normal people
with average ages of 67.14 + 13.08 and
61.23 + 15.85, respectively; the male
and female ratio is 38/12 and 14/16,
respectively.

There were 39/50 cancer patients
(78%) diagnosed with stage I'V according
to the 7th TNM classification. The
predominant histopathological type
was adenocarcinoma (68%). EGFR
mutation test was performed in 29/50
samples (58%). The mutation rate was
9/29 (31.03%), of which 3 mutation
sites were exon 18 (1/9), 19 (6/9), and
exon 21 (2/9).

Table 1: Characteristics of disease
stage, histopathology, and EGFR

mutation.

Characteristics n (%)
Stage:
111B 11 (22)
v 39 (78)
Histopathology:
Adenocarcinoma 34 (68)
Squamous cell 12 (24)
Adenosquamous cell 4 (8)
EGFR mutation 9/29 (31.03)
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* Membrane PD-L1 expression:

An immunohistochemistry assay was performed on the tumor tissues of 50
NSCLC patients to determine the level of membrane PD-L1 expression. The
result showed that 19/50 samples (38%) were negative with TPS < 1%; 31/50
samples (62%) were positive (TPS > 1%). The degree of positivity was
calculated by TPS, of which 16/31 (51.6%) showed high positivity (> 50%) and
15/31 (48.4%) showed low positivity (< 50 %).

* Soluble PD-L1 expression:

Table 2: Comparison of mean sPD-L1 concentration between 2 study groups.

NSCLC Control group
Number (n) 50 30
X £ SD (ng/mL) 2.11+£1.48 0.73 £0.57
Min - max 0.24 - 5.56 0.25-2.48
p p <0.001

sPD-L1 concentration in NSCLC group was 2.11 £ 1.48 ng/mL (minimum
0.24; maximum 5.56 ng/mL), significantly higher than that in the control group
(0.73 £ 0.57 ng/mL) (p < 0.001).

* The relationship between the membrane and soluble PD-L1:

Table 3: Comparison of mean sPD-L1 concentration by subgroup mPD-L1.

Mean sPD-L1 concentration
mPD-L1 Number (Rate) (ng/mL) p
Positive 31/50 (62%) 2.42 +1.49
Negative 19/50 (38%) 1.61+1.37 003
High positive | 16/31 (51.61%) 2.23+1.41
Low positive | 15/31 (48.39%) 2.61 £ 1.59 023

sPD-L1 concentration in the mPD-L1 positive group (2.42 + 1.49 ng/mL) was
significantly higher than in the mPD-L1 negative group (1.61 + 1.37 ng/mL) (p = 0.03).
However, there was no significant difference in sPD-L1 value between the high
and low mPD-L1 positive group (2.23 £ 1.41 vs. 2.61 £ 1.59; p=0.23).
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There was no significant correlation between sPD-L1 and mPD-L1 (r = 0,085;
p = 0,559). Figure 1 shows a scatter plot of sSPD-L1 and mPD-LI1.
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Figure 1: Scatter plot of sPD-L1 and mPD-L1.
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Figure 2: ROC analysis of the diagnostic value of sPD-L1 for
mPD-L1 expression status.

ROC analysis showed that: At the cut-off value of 1.815 ng/mL, sPD-L1 had a
diagnostic value for mPD-L1 positive with a sensitivity of 65% and specificity of
68%, area under the curve was 0.678 (95% CI: 0.521 - 0.835; p = 0.036). sPD-L1
had poor value in determining mPD-L1 expression status.
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DISCUSSION

* Membrane PD-LI expression on
tumor tissue:

Among the 50 studied patients,
mPD-L1 expression was positive in
31/50 tissue samples (62%). The high
and low mPD-L1 expression rates
(= 50% and < 50%) were 15/31 (48.4%)
and 16/31 (51.6%), respectively.

The rate of mPD-L1 positive fluctuated
depending on the studies, objectives
and the type of PD-L1 antibody used
in the immunohistochemistry technique.
In a series of CheckMate clinical trials,
the PD-L1 antibody was 28-8. Clinical
CheckMate 057 -
randomized, open-label, multinational

trial phase 3,
trial in non-squamous NSCLC patients
progressed during or after platinum-
based chemotherapy, comparing the
efficacy of Nivolumab with Docetaxel,
the mPD-L1 positive rate was 455/582
(78%) [3]. The CheckMate 017 trial
compared the efficacy of Nivolumab
with Docetaxel in patients with stage
B or IV squamous cell lung cancer
progressed after first-line platinum-
based chemotherapy, the mPD-L1
positive rate was 225/272 (83%) [4].
This rate was 70% in the CheckMate
012 trial [5].

