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THE LE GUI BAI DANG TAP CHi SINH LY HOC VIET NAM

Tap chi Sinh ly hoc Viét Nam la tap chi chuyén nganh Sinh ly hoc. Tap chi dang tai cac céng

trinh nghién ctru, cac bai tdng quan, thédng bao khoa hoc thudc chuyén nganh Sinh Iy hoc va

cac chuyén nganh cé lién quan v&i Sinh ly hoc Y hoc, Sinh ly hoc Ngudi va Bong vat.

1. Quy dinh chung vé bai ding trén Tap chi Sinh ly hoc Viét Nam

— Céc thuat ngl» thdng nhéat theo ty dién Bach khoa Viét Nam.

— Bai gtvi dang phai danh may bang tiéng Viét rd rang, phéng chi¥ Unicode, kiéu chi¥ Arial, c&
chi¥ 12, khd gidy A4, 1& trén 2cm, 1& dwdi 2cm, 1& trai 3cm, 1& phai 2cm, cach dong 1.15 line.
Cac chir viét tat phai dwoc chu thich cac tlr gbc clia cac chiv viét tat do. Thiv tw cac d& muc
danh sé A-rap, khéng danh sé La Ma (Thidu 1, 1.1, 1.1.1, 2, 2.2...).

— Bai dang Tap chi gvi vé dia chi email tapchi@sinhlyhoc.com.vn, g&vi kém theo tén, dia chi
lién lac, dia chi email va sé dién thoai ctia tac gia chiu trach nhiém khoa hoc vé bai bao (Tap
chi khdng nhan ban in).

— Méi tac gia dwoc phép dang nhiéu bai trong 1 sd nhwng chi dwoc dirng tén dau & 1 bai. Bai
khoéng dang dwoc, khong tra lai ban thao.

— Téc gia chiu trach nhiém khoa hoc clia bai bao phai ky vao van ban cam két vé ban quyén
ctia minh, cac sb liéu nghién ciru, ndi dung dwoc dwa ra trong bai bao, cac van dé vé dao
dirc nghién ctvu va glri vé dia chi Ban bién tap:

Van phong Hoi Sinh ly hoc Viét Nam
Téng 1, Nha B2, Trwdng Dai hoc Y Ha Nbi,
S6 1, Phé Tén Théat Tung, Quan Déng Pa, TP Ha Noi

2. Mot s6 yéu cau cu thé vé bai ding céng trinh nghién ctru khoa hoc

- Bai glri dang chwa dwoc dang & bat ky Tap chi quéc gia ndo.

— Téng sb trang cta bai ding cong trinh khéng qua 8 trang gidy A4, khong qua 10 trang voi
bai téng quan.

— Tbéng sb cac dbi twong minh hoa, két qua (gdm hinh, bang, biéu) khéng qué 5 (gébm bang,
biéu, hinh, anh, biéu dd) va/hoadc 1/4 téng sb trang cla bai bao. Tén cac dbi twong duwoc ghi
theo s6 th tw cho méi loai (vi du hinh 1, hinh 2, bang 1, bang 2). Tén bang dugc dat & trén,
chinh gitra bang, tén hinh, biéu d6 dwoc dat & dudi, chinh gitra hinh, biéu dé.

— L& phi dang cong trinh nghién ctru la 600.000 ddng/bai. Kinh phi dwoc thu ndp khi bai bao
dwoc chip nhan dang. Thong tin tai khoan cltia Héi Sinh ly hoc Viét Nam nhuw sau:

Poan Thi Van Du
S6 tai khoan: 1221 0001 39 0003.
tai Ngan hang BIDV chi nhanh Ha Thanh

— Trinh ty cac muc trong bai:

+ Tén bai bao: Pwoc viét ngan gon, thé hién dwoc nodi dung chinh ctia bai bao va bét dau
béng danh tir

+ Ho va tén cac tac gia, dia chi co’ quan, noi thwe hién cong trinh (khdng ghi hoc ham, hoc
vi, chirc danh). Tac gia thwe hién chinh dwoc viét dau tién, tac gid chiu trach nhiém khoa
hoc vé bai bao duoc viét cudi cing néu cé (vi du tén thady huéng dan). Cubi trang thir
nhét ctia bai bao can ghi ré tén tac giad chiu trach nhiém khoa hoc vé bai béo, kém theo
dia chi lién lac, dia chi email va sé dién thoai. Liét k& day du tAt cd cac tac gia tham gia
bai bao, dé& nghi khong viét “va cong su”.

+ Tom tét tiéng Viét: Viét khong qua 300 tiv, viét duwdi dang bai van xudi thé hién dwoc muc
tiéu, d6i twong nghién clru, phwong phap nghién ctru, két qua chinh clia nghién ciru va
két luan. T khoa khdng qua 5 tir, cum tir.

+ Tén bai bao va tém tat bang tiéng Anh dat & cubi bai bdo, sau tai lieu tham khéo, can
duoc dich day dd chinh xac tir tén bai bao, tém tat va tir khoa bang tiéng Viét.

+ Noi dung toan van gbém:
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\ Dat van dé& (bao gdm cd muc tiéu nghién clru clia dé tai): Can néu rd ly do hoac gid
thuyet nghién clru, muc tiéu nghién ctru (khodng trung lap voi tén bai bao).

V' DBéi twong va phwong ‘phap nghién ctru: Viét ngan gon, day du théng tin bao gdm: dm
twong nghién ctu, thiét ké nghién ctru, cdng cu nghién ctru, phwong phap thu thap sb
lieu, phuo’ng phap phan tich so liéu, dao dic nghién clru.

V' Két qua nghién ctru: dwoc thé hién béng cac bang, biéu dd, hinh ho&c bang &i.

V' Ban luan (ban luan co thé viét chung véi két qué nghién ctru, trong trwdng hop viét
chung thi d& muyc can ghi rd “Két qua va ban luan”): tac gia can so sanh két qua
nghién ctru clia minh v&i cac tac gid khac va ly g|a| vé két qua thu duoc.

V' Két luan: viét ngan gon, tra 1&i day da muc tiéu dé ra.

\ Khuyen nghi: néu co.

V' L&i cdm on: cdm on quy tai tre, noi thwe hién nghién clru, cac cdng sw dong gép cho
cong trinh.

V' Tailigu tham khéo

. Quy dinh vé tai liéu tham khao

Tai liéu tham khéo (khéng qua 15 tai liéu) dwoc xép theo thir tw van chiv cai A, B, C..., tiéng

Viét truére, tiéng nwéc ngoai sau.

Néu tai liu 1a tap chi thi ghi tén tac gid, ndm xuét ban, tén bai, tén tap chi, tap, sb, trang

(dau va cudi). Vi du:

+ Dean P, Michell 13, Redgrave P (1988), Responses resembling defensive behaviour
produced by microinjection of glutamate into superior colliculus of rats. Neuroscience,
24(2):501-510.

Truwong hop tai liéu tham khao c6 tir 10 tac gia tré xudng thi ghi day du ho tén clia 10 tac

gia. Trong trwdong hop co tiv 11 tac gia trd 1én thi ghi day du ho, tén cda 5 tac gia dau tién,

sau do viet "va cs" neu bai bao viét bang tieng Viét hoac "et al" neu bai bao viét bang tieng
nwdc ngoai. Vi du:

+ Dommett E, Coizet V, Blaha CD, Patricia G, Carol C et al (2005), How visual stimuli

activate dopaminergic neurons at short latency. Science, 307(5714):1476-1479.

Néu la sach chuyén khao thi ghi tén tac gid, nam xuét ban, tén sach, nha xuét ban, TP xuét

ban, trang tham khao. Vi du:

+ Stein BE, Meredith MA (1993), The merging of the senses. Cambridge, MA: MIT,
pp.230-235.

Néu 1a mét chwong trong sach thi ghi tén tac gid cla chwong, ndm xuét ban, tén chuong, tén

sach, tén nguoi bién tap, thanh phd xuét ban, nha xuét ban, trang tham khao. Vi du:

+ Gerfen CR, Wilson CJ (1996), The basal ganglia. In: Handbook of chemical
neuroanatomy, Vol 12: Integrated systems of the CNS, Part Ill. (Swanson LW, Bjorklund
A, Hokfelt T, eds), Amsterdam: Elservier, pp.371 - 468.

Néu tai lieu khong thudc hé chiv Latinh thi phién am tén tac gid (theo tiéng Latinh) va dich

toan bd phan con lai ra tiéng Viét, sau d6 mé& ngodc ghi chu tiéng cda tai lieu d6. Vi du:

(tiéng Nga).

Céc tai liéu dwa ra phai dwoc trich dan day dd trong ndi dung bai bao. Trong dé it nhat 50%

sb tai liéu tham khdo can xuét hién trong phan ban luan.

. Yéu cau déi v&i cac bai tong quan, thong bao khoa hoc va bai dich

Débi v&i cac bai Tdng quan can cé day di cac tai liéu tham khao va nguén sé liéu dwoc trich
dan trong bai. Tac gid bai Téng quan dwoc ghi rd chirc danh khoa hoc, hoc vi, chuyén
nganh, dia chi co' quan (ghi & cubi trang dau cuta bai Tdng quan). Néu bai tbng quan dai,
Ban bién tap sé chia lam 2 ky, méi ky dai khéng quéa 10 trang, ké& ca hinh anh, bang, biéu va
tai liéu tham khao. Sé tai liéu tham khao khong qué 20 tai liéu.

Dbi v&i cac bai Thong tin khoa hoc, cac bai dich can ghi ré xut x& cla ngudn dir liéu dwoc
st dung dé viét bai théng tin ho&c bai dich. Di v&i bai dich can photocopy toan van ban bai
b&o tiéng nwéc ngoai glri kém theo ban dich.

Déi v&i bai tdng quan va cac bai thdng tin khoa hoc, tac gid glri dang sé khong phai nop 1é
phi khoa hoc.
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MUC LUC
Cac bai dang cong trinh
Anh hwéng cia méi treng nudi cy va ngudn goc té bao dén thanh phan yéu t6 ting
trwéng tiét tir té bao goc trung moé

Db Thi Xuén Phuong, Nguyén Thi Ngoc Ha, Mai Thi Hién, Hoang Hwong Diém, Hoang Thi
My Nhung, Nguyén Thanh Liém, Than Thi Trang Uyén

DPanh gia tac dong cua dimethyl sulfoxide 1én kha ning séng cua té bao co tim chuét
HO9C2

Vi Thi Thu, Pham Thij Bich, Ng6 Thi Hai Yén

Tac dung ha glucose mau cia vién nang GYDENPHY trén chudt nhat trdng dwoc gay
dai thao dwong type 1

Nguyén Trinh Thach Thi, Nguyén Duy Tuén, Nguyén Thanh Ha Tuén,
D6 Thi Hwong Lan, Nguyén Hoang Ngéan

Anh hwéng cua NP déi véi mét sé chi sé huyét hoc va mién dich trén chuét mang khéi
u ran sarcoma TG180

Bui Thi Thu Ha, Vii Manh Huong, Nguyén Thanh Hai, Nguyén Thanh Ha Tuén

Hiéu qua cAm mau va lam lanh vét thwong cua keo fibrin tw than trén dong vat thwc
nghiém

Hoang Thu Soan, Vi Tién Thang, Vi Thi Kim Lién,
Bui Thi Kiéu Van, Vi Hoang Phuwong Thay, Nguyén Mai Huong,
Pham Thj Thu Huong, Nguyén Thi Thu Thai
Nghién ctru dot bién ciia gen G6PD & bénh nhan thiéu hut enzyme G6PD
Ngé Thi Théo, Tran Van Khanh

Piac diém sarcopenia & ngw®i bénh cao tudi c6 bénh phdi tic nghén man tinh giai
doan én dinh

Nguyén Thi Thu Huong, Nguyén Trung Anh, Vi Thi Diu, Vi Thi Thanh Huyén

Nguyén nhan va cach x& tri con ha dwong huyét & bénh nhan cao tudi cé dai thao
dworng tai Bénh vién Thanh Nhan

Nguyén Trung Anh, Nguyén Thj Thu Hwong, Vi Thi Thanh Huyén
Panh gia hiéu qua diéu tri co that niva mit nguyén phat bing Botulinum toxin A
Trwong Hué Linh, Nguyén Vén Liéu

Tinh trang chay mau sau phau thuat va rng dung bd céng cu khao sat tinh trang chay
mau & bénh nhan phiu thuat tai Bénh vién Dai hoc Y Ha Noi

Nguyén Thi Minh Khué, Nguyén Quang Tung

Tiéu hao nang lwong & ngwdi khée manh khi thwe hién nghiém phap gang stc tim
mach hé hap

DS Thanh Tuén, Nguyén Birc Son, Lé Dinh Tung
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Gi4y phép xuét ban s 312/GP-BVHTT do B6 Van hoa — Thong tin cAp ngay 23 thang 7 ndm 2002

In xong va ndp lwu chidu thang 6.2021
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ANH HUONG CUA MOI TRUONG NUOI CAY VA NGUON GOC
TE BAO DEN THANH PHAN YEU TO TANG TRUONG
TIET TU TE BAO GOC TRUNG MO
D6 Thi Xuan Phwong'23* Nguyén Thi Ngoc Ha2, Mai Thi Hién?,
Hoang Hwong Diém2¢ Hoang Thi My Nhung34,
Nguyén Thanh Liém?, Than Thj Trang Uyént>™
TOM TAT

Muc tiéu: Panh gid dnh huéng cua méi truromg nudi cdy va ngudn goc
té bao dén s biéu hién cua mét sé yéu té ting truéng trong thé exosome
tiét ter té bao géc trung moé day rén (umbilical cord-derived mesenchymal
stem cells — UCMSC) va té bao géc trung mé tuy xwong (bone marrow-
derived mesenchymal stem cells - BMMSC). Phwong phédp: 03 mau
UCMSC duwoc nubi trong StemMACs va PowerStem, 03 madu BMMSC
duwoc nudi trong StemMACs va ACF Plus. Tai giai doan cdy chuyén lan 2
cta té bao, méi trromg nudi cdy duoc thu lai va phan Iap thé exosome.
Thé exosome sau dé sé duoc kiém tra danh gié ham lwong cac yéu té
tdng tréng gém cé: yéu té tdng truéng té bao néi mé mach mau A
(VEGF-A), yéu té tdng truéng té bao soi (FGF-2), yéu té ting truéng té
bao gan (HGF) va yéu té tdng truéng c6 ngudn géc tiéu cédu BB (PDGF-
BB). Két qua: UCMSC va BMMSC tiét exosome c6 chira ham luong chét
téng truéng khac nhau. UCMSC nuéi trong méi trirong PowerStem tiét thé
exosome chira cac chét ting truéng té bao véi ham luong cao nhét. Trong
khi d6 UCMSC va BMMSC nubi trong méi truomg StemMACs tiét thé
exosome chira ham huwong chét téng trudng it hon. Cac chét téng truéng
té bao duoc tiét théng qua thé exosome con phu thuéc vao loai té bao, khi
cung duoc nudi trong méi truromg StemMACS thi chi c6 UCMSC tiét FGF-2
va PDGF-BB nhung lai khéng duoc tiét ra tir BMMSC. Két ludn: UCMSC
va BMMSC nudi cdy déu tiét thé exosome vao moi trvomg nudi cdy. Cac
thé exosome nay cé chira céc yéu té téng truéng VEGF-A, FGF-2, HGF
va PDGF-BB véi ham lwong khac nhau phu thuéc vao ngudn géc té bao

va loai méi triomg nubi céy.

Terkhéa: Té bao géc trung md, thé tiét exosome, yéu té téng truéng.

1vién nghién ctru Té bao gbc va Cong nghé gen Vinmec, Céng ty Vinmec; 2Trung tdm cdng nghé
Cao, Vién U’ng dung Y hoc tai tao, Céng ty Vinmec; 3Khoa Sinh hoc, Trwdng Dai hoc Khoa hoc Tw
nhién Ha Noi, Pai hoc Québc gia Ha Noi, Phong Thi nghiém trong diém Céng nghé Enzym va
Protein, Trwéng Pai hoc Khoa hoc Ty nhién, Pai hoc Québc gia Ha Néi; 5Vién ng dung Y hoc tai
tao, Cong ty Vinmec; 8Vién Khoa hoc cong nghé Viét Nam — Han Quéc (VKIST)

* T4c gia thwe hién chinh: B6 Thi Xuan Phwong

** T4c gia chiu trach nhiém khoa hoc: Than Thi Trang Uyén, Email: v.uyenttt@vinmec.com

Ngay tiép nhan: 5/6/2021, Ngay phan bién: 6/6/2021, Ngay chap nhan ding: 15/6/2021
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1. DAT VAN BE

Té bao gbc trung mod
(mesenchymal stem cells — MSC)
dang ndi 1&n 1& mot ngudn té bao
gbc tiém nang trong y hoc tai tao dé
diéu tri mot sé bénh. Co ché chiva
bénh ctia MSC dwogc cho la do c6
khd nang biét hoa thanh té bao
chuyé&n hoa va tiét chat tiét ra moi
trwéng ngoai bao xung quanh dé
stra chira té bao bj tén thwong,
kich thich té bao thé tang sinh, tai
tao va hoat déng chwc nang [1].
CAc chét tiét nay cé thé dwoc déng
gOi trong cac tui tiét hay con goi la
thé tiét ngoai bao, trong d6 co6 thé
tiét exosome.

Exosomes (EX - thé tiét
exosome) la tdi tiét nhé (dwong
kinh khoang 40 — 250 nm) va
chung doéng vai tré quan trong trong
sy giao tiép té bao [1 2]. Cac bang
chirng khoa hoc gan day cho thay
thé tiét exosome c6 ngudn géc tir
MSC c6 nhiéu vai trd dwoc ly va
cling dwoc cho la doéng vai tro
twong tw nhw MSC trong diéu trj
[1]. Hiéu quad diéu tri coa thé tiét
exosome phuy thudéc vao cac vat
chat sinh hoc bén trong nhu:
microRNA, protein, lipid; trong dé,
cac yéu tbé sinh hoc la chéat tang
trwdng dam nhiém vai trd quan
trong gop phan lam cho thé tiét
exosome c6 tiém nang ¢ng dung
trong y hoc tai tao [2-4]. Tuy nhién,
ham lwong va thanh phan sinh hoc
dwoc déng go6i trong thé tiét
exosome phu thudéc vao nhiéu yéu
t6: loai méi trwéng nudi cay, loai té

bao, ky thuat nudi cly té bao hay
cac yéu td kich thich khac.

Pé tim hiéu anh hwéng cta moi
trwdng nudi cdy va ngudn gbc té
bao cé anh huwéng dén thanh phan
yéu tb tang trwdng tiét ra trong thé
exosome hay khong, trong nghién
ctu nay chang téi tién hanh the
nghiém nuéi hai loai té bao UCMSC
va BMMSC trong hai loai moi
trwdng thwong mai khac nhau. Thé
exosome tiét ra tv UCMSC va
BMMSC trong méi trwong nudi cay
& giai doan 1an 2 nudi cay sé dwoc
thu lai va dinh lwong cac chét tang
trwdng nham muc tiéu danh gia mai
lién quan vé ham lwong cda chang
trong exosome v&i loai moi trvdng
nudi cay va nguén gbc té bao.

2. POl TUONG VA PHUONG
PHAP NGHIEN CUU

2.1. Péi twong va vat
nghién cuou

liéu

- Bbi twong nghién ctu: UCMSC
va BMMSC t nguwdi hién khoé
manh lwu trr tai Trung tam Céng
nghé Cao, Vién Ung dung Y hoc tai
tao, Cong ty Vinmec.

- Vat liéu nghién ctu: Mbi treong
nuéi cdy UCMSC va BMMSC tai lan
cay chuyén thir 2 (P2) khi té bao dat
80% dién tich b& mat chai nudi cay.
Thé tiét exosome phan lap dwoc tw
méi trwdng nubi cay té bao.

- Dia diém nghién ciru: Nghién cru
dwoc thwe hién tai Trung tam cong
nghé cao, Vién Ung dung Y hoc tai
tao va Vién nghién ctu Té bao gbc
va Cbng ghé gen Vinmec.
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2.2. Phwong phap nghién cteu
* Nudi cdy UCMSC va BMMSC

UCMSC va BMMSC ¢& lan 1
dwoc ra déng va méi loai té bao
dwoc nudi cdy & 02 méi trudong
thwong mai khéng chia huyét
thanh va yéu t6 dong vat. UCMSC
dwoc nudi cay trong StemMACs
(Miltenyi  Biotec, Germany) va
PowerStem (Pan Biotech,
Germany), BMMSC dwoc nudi cay
trong StemMACs (Miltenyi Biotec,
Germany) va MesenCult™ ACF
Plus Medium (StemCell
Technologies, Canada). Ban dau
MSC dwoc ciy véi mat dd 5000 té
bao/cm? trong chai nuéi cay té bao
da dwoc trang phu véi dung dich
CTS™  CELLstart™  substrate
(Gibco, Massachusetts, USA) (dé
pha lodng 1: 300 trong PBS). Té
bao dwoc nudi & diéu kién 5% CO2
va 37°C 2 lan. Khi té bao dat 80%
bé& mat chai nuéi ciy lan 2 thi két
thac nubi cay, thu thap méi trudng
nudi cdy dé phan lap thé exosome
va thu thap té bao dé kiém tra chét
chi thi.
* Xac dinh dic diém chét chi thi
té bao géc trung md

UCMSC va BMMSC & lan 2 sau
khi thu hoach méi tredng nudi cay
dwoc tch ra khdi bé mat chai bang
cach bd sung CTS™ TrypLe™
Select Enzyme (Thermo Fisher
Scientific, USA) va u 5 phat & 37°C.
Khi t¢ bao dwoc phan tach hoan
toan, bd sung PBS vao chai nudi
cly dé bat hoat enzyme, hdn hop
nay dwoc ly tam thu MSC. MSC
sau dé dwoc phan tich biéu hién

clia cac chét chi thi b& mat dwong
(CD90, CD105, va CD73) va chét
chi thi am (CD45, CD34, CDl11b,
CD19 va HLA-DR) clia MSC bang
bé kit Human MSC Analysis (BD
Biosciences, California, US). St
dung phuwong phap phan tich té
bao dong chay (Beckman Coulter
flow cytometer) két hop véi phan
mém Navios.
* Xac dinh sw gia hoa té bao

UCMSC va BMMSC duwogc nudi
cay dé phan tich mac do gia hoa té
bao & giai doan thu thé tiét
exosome. MSC & lan 2 duwoc cay
véi mat dd 0,2x10° té bao/giéng
(dia 96 giéng) va G qua dém & 37°C
va 5% CO2. Sau doé té bao duwoc
nhuém dé danh gia sw gia hoa dua
vao murc dd biéu hién hoat tinh B-
galactosidase (Kit Senescence
Cells Histochemical Staining,
Sigma-Aldrich, USA): nhudém véi
DAPI (DAPI Staning Solution,
Abcam, UK), soi kiém tra va chup
anh bang kinh hién vi soi nguoc
IX73 (Olympus, Japan). Phan tich
hinh &nh bang phan Image J
(ver.1.46r).
* Xac dinh ham lwong yéu té
tang trwéng trong exosome

Phan 1ap thé exosome: M0i
trwdng nudi cdy MSC duoc ly tam
& tbc d6 300g x 10 phit x 4°C, loai
bd t& bao chét va manh v& té bao.
Sau dé ly tam tiép & tbc d6 2.000g
x 10 phat va 16.500g x 30 phuat x
4°C, loai bd cac quan thé tui tiét
kich thwec Ion. Dich ndi dwoc ly
tam & tbc dd 100.000g x 90 phut x
4°C, thu thap can chia thé tiét
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exosome. Thé exosome dwoc kiém
tra hinh thai bang kinh hién vi dién
ter truyén qua JEM1010 (JEOL) &
diéu kién 80 KV.

Phan tich cac thé exosome dé
dinh lwong cac yéu té tang
trudng: yéu td tadng trudng ndi
md mach mau A (VEGF-A), yéu
t6 tdng trwédng té bao soi (FGF-
2), yéu t6 tang trwdng té bao
gan (HGF), yéu td tang trudng
c6 ngudn gbéc tiéu ciu BB
(PDGF-BB). B6 kit s& dung la
Human Custom ProcartaPlex 4-
Plex (Invitrogen), do trén hé
thdng phan tich mién dich
Luminex®  100/200™  (bwéc
song reporter laser la 532 nm va
classification laser la 635 nm),
phan mém xPONENT 3.1.

2.6 Phan tich sé liéu

Két qud nghién ctu duwoc
phan tich trén phan mém
GraphPad Prism (phién ban
8.4.3). Sb lieu dwoc trinh bay
duwéi dang gia tri trung binh va
do6 léch chuan. So sanh s dung
thuat toan T-test theo cap. Két
qua chi duwgc xem la c6 y nghia
théng ké khi p-value < 0,05.

3. KET QUA NGHIEN CclU

3.1 Pac diém hinh thai, chat
chi thi, gia hoa cua té bao
nubi cay

Két qua hinh thai: MSC c¢6 hinh
thai twong tw té bao soi nhw trong
hinh 1. Hinh thai va kich thwéc té
bao twong dbéng nhau gitra cac
mau té bao nudi cay.

Hinh thai té bao la ddng nhét
khi dwgc nudi trong cung loai
moi trwdng. Khdng nhan thay s
khac nhau vé hinh dang té bao
c6 lién quan dén nguén gbéc va
loai méi trwong. Pac diém hinh
thai va kich thwédc nay la twong
déng véi cac cong bd khoa hoc
khac va khuyén cao vé nghién
ctru MSC [5].

Két qua phan tich chat chi
thi MSC: Két qua phan tich chét
chi thi MSC cho th4y chét chi thi
duwong déu biéu hién & mic d6
> 99% va chéat chi thi am biéu
hiéu & mirc do < 2% & tat ca cac
mau té bao kiém tra. Khéng cé
sw khac biét cé y nghia vé muirc
dd biéu hién cac chat chi thi
dwoc phéan tich gira hai loai
UCMSC va BMMSC, UCMSC va
BMMSC nudi trong hai loai mai
trwéng (p > 0,05). Diéu nay cho
thdy cac mau té bao biéu hién
déng déu chéat chi thi bé mat.
Két quad tong két phan tram té
bao biéu hién chat chi thi bé mat
té bao cac mau MSC dwgc mé
ta trong Bang 1.

Két qud gia hoa té bao:
Khéng c6 b4t ci dau hiéu gia
hoa nao dwoc phat hién &
UCMSC va BMMSC. Dbiéu nay
cho thay trang thai sinh Iy té bao
& giai doan tiét thé exosome
khéng bi biét hoa/gia hbéa va
déng déu gilra cac loai té bao.
Cac hinh anh phéan tich m&c dé
gia hoéa té bao dwoc mé ta trong
Hinh 2.
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Hinh 1. Hinh thai MSC & lan 2
(A) BMMSC nubi trong ACF Plus, (B) BMMSC nudi trong StemMACS, (C)
UCMSC nudi trong PowerStem va (D) UCMSC nubi trong StemMACS.
Hinh &nh duoc chup duéi kinh hién vi Nikon Inverted Microscope Eclipse Ti-
S, véat kinh x, thudc do: 100 pm.

Bang 1. Biéu hién chét chi thi MSC tir day rdn va tuy xwong nudi cay
trong cac loai moi trwong khac nhau

Loai Moi Dau chuan
0% CD90 (% CD105 (% CD73 (%
tébao  trwong (%) (%) (%) am (%)
StemMACS 99,90 +0,14  99,43+0,68 99,86+ 0,20 0,28 + 0,22
UCMSC
PowerStem 99,80+ 0,23 99,60+ 0,68 99,66 0,20 0,24+ 0,15
StemMACS  99,95+0,05 99,78 +0,06 99,96+ 0,05 1,11 +0,38
BMMSC
ACFPlus  99,99+001  99,92+0,06 100+0,00 1,28 0,19
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UCMSC P2
trong StemMACs

UCMSC P2
trong PowerStem

BMMSC P2
trong ACF Plus

BMMSCP2 |
trong StemMACs

Hinh 2. Hinh anh mé t& MSC dwgc nhudm véi thudc nhuém bat mau véi

B-galactosidasee. UCMSC va BMMSC nuéi trong céc loai méi truong déu

khéng bdt mau thubc nhuém va khéng biéu hién dau hiéu cda hoat tinh 8-

galactosidase (mau xanh 1a).

3.2 Phan tich exosome

* Hinh thai exosome: Exosome
da thu dwoc tr moi trwdng nudi
cdy MSC c6 hinh dang déng
nhat gibng cai céc (cup-shaped

morphology) nhw trong hinh 3.
Kich thwdc cua thé tiét exosome
thu dwoc khoang 70-100 nm khi
soi chup duwé@i kinh hién vi dién
tlr truyén qua.
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Hinh 3. Hinh anh exosome dwoc chup dudi kinh hién vi dién t truyén qua

Exosome thu dwoc cé hinh dang
cai cdbc (cup-shaped mophorlogy),
c6 kich thwédc khoang 7-100 nm.
Hinh &nh nay twong tw cac cong bd
quéc té khac vé hinh thai cta thé

exosome dwoc tiét ra tr nhiéu loai
té bao khac nhau [6].

* Néng d6 yéu té ting trwoéng:
Nong do yéu té tang trwdng duwoc
trinh bay trong bang 2 va hinh 4.

Bang 2. Néng do yéu té tang truéng VEGF-A, FGF-1, HGF va PDGF
dwoc phét hién trong thé exosome

Yéu té tang UCMSC BMMSC
trwéng PowerStem StemMACS  ACF plus StemMACS
VEGF-A (pg) 9.34+3.75 282+463 879+151 0.15+0.21
FGF-2 (pg) 51.06+29.9 1.17+1.46 17.96+10.76 0
HGF (pg) 31.15+057 2.37+0.69 1.26+0.51 0.51+0.72
PDGF-BB (pg) 2.03+0.91 2.17+375 3.57+2.92 0

UCMSC nubi trong ca hai moi
trwdng StemMACS va PowerStem,
BMMSC nuéi trong ACF Plus déu
tiét thé tiét exosome c6 chira ca 4
yéu td tang trwdng VEGF-A, FGF-
1, HGF va PDGF. Ngoai ra,
BMMSC nudi trong StemMACS tiét
thé tiét exosome chi chira 2 yéu t
VEGF-A va HGF. biéu nay cho
thdy sw tiét yéu tb tang trwdng vao
trong thé tiét exosome phu thudc

vao moi trwong nudi cay. Bén canh
dé, cung duwgc nudi trong
StemMACS nhung UCMSC cho thé
tiét exosome chiva ca 4 yéu té tang
trudng con BMMSC cho thé tiét
exosome chi chira 02 yéu tb tang
tredng. Diéu nay cho thdy sw tiét
yéu t6 tdng trwdng trong exosome
phu thudc vao nguén gbc té bao.

V& mirc dd biéu hién cla cac
yéu t6 tang trwdng, FGF biéu hién
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cao nhat trong thé tiét exosome
phan 1ap twv UCMSC nudi trong
PowerStem, v&i ham lwong 51,06 +
29,9 pg va HGF biéu hién cao the
hai v&i ham Iwong 31,15 + 0,57 pg.
Ham lwong hai yéu té6 FGF va HGF
trong thé exosome tiét tr UCMSC
nubi trong PowerStem ciling cao
hon so v&i ham lwgng cua chung
do duwoc trong exosome phéan lap
t» MSC nubi trong StemMACs. O
thé tiét exosome ti té bao BMMSC
nudi trong ACF Plus biéu hién ham
lwong FGF |a cao nhat voi 17,96 +
10.76 pg, cao th& hai la VEGF-A
voi 8,79 £ 1,51 pg. Bén canh do,
ham lwong cla cac yéu td tang

>

Téhao tiét UCMSC

-h

(=

(=]
]

mm PowarStem
30 = mm SternMACs

pei10° 1€ bxio Gt

VEGF-A

FGF-2 HGF PDGF-BB

Y éu to ting tredng

trwdng VEGF-A, FGF-2 va PPDGF-
BB trong thé tiét exosome t
BMMSC nudi trong ACF Plus cao
hon so v&i nubi trong StemMACS.
Ham lwong cac yéu tb tang trudng
trong thé exosome rat quan
trong quy dinh hiéu qua tac dong
cla thé exosome |én té bao
dich. Do vay, dinh lvgng duwoc
cac yéu tb tang trwdng nay ciing
nhw nghién clru céac ky thuat
kich thich té bao tiét thé
exosome c6 chra ham lwgng
chét tang trudng cao hon Ia rat
qguan trong cho dinh hwdng nghién
cru ¥ng dung thé exosome
trong diéu trj.

B ; :
Téhio tiét BMMSC

mm ACF plus
m SlemMACS

pef105 té beio tie t

VEGF A

FGF-2 HGF POGF-BB

Y éu tb ting trudng

Hinh 4. Biéu d6 so sanh ham lwong yéu té ting trwdng do dwoc trong thé
exosome phan lap tir UCMSC va BMMSC. A) Ham luong yéu té téng truéng
trong exosome tiét ttr UCMSC; ) Ham luong yéu té téng truéng trong exosome

tiét ter BMMSC. **: p< 0,01,

4. BAN LUAN

Cac két qua dac diém cua té bao
nudi cay trong nghién clru nay,
gdm cé hinh thai, kich thwéc va
chét chi thj déu thé hién sy twong
déng voi cac két qua cda nghién

***: p< 0,001, ****: p< 0,0001.

clru clia cac tac gia khac cling nhw
cta Hiép hoi quéc té vé lieu phap té
bao (ISCT - International Society
for Cellular Therapy) [5]. Bén canh
dé, khéng cé s gia hoa cua té bao
quan sat thdy tai thoi diém céy
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chuyén lan 2. Do vay, cac mdi
trwong nudi cdy hoan toan phu
hop cho MSC phat trién.

Chung toi ciing chi ra rang céac
yéu td tang trwdng quan trong, goém
c6 VEGF-A, FGF-2, HGF, va
PDGF-BB, tham gia vao nhiéu hoat
dong sinh hoc khac nhau cua qua
trinh lién vét thwong dwoc UCMSC
va BMMSC tiét vao thé exosome.
Két qud nay twong déng véi két
qgua nghién clu trwédc day cula
chung téi va cac nghién ctu khac
véi MSC & giai doan ciy chuyén
cao hon va dwoc nubi trong cac
diéu kién thworng cling nhu hypoxia
déu tiét cac yéu td tang truwéng [2,
3]. Do vay, thé tiét exosome trong
nghién ctru nay la quan trong lam
tién d& cho cac nghién clu tiép
theo vé vai trd cta n6 trong sinh 1y
hoc dong lién vét thwong.

Viéc nghién ctu chat tang
trwdng trong exosome hién nay
chwa dwoc trién khai nhiéu va chi
c6 mot sb cac nghién ctru bdo céo
vé chét ting trwdng tiét ra tr MSC
[, 7, 8]. Tuy nhién, t& bao trong cac
nghién ctru nay dwoc nudi trong
méi trudng truyén théng cé bd
sung huyét thanh nhau thai bo
(Fetal bovine serum - FBS) [7, 8].
Bén canh d6, ham lwong va thanh
phan cac yéu t6 dwoc phat hién ra
trong exosome la da dang va khéng
gidng nhau, cac ky thuat do lworng
cing khac nhau; do vay, rat khé dé
danh gia sy twong quan gilra cac
nghién cwu [2, 7, 8]. Trong nghién

ctru ctia chang téi, cac loai mbi
tredng nudi cdy MSC 1a méi trudng
thwong mai khéng st dung huyét
thanh nhau thai bo va cac yéu tb tiv
déng vat (serum- and xeno-free).
Khi so sanh hai loai t& bao nudi
trong cung diéu kién méi truwong,
ching tdi nhan thdy BMSMC va
UCMSC c6 kha nang tiét yéu tb
tang trwdng khac nhau; va khi so
sanh mot loai té bao nudi trong hai
diéu kién moi trwong, két qua ciing
cho ham lwong yéu tb tng trwdng
khac nhau (Bang 2 va Hinh 4). Diéu
nay cho thay viéc tiét yéu té tang
trwudng nay phu thuéc vao ngudn
gbc té bao va loai mdi trvdng nudi
cdy. Tuy nhién, thanh phan cuda
cac loai moéi trvong thuwong
mai trong nghién cwu cla
chung t6i khéng dwogc nha san
xuat cong bdbd. Do vay, ciing
khong thé khéng dinh rang do yéu
t6 dinh dwéng nao co trong moi
trwéng nudi cay lién quan dén
thanh phan va ham lwong céc
chét tang trudng dwoc phéat hién
ra trong exosome.

5. KET LUAN

UCMSC va BMMSC so cap nudi
cdy in vitro trong méi trwong
thwong mai khéng cha huyét
thanh va cac yéu té tir dong vat
(serum- and xeno-free) biéu hién
cac dac tinh sinh ly binh thuwdng
clia MSC. Trong qué trinh nudi cay,
MSCs tiét thé tiét exosome ra moi
trwong c6 chra cac chéat tang
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trwdng té bao VEGF-A, FGF-2,
HGF va PDGF-BB. Nong d6 cac
yéu t6 tang trudng nay phu thudc
vao ngudn gbéc MSC, trong d6 kha
nang UCMSC tiét cac yéu té tang
trwdng cao hon BMMSC, UCMSC
nudi trong PowerStem va BMMSC
nudi trong ACF Plus c6 kha nang
tiét yéu tb tang trwdng cao hon khi
dwoc nudi trong StemMACSs.

LOI CAM ON

Ching t6i xin cam on TS.
Nguyén Xuan Hwng - Vién truwéng
Vién 'ng dung Y hoc tai tao da tao
diéu kién va gop y cho ching toi
hoan thién nghién cu nay. Chung
t6i cling xin cdm on dé tai 1ISC.18.07
(Cong ty Vinmec) da tai tro cho
ching t6i dé& nghién ctu duoc
thwc hién.

KHUYEN NGHI

Tiép tuc nghién ctu 04 yéu t6
tang trwdng VEGF-A, FGF-2, HGF
va PDGF-BB trén c¢& mau lén hon.
Mé& réng nghién clu ra pham vi
réng hon cac yéu té tang trwdng
khac co6 vai tro trong y hoc tai
tao, dac biét trong viéc dong lién
vét thwong nham phat trién &ng
dung thé tiét exosome trong diéu
tri vét thuong.
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SUMMARY

INFLUENCE OF MEDIA AND CELLULAR ORIGIN ON GROWTH
FACTORS SECRETED BY MESENCHYMAL STEM CELLS

Do Thi Xuan Phuong23* Nguyen Thi Ngoc Ha?, Mai Thi Hien2,
Hoang Huong Diem?®, Hoang Thi My Nhung?'34,
Nguyen Thanh Liem?, Than Thi Trang Uyen®5**

Vinmec Research Institute of Stem cell and Gene technology,
Vinmec Healthcare System;

2 Hitech Center, Vinmec Institute of Applied Sciences and Regenerative
Medicine,

Vinmec Healthcare System;

3 Faculty of Biology,

VNU University of Science

4The key laboratory of Enzyme and Protein technology,

VNU University of Science

> Vinmec Institute of Applied Sciences and Regenerative Medicine,
Vinmec Healthcare System;

6 Vietnam - Korea Institute of Science and Technology (VKIST)

Objective: Investigating influences of the culture media and cellular origin on the
expression of several growth factors carried by exosomes secreted from umbilical
cord-derived mesenchymal stem cells (UCMSC) and bone marrow-derived
mesenchymal stem cells (BMMSC). Methods: 03 UCMSC samples was cultured
in StemMACs and PowerStem, 03 BMMSC samples was cultured in StemMACs
and ACF Plus. At the passage 2, conditioned media were collected for exosome
isolation. Exosomes were then investigated for the expression of growth factors,
including: vascular endothelial growth factor A (VEGF-A), fibroblast growth factor 2
(FGF-2), hepatocellular growth factor (HGF) and platelet-derived growth factor BB
(PDGF-BB). Results: Both UCMSC and BMMSC at secreted exosomes carrying
growth factors with different amount. UCMSC cultured in PowerStem could secret
exosomes with the largest amount of growth factors. Besides, UCMSC and
BMMSC cultured in StemMACs secreted exosomes carrying fewer amounts of
growth factors. Secretion of growth factors through exosomes depends on the cell
origin where both cell types were cultured in StemMACs, only UCMSC secreted
FGF-2 and PDGF-BB but BMMSC did not. Conclusion: Both UCMSC and
BMMSC cultured in commercial serum- and xeno-free media could secret
exosomes into cell culture media. These exosomes carried growth factors, including
VEGF-A, FGF-2, HGF and PDGF-BB, with different expression levels.

Key words: mesenchymal stem cells, exosomes, growth factors.
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DANH GIA TAC DONG CUA DIMETHYL SULFOXIDE
LEN KHA NANG SONG CUA TE BAO CO TIM CHUOT H9C2

Vi Thj Thul®, Pham Thj Bich?, Ng6é Thi Hai Yén?

TOM TAT

Muc tiéu: Nghién ctu nay nhdm danh gig téc déng cua néng dé
Dimethyl Sulfoxide (DMSO) Ién khd ndng séng cia té bao HIC2 trong
diéu kién nudi cdy thdng thuong va trong diéu kién thiéu oxy/tai cung cép
oxy (hypoxia/reoxygenation, HR). Phwong phédp: Té bao HIC2 duoc nudi
trong diéu kién thuong va diéu kién HR c6 bé sung DMSO & déi néng dé
0,001+10%. Khd ndng séng cda té bao & cac nhom mau thi nghiém duoc
phan tich bdng kit CCK-8. Két qua: Két qud nghién ctu cho thdy kha
ndng séng cua té bao HIC2 trong cac diéu kién mdi trurong nudi cay co
néng d6 DMSO 0,001+0,5% (v/v) khdng c6 sw khac biét so véi nhém doi
ching. Trong khi d6, ty 1é séng cua té bao HIC2 gidm dang ké khi moi
triong nudi cdy c6 néng d6 DMSO I6n hon 1% (viv, p<0,05). Két ludn:
Trong céac diéu kién thuc nghiém, sw tac dong cia DMSO déi véi té bao
H9C2 l1a phu thuéc vao liéu ndng do.

Ter kh6a: DMSO, HI9C2, kha ndng séng, thiéu oxy/tai cung cap oxy.

1. BAT VAN BE

Trong vai thap nién gan day, viéc thé lam nhiéu hodc anh dén két qua
sang loc nham tim kiém chat méi  thi nghiém [2, 7, 11]. Vi vay, trwdc
cling nhw tbi wu hoa diéu kién s mdbi nghién ciru, viéc xac dinh ndéng
dung céac thudc co tac dung bdo v& dd DMSO tbi wu ma khéng lam anh
tim mach da dat dwoc nhiéu thanh  hwéng dén két qua Ia can thiét.
twu dang ké [3, 8, 9]. Biém dang chu Trong nghién c&u nay, ching
y 1a cac nghién clru danh gia hoat t6i da khado sat tac dong cua ndng
chéat hay dwoc chat thwong siv dung  d6 DMSO 1én kha nang séng
Dimethyl Sulfoxide (DMSO) lam cla té bao co tim chudét H9C2
dung méi hoa tan. Tuy nhién mét sé  trong diéu kién nudi cay thuwong va
nghién ctru da chirarang DMCO c6 trong diéu kién thiéu oxy/tai cung

ITrwdng Dai hoc Khoa hoc Ty Nhién, Dai Cap OXxy (hypOX|a/reoxygenat|on,

hoc Quéc gia Ha Noi HR). Trong diéu kién HR moi
*T4c gid thwc hién va chju trach nhiém trwd'ng nubi cay té bao cod nong dd
khoa hoc: khi oxy dwoc diéu chinh gidm thap
Vii Thi Thu : . Lz

: hypoxia) hay c6é bo sung Cobalt
Email: vtthu2015@gmail.com ( yp_ ) y 0 9 z
Ngay nhan bai: 21/5/2021 chiorit (CoCl). DMSO duoc bo
Ngay phan bién: 05/6/2021 sung vao mdi trwdng nubi cay &
Ngay chép nhan dang: 15/6/2021 cac dai lieu nong do 0+10% (v/v).
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Két qua phan tich cho thay, ty & té
bao séng & cac nhom té bao HOC2
nudi trong cac diéu kién méi trwdng
dwoc x&r ly DMSO & dai néng do
0,001+0,5% (v/v) la khéng c6 sw
khac biét dang ké so véi diéu kién
thwong. Tuy nhién, ty & séng cha
t& bao HIC2 bi gidm khi ndéng do
DMSO trong mdéi trwdng nudi vwot
ngudng 1% (p<0,05). Két qua thu
dwoc la quan trong va la co s& cho
cac nghién ctu st¢r dung DMSO
lam dung méi trong cac mdé hinh
ther thudc trén dong té bao co tim
chudt HI9C2.

2.0l TUONG, VAT LIEU VA
PHUONG PHAP NGHIEN clrU

2.1. Péi twong, vat liéu, hoa
chat va thiét bij

Dong té bao co tim phéi chudt
H9C2 (hdng ATCC®, My) duoc
tang b&di Trung tam nghién clu
bénh chuyén héa tim mach,
Trwdng Pai hoc Inje, Han Qubc.
Céac vat liéu chinh dwoc st dung
trong nghién clru gém: méi trwdng
Dulbecco's Modified Eagle Medium
(DMEM, Gibco, USA), Photphate
buffered saline (PBS, Gibco, USA),
huyét thanh phéi bé (Fetal bovine
serum -FBS, Gibco, USA); kit xac
dinh ty & t& bao séng (CCK-8,
Sdojindo Japan);  Dimethyl
Sulfoxide (DMSO, Sigma, USA);
Cobalt chloride (CoClz2, Sigma,
USA) dia nubdi cay kich thuoc
60x15mm, 90x20mm, dia 96 giéng
thanh trong (SPL Life Sciences,
Korea), kinh hién vi soi nguoc
Axiovert (Germany); may doc dia
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96 giéng, budng Hypoxia (Viét
nam) va cac vat tw tiéu hao khac.
2.3. Phwong phap nghién ctru
2.3.1. Nudi cay té bao co tim
chudt HOC2

Té bao co tim chudt HOC2 dwoc
nudi cay trong méi trwdng DMEM
c6 bd sung 10% FBS va 1% PS &
37°C va 5% CO,. Méi trwdng duwoc
thay méi sau 2-3 ngay. Té bao
dwoc ciy chuyén khi mat do dat
80% bé mét dia nudi.
2.3.2. Nudi cay té bao HIC2 &
diéu kién binh thwéng co xiv ly
DMSO

Té bao dwoc nudi & mat dod
5x10° té baol/giéng & 37°C,
5%CO,. Sau 24 gi® nudi cay, moi
trwdng cl duwgc loai bd va thay
bang méi trwdng médi c6 DMSO &
cac ndéng do6 0,001%, 0,05%,
0,01%, 0,1%, 0,5%, 1%, 2% va
10% (v/v). Sau 48 gi® nudi cay, kha
ndng sbng cua té bao dwoc Xac
dinh bang kit CCK-8. Thi nghiém
dwoc 13p lai it nhat 3 1an.
2.3.3. Nudi cay té bao HIC2 &
diéu kién HR c6 xtr ly DMSO

Diéu kién thiéu oxy/tai cung cap
oxy (HR) dwoc thiét 1ap bang hai
cach: st dung budng hypoxia chira
hén hop khi (95% N,, 5% CO,) va
s dung hda chét CoCl. 300 uM
nhw dwgc mo6 ta trong nghién clru
trwée day [1].
Md hinh HR s dung buéng thiéu
oxi c6 xwly DMSO

Té bao H9C2 dwoc nubi trong
dia 96 giéng voi mat do 5x10° té
bao/giéng. Sau 24 gi®& nudi cay, té



Vietnam Journal of Physiology 25(2), 6/2021

ISSN: 1859 — 2376

bao dwoc chia thanh nhom dbi
chirng va nhém HR nhw sau:

1) Nhém ddi ching: té bao tiép
tuc dwoc nudi trong diéu kién moi
trwdng nudi binh thwdéng (DMEM,
10% FBS, 1% PS, 37°C va 5%CO0Oz)
trong 48 gio;

2) Nhém HR th&r nghiém: té bao
H9C2 dwoc nudi 6 gid trong budng
thiéu oxy (95%N: va 5%CO02) va 24
gi& trong cac méi tredng nubi méi
& diéu kién 37°C, 5% CO, véi moi
trwong nuéi DMEM binh thwdng
(nhdm HR); va v&i méi tredng nubi
DMEM binh thwéng va cé bd sung

thétm DMSO & cac néng do
0,001%, 0,01%, 0,05%, 0,1%,
0,5%, 1%, va 2% (nhém

HR+DMSO). Cubi thei diém thi
nghi@m mé hinh, ty 1& séng cla
té bao dwoc danh gia bang kit
CCK-8. Méi thi nghiém dwoc lap
lai it nhat 3 1an.

M6 hinh HR sd& dung CoCl2 c6
xi¥ ly DMSO

Té bao H9C2 dwoc nudi trong
dia 96 giéng v&i mat do 5x103 té
bao/giéng. Sau 24 gi® nudi, té
bao dwgc chia thanh nhom déi
chirng va nhom th& nghiém mé
hinh nhw sau:

1) Nhém ddi chieng: té bao tiép
tuc dwoc nudi trong diéu kién moi
trwong nudi binh thwong (DMEM,
10% FBS, 1% PS, 37°C va 5%
CO2) trong 48 gio;

2) Nhém HR th&r nghiém: té bao
HI9C2 duwgc nudi 24 gid trong moi
trwuéng DMEM c6 bdé sung CoClz
300 pM. Sau d6, mbéi trwdng chira
CoCl; dwoc loai b, t& bao tiép tuc

15

dwoc nudi thém 24 gid trong cac
méi trwérng méi & diéu kién 37°C,
5%CO, v&i mbi trwdong nudéi DMEM
binh thwong (nhdm HR hay HR-
CoClz); va voi mbi trwdng nubi
gibng & nhém HR va c6 bd sung
thétm DMSO & cac néng do

0,001%, 0,01%, 0,05%, 0,1%,
0,5%, 1%, va 2% (nhém HR-
CoCl+DMSO).

Cubi thoi diém thi nghiém, ty 1&
sébng cla té bao dwoc danh gia
bang kit CCK-8. Méi thi nghiém l&p
lai it nhat 3 lan.

2.3.4. Xac dinh kha nang séng
cua té bao bang CCK-8

Ty 1& sbng cla té bao dwoc xac
dinh nh¢ st dung kit CCK-8 dwa
trén sy khi WST-8 (khéng mau)
b&i dehydrogenase trong té bao
thanh formazan (mau cam) nhw mo
tad trwdc [1]. Két qua ty 1& sbéng
cia té bao & cac nhoém thi
nghiém dwoc phéan tich dwya trén
it nhat 3 1an 1ap lai.

2.3.5. Chup anh té bao

Hinh &nh t& bao H9C2 trong cac
nhom mau thi nghiém dwoc dwoc
chup bang kinh hién vi soi nguoc
c6 gan camera két ndi véi phan
mém chup &nh Opticalview 7.0
2.3.6. Xtrly sé liéu

Phan mém Excel 2016 va Origin 8.5
duoc st dung dé phan tich két qua. S
liéu dwore trinh bay dwdi dang X + SD (X:
gia tri trung binh, SD: d6 léch chuén). Sw
khac biét dwoc gilka cac nhom duoc
phan tich bang Anova va Tukey test. Gia
tri p theo hai phia nhé hon 0,05 phan
anh sw khac biét cd y nghiia thdng ké.
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3. KET QUA Anh huéng cia DMSO & céc
. . ndbng dd khac nhau lén kha nang
3.1.Kha nang song cua té bao sbng cua té bao HIC2 trong didu
H9C2 trong diéu kién nudi cly kién nudi cay binh thwdng dwoc
binh thwéng c6 xtv ly DMSO thé hién & Hinh 1 va Hinh 2.

Hinh 1. Hinh &nh t& bao HIC2 trong diéu kién nudi binh thwdng. A) Té bao duoc
nuéi trong DMEM; B-1) Té bao duoc nubi trong DMEM c6 c6 bé sung DMSO &
cac néng dé twong dmg (viv) 0,001%, 0,01%, 0,05%, 0,1%,0,5%, 1%, 2% va
10%. Vét kinh 5x, thuwéce do 5 um.

100 -

Ty Ié té bao séng
(% so v&i doi chirng)
L4
(=]

04
' 00\ "i‘\" 0‘;\0 c:‘" Qf"'. e g '\s\u

\
o‘b DMSO
Hinh 2. Biéu db ty Ié sbng cua té bao H9C2 trong diéu kién nubi binh
thworng. Péi chimg: Nhém té bao duoc nubdi trong DMEM; DMSO: Nhém té bao
duroc nudi trong DMEM ¢6 ¢6 bé sung DMSO & cac néng do tuong ung (VIv)
0,001%, 0,01%, 0,05%, 0,1%, 0,5%, 1%, 2% va 10%. *p <0,05 so voi doi chimg;
sé 14n 14p lai: n=3.
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Két qua cho thay, ty lé séng cua
té bao H9C2 dwoc nudi cay trong
diéu kién 37°C, 5% CO2 c6 bd
sung DMSO & cac nbéng do
0,001+0,5% (v/v) trong 48 gio la
twong tw vé&i nhém dbéi ching.
Tuy nhién, ty 1&é nay giam & cac
ndng d6 DMSO 1%, 2% va 10%
(viv, p<0,05, Hinh 2). Dac biét, &
néng d& DMSO 10% ty & séng
cla té bao gidam manh va chi dat
27,48% so voi dbi chirng. Hinh
anh chup céac té bao H9C2 & céac
néng dé cao cha DMSO ciing cho
thdy hién twong nhiéu té bao bi
bong tach va tréi lo Iteng trong moi

trwdng nudi (Hinh 1.G-l).