The TPS was evaluated by consensus
with two thresholds, TPS > 1% (positive)
and TPS < 1% (negative), despite using

different PD-L1 monoclonal antibodies.
It was divided into two subgroups in a
positive group with cut-off points
> 50% and < 50%. In CheckMate 057
and CheckMate 017 trials, with a large
number of enrolled patients, the
authors also analyzed mPD-L1 TPS
with some smaller cut-off points, such
as > 5% and < 5%; > 10% and < 10%
[3, 4]. Our study used the PD-LI1
antibody 73 - 10, which was the same
antibody used in the JAVELIN Lung
100 and JAVELIN Lung 200 clinical
trials with the mPD-L1 positive rate
was 56.4% and 66%, respectively. The
rates were also quite similar and tended
to be high as approximately 60%.
Currently, immunotherapy targeting
PD-1/PD-L1 pathway is one of the new
and effective approaches in NSCLC
treatment. In Vietnam, the immune
PD-1/PD-L1
has been approved by the Ministry
of Health for NSCLC
Therefore, mPD-L1 assay has been

checkpoint  inhibitor

treatment.

deployed in medical facilities with
immunohistochemical testing systems.
This is an important basis for the
indications of PD-1/PD-LI
checkpoint inhibitor drugs. However,

immune

this is a new assay with limited data
and scientific evidence. Our study adds
small data on a subgroup of patients
with advanced-stage NSCLC.
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* Soluble PD-LI expression in
peripheral blood:

Up to now, the expression of PD-L1
in tumor tissue has been proven to be
an important key in the indication
of immune checkpoint inhibitor
PD-1/PD-L1 pathway drugs in cancer
treatment. It was also considered a
prognostic factor for cancer patients in
general and lung cancer in particular.
The interaction of PD-L1 with PD-1
(negative regulatory receptor) transmits
an inhibitory signal to T lymphocytes,
resulting in a T-cell inactivation state.
With advances in liquid biopsy
techniques, the question is whether the
interaction between sPD-L1 and PD-1
is similar to that of mPD-L1 with PD-1;
whether the inhibitory signal is
introduced with T cells and whether
the prognostic significance of mPD-L1
expression in tumor tissue is similar to
sPD-L1 expression in peripheral blood?
It is an issue that is still being studied
and discussed.

There are some initial studies
demonstrating the role of sPD-L1
quantitative test in lung cancer, such as
a study on 109 advanced NSCLC
patients and a control group of 65
healthy people at the Beijing Cancer
Hospital from January 2012 to March
2014. It showed that the sPD-L1
concentration in the two groups was

0.723 £ 0.081 ng/mL and 0.565 =+
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0.048 ng/mL, respectively (p < 0.001).
The mean overall
significantly higher in the low sPD-L1
group than in the high sPD-L1 group
(26.8 vs. 18.7 months; p < 0.001) [6].
Soluble PD-LI is also expressed in

survival was

healthy people’s serum and tends to
increase with age. The lowest sPD-L1
concentrations were observed in
children from 3 - 10 years old (0.725 +
0.181 ng/mL) and the highest in
adults from 51 - 70 years old (1.04 +
0.681 ng/mL) [7]. In our study, the
mean value of sPD-L1 concentration
of advanced-stage NSCLC patients
was 2.11 £ 1.48 ng/mL (n = 50),
significantly higher than that in the
control group (0.73 £ 0.57 ng/mL)
(p < 0.001). It was also higher than
the average value in healthy adults
observed in previous studies [6, 8].
These results were similar to some
studies, such as a study conducted by
Cheng et al. on 288 NSCLC patients
and a control group of 300 people,
showing that the concentration of
sPD-L1 in the NSCLC group was
higher than that in the control group
(1.92 ng/mL vs. 0.91 ng/mL; p < 0.001)
[8]. Studies on sPD-L1 levels in
NSCLC  patients that
sPD-L1 could be used as a tumor
with sPD-L1
concentration compared with controls.

suggested

marker increasing
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* The relationship between membrane
and soluble PD-L1 expression:

The sPD-L1 concentration in the
mPD-L1
1.37 ng/mL) was statistically significantly

negative group (1.61 =+

lower than in the mPD-L1 positive
group (2.42 £ 1.49 ng/mL) (p = 0.03).
In the mPD-L1 positive expression
group, when taking the cut-off point of
the 50% to divide the high (TPS > 50%)
and low (TPS < 50%) expression levels,
the sPD-LI
two subgroups was non-significantly
different (2.23 £ 1.41 ng/mL vs. 2.61 £
1.59 ng/mL, p = 0.23).