3.2. Kha nidng séng cua té bao
H9C2 trong dieu kién HR c6 xwr
ly DMSO

Chang t6i tien hanh thi nghiém
xac dinh anh hwéng cia DMSO
trong diéu kién HR s dung budng
thiéu oxy théng qua viéc danh gia
ty 1& té bao sbéng trong cac nhém
nghiém. Té bao dwoc nudi trong
méi trwdng nudi cly it dwong,
khéng c6 FBS va ndéng dé oxy thap
hon trong 6 gi®. Sau d6 té bao
dwoc nudi & modi trwong co didu
kién oxy binh thwéng cé bd sung
thétm DMSO & cac ndng do
0,001%, 0,05%, 0,01%, 0,1%,

0,5%, 1% va 2% trong 24 gi¢. Anh
hwéng ciia DMSO & cac néng do
khac nhau 1én kha ndng séng cla
t& bao HIC2 trong diéu kién HR c6
bd sung DMSO & cac ndng d6 khac
nhau dwoc thé hién & Hinh 3 va 4.

Hinh 3. Hinh anh t& bao H9C2 nuéi trong diéu kién HR gay b&i budng thiéu oxy.
A) Té bao duoc nudi trong diéu kién HR khéng bé sung DMSO; B- H) Té bao
duoc nuéi trong méi truromg HR c6 bé sung DMSO & cac ndng dé tuong Umg
(v/v) 0,001%, 0,01%, 0,05%, 0,1%, 0,5%, 1% va 2%; Vat kinh 5x, thuwdc do 5 um.

Két qua cho thy, & diéu kién
HR, ty I& séng clta té bao H9C2

nudi trong moi trwdng c6 DMSO
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néng dd trén 1% gidm cbé vy
nghia théng ké so v&i khi nudi

trong moéi trwong khdéng c¢o
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DMSO. Cu thé, ty |& t& bao séng
ghi dwgc & cac nhdm nghiém cé
DMSO 1% va 2% la twong ng
92,6% va 88,1% (khi
nhém HR). Trong khi d6, DMSO
& khoang néng d6 0,001+0,05%
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gan nhuw khéng lam thay déi kha
nang séng clta té bao thé hién
théng qua hinh anh mat do té
bao (Hinh 3) va ty 1é séng chét
(Hinh 4).

R
DMSO

Hinh 4. Biéu db ty l&é séng cla t& bao HIC2 trong diéu kién HR gay bdi

budng thiéu oxy. HR: Nhém té bao duoc nudi trong diéu kién HR khéng bé
sung DMSO; DMSO: Nhém té bao duoc nuéi trong diéu kién HR c6 bd
sung DMSO & cac ndng do tuong umg (viv) 0,001%, 0,01%, 0,05%, 0,1%,
0,5%, 1% va 2%. *p<0,05 so véi HR; sé |an I&p lai: n=3.

3.3. Kha nang séng cua té bao
H9C2 trong diéu kién HR-CoCl2
co6 xtr ly DMSO

Tac déng cua DMSO ciing duoc
khao sat trong m6 hinh HR gay béi
CoClz. Két qua cho thay ty 1& séng
clia té bao H9C2 la khdng khac biét
gilra nhom nhém HR-CoClz (hay

18

CoCl,) va nhém CoCl2 bd sung
DMSO (hay CoCl>+DMSO) & néng
dé 0,001, 0,01, 0,05, 0,1 va 0,5%
(v/v) trong giai doan md phdng tai
cung cip oxy (Hinh 5). Trong khi
dé, khi tang néng d6 DMSO 1% va
2% thi kha nang sbéng cla té bao
HOC2 giam manh con 95,2% va 83,8%.
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Ty Ié té bao séng
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DMSO

Hinh 5. Biéu do ty 1& séng cua té bao HIC2 trong diéu kién HR gay boi
CoClz. CoCl: Nhém té bao duoc nudi trong diéu kién HR-CoClz khéng bé
sung DMSO; DMSO: Nhém té bao duoc nuéi trong diéu kién HR-CoCl, c6
bé sung DMSO & cac néng dé tuong umg (v/v) 0,001%, 0,01%, 0,05%,
0,1%, 0,5%, 1% va 2%. * p<0,05 so vé6i CoClz; Sé Ian 14p lai: n=3.

4. BAN LUAN

DMSO Ila dung moéi dwoc s
dung nhiéu trong linh vuc sinh-y-
duwoc hoc do n6 cod kha nang hoa
tan chat & néng doé cao [4, 5]. Tuy
nhién, mét sb nghién ctru da chi ra
rang DMSO c6 thé gay nhiéu va
anh huwédng dén két quad thuc
nghiém danh gia hoat tinh cua céc
chat [7, 10-12]. Nghién clru trwéc
day ciing dwa ra khuyén nghi khi
st dung DMSO & néng do thap
trong cac thi nghiém phan tich
danh gia hoat tinh béo vé than kinh
clia cac chét [11].

Do vay, dé loai bd cac tac dong
cua DMSO trong cac nghién clu

19

bénh ly nhdi mau co tim s dung té
bao H9C2, viéc xac dinh néng do
DMSO tbi wu déng vai trd dac biét
quan trong. Trong nghién ctu nay,
chang t6i tién hanh danh gia anh
hwdng cia DMSO I[én kha nang
sébng cua té bao HIC2 trong diéu
kién binh thwong va trong diéu kién
thiéu oxy/tai cung cap oxy. Két qua
thu dwoc cho thdy, tadc déng cla
DMSO dbi voi té bao co tim phu
thudc vao liéu st dung. Trong cac
diéu kién nudi ciy thdng thwong va
diéu kién mod hinh bénh Iy HR, néng
dé6 DMSO trong méi trwdong nubi
cdy nhé hon 1% (v/v) gan nhw
khéng tac ddong dén kha nang sbng
cua té bao co tim H9C2. Trong khi



Vietnam Journal of Physiology 25(2), 6/2021

ISSN: 1859 — 2376

doé, khi méi trwdng nudi cay coé bd
sung DMSO néng dd 1% hoéac cao
hon thi mat dé va hinh thai té bao
H9C2 bj thay dbi dang ké va sw tac
déng nay phu thudc vao liéu lwong
st dung dung méi. Két qua nay
twong dong vai két qua nghién ciru
cua Rajarshi Pal va cs [10]. DMSO
vé co ban da lam thay déi hinh théi
va sw gan két clha cac té bao dong
thdi véi viéc 1am gidm dang ké kha
nang sdng cla té bao theo céch
phu thudc vao liéu [10], dan dén su
thay déi dang ké trong biéu hién
gen, ham Iwgng protein va chic
ndng cua cac té bao gan da biét
héa. DMSO & khoang néng dd
0,5%+2% c6 tac dong &rc ché dang
ké dén sy biéu hién cda nhiéu
cytokine/chemokine gay viém; dac
biét 1a khi néng d6 DMSO khoang
2%, kha nang sbng cla bach cau
don nhan bi gidam dang ké [7]. Tuy
nhién, nghién ctu cta Maria va cs
[13] lai chi ra rAng sau 24 gi®& nudi
trong méi trwong c6 DMSO tw
0,001% dén 0,2%, tbng sb t& bao
gbc phéi chudt tdng dang ké&. Ngoai
ra, sw tdng dang ké sé lwong té
bao c6 thé quan sat dwoc khi kéo
dai th&i gian nubi trong méi trwdng
c6 DMSO & cac liéu thlr nghiém
[14]. Trong khi d6, nghién clru cua
chung to6i lai chwa ghi nhan dwoc
sy tang sb lwong t& bao HIC2 khi
méi trwdng nudi ciy co bd sung
DMSO & liéu néng do thir. Twong
tw, nghién cwu trwédc day trén
nguyén bao s¢i cua da cling da chi
ra rang méi trwéng nudi c6 DMSO
0,1% la an toan cho sv tang truédng
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cta té bao. Néng d6 DMSO thép
(0,01+0,001%) lam tang sinh té
bao, nhwng DMSO ciing lam giam
kha nang sbng cla té bao mét cach
phu thudéc vao liéu lwong trong
khoang néng d6 0,5+3%. O moi
trwdng nudi c6 DMSO Ién hon 3%
thi hadu hét té bao bi chét [12].
Trong mét cong bd khac, DMSO
néng dd 2,5% viv dwoc cho la
khéng lam thay déi kha nang séng
cua té bao lympho; déng th&i, dung
mobi nay tac déng lam giam kha
nang sdng cla té bao khi néng dd
clia n6 dat 5% va 10% v/v [6]. Nhw
vay c6 thé thdy rang, ndong do
DMSO &nh hwéng dén kha nang
séng trén cac dong t& bao khac
nhau la khac nhau. Vi vay, trong
cac nghién ctru st¢r dung DMSO
lam dung mdi trong cac phan tich
hoat chét hay thubc, viéc phan tich
va tim néng d6 DMSO t6i wu ma
khéng &nh hwdng dén két qua
phan tich, dac biét la kha nang
sbng cla té bao la can thiét. Trong
nghién clru nay chung téi da xac
dinh dwgc dai néng d6 DMSO
0,001%+0,5% khéng tac déng dén
kha nang sbng cua té bao HIC2 khi
ching dwoc nudi trong diéu kién
binh thwong va diéu kién thiéu
oxy/tai cung cap oxy.

KET LUAN

Nghién ctru nay da cung cép sb
liéu danh gia tac dong cua DMSO
léen khd& nang sbng clha té bao
H9C2 trong cac diéu kién binh
thwdng va mé hinh thywc nghiém
thiéu oxy/tai cung cap oxy. Két qua
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cho thay, trong cac diéu kién thuc
nghiém, sw tac ddéng cia DMSO dbi
véi té bao HIC2 la phu thudc vao
liéu ndng d6. O dai liéu 0,001+0,5%
(v/v), DMSO khéng thé hién tac
dong dén kha nang sbng cua té
bao HIC2 trong diéu kién nudi binh
thwong va diéu kién mé hinh thuc
nghiém bénh ly. Diéu nay cung cap
co s& khoa hoc vé néng do an toan
va goi y s dung DMSO dbi véi
dong té bao HIC2 cho céac nghién
ctru sinh-y-dwoc hoc lién quan.

LOI CAM ON

Chung t6i chan thanh cam on
quy nghién cwu Nafosted 106-
YS.06-2016.23 da hé tro kinh phi;
Giao sv Han Jin va Kim Hyoung
Kyu (CMDM, Inje, HanQuéc) da
tdng nhom nghién clru mau té bao
H9C2; PGS. TS. Nguyén Lai
Thanh, Pang Thi Ha Trang da hd
tro coéng tac trién khai nghién ctu.
Nghién cwu dwec thwc hién tai
Trung tdm Khoa hoc sw séng, Khoa
Sinh hoc, Trwong Pai hoc Khoa
hoc Tw Nhén, DPHQG Ha N6i.
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SUMMARY

EVALUATING THE AFFECT OF DIMETHYL SULFOXIDE ON THE
VIABLITY
OF H9C2 CARDIOMYOCYTES

Vu Thi Thu?, Pham Thi Bich?, Ngo Thi Hai Yen?

VNU University of Science

Objective: The study was conducted to evaluate the affect of Dimethyl
Sulfoxide (DMSQO) concentration on the viability of HOC2 cells under the
different cultural conditions. Methods: H9C2 cells were cultured under
normal conditions and subjected to hypoxia/reoxygenation model. DMSO
at the doses of 0,001+10% (v/v) was added to the cultural medium during
normal culture period and reoxygenation period. Cellular viability of the
experimental groups was assessed by using CCK-8 kit. Results: The
results indicated that the viability of HOC2 cardiomyocytes was stable in
the different culture media supplied with DMSO at the doses of
0,001+0,5% (v/v). Meanwhile, supplementation of DMSO at the doses of
1% and 2% significantly decreased the survival rate of H9C2 cells (v/v,
p<0,05). Conclusion: The affect of DMSO on H9C2 cardiomyocytes is
dose-dependant maner.

Keywords: DMSO, HI9C2, cell viability, hypoxia/reoxygenation.
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TAC DUNG HA GLUCOSE MAU CUA VIEN NANG GYDENPHY
TREN CHUOT NHAT TRANG PU'QO'C GAY PAI THAO PUONG TYPE 1

Nguyén Trinh Thach Thi¥", Nguyén Duy Tuan?,
Nguyén Thanh Ha Tuan?, Pé Thi Hwong Lan?, Nguyén Hoang Ngan?”
TOM TAT
Muc tiéu: Panh gia tac dung ha glucose mau cda vién nang Gydenphy trén
chuét nhdt mé hinh déi théo duong (BTP) tuyp 1 gay béi Streptozocin. Phurong
phép: Chudt nhét tréng duoc tiém phic mac Streptozocin 150mg/kg dé gay DTD
tuyp 1. Sau dé, chudt dupc cho uéng Gydenphy hang ngay trong 10 ngay, ndng
dé glucose méau & céc 16 uéng Gydenphy so Véi 16 ching uéng nudc cét va 16
tham chiéu tiém phuc mac insulin duoc so sanh. Két qud: Néng do glucose mau
& cac 16 dung Gydenphy (liéu 576 mg/kg/24h va liéu 1152 mg/kg/24h) gidm so véi
16 ching tai thoi diém sau 4h, 8h (p< 0,05) va tai thoi diém sau 3, 10 ngay (p<
0,01). Tac dung ha glucose méau cda Gydenphy liéu 576 mg/kg/ngay va liéu 1152
mg/kg/ngay tai cac thor diém sau udng thude 4h, 8h va 3 ngay thdp hon so véi tac
dung cda insulin 0,1, Ul/kg/ngay; tuy nhién, tac dung dat tuong duong véi insulin
sau 10 ngay lién tuc ding thudc. Két ludn: Vién nang Gydenphy co tac dung ha
glucose mau trén chudt nhat tréng gay BT tuyp 1.
Terkhoa: DT tuyp 1, Gydenphy, chudt nhét tréng.

1. DAT VAN BE tim mach gay nén nhiéu cac bién
chirng man. Do vay, cac thubc diéu
tri nham kiém soét glucose mau, c6
thé gidm dwoc nguy co tién trién cla
cac bién ching, han ché tac dung
phu cla thuéc ngay cang tré nén
cép thiét va 1a van dé quan tam hang
dau.Y hoc cb truyén cé nhiéu vij
thudc didu tri ching Tiéu khat[1].
Viét Nam thé gi&i dang ¢ xu huéng
tim kiém va phat trién cac thubc co

N3m 2017, trén toan cau, woc
tinh cé khoang 462 triéu nguwoi bi
anh hwéng bdi dai thao dudng
(BPTD) tuyp 2. Hién nay, & Viét Nam
c6 khoang 5,76 triéu nguwdi méc dai
thao dwong [4]. O bénh nhan DTD,
tinh trang tang glucose mau kéo dai
dan dén nhirng réi loan chuyén hoa,
dé lai nhitng hau qua xau ddi véi hé

Hoc vién Y Duwoc hoc C6 truyén Viét Nam nguon goc tw nhién vira co hiéu qua

2Hoc vién Quan y tét, vira it tac dung phu, c6 thé ding
*Téc gia thyc hién chinh: trong thoi gian lau dai. Me rirng,
Nguyen Trinh Thach Thi _ thach hdc tia, gido cb lam thu héi tai
** TAc gia chiu trach nhiém khoa hoc: . i o :
Nguy&n Hoang Ngan Cao Bang duwoc danh gia la c6 chat
Email: nganvmu@gmail.com. lwgng tot, ham lwong hoat chat cao.
Ngay tiép nhan: 15/5/2021 A ~ N ~ ‘a ~
Ngay phan bién: 21/5/2021 Day Cun_g la nllu,ng i dU’QiC “el_{ da'
Ngay chap nhan dang: 15/6/2021 dwoc nhiéu nghién ctru danh gia cé
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tac dung tét lam ha Glucose mau,
diéu chinh réi loan m& mau... Vién
nang Gydenphy la san phdm cta dé
tai cap tinh Cao Bang dwoc bao ché
tr 3 dwgc liéu me rirng, thach hdc
tia, gido cb lam. Sw phéi két hop cac
duwoc liéu v&i nhitng thanh phan
hoat chat khac nhau, co ché tac
dung Ién ha glucose mau khac nhau,
hé tro cho nhau tao tac dung hiép
doéng, gidp san pham dat hiéu qua
cao trong ha glucose mau. Trong
nghién clru nay, chdng ti tién hanh
nghién ctru v&i muc tiéu danh gia tac
dung ha glucose mau ctla vién nang
Gydenphy trén déng vat thywc nghiém
gay BTD tuyp 1.

2. VAT LIEU, POl TUONG VA
PHUONG PHAP NGHIEN CUrU

2.1. Chat liéu, déi twong va thiét
bi nghién clu

2.1.1. Thuéc nghién cdu: Vién
nang Gydenphy v&i ham lwgng cao
duwoc lieu trong méi vién la 400mg,
do Hoc vién Quan y cung cép, dat
tiéu chuan co s& (TCCS). Cao duoc
lieu nay dwoc bao ché tir ba loai
cao Cao Gido cb lam (90,0 mg),
Cao Thach héc (86,0mg), Cao
Me rirng (224,0 mg) cung voi ta
dwoc vira du 1 vién.

Liéu dung duorc tinh theo mg cao
dworc liéu trong vién nang. Theo kinh
nghiém dan gian vé liéu ding cda
cac duoc liéu, két hop tinh toan tir
qué trinh bao ché, ching toi tinh ra
lidu dw kién co tac dung trén ngudi
la mdi ngay 06 vién (2400 mg), hay
2400mg/50kg/24h 48mg/kg/24h.
Quy dbi liéu tlr ngudi sang dong vat,
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liéu dw kién co tac dung trén chuét
nhit (he sb quy déi 12) Ia
576mg/kg/ngay, duoc lay lam liéu 1
trong thr nghiém nay. Liéu 2 Ia
1152mgl/kg/ngay, duoc lady gap doi
liéu 1. Bot thuéc dwoc phan tan
déu trong nwéc cat thanh hén
dich thubc thr, véi cac ndng do
khac nhau tuy theo muac liéu
dung, va cho chuét ubng bang
kim cong dau tu chuyén dung.
Thuéc tham chiéu: Insulin
(Humulin 30/70 Fioles do Phap san
xuét), méi ml c6 100 Ul. Insulin duoc
pha loang trong nuwéc mubi sinh ly
dén néng do 0,01 Ulml, tiém phic
mac cho chudt liéu 0,1 ml/10g.
2.1.2. Péi tuong nghién ciru: Chuot
nhat trdng trwdng thanh, ching
Swiss, s6 lwong 40 con, gibng duc,
can nang 18 - 22g, dung cho gay
mé hinh BTD tuyp 1 va danh gia
tac dung ha glucose mau. bong vat
do Ban dong vat Hoc vién Quan y
cép, nudi dwdng trong phong nudi
dong vat thi nghiém it nhat mét
tuan trwdc khi tién hanh thi nghiém.
Viéc cham séc, tién hanh thi
nghiém va x& ly dong vat sau thi
nghiém tuan tha theo dao dlrc
nghién cou trén dong vat va
nguyén tac s dung déng vat thi
nghiém cua Hoc vién Quany.
2.1.3. Thiét bi, héa chat: Kim dau tu
cho chuét udng, céc chia vach, bom
kim tiém 1ml. May xét nghiém sinh
héa twy dong Chemix 180 hang
Sysmex. Can dién t¢ cua Nhat, do
chinh xac 0,001 gam. B& dung cu md
déng vat c& nho; Que thr glucose
mau va may doc két qua One Touch
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Profile Metter do hang Johnson &
Johnson san xuét; May xét nghiém
Elisa ban tw déng Awareness Stat
Fax 4200; May do quang phd
(BioRad); May ly tam lanh Universal
320 (Hettich - Burc).

2.2. Phwong phap nghién cwu
2.2.1. Phwong phap gdy mé hinh
DTD tuyp 1 & chudt nhét trang.

Chu6t nhét trang Swiss gidng
dwe, dwoc tiém mang bung liéu
don STZ 150mg/kg dé gay BTP
theo kiéu mé phéng BTD tuyp 1,
theo Doaa Mohamed EI-Nagar
va céng suv [3].

Glucose mau luc doi dwoc dinh
lwong tai cac thoi diém 0 gio, 48
gi® va 7 ngay tinh ti thoi diém tiém
STZ. Trwdce khi ldy mau xét nghiém
glucose, cho chudt nhin an qua
dém trong 16 tiéng. Chudt dwoc lay
mau & dudi, ngay sau dé dwoc tién
hanh xét nghiém glucose méau
st dung que th&r glucose mau va
may doc két quad One Touch
Profile Metter do hadng Johnson
& Johnson san xuét.
>

Chudt c6 murc glucose mau
300 mg/dL (= 16,7 mmol/dL) dwoc
coi la bi BTD [2,3].

2.2.2. Danh gia tac dung ha
glucose méu & chuét nhat trdang
gdy BTD type 1

Cac con chuét bji BDTD (glucose
mau = 300 mg/dL), sau khi duoc
tiém Streptozocin 7 ngay, duwgc chia
416, méi 16 10 con.
+ L6 1 (16 chirng): ubng nuéc cat.
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+ L6 2 (16 tham chiéu): tiém insulin
liéu 0,1 Ul/kg thé trong/ngay.

+ L6 3 (16 nghién cru): ubng
Gydenphy 576 mg/kg/ngay.

+ L6 4 (16 nghién cu): ubng
Gydenphy 1152 mg/kg/ngay.

Chudt dwoc cho ubng hodc tiém
theo phéan 16 trong 10 ngay. Xét
nghiém dwdng huyét lic déi & cac
thdi diém trwédc dung thube Oh, 4h,
8h sau dung thubc lan dau, va &
thdi diém sau 3 ngay va 10 ngay
dung thuéc (ldy mau xét nghiém &
thoi diém 4h sau dung thubc). Xo ly
thédng ké, so sanh gitra cac 16, rut
ra két luan vé tac dung cla ché
phdm trén chudt nhat trdng theo
kiéu mé phéng BTD tuyp 1.

2.3. Xtrly sé liéu

Cac sb lieu dwoc trinh bay
dwé¢i dang Mean + SD. S -
Student’s t test dé& so sanh sw
khac nhau gitra hai gia tri trung
binh, bang phdn mém SPSS 20.0.
Két qua so sanh dwoc coila coy
nghia théng ké khi p < 0,05.

2.4. Pao dirc nghién ciru

Nghién ctru dwoc tién hanh tuan
thi dao dic trong nghién ctu y
sinh hoc va hwéng dan vé cham
s6c va st dung déng vat thuc
nghiém cua Hoc vién Quany.

3. KET QUA NGHIEN clrU

3.1. Két qua gay méd hinh dai thao
dwong tuyp 1 & chuét nhat trang
bang Strepzotocin (STZ)

Két qua gay mé hinh gay dai thao
duwdng tuyp 1 & chudt nhat tréng
duorc thé hién & Bang 1.
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Bang 1. Néng dd glucose méu chudt sau tiém STZ (Mean + SD)

Néng dd glucose mau (mg/dL)

Thoi digm .
lay mau L61 (1) 162 (2) L63(3) Lo 4 (4)
Truoctem 119,96 120,32 124,14 122,51 008
STZ (@) +20,57 +19,84 £24.75 +22.72 !
Sau tiém 341,07 342,89 344,34 339,98 005
48h (b) +34,94 £3312 +3513 +28,94 !
Sau tiém 401,31 399,67 406,22 400,04 008
7ngy(©)  +77.53 +88,09 +£79,90 +84,63 !
Pbca < 0,01 Poca< 0,01 Poca< 0,01 Poca < 0,01
P Pbe< 0,05 Pbe < 0,05 Pbe < 0,05 Pbe < 0,05
Nhan xét: Tai thdi diém 48h V@i tiéu chi danh gia chuét bi dai

sau tiém STZ 150mg/kg, néng do
glucose mau chuét & cac 16 dao
déng quanh 340 mg/dL, tang cao
so Vv&i trwdc khi tiém STZ (dao
déng quanh 140 mg/dL), khac biét
c6 y nghia théng ké véi p < 0,01.
Nong d6 glucose mau chudt cac 16
tiém STZ sau do tiép tuc tang, tai
thoi diém 7 ngay sau tiém STZ
nong dd glucose mau chudt 1én &
murc quanh 400 mg/dL.

thdo dwdng mac glucose huyét >
300 mg/dL, chudt & céac 16 tiém STZ
tai thoi diém 48h sau tiém da dwoc
coi la dai thao dwdng, va biéu hién
bénh ly dai thao dwdng cta chubt
on dinh va r& rét hon tai thoi diém 7
ngay sau tiém STZ.

3.3. Tac dung ha glucose mau
cua vién nang Gydenphy trén
chudét nhat trdng dai thao
dwong tuyp 1

Bang 2. Nong dé glucose mau chudt sau udng Gydenphy (Mean + SD)

Nong dd glucose mau (mg/dL)

Thoi diém
by mAu 161 (D) 162 (2) 163 (3) 64 (4)
(ubng nuérc cht) (tiém insulin) (ubng Gydenphy L1)  (ubng Gydenphy L2)
TaiOh (a) 401,31 +77,53 399,67 + 88,09 406,22 + 79,90 400,04 + 84,63
177,632+ 29,67 314,134*+ 35,13 308,494* + 28,94
+
Saudn(b) 307497944 s 555606 (gidm 22,67 %) (giam 22,88 %)
161,252 + 28,03 310,314* + 29,48 300,854* + 28,39
+
Sausn(c)  39348x7495 s 59,65 %) (gidm 23,61 %) (gidm 24,80 %)
A + JAC S Ak 4
Sfiu 3 301,12+ 74.26 17.(1),17 +19,66 257-171 + 28,39 24.8’,98 +23,30
ngay (d) (giam 57,42 %) (giam 36,56 %) (giam 37,76 %)
+ + +
Sa}u 10 38012 + 71,69 21.6-6,,35A +18,38 17-2’,35A +17,65 16.7’,79A +17,11
ngay (e) (gidm 58,38 %) (giam 57,57 %) (gidm 58,05 %)
p > 0,05 Pocdea < 0,01 Poca < 0,05; pdea < 0,01; poce < 0,05;

A:p<0,01sovéi(1); A:p<0,05s0vé&i(1); *:p <0,05s0Vvai(2)
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Nhan xét: Cac chudt & 16 1 chi
udng nwéc cat, sau 4h, 8h, 3 ngay
va 10 ngay néng do glucose mau
lubn & mirc cao, hdu nhw khéng
thay dbi (p > 0,05). Nbéng do
glucose mau chuét & 16 2 (tiém
Insulin) tai cac thoi diém sau ding
thuéc gidm nhanh va manh (tl
55,56% dén 59,65%) so v&i trwéc
dung thuéc, véi p < 0,01; ddng thoi
cling giam rd khi so v&i & 16 1 chi
ubng nuwéc cat (p < 0,01). So Vo
trwéc dung thube, ndng d6 glucose
mau & céac 16 dung Gydenphy (liéu
1 va lidu 2) tai thdi diém sau 4h
gidm lan lwot 14 22,67% va 22,88%
(p < 0,05); tai thdi diém sau 8h
gidm lan lwot 14 23,61% va 24,08%
(p < 0,05); tai thi diém sau 3 ngay
gidm lan Iwot 1a 36,56% va
37,76% (p < 0,01); tai thoi diém
sau 10 ngay gidm lan luot la
57,57% va 58,05% (p < 0,01).
So v&i & 16 1 chi ubng nuwéc cét,
nong dé glucose mau & cac 16
dung Gydenphy (liéu 1 va liéu 2)
tai cac thoi diém sau 4h va sau
8h gidm cé y nghia théng ké véi
p < 0,05; tai cac thoi diém sau 3
ngay va sau 10 ngay giam co y
nghia théng ké vé&i p < 0,01. Néng
dd glucose mau & cac 16 dung
Gydenphy (liéu 1 va lidu 2) tai thoi
diém sau 10 ngay dung thubc
gidm nhiéu nhéat, gidm c6 y
nghia théng ké so vé&i trong
cung 16 tai cac thoi diém sau 4h
va sau 8h (p < 0,05), va twong
dwong so v&i & |6 dung insulin
(p > 0,05).
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4. BAN LUAN

DTD tuyp 1 & ngudi cé dac diém
la sw pha hiy cua t& bao beta
tuyén tuy do tw mién dich, dan dén
gidm san xuét insulin. O cac mbd
hinh déng vat, sw thiéu hut insulin
trong qua trinh san xuét co6 thé xay
ra b&i nhiéu co ché khac nhau. Mot
s& mé hinh bénh dwoc st dung
phé bién nhw: gay pha hay té bao
beta cta tuyén tuy (14 t& bao san
xuét insulin) bang hoéa chét, do qua
trinh tw mién, hodc bang cach lai
tao cac giébng chudt c6 bénh BTD
tuyp 1. Chuét BTD phu thudc
insulin do di truyén, mé hinh gay
DTD do virus gay ra. M6 hinh
khong s dung déng vat gam
nhdm nhw Iogn, ché va déng vat
linh trwdng.

Pé danh gia tac dung ha glucose
mau cula vién nang Gydenphy trén
mé hinh BTD tuyp 1, trong nghién
ctru nay chung t6i str dung mé hinh
DTD do hoéa chét (Streptozocin) liéu
cao (150mg/kg). Theo cac nghién
ciu da coéng bd [2, 3], liéu cao
Streptozocin gay ra sy pha huy
ndng cac té bao beta tuyén tuy, tir
dé gay thiéu hut bén virng insulin,
twong tw nhw co ché DTD tuyp 1 &
nguwdi. STZ thac day sw phan hudy
té bao B, sau khi kh&i phat BTD, rbi
loan chirc ndng té bao B dwoc duy
tri bi tinh trang tang dwong huyét
dai ddng. M6 hinh cé wu diém la
tién hanh don gian, thich hop dé st
dung khi thtr nghiém céc loai thubc
hodc liégu phap ma co ché hoat
déng chinh & ha dwong huyét theo
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cach khéng phu thudc vao té bao
beta. DTD thwong dwoc gay ra
khodng 5-7 ngay trwéc khi bat dau
thr nghiém d& dam bao tinh trang
tang dwong huyét 6n dinh [2]. Liéu
STZ don gay BTD type 1 con phu
thudc vao chidng, gi¢i, dao dong tw
mwc 100mg/kg-200mg/kg véi mét
liéu don duy nhéat. V&i chudt nhat
giébng Swiss liéu thich hop dé& gay
merc dwdng huyét > 300mg/dl, sau
khi tién hanh do liéu chiing tdi nhan
thdy liéu STZ thich hop gay BTD
tuyp 1 dao déng quanh muc
150mg/kg. DO liéu tlr 100mg/kg
khéi dau, sau do tdng dan Ién
10mg/kg can nang cho liéu tiép
theo. Phu hgp véi nghién cliru nam
2016 clia Badr Abdullah
Aldahmash chuét dwoc nhin an
trong 20 gi¢ trwde khi gy ra BTD
bang cach tiém STZ hoa tan trong
dung dich dém citrate 0,1 mol/l
lanh, pH 4,5 (lubn dwoc chudn bi
twoi d& st dung ngay trong vong 5
phat). STZ tiém liéu duy nhat (150
mg/kg) duwoc tiém trong mang
bung. Nong d6 dwdng huyét duoc
do sau 3 ngay tiém STZ dé xac
dinh BTD. CaAc mau mau duwoc thu
thép tr dudi, xac dinh glucose trong
mau bang phwong phap do quang
phd glucose oxidase/peroxidase
(Braham va Tinder, 1972) [3]. M(rc
liéu tiém STZ cua ching t6i thap
hon so véi liéu 200mg/kg cta Brian
L Furman (2015) [2], c6 & do viéc
st¢ dung ching loai chudt khac
nhau. Sau khi tiém STZ ngay néng
dd glucose méau chuét gay BTb
tuyp 1 tdng dan so v&i trwde khi
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tiém va cao hon méc mong muén
la 234 mg/dl, thoi diém 48h glucose
mau dao déng quanh muac 340
mg/dl va dac biét sau thoi diém
tiém 7 ngay néng dd glucose mau
chudt 6n dinh & mirc 400 mg/dl.

Két qua nghién ctru cho thay
Gydenphy liéu 576 mg/kg/ngay va
1152 mg/kg/ngay déu thé hién tac
dung lam giam glucose mau (p <
0,05 so v&i 16 chirng bénh ly).

Hiéu qua cua viéen nang
Gydenphy trén chuét nhét tréng
gay BDTD tuyp 1 duwoc thé hién &
Bang 2. O 16 1 chi ubng nuéc cét,
nong dd glucose mau luén & mirc
cao, hau nhw khéng thay déi (p >
0,05). O 16 tiém insulin néng dod
glucose giam nhanh va manh so
véi trwde dung thube, véi p < 0,01.
Két qud nghién clu cho thay
Gydenphy liédu 576 mg/kg/ngay va
1152 mg/kg/ngay déu thé hién tac
dung lam gidam glucose mau (p <
0,05 so v&i 16 chirng bénh ly). Néng
dd glucose mau & céac 16 dung
Gydenphy (liéu 1 va lidu 2) tai thoi
diém sau 10 ngay dung thudc gidm
nhiéu nhét, gidam cé y nghia théng
ké so véi trong cung 16 tai cac thoi
diém sau 4h va sau 8h (p < 0,05),
va twvong dwong so véi & 16 dung
Insulin (p > 0,05). Két qua nay phu
hop véi mot sd két quéd nghién clru
[3, 5, 6] cho thay thubc tir dwoc liéu
phai sau nhiéu ngay ubng ma&i thé
hién tac dung ré rét nhat. Day 1a co
s& dé thiét k& nghién ctru cho
chuét udng thube trong 10 ngay.

Két qua nghién cru vé tac dung
ha duwong huyét cia Gydenphy
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hoan toan phu hop véi dac diém
tac dung cua cac dwoc liéu trong
bai thubc dung bao ché vién nang
Gydenphy véi tinh chét dwoc liéu,
kha nang ha glucose mau cua tirng
duworc liéu.

Nhw Gido cb lam (rc ché hoat
dong cua  protein  tyrosine
phosphatase 1B [7], tang cuwdng d6
nhay insulin, cai thién d6 nhay
insulin ctia gan bang cach &c ché
tao gluconeogenesis, kich thich giai
phoéng insulin & dao tuy khi néng do
dwdng cao, kich thich giai phéng
insulin tlr cac dao tuy, rc ché phu
thuéc vao liéu lwong dbdi véi hoat
dong cla a-glucosidase, (¢ ché
sw h4p thu glucose va anh huéng
dén sw biéu hién
protein cia GLUT2 , nhuwng
khéng anh hwéng dén sw biéu
hién protein cia SGLT1, kich thich
tiét insulin & néng dd glucose cao
nhwng han ché & néng d6 glucose
th4p,tang biéu hién cta mang co
xwong voéi protein GLUT-4 va ¢
ché tinh trang viém co xwong [8].

Thach héc giam lwgng dwong
huyét IGc d6i & chudt mac bénh
DTD, giam quéa trinh apoptosis cta
té bao dao nhé & chudt bj BTD,
gidm biéu hién mRNA Bax, tang
biéu hién cta Bcl-2mRNA trong md
tuy ctia chudét mac bénh BTD, ngan
ngtra bénh DTD lién quan dén su
gia tang glycogen va taurine & gan
cling nhw diéu chinh nang lwong va
chuyén héa axit amin, hoat déng
chéng oxy hoa ctia Thach hoc dé
ngdn cac bién chirng BTD do STZ
gay ra [5].
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Me rirng kich thich sy hap thu
glucose trong té bao mé& 3T3-L1
theo cach phu thudc vao liéu
lwong, tAc dung cla ca me rieng &
200ug/ml twong dwong véi insulin
va lon hon pioglitazone [6], thdng
qua hiéu rng nhay cam vé&i insulin
(kich thich hap thu glucose vao té
bao m&), e ché tét a-glucosidase
(Corilagin) cai thién viéc st dung
glucose & ngoai vi , tang dé nhay
insulin ho&c d&c tinh chéng oxy héa
Gydenphy la mét trong nhirng co
s& khoa hoc cho viéc str dung réng
rdi va phéat trién san pham cham
sOc surc khoe.

5. KET LUAN
Vien nang Gydenphy liéu
576mg/kg/ngay va liéu 1152

mg/kg/ngay c6 tac dung lam giam
glucose mau trén chudt nhat trang
gay BTD tuyp 1 bang Streptozocin.

LOI CAM ON

Nghién ciru 1a mét phan néi
dung trong dé tai nghién ctu
cap tinh Cao Bang do Hoc vién
Quan y cha tri. Ching tdéi cam
on tinh Cao Bang da cép kinh
phi cho thwc hién nghién cuu,
cam on B6 mén Dwoc ly, Hoc
vién Quan y da giup d& chdng
td6i hoan thanh nghién ctru nay.
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SUMMARY

EFFECTS OF GYDENPHY CASPULES ON STREPTOZOTOCIN-
INDUCED TYPE1 DIABETIC IN SWISS MOUSE MODEL

Nguyen Trinh Thach Thi!, Nguyen Duy Tuan?!, Nguyen Thanh Ha
Tuan?,
Do Thi Huong Lan, Nguyen Hoang Ngan?

Vietnam University of Traditional Medicine
2VVietnam Miliatary Medical University

Objective: Evaluation the hypoglycemic effect of Gydenphy capsules on
Streptozotocin-induced type 1 diabetic in Swiss mouse model. Methods: The
type 1 diabetic model was established by intraperitoneal injections of
Streptozocin 150mg/kg in Swiss mouse. Then, the Gydenphy were orally
administered daily at a dose of 576 mg/kg/day or 1152 mg/kg/day in 10 days.
Blood glucose concentration in the Gydenphy oral groups with that of water
control group and the intraperitoneal insulin injection group was compared.
Results: Blood glucose concentration in the groups using Gydenphy (dose
576 mg/kg/24h and dose 1152 mg/kg/24h) significal decreased compared to
the distilled water group at (p <0.05 at the time of 4 hours, 8 hours; p <0.01 at
the time of 3, 10 days). The hypoglycemic effect of Gydenphy at 576
mg/kg/day and 1152 mg/kg/day at 4 hours, 8 hours and 3 days were inferior to
insulin 0.1 Ul/kg/day for glycemic control. However, the hypoglycemic effect of
Gydenphy were equivalent to insulin after 10 consecutive days on treatment.
Conclusion: Gydenphy capsules have hypoglycemic effects on
Streptozotocin-induced type 1 diabetes in Swiss mouse model.

Keywords: Type 1 diabetes, Gydenphy, Swiss mice.
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ANH HUONG CUA NP BOI VOI MOT SO CHi SO HUYET HOC VA
MIEN DICH TREN CHUQT MANG KHOI U RAN SARCOMA TG180

BUi Thi Thu Hal2*, Vit Manh Hung?, Nguyén Thanh Hai4,
Nguyén Thanh Ha Tuan3
TOM TAT
Muc tiéu: Péanh gid dnh hudng cda cao chiét giau saponin chiét xuét tor
ré tam that c6 hap - NP(H) va khdng hép hoi néng - NP(O) 1én mét sé chi sé
huyét hoc va mién djch trén chuét nhat trdng mang khéi u rdn sarcoma 180.
Phuwong phap: Chuét duoc tiém té bao Sarcoma TG180 vao dui dé gay
khéi u, sau dé cho uéng NP(0), NP(H), Lentinan hodc nuéc mudi sinh 1y tr
ngay thir 6 dén ngay 22 ké tir khi tiém. Ngay 22, mdu méu duoc lay dé xét
nghiém IL-2, TNF-a va céc chi sé huyét hoc; khéi luong tuong déi cua lach,
tuyén tc duroc xéc dinh. Két qud: NP(H) va NP(0) (liéu 300 mg/kg/ngay va
900 mg/kg/ngay) déu lam tang sé lurong hong cdu, hemoglobin, hematocrit,
diéu chinh sé luong bach c4u va tiéu cau vé mue sinh ly, téng IL-2 va TNF-
a mau, tdng can nadng tuong déi cda lach va tuyén dc. Tac dung lam téng
sé luong hong cdu va hemoglobin ciia NP(H) tét hon so véi NP(o ) & cling
mdc liéu ciing nhw so véi Lentinan liéu 240 mg/kg/ngay (p < 0,05). Tac
dung lam tang IL-2 va TNF-a mau, tdng khéi luong twong déi cda lach va
tuyén g cua NP(H) tuong duong so véi Lentinan liéu 240 mg/kg/ngay (p>
0,05)va tét hon so véi NP(0) & cung muc liéu (p < 0,05). Két ludn: Cao
chiét giau saponin chiét xuét tir ré tam that co tac dung céi thién chi sé
huyét hoc va tdng cuong mién dich trén chudt nhét trdng mang khéi u rdn
sarcoma 180, trong dé cao chiét ter tam that hép thé hién tac dung tét hon
S0 Vi cao chiét ter tam that khong hép.
Ter khoa: tam that, hdp hoi néng, chi sé huyét hoc, téng cuong mién dich.
1. DAT VAN BE
Tam that (Panax notoginseng) l1a Trong danh gia tac dung khang u
mot dwoc liéu c6 nhiéu tdc dung cla tam that, cAc nghién ctru chi ra
quy: khang u, tdng cwdng mién tam that dwoc x&r Iy hdp qua hoi
dich, chéng oxy hod, bao vé gan,... néng lam tang ham Iwong cac

ginsenoside c6 hoat tinh &c ché té
bao ung thw, ddng th&i lam tang tac
dung mién dich va chéng oxy hoa,

1Bénh vién Y hoc cb truy&n-Bd Cong an
2Vién Duworc liéu, 3Hoc vién Quan Y

“4Pai hoc Qudc gia Ha Noi

*Tac gia thue hién va chiu trach nhiém chinh: tang tac dung khang khoi u ... [4,5].
BUi Thi Thu Ha Nang cao thé trang, cai thién tinh
Email: buithuha2206@yahoo.com.vn trang mién dich luén dwoc quan tam
Ngay tiep nhan: 22/5/2021 trong diéu tri ung thw. So voi héa
Ngay phan bién: 24/5/2021 z R O

Ngay ch&p nhan: 15/6/2021 chat va xa tri diét t& bao ung thw

33


mailto:buithuha2206@yahoo.com.vn

Vietnam Journal of Physiology 25(2), 6/2021

ISSN: 1859 — 2376

déng thoi diét cad té bao lanh,
cac duwoc liéu nhw tam that thé
hién dwoc tac dung Gc ché té
bao ung thw déng thdi véi tac
dung tdng cwéong mién dich va
moét sé tac dung hd tro khac, ¢
thé dwoc xem la mot sy hd tro
lam tang hiéu qua va tinh an
toan trong diéu trj ung thuw.
Trong nghién cu nay, chung

téi danh gia anh hwdng cua cao
chiét giau saponin chiét xuat tw
ré tam that c6 hap va khéng hap
hoi néng 1én mot sb chi sé huyét
hoc va mién dich trén chudt nhat
trang mang khéi u rédn sarcoma
TG180.

2. CHAT LIEU, DOI TUONG VA
PHUONG PHAP NGHIEN cUU

2.1. Chat liéu, déi twong va thiét
bi nghién clu

2.1.1. Thuéc nghién ctru: cac mau
cao chiét giau saponin chiét xuét tir
ré tam that khd c6 hap hoi néng &
120°C trong 8h, ky hiéu la NP(H) va
cao chiét giau saponin chiét xuét tir
ré tam that khéng hap hoi néng, ky
hiéu 1 NP(O). Mau dwoc liéu tam
that 1a ré ci 4 ndm cla cay tam thét
(Panax notoginseng (Burk.) F.H.) duoc
trong tai Simacai, Lao Cai. Cac cao NP
(H) va NP(O) woc bao ché tai Vién
dwoc liéu Trung wong, dat tiéu chuan
co s&. Ham luwgng cac saponin trong
cao dinh chuidn NP(O) va NP(H)
dwoc trinh bay & Bang 1.

Bang 1. Ham lwong cac sponin trong cao dinh chuin Panax notoginseng

(Mean £ SD)
Ta bo Ham lwgng cac saponin trong cao (%)
" am
mau 2
(%) Rgl Re Rb1 Rh1 Rd Rg3 Téng
1,81 14,89 0,30 3,23 0,38 32,32
11,70
NP(o) 990 /.o #001  £018 +001 %008 +001  +041
. - 5,30 2,57 0,83 16,16 24,62
Khong Khor-g 3 1 3 ) L]
NP(H) 6,60 phéthén phathen 007 012 £003  £007 020
Thubéc tham chiéu: Lentinan (Carbosynth Limited., UK; Batch: FL

333211401). Product code FL33321; CAS N0.37339-90-5.

2.1.2. Péi twong nghién citru

- Chuét nhat trang trwdng thanh,
ching Swiss, s6 lwgng 70 con,
khéng phan biét gibng, can ndng 20
- 229, do Ban déng vat Hoc vién
Quan y cép, nudi dwdng trong
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phong nudi dong vat thi nghiém it
nhat mét tudn trwdc khi tién hanh
thi nghiém.

- Dong té bao u sarcoma TG 180
dung d& cly gay khdi u dui trén
chudt nhat trdng: la dong té bao



Vietnam Journal of Physiology 25(2), 6/2021

ISSN: 1859 — 2376

sbng tréi nbi trong méi trwdng nudi
cdy in vitro, c6 ngudn gbc tlr chudt
nhat trdng Mus musculus chiing
Swiss Webster bi ung thw md lién
két, do ATCC cung cép, duwoc hoat
héa va nhan nubi tai b6 mén Sinh
hoc té bao, Khoa Sinh hoc, Truwéng
Pai hoc Khoa hoc Ty nhién, Dai
hoc Québc gia Ha Nbi.

2.1.3. Thiét bi, héa chat: Kim dau
tu cho chuét uéng, cdc chia vach,
bom kim tiém 1ml. Thuwdc kep
caliper dung do kich thwéc khdi u
dui chudt.

2.2. Phwong phap nghién coru

Tién hanh nghién ciru trén 7 16
chudt nhat trang, méi 16 10 con.

- L6 1 - chirng sinh ly (SL):
chuét khéong gay u, udng nudc
mudi sinh Iy 0,3 mL/20g.

- L6 2 - ung thw (UT): chubt
gay u, udng nuédc mudi sinh ly
0,3 mL/20g.

- L6 3 - Lentinan (LTN): chuét
gay u, udng Lentinan liéu 240
mg/kg/ngay.

- L6 4 - NP(O)-1: chuét gay u,
udng NP(O) liéu 300 mg/kg/ngay.

- L6 5 - NP(O)-2: chubt gay u,
udng NP(O) liéu 900 mg/kg/ngay.

- L6 6 - NP(H)-1: chudt gay u,
uéng NP(H) liéu 300 mg/kg/ngay.

- L6 7 - NP(H)-2: chudt gay u,
udng NP(H) liéu 900 mg/kg/ngay.

Chuét gay u bang cach tiém 0,1
mL hén dich t& bao Sarcoma
TG180 (5%x10° té bao/mL) vao co
dui sau bén phai. Cac chuét nhat
trdng sau 5 ngay dwoc tiém huyén
dich chira 5 x 10° té bao sarcoma
TG 180 vao dudi da dui phai déu
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xuét hién nhirng khdi ung thw phat
trién tai dwdi da dui, thé tich khéi u
tang dan theo thoi gian gay u. Ché
phdm NP(O), NP(H), Letinan va
nwédc mubi sinh ly dwoc cho chuét
ubng (theo phan 16) tr ngay thi 6
ké tr khi tiém thanh cong té bao
ung thw Sarcoma TG180, va cho
udng lién tuc trong 16 ngay.

Vao thoi diém két thic thi
nghiém (ngay thr 22 sau cay
truyén khdi u chuét), tién hanh 13y
mau dé danh gia cac chi sb nghién
cuu.

- LAy mau hbc mat cha chu6t
dé dinh Ilwong IL-2, TNF-a va
cac chi sé huyét hoc.

- Sau khi 1dy mau, giét chuét
bang lam léch dbt séng cd, boc 16
lach, tuyén c, loc sach cac tb
chirc xung quanh, dung gac tham
kho réi dem can, qua dé tinh khéi
lwong cla lach va tuyén &rc chuét
trén 100g thé trong chuot.

2.3. Xt ly sé liéu

Cac sb liéu dwoc trinh bay duoi
dang gia tri trung binh (Mean) + SD. St
dung phan tich phuong sai 1 chiéu
(One-way ANOVA) va Post Hoc least-
significant differences (LSD) test dé so
sanh sy kh&c nhau gira hai gia tri
trung binh, bang phan mém IBM SPSS
Statistics 20.0. Két qua so sanh dwoc
coi la cd y nghia théng ké khi p < 0,05.
2.4. Pao dirc nghién coru

Nghién ctru dwoc tién hanh tuan
thu theo dao dirc trong nghién clru y
sinh hoc va huwéng dan vé cham séc
va st dung déng vat thwc nghiém
clia Hocvién Quany.
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3. KET QUA NGHIEN cluU

3.1. Két qua danh gia cac chi
s6 huyét hoc
a. Két qua danh gié sé luong va cong
thic bach cdu trong mau chudt
nghién ctu

- O' 16 chudt gay u khong diéu tri
(UT), s6 lwong bach cau tang cao,
khac biét cé y nghia thdng ké so
voi 16 chirng sinh ly (SL) véi p <

0,05. Cac 16 gay u dwoc diéu tri

chuan tam that hap (NP(H)-1 va
NP(H)-2, va cao dinh chuin tam
that khong hap (NP(0)-1 va NP(O)-
2), sb lwong bach cau thap hon so
véi 16 UT (p < 0,05), tr& vé twong
dwong so voi 16 SL (p > 0,05).

- Cong thirc bach cau khéng
c6 sy thay dbi nhiéu gitra cac 16
(p > 0,05).

S6 lwong va cong thirc bach cau

trong mau chuét duwogc trinh bay &

bang Letinan (LTN), cao dinh Bang 2.
Bang 2. Sé luong va cong thirc bach cdu trong mau chudt
(Mean £ SD, n =10).
L6 . Cong thirc bach cau
nghién Soluong bach
9" chu (GIL)
cuu NEU (%) LYM (%) MONO (%) EOS (%) BASO (%)
SL(1) 7.26+144  7425%¢5%2 19024165  491+036  056:004  058+016
UT(2) 10,14+2,90  7553+526  1861+180  475+062  051+005 0624017
LTN(3) 754+148  7436+610 1865+150 5194083 052002  061+009
NP(O)-
Ly ~B03%126 740674 1883+172  531:077 056004  051%013
NP(0)-
2(s) 790091  7466%663 18632158 541027 056001 051014
NP(H)-
L@ 741138 75043624  1841:154  545:02 057004 053016
NP(H)-
2@y TB8ELIT  TAM5:603 19045201 5424247  054x007  056%018
p p-2< 0,05 >005 >005 >005 >005 >005
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b. Két qud danh gid mét sé chi
tiéu huyét hoc

- S0 v&i 16 chirng sinh ly (SL), &
16 gay u khéng diéu tri (UT) c6 sb
lwong hdng cau va hemoglobin gidam
(p < 0,01), hematocrit giam (p < 0,05),
s6 lwong tiéu cau tdng cao (p <
0,05).

- S0 voi 16 UT, cac 16 NP(H)-1 va
NP(H)-2 c6 sb lwong hdng cau va
hemoglobin tang (p < 0,01), hematocrit
tang (p < 0,05), s6 lwong tiéu cau
gidm (p < 0,05). Cac chi sé nay
thay dbi vé mrc twong dwong so
voi 16 SL.

- Cac 16 LTN, NP(O)-1 va
NP(0)-2 c6 sb lwong héng cau va

hemoglobin tang (p < 0,05), hematocrit
ting (p < 0,05), s6 lwong tiéu cau
giam (p < 0,05) so v¢&i 16 UT. Tuy
nhién, sé lwong héng cau va
hemoglobin & céc 16 nay van con thap
hon so v&i 16 SL clng nhw cac 16
NP(H)-1 va NP(H)-2 (p < 0,05).

- S6 lwong tiéu cau, sb lwong
héng cau, hemoglobin  va
hematocrit gitra cac 16 LTN, NP(O)-
1 va NP(O)-2 khac biét khong cé y
nghia théng ké (p > 0,05).

- Thé tich trung binh héng cau
gilra cac 16 chudt nghién cru khéng
c6 s khac biét cé y nghia thdng ké
(p > 0,05). Cac chi tiéu huyét hoc
cua chuét dwoc trinh bay & Bang 3.

Bang 3. K&t qua danh gia moét sé chi tiéu huyét hoc (n = 10, X + SD)

Lo S6hromg S6 lwong tiéu
nghien  héng cAu Hb (g/L) Het (%)  MCV() wong
, cau (GIL)
cau (TIL)
51,35+
SL (1) 7,74+130 168,24+1690 44,20+ 3,63 451 584,81 + 150,01
R R R 51,10 R
UT (2) 5892+090 141,30°+14,31 40,144 +3,06 4.03 838,604+ 238,85
LTN 6,734+0,76 153,184+961 4295+2724 SL22+ 628,34 + 123,89
(3) 435
N P = * * * y i o
(0) 6,664 +0,74 153,04'4+992 42,89'+2,05 5124 619,68+ 154,82
1(4) 398
NP(O)- R 154124+ * 51,27+ *
+ + +
2 (5) 6,724 +£0,75 1083 43,01+ 2,38 436 608,21+ 136,50
NP(H)- . . R 31+ .
(H) 7,49+ 0,95 164,08+13,02 43,68+ 3,20 5131 603,19+ 120,55
1 (6) 397
NP(H)- 759"+ 1,06 166,14"+14,29 44,05+3,12 5133+ 615,29+ 136,70
2(7) 441
p P67345<0,05  Pe7345<0,05  ps7345>0,05 >0,05 Ps7-345 > 0,05

4:p<0,05s0VGilo SL; 2:p<0,01soVvéilo SL; “p<0,05s0v6iloUT; " p<0,01sovéiloUT
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3.2. Két qua danh gia néng dé IL-
2 va TNF-a mau

- O 16 gay u khong diéu tri
(UT), ndbng d6 IL-2 va TNF-a
mau tang so vo&i 16 chirng sinh ly
(p < 0,05).