Shuji Murakami et al. conducted

concentrations in the

a study to evaluate the relationship
between sPD-L1 and prognosis in
223 patients with advanced or recurrent
metastatic NSCLC who were treated
with anti-PD-1 immunotherapy from
first-line to third-line with pembrolizumab
or nivolumab, at National Cancer
Center Hospital, Tokyo, Japan from
December 1, 2015 to August 31, 2018,
showed sPD-L1 levels in 3 mPD-LI
TPS subgroups < 1%; 1 - 49%; > 50%
were 644 + 17.5 pg/mL, 70.6 =+
18.0 pg/mL, and 77.7 + 28.9 pg/mL,
respectively (p = 0.0101), implying
that higher TPS corresponds to higher
sPD-L1 concentration [9]. In this study,
mPD-L1 assay was carried out applying
immunohistochemistry technique, using

PD-L1 antibody 22C3, and sPD-L1

assay was conducted based on ELISA
principle; the patients were also similar
to our study.

Adrien Costantini et al. carried out a
study to assess the prognostic value of
biomarkers on 43 NSCLC patients
treated with Nivolumab and found no
relationship between sPD-L1 levels
and mPD-L1 expression levels. There
was no significant difference between
sPD-L1 levels in patients with mPD-L1
positive and negative (30.86 pg/mL
(IQR: 22.13 - 48.23) versus 36.68 pg/mL
(IQR: 26.10-55.34); p = 0.604) [10].

There was a limited number of
simultaneous studies of both mPD-L1
and sPD-L1. The initial result showed
higher sPD-L1
concentrations in the group with high

a trend towards

mPD-L1 expression.

CONCLUSION

62% of lung cancer tissue samples
were positive for mPD-L1 (TPS > 1%),
of which 51.6% were highly positive
and 48.4% low positive. The concentration
of sPD-L1 in the NSCLC group was
statistically significantly higher than
that of the control group (2.11 £ 1.48
versus 0.73 £ 0.57 ng/mL; p < 0.001).
sPD-L1 concentration in the mPD-L1
negative group (1.61 = 1.37 ng/mL)
was statistically significantly lower
than in the mPD-L1 positive group
(2.42 £1.49 ng/mL) (p = 0.03).
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EVALUATION OF THE EFFECTIVENESS
OF STEREOTACTIC BIOPSY OF SUPRATENTORIAL TUMORS
AT MILITARY HOSPITAL 103

Nguyen Thanh Bac', Hoang Manh Linh’
Tran Manh Cuong', Pham Ngoc Hao'

Summary

Objectives: To evaluate the histological diagnostic results using stereotactic
biopsy of supratentorial tumors at Military Hospital 103. Subjects and methods:
A retrospective cross-sectional study on 9 stereotactic biopsies of supratentorial
tumors at Military Hospital 103 from 6/2021 - 9/2022. Results: 9 patients in the
study included 5 men and 4 women, aged from 29 to 79 years old. The clinical
features were dominated by headache (77%), hemiplegia (22.2%), and epilepsy
(11.1%). The deep lesions (capsula interna lesions and thalamic lesions) were 44.4%.
The histological diagnostic accuracy rate was 88.9%. Histological types include
low-grade astrocytoma (44.4%), high-grade astrocytoma (11.1%), oligodendroglioma
(11.1%), lymphoma (22.2%), metastatic carcinomas (0%), and brain tissue (11.1%).
The mortality rate was 0%. Conclusion: Stereotactic biopsy of supratentorial
tumors is a safe procedure that provides a very accurate histological diagnostic
result with a low incidence of complications and mortality rate.

* Key words: Biopsy, Stereotactic biopsy; Brain tumor, Supratentorial.

INTRODUCTION prognosis of a disease depends on the
nature of the lesion. The nature of the
lesion is the result of histopathology
from a brain tumor, which is the "gold
standard" for diagnosis. Nowadays,
imaging, the number of patients {gin tumor biopsy can be performed
with brain disease, who want to have by craniotomy or stereotactic biopsy.
a better treatment, is increasing. A craniotomy is easily performed
The choice of treatment method and  for the lesions of the brain surface.

Today, with the development of
imaging tools, especially computed
tomography and magnetic resonance
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However, for lesions in deep or
functional brain locations, it is difficult
to obtain tissue samples accurately
without causing damage. Besides,
brain tumor biopsies under neurogenic
positioning are minimally invasive,
relatively safe surgery with high
histological accuracy and a very low
mortality and complication rate. Our
study was conducted: To evaluate the
results of histopathological diagnosis
and the rate of complications of
stereotactic brain biopsy at Military

Hospital 103.