- CAc 16 dung thuéc, néng do
IL-2 va TNF-a mau tiép tuc tang
va khac biét c6 y nghia théng ké
so v&i 16 UT (p < 0,01 vé&i cac 16
LTN, NP(H)-1 va NP(H)-2; p <
0,05 vo&i cac 16 NP(O)-1 va

NP(0)-2. Néng d6 IL-2 va TNF-a
mau chuét & cac 16 LTN, NP(H)-
1 va NP(H)-2 cao hon c6 y
nghia thdng ké so v&i & cac 16
NP(O)-1 va NP(0O)-2 (p < 0,05).

- Néng @6 IL-2 va TNF-a mau gitra
cac 16 LTN, NP(H)-1 va NP(H)-2
khac biét khéng cé y nghia théng
ké (p > 0,05).

N6éng dd IL-2 va TNF-a trong
mau chuét dwoc trinh bay &
Bang 4.

Bang 4. Két qua danh gia ndng do IL-2 va TNF-a mau
(n =10, Mean £ SD)

L6 nghién ciru IL-2 (pg/ml) TNF-a (pg/ml)

SL (1) 7,22 + 0,68 25,38 £ 2,39

UT (2) 8,034 + 0,88 27,454 £1,43
LTN (3) 9,68*4 + 1,02 30,722 + 2,34
NP(O)-1 (4) 8,724+ 0,49 28,84*A + 1,35
NP(O)-2 (5) 8,89*2 + 0,58 29,01*2 + 1,04
NP(H)-1 (6) 9,54** A + 0,77 31,554 + 3,03
NP(H)-2 (7) 9,93**4 + 0,99 31,702 + 2,94

P ps,7,3-45 < 0,05; ps,7-3> 0,05  ps,7,3-45 < 0,05; ps7-3 > 0,05

A:p<0,05s0VGilo SL;2: p<0,01s0Vvéilo SL; " p<0,05s0 vilo UT; ™ p< 0,01 so véilo UT

3.4 Két qua danh gia khoéi lwong

cua lach vatuyén tre

- O 16 gay u khéng diéu tri, khdi
lwong lach va tuyén (e chudt (tinh
trén 100 g chuét ) tang so voi 16
chirng sinh ly (p < 0,05).
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- Cac 16 dung thuébc, khbi lwong
lach va tuyén (rc chuét (tinh trén
100 g chuét ) tiép tuc tdng va khac
biét c6 y nghia théng ké so vé&i 16
UT (p < 0,01 v&i cac 16 LTN,
NP(H)-1 va NP(H)-2; p < 0,05 Vi
cac 16 NP(O)-1 va NP(0)-2. Khéi
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lwong lach va tuyén (rc chudt (tinh gitra cac 16 LTN, NP(H)-1 va
trén 100 g chudt ) & cac 16 LTN, NP(H)-2 khac biét khéng c6 y
NP(H)-1 va NP(H)-2 cao hon c6 y nghia théng ké (p > 0,05).

nghia théng k& so v&i & cac 16 Khdi lvong twong dbi cua lach
NP(O)-1 va NP(O)-2 (p< 0,05). va tuyén trc chudt (tinh trén

- Khdi lvong lach va tuyén &c 1009 chuét) dwoc trinh bay &
chudt (tinh trén 100 g chudt) Bang 5.

Bang 5. Khéi lwong twong dbi cha lach va tuyén &c chudt cac 16
chuét nghién ctru (n = 10, Mean = SD)

Khdi lwong lach chudt tinhtrén  Khéi lwong tuyén tee chudt tinh

Lo nghien ciu 100 g chudt (mg/100g) trén 100 g chudt (mg/100Q)
SL (2) 3,97+£0,31 1,95+0,15
Ut (2) 4,274 £0,32 2,164 + 0,18
LTN (3) 4,88**4 + 0,35 2,66**2 + 0,34
NP(O)-1 (4) 4,572+ 0,29 2,35*4+ 0,23
NP(O)-2 (5) 4,59*2 + 0,26 2,372+ 0,25
NP(H)-1 (6) 4,88**2 + 0,26 2,63** 4+ 0,34
NP(H)-2 (7) 4,92**8 + 0,27 2,714 + 0,37
P P6,7,3-45 < 0,05; pe,7-3 > Pe,7,3-45 < 0,05; pe,7-3 >
0,05 0,05

A:p<0,05s0V6ilo SL; 2 p<0,01s0Véild SL; " p<0,05s0véilo UT; ™ p<0,01s0va6ilo UT

4. BAN LUAN

Nghién clru danh gia cac chi s trang khéi u phat trién lay di dinh
huyét hoc bao gdm héng cau, huyét duéng clha co thé, qué trinh chéng
sac t6, hematocrit (danh gia mirc & d& bénh ly ciing gay tiéu hao ndng
thiéu mau); bach cau va cong thrc lwong va dinh dwéng, trong khi co
bach cau (danh gia dap (rng mién thé mét mai lam &n ubng kém, gidm
dich & mau ngoai vi); va tiéu cau (t& kha nang hap thu...gay ra tinh trang
bao mau ngoai vi lién quan téi déng  thiéu mau. Lentinan mac du khong
chdy mau). Két qua nghién cru & phai thudc bd mau nhwng co tac
bang 3 cho thdy & chudt mang khdi dung khang u, tdng cwdng mién
ung thw sarcoma 180 (16 UT), cé dich [6] giup cai thién tinh trang
hién twong thiéu mau biéu hién bénh trén chuét, vi vay lam gidm
bang sb lwong hdng cdu, tinh trang thiéu mau trén chudt
hemoglobin va hematocrit gidam so  mang khdi u (p < 0,05 so vé&i l6 UT).
v&i 16 chieng sinh ly. Qua trinh bénh  Cao chiét giau saponin tlr tam that
ly ung thw thwdng dién ra voi tinh  hap va khéng hap (& ca hai muc
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liéu) déu thé hién tac dung lam tang
sb lwong hdng cau, hemoglobin va
hematocrit trén chudt mang khéi u,
khac biét ¢ y nghia théng ké so véi
16 gay u khéng diéu tri. Trong dé,
cao chiét giau saponin tr tam thét
khéng hap c6 tac dung twong
dwong véi Lentinan, con cao chiét
gidu saponin tr tam that hip thé
hién tac dung tét hon cé y nghia
thdng ké& so véi Lentinan ciing nhw
so v&i cao chiét giau saponin tir tam
that khéng hap. Tam that hap hoi
néng lam thay dbi thanh phan hoat
chat, tv d6 lam thay déi tac dung
cla tam that. Cu thé tam that hap
hoi néng cé tac dung tét lam bd
mau, tdng cwong mién dich, chdng
oxy hoa, va khang u [5, 10]. Banh
gia trén tac dung khang u trén nhom
chudt mang khéi u cho thay (sé liéu
trinh bay & bao céo khéac) cho thay
Letinan 240 mg/kg/ngay cling nhw
NP(O) va NP(H) liéu 300 mg/kg/ngay
va 900 mg/kg/ngay déu lam gidm
thé tich trung binh khéi u (p < 0,001
so véi 16 khéng dung thubc), trong
d6 NP(H) c6 tac dung tét hon so voi
NP(O). Ngoai tac dung bdé méau cda
cac hoat chét trong tam that, tac
dung khang u cling gép phan trong
co ché lam gidm tinh trang thiéu
mau trén chuét mang khdi u. Tac
dung vuot trdi lam giam tinh trang
thiéu mau trén chuét mang khdi u
cta tam that hap hoi nong 1a mét
trong nhitng co’ s& khoa hoc can quan
tam trong hd tro’ diéu tri ung thu.

Két qua danh gia sb luvong tiéu
cau cho thay chuét & 16 UT c6 sb
lwong tiéu cau tang cao hon so voi
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16 SL (p < 0,05, Bang 3). C6 thé giai
thich day Ia tinh trang tang tiéu cau
phan ng thuwdng gap khi chudt bi
céy truyén té bao ung thw. Cac 16
gdy ung thw c6 dung thubc
(Lentinan, cao tam that ca loai hap
va khéng hép) sb lwong tiéu cau
binh thwong, twong dwong voi 16
SL. Céac thuéc dung thé hién tac
dung lam gidm, méat tinh trang tang
tiéu cau phadn ng & chuét cay
truyén té bao ung thw. Tang sb
lwong tiéu cau co thé gay réi loan
vé déng mau chay mau, do dé viéc
binh thwoéng héa sb lwong tiéu cau
trén chudt mang khdi u cé y nghia
tét trong diéu tri.

Sé6 lwgng bach cau trong mau
ngoai vi phan anh ca hai phuwong
thirc dap ng mién dich tw nhién va
dap wng mién dich dac hiéu. Trén
chudt bj cay truyén té bao ung thw
(16 UT), sb lwong bach cdu méau
ngoai vi tang cao (p < 0,05 so v&i 16
SL, Bang 2). Chuét & cac 16 gay
ung thw cé dung thudc (Lentinan,
cao tam that ca loai h4p va khéng
hép) c6 sé lwong bach ciu gidm so
v&i & 16 UT (p < 0,05), tré vé twong
dwong v&i 16 SL. Co ché thay dbi
cua bach cau mau ngoai vi & 16 UT
c6 thé do tinh trang phan &ng cla
co thé chuét khi bi tiém truyén té
bao ung thw. O chuét st dung
thudc, c6 thé do tac déng diéu
chinh cta thubc dbéi v&i qua trinh
bénh nén sé lwong bach cau duoc
diéu chinh vé twong dwong véi 16
SL. Két qua danh gia coéng thirc
bach cau khéng thay cé sy bién dbi
ty 1& % céc loai bach ciu (Bang 2).
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Két qua danh gia vé tac dung lén sb
lwong bach cau chuét mang khéi u
sarcoma 180 cua chung téi twong
déng voi két qua cla tac gid Tran
Thi Van Anh va céng s (2013) khi
danh gia vé tac dung khang u cla
cém s6i rirng [7].

Mot sb chi s& mién dich dwoc
danh gia trong nghién ctru la néng
dé IL-2 va TNF-a trong mau chudt
va can nang lach, tuyén Gc cua
chuét. Hé théng mién dich ngoai
cac co quan mién dich va cac té
bao c6 thdm quyén mién dich con
cO sy tham gia cla cac cytokine.
Pay la nhirng chét tiét quan trong
clia cac té bao mién dich da dwoc
hoat hoa bé&i khang nguyén. Trong
s6 d6 thi IL-2 va TNF-a la 2
cytokine c6 vai tro quan trong trong
dap (rng mién dich v&i cac té bao
ung thw [1, 3]. Interleukin-2 (IL-2)
do t& bao lympho Th hoat hoa tiét
ra, c6 tac dung kich thich té bao
lympho T cu thé & cac té bao
TCD4 va TCDS8, déng thoi kich
thich t& bao lympho B phat trién va
biét hoa, tdng cwong té bao NK
(Natural killer cells) va té bao LAK
(Lymphokine activated killer
cells). Nhirtng két qua nghién clu
tién 1am sang va lam sang déu cho
thdy, IL-2 c6 kha nang kich thich,
phat trién cac t& bao mién dich,
tang kha nang tiéu diét cac té bao
ung thw [1, 3]. TNF- a (yéu tb hoai
ter khdi u) la mét cytokine da chirc
nang tham gia vao qua trinh
apoptosis, qua trinh viém va dap
&ng mién dich cta co thé, duoc
tbng hop chd yéu & dai thuwc bao.
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Mot s loai t& bao khac ciing tham
gia vao tdng hop TNF- a nhw cac té
bao giét tw nhién, bach cau hat,
lympho bao T, B, té bao md mé&, té
bao sao va néi mac mach mau [1].
Sw tbng hop va tiét TNF- a chi yéu
do sw kich thich khi té bao tiép xuc
véi khang nguyén. TNF- a anh
hwéng dén cac té bao dich théng
qua cac thu thé dac hiéu. Dinh
lwong ndng d6 IL-2 va TNFa trong
huyét thanh chuét nham danh gia
tdc dung cla thudc th& lén kha
nang ché tiét cytokine.

Két qua nghién ctu cho thay & 16
gay u khéng diéu tri, ndng do6 IL-2 va
TNF-a mau tang so v&i 16 ching
sinh Iy (p < 0,05). O cac 16 dung
thudc lentinan cling nhw cao chiét
giau saponin tir tam that (ca hap va
khéng hép), ndng do IL-2 va TNF-a
mau tiép tuc tang va khac biét co y
nghia théng ké so va&i 16 UT (Bang
4). Thubc tham chiéu Lentinan 1a
moét beta-1,3 beta-glucan véi phan
nhanh 3-1,6, cé tac dung chinh la
tang cwdng mién dich, chdng khéi u,
da dwoc nhiéu nghién ctru chirng
minh [8, 9]. Viéc lam tang néng do
IL-2 va TNF-a mau trén chuét mang
u cla Lentinan va cao tam that thé
hién tac dung tang cwdng mién dich
theo dinh hwéng chdng khdi u cla
thubc thte. O cac 16 NP(O)-1 va
NP(O)-2, néng dd IL-2 va TNF-a
mau chuét thAp hon cé y nghia
thbng k& so voi & cac 16 LTN,
NP(H)-1 va NP(H)-2 (p < 0,05). Diéu
nay la phu hop do tam that khong
hép chd yéu cé tac dung “t&”, lam
tan mau déng, thiuc day lwu théng
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mau, cAm mau va gidm viém; con
tam that hap cé tac dung “bd”, gilp
bd mau, tdng cwong mién dich,
chdng 130 hoa, chdng oxy hoa.
Tuyén &rc va lach 13 hai co quan
quan trong cua hé théng mién dich.
Tuyén (c 1a co quan mién dich
trung wong chinh cua sinh vat, cé
vai trd diéu hoa quan trong dbi voi
cac co quan mién dich ngoai vi va
t& bao mién dich. La lach, véi tw
cach la co quan mién dich ngoai vi
l&n nhét, diéu hoa mién dich trén
sinh vat bang hoat dong thwc bao
cla dai thuwc bao, mién dich té bao
qua trung gian té bao T va mién
dich dich thé qua trung gian té bao
B. Té bao lympho T chu yéu duoc
biét hoa, phat trién va trwdng thanh
trong tuyén trc, nhung tat ca cac té
bao lympho T va B & trén déu duoc
hoan thién trong la lach. Khi hai co
quan nay duwgc kich thich tang
cwdng hoat ddéng trong dap wng
tang cwdng mién dich cla co thé,
khdi lwgng clia hai co quan sé tang
lén. Vi vay, danh gia khéi lwong
twong déi cla lach va tuyén wc
dwoc xem 1a moét chi sé6 dé danh
gia tac dung tang cwdng mién dich
[2]. Két qua nghién ctru cho thay: &
16 gay u khéng diéu tri (UT), khdi
lwong twong ddi clia lach va tuyén (rc
chudt tang so véi 16 ching sinh 1y
(SL) (p < 0,05); & céc |6 dung thubc,
khdi lwong twong déi cla lach va
tuyén (rc chuét tiép tuc tang va khac
biét co y nghia théng ké so v&i 16 UT
(Bang 5). Thong qua khdi lwong
twong db6i cla lach va tuyén wc, ta
thdy sw tdng cwong hoat déng cla
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lach va tuyén (rc trong dap (ring mién
dich & 16 dung cao giau saponin tw
tam th4t hép la twong duwong so véi &
16 dung Lentinan, va tét hon co y
nghia théng ké so véi & cac 16 dung
cao gidu saponin tr tam that khdng
hdp (p < 0,05). Két qua nay cla i
cling twong dong véi két qua cla
Tran Thi Van Anh va cong sw [7].

5. KET LUAN

Cao chiét giau saponin ti ré tam
thdt & cad hai mac liédu 300
mg/kg/ngay va 900 mg/kg/ngay déu
c6 tac dung cai thién chi s6 huyét
hoc va tang cwéng mién dich trén
chudt nhat trdng mang khdi u rén
sarcoma 180, lam tang s lwong
héng ciu, hemoglobin, hematocrit,
diéu chinh sé lwong bach ciu va
tiéu cau vé mdre sinh ly, tdng ndng
do IL-2 va TNF-a mau, tang khi
lwong twong dbi cha lach va tuyén
tc. Tac dung lam ting sb luwong
héng ciu va hemoglobin cta cao
chiét tv tam that hdp hoi nong tbt
hon so véi cao chiét tor tam that
khéng hap & cung muc liéu ciing
nhw so Vvéi Lentinan liéu 240
mg/kg/ngay (p < 0,05). Tac dung lam
tang ndng d6 IL-2 va TNF-a mau, ting
khdi lwong tuwong ddi cha lach va tuyén
e cha cao chiét tlr tam that hap hoi
néng twong duong so v&i Lentinan liéu
240 mg/kg/ngay (p> 0,05) va tét hon
S0 V@i cao chiét tir tam that khéng hép
& cung mure liéu (p < 0,05).

LOI CAM ON

Chung t6i cdm on B6 mén Duworc ly,
Hoc vién Quén y da giup d& chung toi
hoan thanh nghién ctru nay.
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SUMMARY

EFFECTS OF NP ON SOME HEMATOLOGICAL AND
IMMUNOLOGICAL INDICES IN SARCOMA TG180-BEARING MICE

Ha Bui Thi Thu'?, Hung Vu Manh?, Hai Nguyen Thanh?,
Tuan Nguyen Thanh Ha3

Traditional Medicine Ministry of Public Security,

2 National Instritute of Medicinal Materials

3 Vietnam Military Medical University, 4 Vietnam National University,
Hanoi

Objective: Evaluate the effects of saponin-rich extracts from Panax
notoginseng roots with steaming - NP (H) and without steaming - NP (O) on
some hematological and immunological indices in sarcoma TG180-bearing
mice. Methods: The mice were injected with Sarcoma TG180 cells in the thigh
to cause tumors, then were oral administrated NP(O), NP(H), Letinan or normal
saline from the 6th day to 22nd day since developed tumors. On the 22nd day,
blood was taken for IL-2, TNF-a and hematological indicators, revealing and
determining the relative weight of spleen and thymus. Results: NP(H) and
NP(O) at both level of the doses of 300 mg/kg/day and 900 mg/kg/day increased
red blood cell count, hemoglobin, hematocrit, adjusted white blood cell and
platelet counts return to physiological level, increased blood IL-2 and TNF-a,
increased relative weight of spleen and thymus. Conclusion: The saponin-rich
extracts from Panax notoginseng roots had the effects of improving
hematological index and enhancing immunity on sarcoma 180-bearing mice, in
which the extract from steaming Panax notoginseng roots has a better effect
compared with no-steaming Panax notoginseng roots ones.

Keywords: Panax notoginseng, steaming, hematological index, enhancing
immunity.
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HIEU QUA CAM MAU VA LAM LANH VET THUONG CUA KEO FIBRIN
TU THAN TREN DONG VAT THU'C NGHIEM

Hoang Thu Soan*, Vii Tién Thang !, Vii Thj Kim Lién?,
Bui Thi Kiéu Van?, Vii Hoang Phwong Thay?, Nguyén Mai Hwong?,
Pham Thj Thu Hwong?, Nguyén Thi Thu Thait
TOM TAT

Muc tiéu: Pénh gia hiéu qué cdm mau va lam lanh vét thuong ghép da
cta keo dan fibrin tw than trén dong vat thuc nghiém. Phwong phap:
Phuong phép thuc nghiém, tién hanh trén 6 con thé dé xac dinh vai tro
cta keo fibrin trong cdm mau, khd ndng lam lanh vét ghép da trén thé thuc
nghiém théng qua danh gia tinh trang manh ghép: kich thuée, do phéng,
mau sédc, ranh gidi gitka manh ghép véi da xung quanh. Két qua: Hiéu
qué cam mau ghép bang keo fibrin: thoi gian cdm mau la 129,33 + 42,01
gidy, thoi gian ghép la 128,33 + 41,87 gidy; ghép bang khau chi: thoi gian
cdm méu 1a 475,17 + 59,97 gidy, théi gian khau Ia 350,67 + 52,23 gidy.
Hidu qua lam lanh vét thuwong: manh ghép duoc dan bang keo fibrin tw
thén & céc thoi diém sau 1 ngay, 3 ngay, 7 ngay, 10 ngay, 14 ngay, 20
ngay va 30 ngay cé hién tuong lanh vét thuong sém hon, miéng ghép
phdng va seo dep hon so véi miéng da ghép bang khau chi. Két luan: St
dung keo fibrin tw thén trong ghép da cé kha ndng cdm mau, lam lanh vét

thuong va dat d6 thdm my khi tét hon so véi ghép da bang chi khau.

Tuwr khéa: fibrinogen, keo fibrin.

1. DAT VAN BE

Hién nay, keo fibrin thwong mai trong phau thuat chinh hinh, nhan
dwoc s dung trong hdu hét moi khoa, chan thwong, phu khoa, tiét
chuyén khoa phau thuat. Keo cé vai niéu, tiéu héa, va phau thuat nha
tro hé tro hodc thay thé chi khoa [1, 2].... Keo fibrin d& dwoc
khau. Nhiéu bao cdo vé& nhirng ghi nhan gilp day nhanh qua trinh
trng dung khac nhau cua keo fibrin tdi tao mach va di chuyén cac
nguyén bao soi, do dé kich thich
tang trwdng cac td chirc hat, mach
mau dé lam lanh vét thwong [3].

Trwong Dai hoc Y - Dwoc Thai Nguyén
2Trwdng THPT Lwong Ngoc Quyén, TP Théi

Nguyén .

*Tac gia thuc hién va chiu trach nhiém chinh: Gan day, tac gia Vi Thi Kim Lién
Hoang Thu Soan va chung téi da thanh céng trong
Email: soanyk@gmail.com viéc st dung protamin dé& tach
Ngay tiép nhan: 03/5/2021 fibrinogen nham tao keo fibrin tw
Ngay phan bién: 10/5/2021 than [4]. Tuy nhién, dé gidm thiéu it
Ngay chap nhan déng: 15/6/2021 nhat viéc s& dung thubc trong qui
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trinh tao keo thi chung t6i da
nghién ctru va hoan thanh viéc tach
chiét cac thanh phan cla keo fibrin
tw than bang phwong phap déng
lanh, day la phwong phap don gian,
ré tién. V& mong mubn kiém
chirng hiéu qua clua keo fibrin da
thwe hién bang phuong phap déng
lanh chung t6i da thwc hién nghién
ctru trén thé véi muc tiéu: Danh gia
hiéu quéd cdm mau va lam lanh vét
thwong ghép da cua keo fibrin tw
than trén déng vat thywc nghiém.

2. VAT LIEU VA PHUONG PHAP
NGHIEN cUU

2.1. Vat liéu nghién ctru

Nghién ciru dwoc thwc hién tai
labo B6 mén Sinh ly hoc trwdng dai
hoc Y-Dwoc Thai Nguyén trén
06 con théd khdée manh trong
lwong tw 2000-2500 gram,
khéng mang thai, khéng rdi
loan dé6ng mau, tai thé khéng
co tinh trang nhiém trung.
2.2. Phwong phap nghién ciru
* Thiét ké nghién cteu

Nghién ctru thye nghiém.
* Chi s6 nghién ciru
- The&i gian cAm mau cla keo fibrin
trong vét thwong ghép da, thoi gian
ghép da.
- Hiéu qua lam lanh vét ghép da
trén tho thwc nghiém dwoc quan
sat bang mét thuwéng danh gia tinh
trang manh ghép: kich thwéc manh
ghép, dd phéng, mau sac, ranh gioi
gi’!a manh ghép v&i da xung
quanh.Viéc danh gia dwoc thyc
hién bdi sw théng nhat cia 2
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nghién clu vién trong subt thoi
gian theo doi.
* Cac bworc thwe hién:
- Chuén bj nguyén liéu dé tao keo:
ldy 5 mL mau thd ly tam, tach huyét
twong vao 2 6ng mdi éng 1 mL
(bng 1 dung dé tach thrombin, éng
2 dung dé tach fibrinogen). Dé 2
bng & nhiét do -18°C trong 24 gi®).
- Thwc hién thywc nghiém:
< Panh gia hiéu qua cam mau

+ Chuan bj nguyén liéu dé tao
keo fibrin: rd déng 2 éng huyét
twong da gay dong & trén. Ong 1
thu thap thrombin bang cach cho
thém vao huyét twong 0,04 mL
CaClz 10%, thu phan dich ndi. Ong
2 tach fibrinogen bang cach gan bd
0,5 mL huyét twong tan trwéc lay
phan huyét twong con lai (0,5 mL).

+ Tao vét thwong: tach lay 2
miéng da (cat r&i) & 2 tai thd & vij tri
twong xirng v&i do day khoang 0,5
mm, dién tich 1x1,5 cm. Miéng da
the nhét, sau khi tach da, nhd 0,2
mL thrombin 1&n nén ghép, ngay
sau d6 nhé 0,2 mL fibrinogen, tiép
tuc 1y miéng da vira cat dwoc dat
vao lai vi tri da dwoc trai keo.
Miéng da th& hai sau cat duogc
khau lai trén chinh vi tri vira tach
bang chi khau phau thuat. Ly do
chon thé 1am thi nghiém la vi néng
do fibrinogen cta thé va cua nguoi
twong dwong nhau (theo tham do
cia nhém da nghién cu). Thuyc
hién ky thuat ghép da bang keo
fibrin dwoc chang t6i tién hanh
trwdc, ngay sau do thwc hién ghép
da bang chi khau & bén tai dbi dién.
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S& di chung téi thwe hién thuwce
nghiém trén thé la vi chung la
déng vat hién lanh, cé tai lén
nén cé thé thwc hién dwoc phau
thuat trén tai, dé cd dinh, cham
séc va theo dbi vét thwong trong
qua trinh nghién cuwu.

Két ludn thoi gian cdm mau, thoi
gian ghép da ¢ ca hai tai.

- Thoi gian ghép da bang keo:
dwoc tinh t& e nhd keo, dén khi
trai xong manh da Ién vi tri ghép.

- Thoi gian ghép da bang chi
khau: dwoc tinh tir khi d&t miéng
da ghép 1én nén ghép dén khi
khau xong.

- Thoi gian cdm mau duoc tinh
twr khi bat dau cat r&i miéng da, tiép
tuc thwc hién cac buwéc tiép theo
tuy theo méi ky thuat, quan sat tinh
trang mau chay, tinh dén khi mau
ngtrng chay.

< Danh gia hiéu qua lam lanh

vét thwong cua keo fibrin

tw than

Theo doi, danh gia sy bam dinh,
thay déi kich thuwé'c miéng da ghép,
ddé phéng, mau sic, do phang
miéng ghép, ranh gi6i git)a manh
ghép v&i da xung quanh, cla ca hai
miéng da & cac thdi diém: 1, 3, 7,
10, 20 va 30 ngay sau ghép da.

Thwe nghiém dworc tién hanh I&p
lai trén 6 mau thd.
2.3. X Iy sé liéu

Cac sb lieu dwoc biéu dién duoi
dang gia tri tuyét déi, trung binh va
hinh anh két qua.

3. KET QUA NGHIEN cUU

Hiéu qua cAm mau: ghép bang
keo fibrin va hiéu qua lam lanh vét
thwong: manh ghép duoc dan bang
keo fibrin ty than dwoc thé hién
trong Bang 1-2, Hinh 1-7.

Bang 1. Thoi gian ghép da (giay)

Mau Khau chi (giay) Keo fibrin (giay)

1 360 80
2 312 100
3 365 190
4 443 164
5 299 105
6 325 131
X + SD 350.67 + 52.23 128.33 £ 41.87
p < 0,05

Nhan xét: thdi gian ghép
da bang cach khau vét
thwong (350,67 + 52,23 giay)

a7

kéo dai hon ro rét so v&i ghép
da bang keo fibrin tw than
(128,33 + 41,87 giay).
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Bang 2. Thoi gian cdm mau trong ghép da (gidy)

Mau Khau chi (giay) Keo fibrin (giay)
1 497 85
2 431 100
3 515 180
4 543 180
5 379 100
6 486 131
X +SD 475.17 £59.97 129.33 £42.01

Nhan xét: thdi gian cdm mau nhanh hon rd rét so véi ghép da
trong qua trinh ghép da bang keo bang cach khau chi (47517 +
fibrin tw than (129,33 £ 42,01 giay) 59,97 giay).

" e o <
= -

' K

Ghép bang keo Ghép bang chi khau

Hinh 1. Hinh &nh miéng ghép da trong qua trinh phau thuat

Nhan xét. siv dung keo fibrin d& thdi gian ghép da nhanh hon so Voi
ghép da c6 tac dung cdm mau va c6  ghép da bang chi khau (Hinh 1).

Ghép bang keo Ghép bang chi khau
Hinh 2. Hinh &nh miéng ghép da sau 1 ngay
Nhén xét: sau ghép 1 ngay, cd hai miéng da duoc ghép bang keo fibrin,
miéng da dinh chac, phdng cao, co khéng déu & miéng da va bang chi
ngén lai va khdng c6 hién twong chdy  khau. Mau sic miéng da dwoc khau
mau. Sw co ngén va phdng cao déu &  bang chi cé nhitng mang tim (Hinh 2).
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Ghép bang keo

Ghép bang chi khau

Hinh 3. Hinh &nh miéng ghép da sau 3 ngay

Nhan xét: sau ghép 3 ngay, ca
hai miéng da dinh chéc, biéu hién
phdng cao va co ngan lai ctia miéng
da ghép bang keo fibrin gidm. Mau

sac miéng da ghép bang chi khau
c6 nhirng mang tim sadm nhiéu hon
miéng da ghép bang keo fibrin va
con biéu hién phéng (Hinh 3).

Ghép bang keo

Ghép bang chi khau

Hinh 4. Hinh anh miéng ghép da sau 7 ngay

Nhan xét: sau ghép 7 ngay, ca
hai miéng da cd hién twgng manh
da v&i nén ghép lién tuc dinh chat
vao nhau, mau sac miéng da héng

hao hon so v&i da & xung quanh.
Riéng & manh ghép da bang chi
khau c6 seo chan chi va cé miéng
ghép bi nhiém trung (Hinh 4).

Ghép bang keo

Ghép bang chi khau

Hinh 5. Hinh anh miéng ghép da sau 10 ngay
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Nhan xét: sau ghép 10 ngay,
& ca hai miéng da ranh giéi gitra
miéng da va nén ghép thu hep,
bé mé&t phang. Riéng & manh va

Ghép bang keo

da bang khau van ré seo chan
chi. Mau sic manh ghép da
héng hao hon so véi da xung
guanh (Hinh 5).

Ghép bang chi khau

Hinh 6. Hinh &nh miéng ghép da sau 20 ngay

Nhéan xét: sau ghép 20 ngay, ranh
gioi githa miéng da va nén ghép cang
thu hep va phang hon. O’ manh va da
bang khau con rd seo chan chi. Miéng

Ghép bang keo

va da bang keo fibrin c6 hién tuwong
moc 16ng. Mau s&c miéng da ghép &
ca 2 Ki thuat twong tw da xung quanh
(Hinh 6).

Ghép bang chi khau

Hinh 7. Hinh &nh miéng ghép da sau 30 ngay

Nhéan xét: sau ghép 30 ngay,
ranh gi¢i gita miéng da va nén
ghép m&, phdng bang mat da. O
manh ghép da bang chi khau seo
chan chi chwa phang. Miéng ghép
da bang keo fibrin 16ng phat trién
dai, miéng ghép phang. Mau sac
miéng da ghép & ca 2 ki thuat
twong tw da xung quanh (Hinh 7).
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4. BAN LUAN

Céac nghién clru sr dung keo
fibrin trong phau thuat hién nay da
kha nhiéu. Tuy nhién, da sb d6 la
nhirng nghién ctu st dung keo dan
fibrin thwong mai, s&n c6 nhwng gia
thanh dat va co thé dé lai nhiéu hau
qua. Tai nghién clru clda nay ching
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to6i da thr hiéu qua cua keo fibrin tw
than dwoc tach chiét theo qui trinh
gay déng lanh huyét twong ma
chung t6i da nghién ciru duwoc.
* Panh gia hiéu qué cam mau trong
qua trinh phau thuét cta keo fibrin
tw thén

Tai dwoc ghép bang keo dan cé
thdi gian cdm mau rat nhanh
(129,33 + 42,01 giay) va qua trinh
va da chi mat 128,33 + 41,87 giay,
nghia 1a chi can nhé dung dich tao
keo va dat miéng da I&én 1a mau da
nglrng chay va ngay sau dé miéng
da dinh vao nén ghép. Trong khi tai
c6 miéng da duoc khau bang chi
thi qua trinh khau kéo dai hon
(350,67 + 52,23 giay), hién tuong
chdy mau dién ra trong subt thoi
gian khau, va sau khi khau két thuc
moét khoang thoi gian thi mau maoi
ngirng chady (thdi gian trung binh
cam mau trong khau la 475,17 +
59,97 giay). Vay rdé rang, keo fibrin
tw than ngoai tac dung dinh con co
tac dung cdm mau rat nhanh va
khéng gay tén thwong thém mo
nhw trong khau bang chi. Theo
nghién clru cia Anbari A. [5] cling
cho théy, thdi gian phdu thuat ghép
giac mac méat trung binh thap hon
dang ké& (9-15 phuat) & nhom dwoc
ghép bang keo fibrin thwong mai so
véi nhém khau giac mac bang chi
(12-28 pht).
* Panh gia hiéu qué lam lanh vét
thwong cua keo fibrin tw than khi
ghép da

Theo dbéi manh ghép qua cac
thoi diém 1 ngay, 3 ngay, 7 ngay,
10 ngay, 20 ngay va 30 ngay cho
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thdy hiéu qua lam lanh vét thwong
clia keo fibrin t6t hon han khau
bang chi.

O ngay thr 1, c& hai manh ghép
da bang keo fibrin tw than va bang
chi khau déu c6 biéu hién dinh
chéc, phdng cao do hién twong
thdm huyét twong t» nén ghép, va
c6 s co ngan cla cac soi dan hoi
trong miéng da ghép. Mau séc cla
miéng da ghép bang chi khau co
biéu hién bj tdbn thwong mé va
mach mau nhiéu nén xuét hién cac
n6t tim trén bé mat da.

O ngay th& 3, biéu hién phéng
cao clia miéng da ghép bang keo
fibrin da giam, miéng da tiép xuc t6t
v&i nén ghép. Trong khi, miéng da
khau bang chi van con phéng
nhiéu, mau sac da tim va khéng
déu mau. Diéu nay cho thay sy tdn
thwong mach mau khéng chi c6 &
miéng da ghép ma con tén thuwong
md va mach mau cda nén nhan. Do
do, cé thé da anh hwéng dén viéc
lwu théng mau, bach huyét ctia nén
ghép, l1am han ché cung cip mau
cho miéng da ghép va tinh trang
miéng ghép thoat ngdm huyét
twong xay ra mudn hon so voi
miéng ghép da bang keo.

O ngay th& 7, chung t6i da tién
hanh cét chi & miéng ghép khau
chi. Ca hai miéng da ghép déu co
hién twong manh da véi nén ghép
lién tuc dinh chat vao nhau. Ranh
gi¢i gitra miéng da ghép va da
xung quanh da day lén, mau sac
miéng da héng hao hon so véida &
xung quanh. Miéng ghép da béang
chi khdu cé seo chan chi va co
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miéng ghép da bi nhiém trung. Vay
dung theo tién trién ctia ghép mo, &
khodng ngay th& 7 tudn hoan hai
chiéu xuét hién tiép ndi gitra miéng
da ghép va nén nhan, manh da
ghép da c6 mach mau chi phdi tré
nén héng hao. Mét nghién ctru da
cho biét, ngoai vai trd chinh cla
keo fibrin trong viéc cam mau, thi
cuc mau doéng fibrin con déng vai
tro nhw la mét gian giao cho sy
hinh thanh mach mé&i dé& nuéi
dwdng manh ghép [6].

O ngay thtr 10, biéu hién cta ca
hai miéng da ghép thé hién r6 sw
tai 1ap tuan hoan nudi dwéng, hdng
hao, ranh gi¢i gitra miéng da va
nén ghép thu hep va phang. Tuy
nhién, & miéng da dwoc khau bang
chi van ré seo chan chi.

O ngay th 20 tién trién manh
ghép & ca hai ky thuat da tét hon,
nén ghép phang, ranh gi¢i gitra
miéng da va nén ghép tiép tuc thu
hep lai. Mau sidc miéng da ghép
gan twong ty mau sic da xung
quanh. O miéng da ghép bang keo
fibrin c6 hién twong tai tao phuc hoi
hoat déng cla nang léng thé hién
bang d4u hiéu moc 16ng trén miéng
da ghép.

DPén ngay thr 30, cac té bao
lien két da phat trién day du
khién cho phan tiép giap véi da
xung quanh duoc lap day. Bé
mat miéng ghép da bang keo
fibrin c6 dd thdm my tét, lién seo
dep, miéng ghép phéng. Con &
miéng da khau ré seo chan chi,
bé mat da khéng phéng.
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Tém lai, wu diém cla s dung
keo fibrin tw than thay cho chi khau
la gitp cdm mau, rat ngan thoi gian
phau thuat, két dinh manh ghép tét,
tang cwong chiva lanh vét thuong,
giam thiéu seo lam cho miéng ghép
c6 dd thAm my tét hon, tranh dwoc
sw lay bénh qua dwdng mau, qui
trinh don giadn, ré tién. V&i vét
thwong cua thwc nghiém khoang 1
x 1,5 cm thi viéc san xuét keo fibrin
chi can lay khodng 5 mL mau toan
phan 13 dd, didu nay goi y déi voi
méi phau thuat tuy thudc vao nhu
cau st dung ma tinh toan dé lay
lwong mau cha déi twong vira dd
dam bao tinh tiét kiém ma van ¢
hiéu qua.

Tuy nhién, dé tai con han ché 13
chwa danh gia dwgc tinh vé trung
ctia san pham keo fibrin, do dé dinh
hwéng nghién ciru tiép theo cla
chang t6i 1a sé& két hop thém khang
sinh vao keo... Tim san pham két
hop dé gitv keo dap lén cac vét
thwong gitp lam lanh vét loét. ...

5. KET LUAN

- Hiéu qua cAm mau:

+ Ghép bang keo fibrin: thoi gian
cam mau 1a 129,33 + 42,01 giay, thoi
gian ghép la 128,33 + 41,87 giay.

+ Ghép bang khau chi: thdi gian
cam mau la 475,17 + 59,97 giay, thoi
gian khau la 350,67 + 52,23 giay.

- Hiéu qua lam lanh vét thuong:
manh ghép dwoc dan bang keo
fibrin tw than & cac thoi diém sau 1
ngay, 3 ngay, 7 ngay, 10 ngay, 14
ngay, 20 ngay va 30 ngay co6 hién
twong lanh vét thwong sém hon,
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miéng ghép phéng va seo dep hon so
v&i miéng da ghép bang khau chi.

LOI CAM ON

Pé c6 thé hoan thanh duwoc dé
tai nay chung téi xin dwgc cam on
sy tham gia ciia nhém nghién clru
thuéc bé mdn Sinh ly hoc, bé mdn
Mat, bd mén Vi sinh, trwdng Dai
hoc Y-Dwgc Thai Nguyén va cb
giao Bui Thj Kiéu Van cung cac em
hoc sinh trwong THPT Lwong Ngoc
Quyén, thanh phd Thai Nguyén.
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SUMMARY

THE HEMOSTATIC AND WOUND HEALING EFFECTS OF
AUTOLOGOUS FIBRIN ADHESIVE IN EXPERIMENTAL ANIMALS

Hoang Thu Soan?, Vu Tien Thang?, Vu Thi Kim Lien?
Bui Thi Kieu Van2, Vu Hoang Phuong Thuy?, Nguyen Mai Huong?
Pham Thi Thu Huong?, Nguyen Thi Thu Thai?

1Thai Nguyen University of Medicine and Pharmacy
2l uong Ngoc Quyen High school, Thai Nguyen city

Objectives: Evaluate the hemostasis and skin graft wound healing
effect of autologous fibrin adhesive in experimental animals. Methods:
experimental method, conducted on 6 rabbits to determine the role of fibrin
glue in hemostasis, ability to heal skin graft in experimental rabbits through
assessment of graft status: size, swelling, color, boundary between the
puzzle piece and the surrounding skin. Results: 1/ Effective hemostasis:
fibrin glue transplant: hemostasis time is 129.33+42.01 seconds,
transplant time is 128.33+41.87 seconds; suture stitching: hemostasis time
is 475.17459.97 seconds, stitching time is 350.67+52.23 seconds. At times
after 1 day, 3 days, 7 days, 10 days, 14 days, 20 days and 30 days there
is an earlier phenomenon of wound healing, the flattened and scarred
patch is more beautiful than the skin graft with sewing thread.
Conclusions: Using autologous fibrin glue in skin grafting has the ability
to stop bleeding, heal wounds and achieve better aesthetics than skin
grafting with sutures.

Key words: fibrinogen, fibrin glue.
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NGHIEN CU'U DOT BIEN CUA GEN G6PD & BENH NHAN
THIEU HUT ENZYME G6PD
Ngé Thi Thao”, Tran Van Khanh2*
TOM TAT
Thiéu G6PD la bénh ly vé enzyme di truyén phé bién nhat & ngudi.
Bénh gay nén béi dét bién gen G6PD va da sb khéng c6 triéu chirng néu
khéng c6 tiép xtc véi cac tac nhan oxi hda (thube, hda chét, thirc &n) biéu
hién bang nhing con tan méu. Bénh tam thoi dung lai & diéu tri triéu
chimg, nén phét hién sém nhdm tw van giup ndng cao chét luong séng,
phong trénh duroc cac bién chimg. Nghién ctu duoc tién hanh nhdm phéat
hién cac doét bién trén toan bé cac vung cta gen G6PD. Két qua 262 tré
nam, 38 tré ni¥ & 25 tinh thanh khu viec mién Béc Viét Nam cda 5 dan toc
cho két qua phat hién 11 loai dét bién sai léch dnh huéng dén vung ma
héa cuda gen GG6PD la Viangchan (c.871G>A) (24,33%), Kaipping
(c.1388G>A) (22,67%), Canton (c.1376G>T) (18,67%), Union
(c.1360C>T) (15,33%), Gaohe (c. c.95A>G) (6,67%), QuingYuang (c.
392G>T) (4,33%), Chiniese-5 (¢.1024C>T) (4,33%), Orissa (c.131C>G)
(1,33%) Chatham (c.1003G>A) (1%) va Taiwan2 (c.1330G>A) (0,33%);
78/297 truong hop cé dang dét bién Silent (c.1311C>T) két hop véi hdu
hét cac doét bién trén. Phat hién 2 dang dét bién Orisa va Taiwan 2 chua
tirng xuét hién tai Viét Nam. Céc dot bién nay phu déu & céac dan toc Kinh,
Muong, Tay, Nung va Théi, trong dé dan téc Kinh chi yéu mang dang
Viangchan, Muong la Union va nguoi Tay, Nung Thai déu la Kaiping nhiéu
nhét.
Twr khéa: gen G6PD, dot bién diém, thiéu enzyme G6PD.

1. DAT VAN PE

Glucose-6-phosphate  ehydrogenase  dinucleotide phosphate (NADPH)
(G6PD) 1a mét enzym diéu tiét quan dé& giup chéng lai cac tac nhan oxy
trong trong duwdng pentose hdéa, bdo v& mang héng cau, ciu
phosphate tao nicotinamide adenine  tric hemoglobin, enzyme dé duy tri
s sbng cho hdéng cau. Vi vay,

'Dai hoc ky thuat Y té Hai Duong thiéu G6PD hdng cau dé& v& dudi
2Dai hoc Y Ha Nbi tac d 14 CAC tac nha ho4
*Téc gia thuc hién chinh: Ngé Thi Thao ac dung cua cac tac nhan oxy-noa
**T4c gia chiu trach nhiém khoa hoc: [1]. Thiéu G6PD duwgc coi la bénh
Tran Van Khanh, Email: enzyme di truyén phd bién nhat &
tranvankhanh@hmu.edu.vn . i kho3 X 500 trié

Ngay nhan bai: 12/5/2021 nguc‘r! VP’I ‘Oang’{ gan . r!?u
Ngay phan bién: 23/5/2021 ngwoi trén toan thé gidi, gap nhiéu
Ngay chap nhén dang: 15/6/2021 ¢ Dia Trung Hai, Chau Phiva Chau A [2].
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WHO phan loai sw thiéu hut nay
thanh 5 loai tly thudc vao néng do
enzyme va biéu hién lam sang
bénh thiéu mau tan mau [3]. Bénh
da phan 1a chi cé triéu chirng khi
gap cac chat oxy hoa véi biéu hién
la vang da so sinh, thiéu mau tan
mau cip hodc man tinh va cé thé
gay cac bién chirng nguy hiém [2].
Nhirng bién chirng thé duwoc phong
bang cach sang loc tré so sinh &
nhirng khu vwc co tan suéat mac
bénh cao giup phat hién sém tré
thiéu, két hop nang cao hiéu biét
clia ngwdi dan trong cham séc, ché
dd dinh dwdng va sinh hoat hop ly,
tranh cac loai thwc pham, thuéc, ...
co tinh oxi hda cao dé gay tan mau [1].

Co s& di truyén hoc ciia bénh la
do dot bién xay ra trén gen ma hoa
G6PD nam trén nhanh dai, ving 2,
bang 8 clia nhiém sac thé gidi tinh
X (Xg28), gbm 13 exon va 12
intron. Khéng co6 alen twong ng
trén nhiém sic thé Y nén gap nhiéu
& nam, nir thwdng la nguwdi mang
gen bénh va di truyén cho con trai.
Pén nay cé khoang hon 200 dot
bién dwoc bao céo [3], hau hét 1a
dot bién thay thé mét nucleotide [4].
Ty 1& va cac dang dot bién gen
G6PD c6 sw khac nhau kha lon
gilra cac chidng téc va vung lanh
thd. Cac nuwéc chau A chu yéu xay
ra dot bién & exon 9, 11, 12 [6].
Viéc xac dinh chinh xac dang dot
bién gen gitp chan doan ngudi
lanh mang bénh, chan doan truéc
sinh, tw van di truyén nham gidm ti
& méc bénh, gidm hau qua cua
bénh gay ra, nang cao chat lwong
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cham so6c sic khée trong cong
déng. Cho dén nay c6 it céng trinh
nghién ctru toan dién vé dot bién
gen G6PD & cac nhém nguwoi dan
tbc khac nhau trén toan bd cac
vlng gen gay dot bién & nguoi Viét
Nam. Do vay, chung téi thwc hién
nghién ctu nay nhdm xac dinh cac
dang dot bién gen G6PD cua gen
G6PD & bénh nhan thiéu hut enzyme
G6PD bang ky thuat giai trinh.

2. POl TUONG VA PHUONG
PHAP NGHIEN c(ru

2.1. Péi twong nghién clru: Chon
toan bo 300 tré em dwoc chan
doan thiéu enzyme G6PD trong
thdi gian tv nam 1/2017-6/2020
theo tiéu chuan tré dudi 16 tudi va
thifu G6PD bang phuwong phap
dinh lwgng hoat d6 enzyme theo
quy trinh k§ thuat chan doan thiéu
G6PD cua vién Nhi Trung Uong
xay dwng dwa trén hwéng dan cla
hoa chit hiang Beckman Coulter
AU5800 khi G6PD <200 U/10™2HC.
Tiéu chuan loai trir: Cac ddi
twong khédng ddng y tham gia
nghién cwu.
2.2. Dia diém nghién ctru
- Khoa kham bénh va phdong xét
nghiém sinh héa, huyét hoc - Bénh
vién Nhi Trung Uong.
- Trung tdm Nghién ctru Gen va
Protein, Trwdng Pai hoc Y Ha Noi.
2.3. Thiét ké nghién ctru

Mb ta cat ngang
2.4. Quy trinh nghién cru va cac
ky thuat str dung
1) Thu thap miu mau duoc chéng

déng bang EDTA dwoc chan
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doan thiéu enzyme GG6PD tai
Bénh vién Nhi Trung Uong. Sau
dé mau duwoc van chuyén theo
dung quy dinh van chuyén mau
ngoai vién cltia khoa Sinh hoa vé
Trung tdm Nghién ciru Gen va
Protein, Trwong Pai hoc Y Ha
No6i dé thwc hién cac phan rng
sinh hoc phan tcr.

2) Tach chiét DNA bang kit The
Wizard Genomic DNA
purification cua hang Promega
vakiém tra do tinh sach bang qua
do mat d6 quang OD & buwéc
séng 260/280 nm. Bao quan &
nhiét d6 -20°C.

3) Thiét ké 7 cadp mdi va thuwc hién
phan &ng PCR khuéch dai cac
doan exon dich chun bj cho giai
trinh ty gen.

Thanh phan cta phdn &ng PCR
(thé tich 10 pl) gdm: 1 pl DNA
mau, 0.5 pl mdi xudi 10 pM va
0.5 ul mdi ngwoc 10 pM/pl,
GoTaq G2 Hot Start master mix
(2X) 5 pl, H20 3 pl. Chu trinh
nhiét cda phan ng PCR:
94°C/2phut, 35 chu ky nhiét
[04°C/30 gidy, 60°C/25 giay,
72°C/40 giay], 72°C/ 5 phat. Bao
quan mau & 4°C.

4) Kiém tra san phdm PCR va tién
hanh giai trinh tw trén may giai
trinh tw ABI Prism 3500 Genetic
Analyzer (USA)

5) Phan tich két qua trinh ty thu
dwoc bang phan mém CLC
Mainworkbench, so sanh trinh tw
gen cua bénh nhan vé&i trinh tw
gen chuén cltia gen Bank (NCBI,
NG_009015).
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2.5. Mét sé cac tiéu chi cho cac
chi tiéu nghién cru

Phan loai mic do thiéu G6PD:
Theo WHO (2019) chia thiéu nang
< 10% gia tri binh thwdng, thiéu
trung binh 10-60%, thiéu nhe >60 -
100% gia tri binh thuwdng.

2.6. Van dé dao dirc trong nghién
ctru: Nghién ctru tuan tha chat ché
dao dirc nghién ctvu Y hoc. Cac dbi
twong tham gia hoan toan tw
nguyén. Cac théng tin vé bénh
nhan, két qué chan doan dwoc gitr
bi mat. Nghién ctru dwoc tién
hanh hoan toan vi muc dich
khoa hoc.

2.4, Xt ly sé liéu: Sé liéu duoc
théng k& va x& ly bang phéan
mém Excel.

3. KET QUA NGHIEN clU

3.1. M6t s6 diac diém chung cua
nhém nghién cieru
*Ddc diém tudi va gioi

Trong téng sd 300 tré thiéu hut
G6PD ty Ié & tré nam 262 (87,3%)
nhiéu & tré ni: 38 (12,7%) cO y
nghia théng k& vé&i p<0,05. Sb
lwong tré  dwéi 1 thang tudi: 234
(78%), 1-6 thang: 58 (19,4%), 6
thang - 1 tudi : 5 (1,6%) va trén
1 tudi: 1 tré (1%).

* Pdc diém vé dia dw va dan téc

300 tré thiéu G6PD nam trong
toan bd 25 tinh, thanh Mién Bac
Viét Nam. Cu thé: Ha Noi (147)
Ha Giang (16), Phu Tho (15),
Vinh Phuac (12) Thai Nguyén
(12), Son La (11), Hai Duong
(9), Hoa Binh (6), Bac Giang (6),
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Ninh Binh (6), B&c Ninh (6),
Nam Dinh (6), Yén Bai (6), Lao
Cai (5), Quang Ninh (5), Tuyén
Quang (5), Hwng Yén (4), Cao
Bang (4), Ha Nam, Béc Kan,

Lang Son, Thai Binh déu 3 tré;
Dién Bién, Lai Chau, Hai Phong
déu 2 tré. Tré thiéu G6PD thudc
5 dan toéc khac nhau & khu vuc
mién Béc Viét Nam (Biéu db 1).