SUBJECTS AND METHODS
1. Subjects
9 patients treated at Military

Hospital 103 from 6/2021 - 9/2022,

2. Clinical and visual symptoms

who had brain tumor with clinical and

visual  symptoms.  They  were
operated on by frameless stereotactic
brain biopsy.

2. Methods

The study followed a retrospective
cross-sectional method.
Data were processed using SPSS 20.

RESULTS
1. Age and sex

There were 5 males and 4 females
in the study. The rate of male/female
is 1.25.

The youngest is 29 years old, and
the oldest is 79 years old. Most
patients are in the age group of 40 - 60,
accounting for 5/9 (55.5%).

Table 1: Clinical and visual symptoms.

Number of cases Percentage

Headache 7 77.8

o Epilepsy 1 11.1

Clinical Hemiplegia 2 22.2

symptoms

Aphasia | 11.1

Consciousness 2 22.2

Frontal 2 22.2

. Temporal 2 22.2

Loc.atlon of Parietal 1 11.1
brain tumor

Thalamus 3 334

Capsula interna 1 11.1
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The clinical symptoms of patients
are quite diverse. In which, headache
symptoms have 7/9 cases, accounting
for 77.8%.
hemiplegia. In addition, 1/9 of cases

There are 2/9 cases of

have epilepsy and aphasia.

Patient status before surgery was
based on the Glasgow coma scale.
There were 7 patients with a Glasgow

3. Result of surgery

coma score of 15, only 1 patient score
of 14, and 1 patient score of 13.

The majority of cases were deeply
located in the brain. There were 4
had the
thalamus and capsula interna region,
accounting for 44.4%. Tumors in the
frontal lobe were 2/9 cases, the
temporal lobe was 2/9 cases and the

patients who tumors in

parietal was 1/9 cases.

§ .
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Picture 1: Brain tumor biopsy in the left thalamus.
(Source: Photo taken at the operating room of Military Hospital 103)

* Anesthesia methods and surgical time: All patients received endotracheal

anesthesia (100%). The average surgery time was 61.6 + 2.3 minutes

* Complications of surgery: Hemorrhage during surgery: There was no patient

who had a hemorrhage during the operation after taking tissues. There was no

case re-operated by craniotomy.
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Table 2: Complications and mortality after surgery.

Symptoms Number of cases Percentage

Epilepsy 0 0
Brain hemorrhage 1 11.1
Hemiplegia 0 0
Cerebral edema 0 0
Reduced consciousness 0 0
Re-operating 0 0
Dead 0 0
Total 1

In out of 9 cases, only one had complications after operating, accounting for
11.1%. This complication is brain hemorrhage.

There were no cases of re-operating by a craniotomy, as well as death after
brain biopsy surgery.

squege

Se :14438 / Im :14

Picture 2: Hemorrhagic lesions at the biopsy site on CT.
(Source: Photo taken at Military Hospital 103)
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* Histopathologic diagnoses:

Table 3: Histopathological results.

Histopathological Number of cases Percentage
Low-grade astrocytoma 4 44.4
High-grade astrocytoma 1 11.1
Oligodendroglioma 1 11.1
Lymphoma 2 22.2
Carcinoma 0 0
Brain tissue 1 11.1
Total 9 100

The positive histopathological result was 8/9 cases, reaching 88.9%. The
majority of cases were astrocytoma, with 5/9 cases accounting for 55.5%. There

was no case of carcinoma.

There was one patient with brain tissue. This patient was not allowed to have
biopsy again because the patient’s relatives asked to be discharged.

DISCUSSION
1. Clinical symptoms

Most of the patients in the study were
aged 40 - 60, and the oldest was 79.

The most common symptoms were
headache 7/9 (77.8%) and hemiplegia
2/9 (22.2%). Before surgery, there
were 2 patients with Glasgow coma
scores of 13 and 14. Both cases were
given corticosteroids, anti-cerebral
edema, and these patients did not
reduce consciousness after surgery.

2. Location of brain tumors

The tumor location is commonly
located in the thalamus and capsula
interna region, accounting for 44.4%.
With deep lesions, performing a craniotomy

to pick the tumor 1is high risk.
Therefore, stereotactic brain biopsy for
these cases is a better choice, as well as
limiting risks during and after surgery.

3. Results of surgery

* Anesthesia and surgical time:

All patients in the study received
endotracheal anesthesia. With frameless
stereotactic brain biopsy, it is very
important to fix the patient and the
frame positioning nerve. That helps to
limit errors and reduces the risk of
complications. Out of 9 cases, there was
no case of complications during surgery.