EKinh ®Muwong mTay

Thai ®Nung

Biéu d6 1. Ty | thiéu G6PD theo cac dan tdc

3.2. Pac diém vé mirc do thiéu
hut G6PD va két qua dot bién

3.2.1. Mtpc d6 thiéu hut G6PD

Bang 3.1. Mrc d6 thiéu hut GEPD

M Nang Vira Nhe
d”fc (<20 (20-120 (120-200 X+SD
thiZu U/10%2 HC) U/10%2HC) U/10%2HC)
2 _ 5 Na N Tén  Nam N Chung
G6PD N
Nam @ Tong Nam N& Tong m @ g (=262) (n=38) (n=300)
S0 138 3 141 114 15 129 10 20 30
lwong 38,4 80,4 42,71
Tile 6, +36,59 +35,5 +36,65
y 46 1 47 40 3 43 3,3 10
(%) 7
p <0,05

Bang 3.1 thé hién néng do trung binh
G6PD la 42,71+36,65 IU/HC, tré trai
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la 38,4+36,59 IU/HC giam nhiéu hon
tré gai la 80,4+35,5 IU/HC.
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3.2.2. Két qua dot bién gen G6PD

¢.1376G ¢.1388G c.1376G>T (p.R459L)  ¢.1388G>A (p.R463H)

CTCCGTGAGGCCTGGCGTATT CTCCTTGAGGCCTGGCATATT

W

Ngudi binh thuong Bénh nhan 22

Hinh 1. Hinh anh giai trinh tw dét bién Canton va Kaiping
(exon 12 cua gen G6PD)

Két qua Hinh 1 cho thay, tai vi tri trong khi dé vj tri nay & bénh
c.1376 trinh tw nucleotid chda nhan cé trinh ty la A. Sy thay
Genbank la G, trong khi d6 vi tri  dbi trén lam thay déi bd ba ma
nay & bénh nhan s 22 c6 trinh  hoéa acid amin Arginin tai codon
twla T. Tai vi tri ¢.1388 trinh tw 459 va codon 463 thanh Leucin

nucleotid cua Genbank la G, va Histidin.

c-"’i"G c.1330A
CTGGACGTCTTC CTGGALECBRBTCTTCT

Nguoi binh thuong Bénh nhén 215

Hinh 2. Hinh anh giai trinh tw dét bién chwa c6 tén trén exon 9 clta
gen G6PD

Két qua Hinh 2 cho thay, vi tri trinh tw 1a A. Sw thay ddi trén
c.1330 trinh tw nucleotid cia lam thay déi bd ba ma hoéa
Genbank la G, trong khi d6 vi acid amin tai codon 444 tw

tri nay & bénh nhan sb 215 ¢c6 Valin thanh Isoleucin.
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Bang 3.2. Két qua xac dinh dot bién gen G6PD

QuingYuang (c. 392G>T), Chiniese-5
(€.1024C>T), Orissa (c.131C>G) va 1
dét bién lan dau xuét hién tai Viét
Nam (Taiwan 2) vé&i cac ty 1é twong
tng tr cao xubng thdp (Bang 3.2).
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Tén dot viti  oiendoi 5 phan Hoatde
T bién  aotbién 264 EXOM yong tram  ENZYM
i amin ong (U/10'?HC)
1 Gaohe C.95A>G H32A 2 20 6,67 1-37,8
2 Orissa c.131C>G A44G 3 4 1,33 26.97-78.9
3 Quing Yan c.392G>T G131V 5 13 4,33  28.3-167.55
4 Viangchan ¢.871G>A  V291M 9 73 24,33 10,5-99,2
5 Chatham ¢.1003G>A  S335T 9 3 1 21,4-72,8
6 Chinese-5 ¢.1024C>T  L342F 9 13 4,33 21,4-72,8
7 Taiwan 2 ¢.1330G>A V444 11 1 0,33 123,4
8 Union c.1360C>T R454C 11 46 15,33 0-115.6
9 Canton c.1376G>T R459L 12 56 18,67 2.5-173.3
10 Kaipping ¢.1388G>A R463H 12 68 22,67 21,4-72,8
11 Silent c.1311C>T 79 26,3
Chuwa xac
dinh 3 1
Tbng sb 300 100
Két qua cho thdy c6 11 loai d6t Ngoaira con cd 79 (26,3%) dang dot
bién khac nhau la Viangchan bién Silent (36t bién cam) thi chi yéu
(c.871G>A), Kaipping (c.1388G>A), duwdi dang két hop véi cac dot bién
Canton (c.1376G>T), Union khac: 66 (84,62%) két hop
(c.1360C>T), Gaohe (c.95A>G), Viangchan, 5 két hop Union (6,41%),

két hop véi Canton va Kaiping méi
loai 2 trwong hop (2,56%) va két hop
Orissa, QuingYan va Tawan2 la 1
trwong hop. Mét bénh nhan cé ca doét
bién Kaiping va Canton.
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Bang 3.3. Ty & dot bién phan bd theo cac dan toc

TT Dang détbién Exon Kinh Mwéng Tay Thai NungTéng
1. Gaoha 2 12 1 5 1 1 20
2 Orissa 3 3 0 0 0 1 4
3 Quing Yan 5 12 0 1 0 0 13
4 Viangchan 9 50 9 9 4 1 73
5. Chatham 9 3 0 0 0 0 3
6. Chinese-5 9 7 2 1 2 1 13
7. Taiwan 2 11 1 0 0 0 0 1
8. Union 11 20 20 1 4 1 46
9. Canton 12 29 14 8 2 3 56
10. Kaiping 12 40 4 12 5 7 68
Téng 177 50 37 18 15 .

(59,6%) (16,8%)(12,5%)(6,1%) (5%) >

Ca& 5 dan tdéc déu xuat hién
cac dot bién, nhiéu nhat Ia
nguwoi Kinh v&i da dang hda cac
dét bién (Bang 3.3).

4. BAN LUAN

4.1. M6t s6 dac diém chung
cia nhém nghién ctru
* V@& gi®i va tudi cua tré thiéu
G6PD

V& gioi: Ty 16 thiéu hut G6PD &
tré gap nhiéu & tré trai chiém
87,3%, tré gai chiém 12,7%. Diéu
nay phu hop véi dac tinh di truyén
bénh, NST gi&i tinh X nén bénh
gap nhiéu & nam, nl Qioi
thwéng biéu hién trong truong
hop déng hop t&r (hiém gap).
Két qua nay cliing phu hop voi
ban d6 phan bd bénh thiéu
G6PD cua Lucio Luzzato va Atul
Mehta (1995) [1] va tai Ddng
Nam A [5].
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Vé d6 tubi, chu yéu khi tré dwoc
< 1 thang tudi chiém 78% bd&i vi
nhirng ndm gan day, véi chwong
trinh sang loc trwde sinh bénh thiéu
G6PD qua |4y mau gét chan tai dia
phwong. Clng véi sw phat trién cua
cac ky thuat, hé théng y té vé céac
moé hinh bénh tat, cham soéc surc
khoée vi vay ma tré duwgc phat hién
sém mac du khéng cé biéu hién
lam sang.
*Vé dic diém vé dia dw, dan toc

Mién Béac Viét Nam hién nay bao
gdm 25 tinh thanh va nghién ctru
tién hanh trén phan 1&n cac tré em
& tat ca céac tinh. Trong d6 49% tré
thudc Ha Noi, con lai tré dén tw cac
tinh khac nhau trong khu vuwc twr
Tay Bac Bo, Pong Bac Bo dén
DPéng Bang Séng Héng. Theo dan
toc, Kinh chiém ty I& nhiéu nhét
(59%), dén dan téc Muong va
Tay, Thai, Nung. Diéu nay
hoan toan phu hop do bénh
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vién Nhi l1a tuyén cudi cung
nén phan I&n cac tinh déu vé
kham trong do6 dac biét khu
vwc Ha No6i va dan cuv tai day
chi yéu nguoi Kinh (85,7%
dan sbé Viét Nam). Két qua
trén phu hgp cac nghién cou
trwéce [7-10].
4.2. Dic diém vé murc do thiéu
hut G6PD va dét bién gen G6PD
4.2.1. Mic dé thiéu hut enzyme
G6PD

Theo Bang 3.1, néng dd trung
binh G6PD la 42,71 + 36,62 |IU/HC,
trong dé tré trai la 38,4 + 36,59
IU/HC gidm nhiéu hon tré géi la
80,4 + 36,65 IU/HC, sw khac biét
nay c6 y nghia théng ké véi p<0,05.
Péng thoi, tré nam voi 96% thiéu
muc dé vira va nang, chi cé 3,3%
merc dd nhe; tré gai chia yéu thiéu
murc dd nhe. Diéu nay |1a hoan toan
phu hop véi dac thu cla bénh
G6PD dién ra & tré& nam nhiéu hon
tré nir va niv gidi thwong & thé di
hop t&, nébng d G6PD cé thé binh
thuworng nhung lai la yéu té di truyén
cho con trai clia ho.
4.2.2. Két qua dét bién gen G6PD

S dung 8 cip mbi dac hiéu dé
khuyéch dai toan bd 13 exon cua
gen G6PD. Kich thuwéc cua cac san
phdm PCR trong khodng 241-882
bp. San phdm PCR thu dwoc dam
bao cho phan &ng giai trinh tw. Két
qua giai trinh tw thu dwoc hinh anh
c6 tin hiéu rdé rang, khéng bi nhiéu,
tin hiéu nén thap, trinh tw doan gen
dwoc khuéch dai trung khép voi
trinh tw doan gen G6PD trén Gene
Bank, du dé tin cay d& nhan dinh
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két qua. Cho dén nay, hon 200 dot
bién c6 lién quan dén sy thiéu hut
G6PD [4] va hau hét cac dot bién
diém, khéng c6 trwdng hop nao
mat mot hodc vai nucleotide, lam
gidm hoat déng va 6n dinh cla
enzym GG6PD. Trong nghién clu
clia chung t6i, 11 d6t bién sai léch
anh hwéng dén ving ma hoéa cua
gen G6PD da dwoc xac dinh la

Viangchan (c.871G>A,24,33%),
Kaipping (c.1388G>A, 22,67%),
Canton  (c.1376G>T  ,18,67%),

Union (c.1360C>T,15,33%), Gaohe
(c. c.95A>G, 6,67%), QuingYuang

(c. 392G>T, 4,33%), Chiniese-5
(c.1024C>T4,33%), Orissa
(c.131C>G,1,33%) Chatham
(c.1003G>A,1%) va  Taiwan2

(c.1330G>A,0,33%).

So sanh v&i cac nghién cuwu
trwdc day da phat hién & Viét Nam
[7-12], cac dang ddt bién
Viangchan (c.871G>A), Kaipping
(c.1388G>A), Canton (c.1376G>T),
Union (c.1360C>T), Gaohe (c.
C.95A>QG), QuingYuang (c.
392G>T), Chiniese-5 (¢.1024C>T)
la cac dot bién hay gap, da duoc
céng bd va hay dwoc tim thiy &
cac nwéc chau A nhw Trung Quéc,
An Do, Lao, Philipin, Thai Lan,
Campuchia [4]. Bac biét Viangchan
gap ty l& nhiéu nhét trong céac
nghién ctru da dwoc cong bb vé dot
biét G6PD tai Viét Nam va nghién
clu nay cling cho két qua twong
tw. Nhdm nghién ciru BTLan Anh
tai thanh phé H6 Chi Minh hay
nghién clru cia Matsuoka va coéng
sy tai LAm DPbéng ciing cho thay
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Viangchan va Canton la hai dot
bién phd bién trong nhém dan toc
Kinh tai Viét Nam [5, 7]. Nhwng
trong nghién ctu nay, mot sb dot
bién hay gdp trong khu vuc Déng
Nam A nhw dét bién Mahidol
(487G> A) - dot bién quan trong
nhat & Thai Lan, ban dao Déng
Dwong va Myanmar, khéng dwoc
tim thay, mot sb dot bién méi dwoc
phat hién gan day & Viét Nam nhw
Vietnam1 (3Glu> Lys); Viét Nam2
(66Phe> Cys); Vietnam3 (73Ser>
Ser) [8] va Bao Loc (118 Tyr> His)
[6], H5 Chi Minh (58 Asp>Gly) [9]
khéng dwoc phat hién & nghién
ctru nay. Diéu nay cé thé 1a do cac
nghién ctru dwoc thwc hién & cac
nhom dan tdc khac nhau. Nghién
ctru nay chi dwoc thyc hién & dan
tdc mién Bac trong khi nghién ctru
trwdc dé dwoc thwc hién & mién
Nam. Nhirng dot bién méi la nay cé
thé xay ra & dan toc thiéu sé6 mién
Nam trong khi & Kinh ching khéng
ton tai. Do do, mac du cac dot bién
dwoc phan bd theo dia Iy nhung
cac dot bién phd bién nhat hoac
chinh c6 thé dac trung cho ting
dan s6 hodc dan toc. Cac dot bién
tap trung tai exon 2, 5, 9, 11, 12 va
ty 1& nhiéu nhat 1a trén exon 9,
11,12. Khéng cé dét bién nao
dwoc tim thay trén exon 4, 6, 10,
13. Két qua nay twong ddng vdi
cac nghién ctu tredc day, cho
thdy exon 9, 11, 12 1a nhirng
exon trong diém cha nhiéu
dang dét bién hay gap & khu
vwc Péng Nam A ciing nhv &
Viét Nam [6-10].
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Bén canh do, nghién clru phat
hién 2 dot bién méi chwa tirng
dwoc tim thay & ngwdi Viet Nam dé
la g6t bién Taiwan2 (c.1330G>A)
nam trén exon 11, dwoc mod ta lan
dau tién vao nam 2019 & 1 bénh
nhan Dai Loan khién thay dbi bo ba
ma hoda acid amin tai c. 444 tw
Valin thanh lIsoleucin va 4 trudng
hop dét bién Orrisa & exon 3 do vj
tri ¢.131 C>G lam thay dbi bo ba
ma hda acid amin tai codon 44 tw
Alanine thanh Glycine. Dot bién nay
lan dau tién phat hién & cac bd toc
da d6 tai An Dd ndm 1995 va it khi
thdy xuat hién & khu vwc Déng
Nam A [5]. Hai d6t bién nay xay ra
nhw thé nao & tré em Viét Nam van
chwa ré rang b&i vi cling chua tim
thdy mdi lien hé lich st gitra Dai
Loan, An D6 va Viét Nam. Tuy
nhién diéu nay co thé giai thich c6
s hén nhan khac chung téc cla
ngudi Viét Nam trong qua kher.

Ngoai ra, 79 dbi twong ghi nhan
cd vi tri bién dbi nucleotide sb
c.1311C>T & exon 11, do bd ba
TAC - TAT cung ma hoa cho acid
amin Tyrosine, bién dbi nay duwoc
coi 14 khéng anh huédng dén sy ma
hoéa acid amin trong céu tric G6PD,
con dwoc goi dodt bién cam. Trong
dé phan I&n cac dot bién nay déu
cd sw két hop véi cac dot bién
khadc, cao nhat 1a két hop
Viangchan 84,62%, con lai la & cac
dot bién khac. Méi lien két giva
Viangchan va c¢.1311C>T cling da
dwoc ghi nhan trong nhiéu nghién
cru trwdc do6 [7-10]. Ngoai ra cé 1
dot bién Canton két hop Kaiping.
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Vé ty 1& dot bién theo cac dan
tdc cho thdy, ca 5 dan toc déu xuét
hién cac dot bién, nhiéu nhat 1a
nguwoi Kinh (59,6%) véi da dang
héa & ca 11 loai, nhiéu nhat Ia
Viangchan (50/177) r6i dén Kaiping
(40/177), Canton (29/177), Union
(20/177), Gaohe va Quing Yan
(12/177), Chinese 5 (7/177),
Chatham va Orissa (3/177) va
Taiwan 2 c6 1/177. Hai loai dot bién
phat hién 1an dau & Viét Nam déu
la ngwdi Kinh. Sau dén Muong co
50 (16,8%) g&p 6 loai dot bién,
trong dé nhiéu nhat la Union
(20/50), dén Canton (14/50) Quing
Yan (9/50), Kaiping c6 (4/50), con
lai 2/50 la Chinese 5 va 1 trwdng
hop la Gaohe. Dan téc Tay cé 37
(12,5%) loai dét bién, nhidu nhét Ia
Kaiping (12/37), Viangchan (9/37)
Canton (8/37), Gaohe (5/37) con lai
Chinese 5, Union va Quing Yan moi
loai déu c6 1. Dan toc Thai co 18
(6,1%) loai doét biét voi Kaiping
5/18, Viangchan va Union mdi loai
cd 4/18, Chinese 5 va Canton déu
c6 2/18 va Gaohe c6 1/18. Ty |é dot
bién chiém it nhat thudc vé dan toc
Nung 15 bénh nhan (5%) v&i nhiéu
nhét la Kaiping (7/15), dén Canton
(3/15) con lai Gaohe, Oirissa,
Viangchan, Chinese 5, Union moi
loai déu gap 1 trwong hop. Nhuw
vay trong nghién cwu nay,
Viangchan duwoc tim thdy la dot
bién phd bién nhat & nguoi Kinh.
Diéu nay hoan toan phu hop vi day
la dot bién phd bién & Trung Quéc,
Poéng Nam A [7-9] va da cé nghién
ctu cho rang dét bién Viangchan

64

duwoc st dung lam diu hiéu chan
doan bénh, it nhat 35% bénh nhan
sé duwgc phat hién [9]. Nguwoi
Muwédng phd bién [a dét bién Union,
nguwoi Tay, Nung Thai phd bién déu
la Kaiping. Ty 1& dot bién ctia ndm
dan téc khac nhau & mién Bac Viét
Nam cho thdy ty I& mac va dac
diém loai ddt bién co6 sy khac
nhau gitra hai mién Nam, Bac va
cac dan téc khac nhau vi day la
nghién clru dau tién véi sw phan
tich day da trén 13 exon cla gen
G6PD da cho nhirng dét bién
rat da dang.

5. KET LUAN

Qua nghién clru trén 262 tré
nam va 38 tré niv thiéu G6PD thudc
5 dan tdc cla cac tinh mién Bac
Viét Nam rut ra két luan sau:

Mdc d6 thiéu hut G6PD: 90%
thiéu enzym mirc dd vira va nang
chd yéu nam giéi, nir thwong thiéu
murc db nhe.

Xéc dinh cdc dang dét bién: Phat
hién 11 loai dot bién gen G6PD la

Viangchan  (c.871G>A)  (24,33%),
Kaipping (c.1388G>A) (22,67%), Canton
(c.1376G>T) (18,67%), Union
(c.1360C>T) (15,33%), Gaohe (c.
Cc.95A>G) (6,67%), QuingYuang (c.
392G>T) (4,33%), Chiniese-5
(€.1024C>T) (4,33%), Orissa
(€.131C>06) (1,33%) Chatham
(c.1003G>A) (1%) va Tawan2

(c.1330G>A) (0,33%), Silent, trong do
2 dang chua tirng xuét hién tai Viét
Nam. 78 trwdng hop ghi nhan dang
dot bién Silent (c.1311C>T). Céc
dot bién nay phl déu & cac dan toc
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Kinh, Muong, Tay, Ning va Thai,
trong d6 ngudi Kinh chd yéu mang
dot bién Viangchan, con lai Mwéong
phé bién 1a Union va ngudi Tay,
Nung Thai déu la Kaiping.

LOI CAM ON

Chung t6i xin chan thanh cam on
cac gia dinh bénh nhan da déng y
tham gia nghién ctru, vién Nhi trung
wong, Trung tadm nghién ctu -
Protein trwdng Dai hoc Y Ha Noéi da
hd tro chung t6i hoan thanh nghién
clru nay.
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SUMMARY

STUDY ON CHARACTERISTICS OF GENE MUTATION G6PD IN
PATIENT OF ENZYME G6PD DEFICIENCY

Thao Ngo Thil, Khanh Tran Van?

'Hai Duong Medical Technical University,
2HaNoi Medical University

G6PD deficiency is the most common genetic enzyme pathology in
humans. The disease is caused by a gene mutation G6PD-the majority of
cases are asymptomatic when exposed to oxidizing agents (drugs,
chemicals, or foods). The disease is temporarily stopped at symptomatic
treatment, so early detection is to help improve the quality of life for the
patient, to prevent possible complications. The study was conducted to
detect mutations in all regions of the gene G6PD. Through the study of
262 boys, 38 girls in 25 provinces in the northern region of Vietham of 5
ethnic groups showed the results finding 11 deviated mutations that affect
the coding region of the G6PD gene is Viangchan (c.871G> A) (24.33%),
Kaipping (c.1388G> A) (22.67%), Canton (c.1376G> T) (18.67%), Union
(c.1360C> T) (13.33%), Gaohe (cc95A > G) (6.67%), QuingYuang (c.
392G>T) (4.33%), Chiniese-5 (c.1024C> T) (4.33%), Orissa (c.131C> G)
(1.33%) Chatham (c.1003G> A) (1%) and Taiwan2 (c.1330G> A) (0.33%);
78/297 cases of silent mutation (c.1311C> T) associated with most of the
above mutations. Discovered 2 mutant forms Orisa and Taiwan 2 that
have never appeared in Vietnam. These mutations are spread evenly
among the Kinh, Muong, Tay, Nung and Thai ethnic groups, of which the
Kinh mainly carry the Viangchan mutation, the remaining Muong are the
Union and the Tay, Nung Thai are most of Kaiping mutation.

Keywords: G6PD gene, point mutation, G6PD deficiency.
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DAC DIEM SARCOPENIA & NGU'O'I BENH CAO TUOI
CO BENH PHOI TAC NGHEN MAN TiNH GIAI DPOAN ON PINH

Nguyén Thi Thu Hwong ", Nguyén Trung Anh'2,
Vii Thi Dju3, Vi Thi Thanh Huyén2

TOM TAT

Muc tiéu: Xéc dinh t7 1é va ddc diém cua sarcopenia & nguoi cao tudi
c6 bénh phéi tdc nghén man tinh giai doan 6n dinh. Phwong phap:
Nghién ciu md td cadt ngang trén 363 ngudoi bénh mac bénh phdi tac
nghén man tinh (COPD) giai doan én dinh tcr 60 tudi tré 1én kham va diéu
trj tai Bénh vién Ldo khoa Trung wong va Bénh vién 19-8 B6 Céng an. Déi
twong nghién ctu duoc do khéi long co toan thadn bdng may X quang
hdp phu nadng lvong kép va duwoc chan doan sarcopenia duwa vao tiéu
chuén cda Hiép hdi Chau A vé sarcopenia. Két qua: tudi trung binh cda
déi twong nghién ciéu la 70,7 + 83 (ndm), ti 1é nam la 60,3%. Ti 1é
sarcopenia trong nhém nghién cwu la 45,2%. Trong nhém nguoi bénh
nghién ctiu cé 74,6% ngudi bénh gidm khoi luong co toan than theo chiéu
cao (ASMI), 68,3% c6 gidm strc manh co tay (HGS) va 42,7% cé gidm téc
dé di bé. Tudi cang cao thi khéi luong co toan than theo chiéu cao, stc
manh co tay va téc dé di bd cang gidm. Két ludn: Nghién cu ghi nhan t7
|é sarcopenia kha cao (45,2%) & ngudi bénh cao tuéi c6 COPD giai doan
6n dinh. Tudi cang cao, khéi ltong co toan than theo chiéu cao, strc manh
co tay, téc do di bd cang gidm dan ¢ y nghia thong ké. Sang loc va chan
doan sém sarcopenia & nguoi bénh COPD cao tudi la rat cén thiét.

Ter khoa: Sarcopenia, bénh phdi tdc nghén man tinh, nguoi cao tudi.

1. DAT VAN BE

Sarcopenia la tinh trang gidm dan dén gidm kha nang hoat déng,
khdi co va chirc nang cla co lien gidm chét lwong cudc sbéng, rbi
quan dén tudi (gém gidm strc manh loan chirc ndng hé hap, tim mach,
cla co hodc gidm van doéng) tvr d6 anh hwéng xau cho chuyén héa,

Truong dai hoc Y Ha Nai ngxa, tan tat va tw Vopg O nguol CaRO
2Bénh vién L&o khoa Trung wong tudi, tang chi phi y té [1]. Bénh phoi
*Bénh vién 19-8 B Cong An tic nghén man tinh (Chronic

*Tac gia thwe hién va chju trach nhiém chinh: . .
Nguy&n Thi Thu Hrong Obstructive Pulmonary Disease -

Email: thuhuonglk@hmu.edu.vn COPD) |a moét bénh phd bién, anh
Ngay tiép nhan: 15/4/2021 hwéng t&i 10% nguwdi tor 40 tudi tré
Ngay phan bién: 23/4/2021 A ~ > 1A o

Ngay chAp nhan dang: 15/6/2021 Ien, gay ra ti 1é tir vong cao [2].
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Sarcopenia da duwoc chirng minh
xuat hién & khoang 5-13% ngudi
trén 65 tudi [3]. Ti l&é sarcopenia
xuat hién & ngudi bénh COPD la
khoang 20-40%, trong d6 cé 10-
15% nguwdi bénh COPD c6 murc
can nang binh thuwdng [4]. Tinh
trang viém hé thdng véi sw gia tang
cac protein viém va cytokine nhw
TNF-a va IL-6; mat can bang gitra
ché d an va tiéu hao nang lwong,
sy thay déi thanh phan co thé, ri
loan chirc nang co xwong va thay
ddi chat co lién quan v&i sy xuét
hién sarcopenia & ngwoi bénh
COPD. Nghién ciru tai Han Quéc
cta Min Kwang Byun va cs (2017)
trén 80 nguoi bénh, két qua la 20
ngwdi bénh méc sarcopenia chiém
25% [5]. Nghién cwu tai Brazil
cua Tatiana Munhoz va cs
(2015) trén 91 nguwoi bénh,
COPD, trong do6 sarcopenia la
36 nguwdi bénh chiém 39,6% [6].

Péi v&i ngudi bénh COPD cao
tudi, viéc gidm khdi lwong co
xwong va sirc manh cua co la
nguyén nhan chinh dan t&i gidm
chirc nang hoat dong hang ngay va
lam tdng nguy co dot cép. Do do,
giam chic nang van déng la mét
trong cac dau hiéu tién lwong nguy
co tr vong & nguwoi bénh COPD.
Sarcopenia do nhiéu yéu té tao nén
nhw qua trinh 130 héa, ché dd dinh
duéng kém, 16i séng it van dong,
cac bénh man tinh va mét sb thudc
diéu tri [7]. Sarcopenia lam gidm
kha nang thwc hién dong tac, tang
nguy co nga, gay xwong, tang ti 1é
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tan tat va tang nguy co t& vong &
nguw®i bénh COPD cao tudi.

Nhuw vay viéc nghién clru dé hiéu
rd vé tinh trang sarcopenia & nguoi
bénh COPD cao tudi la hwédng
nghién ciru can thiét d& gop phan
dé xuét cac bién phap phong,
tranh, diéu tri kip thoi nham giam ti
|& t&r vong, mirc d6 tan phé va giam
chi phi diéu tri do COPD gay nén.
O Viét Nam, tudi tho ngay cang
tang cao, thoi quen hut thubc va 6
nhiém méi trwéng dang la van nan
da lam tang ti & COPD ngu¢i cao
tudi. Xuét phat t» thyc tién trén
ching t6i tién hanh nghién ctu dé
tai v&i muc tiéu: xac dinh ti Ié va
dac diém cla sarcopenia & nguoi
cao tudi c6 bénh phdi tic nghén man
tinh giai doan 6n dinh diéu trj tai bénh
vién Lao khoa Trung wong va bénh
vién 198 B6 Cong An.

2. DOl TWONG VA PHUONG PHAP

2.1. Béi twong nghién ciru

Nguwdi bénh COPD = 60 tudi,
kham va diéu tri tai Phong kham
ngoai trd Bénh vién 19-8 B6 Céng
an va Bénh vién Lao khoa Trung
wong tlr thang 09 - 2017 dén thang
07 nam 2018.

Tiéu chuan loai trir: ngwdi bénh
mac cac bénh cép tinh nang nhw
suy tim dd 1lI-1V, viém phdi, dot cap
COPD trong 4 tuan qua.