The average surgery time was
61.6 £ 2.3 minutes, which is similar to
Sciortino et al.’s study [1].
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* Complications and death:

According to Table 2, the rate of
hemorrhagic complications is 11.1%.
This result is consistent with the rate of
hemorrhagic complications (0 - 11.5%)
in studies by Hall, Grossman and Noer
[2, 3, 4]. This patient had a small
hemorrhage at the biopsy site, and
there was no clinical symptom.

The mortality rate in the study was
0%, consistent with the mortality rate
of 0 - 2% in other studies [2, 3, 4].

* Histopathological diagnosis:

In our study, the histopathological
diagnostic efficiency reached 88.9%.
The report of Khatab et al. [5]
reviewed 16 different studies, which
showed that the average diagnostic rate
1s 93.8% (approximately 87 - 100%).
In comparison with Khatab’s study, our
study had good diagnostic efficiency.

One patient had a histopathological
diagnostic with brain tissue. It is
possible that the positioning system
was displaced because it was not
surely fixed or the selection of the
biopsy site was not within the brain
tumor. The patient was explained to
have another biopsy. However her
family did not wish and asked for her
to be discharged.

CONCLUSION

Stereotactic biopsy of supratentorial
tumors is a safe procedure that
provides a very accurate histological
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diagnostic result with a low incidence
of complications and mortality rate.
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apchiY-Dudchocquansuxuadtban9s6/ndm,dangtaicaccongtrinhnghiénciu,
T cacbaitongquanvéydudchocquansy,ysinhhocvayxahéihoc, nhiingthongtin
Y-Dudchoctrongnudécvaqudcté,thongtinvénghiénciuvadaotao.

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

1. Bai gtii déing cong trinh nghién ctiu khoa hoc chua ding 6 bat ky tap chi qudc gia nao.

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

3. Bai g{ii diang danh may béang tiéng Viét, ro rang, cach dong, mot bai khéng dai qua
7 trang kho A4, ké ca bang biéu va tai liéu tham khao. Cac danh ti tiéng Viét néu dich tu
tiéng nudc ngoai viet kém theo tiéng nude ngoai. Cac chit viét tat phai cé chi thich cac tit goc
ctia cac chit viét tat.

4. Trinh tu cac muc trong bai:

a) Dau dé.

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

c¢) Noidung:

Tém tit tiéng Viét va tiéng Anh, bao gdm muc tiéu, d6i tugng va phuong phap nghién citu,
két qua va két luan. Ghi tirkhoéa tiéng Viét va tiéng Anh.

Datvan dé: bao gom ca phan muc tiéunghién ciu.

Déituong va phuong phap nghién ctiu.

Két qua nghién ctiu vabanluan.

Két luan.

Tailiéu tham khao.

Chi st dung nhiing bang, biéu, hinh anh cin thiét va phai cé chi thich r6. Mi bai viét
khéng qua 5 hinh. Cu6ibai phai néu rd xuat xd cia cong trinh, 1am tai dau, thoi gian.

Tailiéu tham khao (khong qua 10 tailiéu va phai mang tinh cap nhat): Tailiéu tiéng Viét
ghi trudc, sau d6 1a tailiéu tiéng nude khéc. Tai liéu tham khao ghi theo thi tu sau: ho tén tac
gid, tén cudn sach (bai bao), tén tap chi, ndm xut ban, tap, s6 va trang tai liéu tham khao.
Dung font Unicode.

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

6. Bai gtii ding khong tra lai ban thao.

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

I1.P6ivéicacbaitong quan, thong tin, baidich.

- Dboi véi cac bai tong quan cin c6 day du cac tailiéu tham khao va nguédn sé liéu da
dugc trich dan trong bai. Téc gia bai tdng quan ghi rd chitic danh, hoc ham, hoc vi, chuyén
nganh, cd quan va hoi chuyén khoa 6 phan ghi chi cuéi trang dau tién ctia bai tong quan.
Bai téng quan ciing dude danh may trén khé A4 va khong dai qua 7 trang ké ca biéu bang
vatailiéuthamkhao.

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

* BAI VIET XIN GUI VE BAN THONG TIN KH - PHONG THONG TIN KHQS - HOC VIEN QUAN Y
SO 160 DPUONG PHUNG HUNG, HA BONG - HA NOI
PIEN THOAI: 069. 566. 255 HAC GUI THEO PIA CHi EMAIL: tcydhqs @vmmu.edu.vn
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