2.2. Phwong phap nghién ctru

Thiét k& nghién clu: moé ta cat
ngang, phwong phap chon mau
toan bd. TAt cd cac ngwdi bénh phu
hop tiéu chuan lwa chon trong thoi
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gian nghién cwu dwgc dwa vao
nghién cuu.
C& mau duorc tinh theo cong thirc:

2
n= (Zi-a/2) p.(1-p)
dz

a: mirc y nghia théng ké, véi a =
0,05 thi hé sb Z1-a2= 1,96

p = 0,145. Theo nghién ctru dich
té hoc cua Sarah E Jones va cs
(2015) vé sarcopenia & bénh nhan
COPD [8]

d = sai sb mong doi, chon d = 0,04.

Theo cdng thirc nay chang toi tinh
dwoc ¢c& mau nhd nhat 14 298 bénh
nhan. Nghién ctru clia chang toi thirc
hién trén 363 ngu&i bénh.

Qua trinh thd&m kham dwoc tién
hanh theo mau bénh an théng nhat
cho ca hai co s& nghién clu.
Ngudi thu thap sé liédu dwoc tap
huén trwde khi bat dau nghién cou.
e Cac bién sb nghién ciru:

- Dac diém chung: tudi, gidi.

- C4c chi s6 nhan trac hoc: chiéu
cao, can nang, chi sb khdi co thé.

- Chan doan sarcopenia theo
tiéu chuan cla Hiép héi Sarcopenia
Chau A (Asian Working Group for
sarcopenia — AWGS) [9]:

+ Panh gia khéi lwong co: duoc
xac dinh bang do mat doé xwong,
co, m& toan than bang may DXA
Medic DR C12, Mauguio, Phap
(2016). D& dam bao tinh ddng nhét,
tat cd ngudi bénh & Bénh vién 198
B& Céng an duwoc chuyén vé do
mat dé6 co m& toan than tai bénh
vién L&o khoa Trung wong. Banh
gia két qua dua trén k&t qua phan
tich cda may DXA: ASMI
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(Appendicular skeletal muscle index)
don vi kg/m2 = ASM/(chiéu cao)?
+ Danh gia s’c manh co tay

(Hand grip strength — HGS) bang
ap luc k& cdm tay Jamar 5030J1,
don vij do la kilogam (kg) [10].

+ Danh gia téc dd di bé bang
test di bd 6 phat: Téc dé di bo =
Quang dudong di
phut/360 (m/s) [10].

- Tiéu chuan chan doan sarcopenia:

bé trong 6

Tiéeu chuan 1: Khéi lwong co
thdp: Nam ASMI<7,0 kgim? N
ASMI<5,4 kg/ m?

Tiéu chuédn 2: Strc manh co
thAp: Nam HGS<26 kg, N
HGS<18 kg

Tiéu chuan 3: Kha nang thuc
hién doéng tac: Xac dinh bang tbc do di
b6 <0,8 m/s

Chan doan sarcopenia khi co tiéu

chuén 1 va tiéu chuan 2 hoac 3.

e Phan tich sé liéu: S6 lieu dwoc
x& ly va phan tich bang phan
mém SPSS 16.0. Xac dinh cac ty
l& %, tri sb trung binh, dd l&ch
chuan. So sanh sw khac biét cta
cac ty l1é % theo test khi binh
phwong véi p < 0,05 duwoc xem
|a khac biét ¢ y nghia théng ké.

e Dao dwc nghién cwu: Nghién
ctu tuan tha day du cac quy
dinh cda nghién ctru y sinh hoc
va duoc théng qua Hoi déng dao
didc cua Bénh vién Lao khoa
Trung wvong.
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3. KET QUA 60,3% (Bang 1). Nhém tudi 60-
3.1. Pac diém chung cua d6i 69 chiém ti |é cao nhat: 51,8%.
twong nghién cu BMI trung binh la 20,7 + 3,11

Nhan xét: Tudi trung binh (kg/m?2) trong d6 BMI trong gi&i
cha d6i twong nghién c&u la han binh thwéng chiém ti 1é cao
70,7 + 8,3 (nam), ti 16 nam 1a nhéat 1a 54,5%.

Bang 1. B&c diém chung cha déi twong nghién ctu

DPic diém S6 lwong (n) Ty & (%)
60-69 188 51,8
Tudi (nam) 70-79 104 28,7
>80 71 19,5
Nam 219 60,3
Gidi
Nv 144 39,7
<185 81 22,3
BMI (kg/m?) 18,5-22,9 198 54,5
>23,0 84 23,2
Tuéi trung binh (X + SD) 70,7+£8,3
BMI trung binh (X  SD) 20,7 £3,11
3.2. Ti lé sarcopenia & ngwoi bénh Ti 1é sarcopenia trong nhém
cao tubi cd bénh phdi tdc nghén nghién ciu 1a 45,2%, ti 1& khéng
man tinh giai doan 6n dinh sarcopenia la 54,8% (Biéu do 1).

H Sarcopenia

Biéu d6 1. Ti lé sarcopenia (n=363)
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3.3. Cac dic diém chan doan sarcopenia theo tiéu chuan AWGS

Bang 2. Dac diém khdi co toan than theo chiéu cao, sirc manh co tay va

tbc d6 di bo
. aeX Giam Binh thwong
DPac diem
n % n %
ASMI 271 74,6 92 25,4
HGS 248 68,3 115 31,7
Tbc d6 di bo 155 42,7 208 57,3

Trong nhém ngudi bénh nghién
clru ¢d 74,6% ngudi bénh giam khoi

(ASMI), 68,3% nguwdi bénh gidm strc
manh co tay (HGS) va 42,7% nguoi

lwong co toan than theo chiéu cao bénh gidm tbc d6 di bd (Bang 2).

Bang 3. Dac diém ASMI, HGS va téc do di bd theo tudi

DPic diém Nhom tudi (X+5D)
Sarcopenia  Khdng sarcopenia

60-69 19,18+9,69 25,9948,45

70-79 15,22+7,65 20,9846,46 0,002
ASMI >80 11,4445,61 16,94+6,95
Chung 16,08+8,85 22,0448,33
60-69 16,72+8,79 22,84+7,60

70-79 12,80+7,31 17,98+5,81 0,002
HeS >80 9,83+5,09 15,07+6,83
Chung 13,87+8,09 20,26+7,55
60-69 0,659+0,268 0,904+0,248

Toc do 70-79 0,623+0,296 0,898+0,264 0,002
di b =80 0,727+0,330 0,893+0,244
Chung 0,669+0,294 0,901+0,251

Khdi lwong co toan than theo

chiéu cao (ASMI), strc manh co tay
(HGS) va téc do di bé gidm theo

tudi

sarcopenia (p<0,05, Bang 3).

va thdp hon & nhém
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Nhw vay tudi cang cao cang co
nguy co gidm khdi lwong co, sirc
manh co tay va tbc dd di bo lam
tding nguy co mac tinh trang
sarcopenia.
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Biéu d6 2. Pac diém khdi lwong co toan than theo chiéu cao (ASMI)
phan bé theo gioi

ASMI & ca 2 gi¢i nam va nir &
nhém sarcopenia déu thap hon
nhom khéng sarcopenia, sy khac
biét c6 y nghia théng ké véi p <
0,001 (Biéu db 2).

4. BAN LUAN

Pay |4 nghién clru dau tién &
Viét Nam xac dinh ti 1&é sarcopenia
& ngudi bénh COPD cao tubi giai
doan 6n dinh dung tiéu chuan chan
doan cua AWGS va sir dung DXA
dé xac dinh khéi lwong co. Nghién
clru cla chung tdi thwc hién trén
363 ngudi bénh COPD cao tudi giai
doan én dinh diéu tri tai bénh vién
Lao khoa trung wong va bénh vién
19-8 BO cong an. Két qua da ghi
nhan ti 1é sarcopenia & ngudi bénh
COPD la 45,2%. Ti lé nay cao hon
& cac nghién ctu khac trén thé
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gi¢i. Nghién cu clha Tatiana
Munhoz (2015) & Brazil trén 91
nguwdi bénh COPD cho thay ti 1&
sarcopenia la 39,6% [6], cta Min
Kwang Byun (2017) & Han Qubc
trén 80 ngwdi bénh COPD trén 40
tudi cho thdy i 1& sarcopenia la
25% [5], cua Carlos Andrés (2016)
la 11,2% [12]. Panita Limpawattana
(2017) nghién ctu trén 121 nguoi
bénh COPD cho thay ti 1é&
sarcopenia la 24% [11]. Ti l1é nay &
Anh 1a 14,5% [8]. Két qua khac
nhau nay c6 thé 1a do su khac biét
vé thanh phan co thé cta cac dan
tdc khac nhau va chau A moi nguoi
dwong nhw co ti 1é sarcopenia cao
hon so véi cac vung khac.

Tuy nhién, ti |é sarcopenia trong
nghién ctru cha ching tdi thdp hon
két qua cta nghién cru cta Yukari



Vietnam Journal of Physiology 25(2), 6/2021

ISSN: 1859 — 2376

(2016). Nghién ctru nay xac dinh
khdi lwong co bang phwong phap
dién tr& khang sinh hoc (BIA) trén
36 ngwdi bénh COPD cao tudi giai
doan 6n dinh thi c6 24 ngwdi bénh
sarcopenia, chém 66,7% [13]. M6t
nghién cru khac & Nhat Ban cla
Shintaro Suzuki (2015) da xac dinh
khéi lwong co bang X quang hap phu
nang lwong kép (DXA) trén 39 nguoi
bénh cho thay ti I& sarcopenia la 35,9%
[14]. Cung & Nhat nhung két qua da
c6 suw khac biét diéu nay cho thay
phwong phap xac dinh khdi lwong
co khac nhau cé anh hwéng tuong
d6i dén két qua khdi co thap cla
nhém ngwdi bénh nghién cuu.

Két qua cta chang téi cho thay
sw phan bd khéi co toan than theo
chiéu cao gidm, strc manh co tay
gidm va tbc do di bd gidm cla
nhém ngwdi bénh nghién cuu.
ASMI gidm chiém ti 1& cao nhét (n =
271; 74,6%), tiép theo Ia HGS giam
(n = 248; 68,3%) va téc dd di bd
gidm chiém ti |& thap nhét (n = 155;
42,7%). Khac voi két qua cla Panita
Limpawattana (2017), HGS giam
chiém ti 1& cao nhéat (n = 56; 46,3%),
tiép theo la ASMI gidm (n = 48; 39,6%)
va tbc do di bd gidm chiém fi 1 thap
nhat (n = 4; 3,3%) [10]. Diéu nay co
thé gidi thich 1a do dbi twong
nghién ctu khac nhau vé théi quen
van dong, dinh dwdng cling nhw
dan toc thi sy thay dbi ctia cac dac
diém nay co thé sé khac nhau.

Tbéng co t& chi, khéi lwong co
toan than theo chiéu cao, sutic
manh co tay, tbc d6 di bd 1a nhirng
tiéu chi nam trong tiéu chuan chan
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doan sarcopenia cua Hiép hoi
Sarcopenia Chau A ma chung toi
ldy lam tiéu chudn chan doan
sarcopenia trong nghién ctru nay.
Nghién ctru cia chang téi con cho
thdy tudi cang cao thi cac chi sb
nay cang gidm. Diéu nay c thé giai
thich do tudi cao, thay déi thanh
phan co thé (méat khbi lwgng khong
béo - Fast Free mass) va rdi loan
chirc nang co xwong va tang dap
rng viém & nguw®i bénh COPD man
tinh. K&t qua nay giéng v&i nghién
clru cla Lee JY va cs (2016) [15].
Panita Limpawattana (2017) ciling
chi ra rang khéi co t& chi va khdi co
toan than theo chiéu cao, tbc do di
bd, strc manh co tay trung binh cla
nhém sarcopenia thAp hon nhém
khéng sarcopenia va gidm dan theo
tudi [10]. Diéu nay cé thé giai thich
dwoc ly do vi sao ti Ié sarcopenia
tang theo tudi & ngwdi bénh COPD
ma két qua nghién cru cha chdng
toi da chi ra.
5. KET LUAN

Nghién ciu ghi nhan ti 1é
sarcopenia kha cao (45,2%) &
ngudi bénh cao tudi c6 COPD giai
doan 6n dinh. Tudi cang cao, khdi
lwong co toan than theo chiéu cao,
strc manh co tay, tbc dd di bd cang
gidm dan c6 y nghia théng ké. Do
vay, sang loc va chan doan sém
sarcopenia & nguwoi bénh COPD
cao tudi la rat can thiét.

LOI CAM ON

NhOAm nghién clru tran trong cam
on cac bénh nhan tham gia nghién
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ctu, Ban giam dbc va cac phong
ban Bénh vién L&o khoa Trung
wong va Bénh vién 19-8 B6 Coéng
an, da tao diéu kién giup d& trong
qua trinh thwe hién dé tai.

TAI LIEU THAM KHAO

. Chen LK, Liu LK, Woo J et al
(2014), Sarcopenia in Asia:
consensus report of the asian
working group for sarcopenia, J
Am Med Dir Assoc, 15: 95-101.

. Aukrust P, Ueland T, Hardie JA et
al (2010), Body composition and
plasma levels of inflammatory
biomarkers in COPD, Eur Respir J,
36(5):1027-1033.

. Santilli V, Bernetti A, Mangone
M, Paoloni M (2014), Clinical
definition of sarcopenia, Clin
Cases Miner Bone
Metab,11(3):177-80.

. Maltais F  (2014), Body

composition in COPD: looking

beyond BMI, Int J Tuberc Lung

Dis, 18(1):3-4.

Min KB (2017),
correlates with
inflammation in
International Journal
COPD,12: 669-675

. Tatiana M, Fabio MC, Carolina
AM et al (2015), Sarcopenia in
COPD: relationship with COPD
severity and prognosis, Pleunon,
41(5)-415-421.

. Thompson DD (2007), Aging
and sarcopenia, J Musculoskelet
Neuronal Interact, vol. 7(344-5)

Sarcopenia
systemic
COPD,
of

74

8. Sarah EJ, Matthew M,
Samantha SCK et al (2015),
Sarcopenia in COPD:
prevalence, clinical correlates
and response to pulmonary
rehabilitation, BMJ Jounal: Vol
70-3

9. Solomon Y, Kandiah U,
Renuka V (2014), Sarcopenia in
older people, International
Journal  of  Evidence-Based

Healthcare, Vol 12(4): 227-43.

10. American Thoracic Society
(2002), ATS committee on
proficiency standards for clinical
pulmonary function laboratories.
ATS statement: guidelines for
the six-minute walk test, Am J
Respir Crit Care Med, 166(1):
111-117

11. Panita L, Pratchaya I,
Siraphong P et al (2017),
Sarcopenia in chronic obstructive
pulmonary disease: A study of
prevalence and  associated
factors in the Southeast Asian
population population, Chronic
Respiratory Disease journals1-8.

12. Carlos ACP, Miguel B,
Mario PC, Carlos C (2016),
Sarcopenia and  associated
factors in older adults with

COPD, European Respiratory
Journal 48: OA271.

13. Yukari S, Kazuhisa A,
Shinya Y et al (2016),
Relationships between
sarcopenia and  pulmonary

function, exercise capacity, and
prognosis in patients with COPD,
European Respiratory Journal,
48: PA5028.



Vietnam Journal of Physiology 25(2), 6/2021 ISSN: 1859 — 2376

14. Shintaro S, Hironori S patients with chronic
(2015), Investigation of obstructive pulmonary disease
sarcopenia in Japanese COPD at the first visit to a pulmonary
patients, European Respiratory medical center in Korea: the
Journal, 46: PA3707. Korea COPD Subgroup Study

15. Lee JY, Chon GR, Rhee CK, team cohort, J Korean Med
et al (2016), Characteristics of Sci; 31(4):553-560.

SUMMARY

PREVALANCE AND CHARACTERISTICS OF SARCOPENIA IN
OLDER PATIENTS WITH STABLE CHRONIC OBSTRUCTIVE
PULMONARY DISEASE

Huong Thi Thu Nguyen'?, Anh Trung Nguyen®?,
Diu Thi Vu?3, Huyen Thi Thanh Vul?

National Geriatric Hospital, ?Hanoi Medical University,
319-8 Hospital

Objectives: To determine the rate and characteristics of sarcopenia in
older patients with stable chronic obstructive pulmonary disease. Subjects
and methods: a cross-sectional descriptive study on 363 stable chronic
obstructive pulmonary disease (COPD) patients aged = 60 years old
examined and treated at the National Geriatrics Hospital and 19-8
Hospital. Study subjects were measured appendicular skeletal muscle with
dual energy adsorption radiographs and diagnosed with sarcopenia based
on the criteria of Asian Working Group for sarcopenia — AWGS. Results:
Average age of study subjects was 70.7 + 8.3 (years), male rate was
60.3%. The prevalence of sarcopenia in the study group was 45.2%.
74.6% of patients had a decrease in total appendicular skeletal muscle
according to height (ASMI), 68.3% had a decrease in handgrip strength
(HGS) and 42.7% had a decrease in walking speed. The ASMI, handgrip
strength and walking speed decreased with age. Conclusion: The study
highlighted a high rate of sarcopenia (45.2%) in elderly patients with stable
stage COPD. The ASMI, handgrip strength and walking speed decreased
with age. Therefore, it is necessary to screening and early diagnosis of
sarcopenia in elderly COPD patients.

Key words: Sarcopenia, chronic obstructive pulmonary disease, elderly.
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NGUYEN NHAN VA CACH XU TRi CON HA PUONG HUYET
O BENH NHAN CAO TUOI cO PAI THAO BUONG
TAI BENH VIEN THANH NHAN

Nguyén Trung Anh®2*, Nguyén Thj Thu Hwong'?2,
Vi Thj Thanh Huyén'?

TOM TAT

Muc tiéu: Xéc dinh cac nguy&n nhan gay ha duwong huyét thuong gap
va cach xd tri con ha duong huyét & bénh nhan cao tudi cé déi théo
duong diéu trj tai bénh vién Thanh Nhan. Béi twong va phwong phdp:
Nghién ctru md té cadt ngang trén 1215 bénh nhan dai thdo duwong tuyp 2
diéu trj tai bénh vién Thanh Nhan tcr thang 11/2018 dén thang 05/20109.
Péi tuong nghién ciru dwoc phéng van theo mau bénh an théng nhat. Ha
duong huyét(HPH) duoc chén doan theo tiéu chuan cda ADA 2018 khi
duwong méau < 3,9 mmol/l. Két qua: Nguyén nhan gay ha duong huyét
thuong gdp la &n gidm khau phén (49,6%); &n mudn (24,1%); bé bira &n
(9,3%); qué liéu, sai phac dé insulin do bénh nhan (7,4%); qua liéu va sai
phéc db insulin do bac si (4,2%). Ti 1é bénh nhan duwoc tiém/truyén
glucose wu trirong duong tinh mach la 7,7%; &n thuc phdm chia glucose
la 63,1%; &n thuc phdm chdra tinh bét 1a 29,2%. Pa sé bénh nhan hét triéu
ching ha duong huyét trong vong 15 phut chiém ty 16 56,3%, sé bénh
nhén cé con ha dwong huyét kéo dai trén 60 phit chiém ty 16 0,9%. Két
ludn: Nguyén nhan gay ha duong huyét & déi turong nghién ctu chd yéu
lién quan téi ché dé &n cda bénh nhan. Théai dé xu tri con HDH cua bénh
nhén chuwa hoan toan diung. Do dé, nhan vién y té cén co cac bién phép tw
van, gido duc vé nguyén nhén ciing nhw céch xi tri ha duong huyét
thuong xuyén cho dbi turong nay.

Ter khéa: Ha duong huyét, nguyén nhén, dai théo duong, nguoi cao tudi.

1. DAT VAN BE

Ha dwdng huyét (HDH) 18 mot  biét & bénh nhan dai thao duwong
cap ctu ndi khoa thwong gap ddc~ (PTD) cao tudi, cd thé nguy hiém

1Bénh vién Lao khoa Trung wong den tinh mang cla nguoi bénh.

2Truwdng dai hoc Y Ha Noi Theo Hiép hdéi BTD Hoa Ky nam
*Tac gia chiu trach nhiém khoa hoc: 2018: HPH 14 tinh trang duong huyét
Nguyén Trung Anh ha thdp < 3,9 mmoll (£ 70 mg/dl)

Email: trunganhvik@gmail.com nhung HPH cé triéu chirng 1am sang
Ngay nhan bai: 17/5/2021

Ngay phan bian: 27/5/2021 kémA theo thuwdng xay ra khi dwong
Ngay chap nhan dang: 15/6/2021 huyét < 54 mg/dl (3,0 mmol/) [3].

76


mailto:trunganhvlk@gmail.com

Vietnam Journal of Physiology 25(2), 6/2021

ISSN: 1859 — 2376

Tt ca ngudi cao tudi, bat ké ho
c6 méc bénh BDTD hay khéng, ciing
c6 nhirng thay dbi lien quan dén
tudi tac c6 kha nang lam gidm kha
nadng duv tri¢ sinh ly. Co ché dbéi
khang c6 thé bi cham tré ho&c vang
mat, dan dén tac dung phu kéo dai.
Bénh BDTD anh hwdng dén hau hét
cac hé théng va té bao co quan
trong co thé, va khong thé danh gia
th4p kha nang két hop chirc ndng
sinh ly ctia n6. CAc bién chirng dac
hiéu cia bénh c6 thé lam giam
chirc nang va khi két hop voi
nhirtng thay déi lién quan dén tudi
khac, anh huéng rat Ién dén kha
nang tién hanh cac hoat déng
qguan ly bénh tat [4].

HPH & nguwdi DTD cao tudi co
thé bi trdm trong hon do ngudi cao
tudi DTD c6 cac bién chirng va cac
bénh di kém va c6 nguy co mac hoi
ching 1ao khoa cao hon [5, 6]. Cac
triéu chirng than kinh & nguoi cao
tudi DTD cé thé bi nham 13n véi sy
suy gidm nhan thc. Tat cad nhirng
van dé nay lam tén hai dén tinh déc
lap, kha nang ch&c nang va an
toan. HDH nhe va nang co6 lién
quan dén tang nguy co bién cb tim
mach, tat cd déu gop phan tang ty
& nhap vién va t&¢ vong do moi
nguyén nhan [7, 8].

Nhiéu tac gia déu céng nhan ché
dd an khong hop ly la nguyén nhan
phd bién nhéat gay ra ha HDPH
nghiém trong [9]. Nghién clru clia
Vi Thi Thanh Huyén (2003) cho
thdy nguyén nhan HPH thwéong gap
la st dung thubc ha dwdng huyét
khéng thich hop, dac biét la insulin

s

(84,1%); ché dd &n cia bénh nhan
khéng dam bao, bénh nhan bé bira
(60%) [1]. Nghién clru cua Shorr va
cbéng sy trén 19932 bénh nhan
DTD cho thdy 586 bénh nhan bi
HPH nghiém trong lién quan s
dung insulin hoac sulfonylurea, ty 1&
HBPH nghiém trong la khoang 2 trén
100 nguoi, ty 1é thd (trén 100
ngwdi) cta ha dwong huyét nghiém
trong la 1,23 (khoang tin cay 95%
Cl; 1,08-1,38) & nguwoi dung
sulfonylureas va 2,76 (95% ClI,
2,47-3,06) & nhirng nguwoi st dung
insulin [10]. Phong nglra xuét hién
va x& tri dung con HPH gitp han
ché nhitng hadu quad ndng né &
ngwdi cao tudi. Do d6 ching toi
thwc hién nghién ctru nay nham
muc dich xac dinh cac nguyén
nhan gay HDH thwdng gap va cach
Xt tri con HPDH & bénh nhan cao
tudi c6 DTD diéu tri tai bénh vién
Thanh Nhan.

2. DOl TUONG VA PHUONG
PHAP NGHIEN CUPU

2.1. Béi twong nghién ciwu

Bénh nhan DTD tuyp 2 diéu trj
tai bénh vién Thanh Nhan (khoa
kham bénh, khoa cép ctru, khoa noi
tiét) tlr thang 11/2018 dén thang
05/2019.

Tiéu chuén Iwa chon: bénh nhan
> 60 tudi da dwoc chan doan DTD
tuyp 2 theo tiéu chuin cta ADA
nam 2018 [3].

Tiéu chuan loai trr: bénh nhan
c6 suy giam nhan thic hoac sa sut
tri tué hodc mac cac bénh ly tam
than, bénh nhan mac bénh cép tinh
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nang khéng thé tham gia hoac

khéng thé hoan thanh bé cau hai

phéng van.
Nghién clru cta chung toi thuwc

hién trén 1215 bénh nhan.
2.2. Phwong phap nghién ctru
- Thiét ké nghién ctu: mé ta cat
ngang, phwong phap chon mau
toan bo, tt ca cac bénh nhan DTD
cao tudi thda man tiéu chuan lwva
chon va tiéu chudn loai trir déu
dwoc dwa vao nghién clru. Quéa
trinh thu thap thdng tin dwoc tién hanh
theo mau bénh &n théng nhéat dwa trén
phéng van bénh nhan, ngudi chadm
s6c va tham khao théng tin trong hd so
bénh an quan li bénh nhan ngoai tri
hodc bénh an ndi trd néu bénh nhan
nhap vién.

- C4c bién sé nghién ctru

+ Dac diém chung cua dbéi twong
nghién ctru: tudi, gidi, thoi gian
mac DTD (nam).

+ HPH trong vong 6 thang gan
day: Tiéu chuan chan doan ha
dwong huyét: dwa theo tam
chirng Whipple [11] khi cé du ba
tiéu chuan sau:

e Pudng méau thap < 3,9 mmolll

e CO trieu chng lam sang cua
HDH: biéu hién than kinh tw
dong (cam giac doéi, run tay

chan, hdi hop danh tréng nguc,
vd md hdi...) hoac than kinh
trung wong (gidm tap trung, 1an
16n, yéu tay chan, nhin mo...);

e CAc triéu chirng nay dap (rng tét

véi diéu tri ha duong huyét
(&n/ubng thwc phdm c6 duong
hodc tiém/truyén glucose duéng
tinh mach).

v’ Bénh nhan dén kham tai phong
kham dwoc hdéi bénh va xét
nghiém glucose mau dé& chan
doan HDH.

v' Chéan doan HPH xay ra tai nha:
phéng van bénh nhan va ngudi
nha bénh nhan dé danh gia bénh
nhan co6 it nhat moét con HPH
trong 6 thang gan day nhét khi
c6 da 3 tiéu chudn cua tam
chi'tng Whipple (bénh nhan
ngoai trd phai c6 két qua thw
dwong mau tai nha do bénh
nhan hoac ngwdi cham soc hoac
nhan vién y t& khac thtr duwong
mau mao mach).

v Chdn doan HDPH nang: khi
trong tién s@ trong vong 6
thang gan day nhat cé nhap
vién vi ha dwéng huyét nang
va c6 két qua thtr dwdng mau
tai bénh vién.

v Phan loai mirc d6 HPH [11]:

Néng do

Mdrc d6 HBH N . Mo ta
dwéng mau
HBH nhe < 3.9 mmoll Cq the_ :3|eu trh! bang ca‘rbonhy,/drat tac dung nhanh va
chinh liéu thuéc ha dwdng méu
HDH trung <3.0 mmoll C6 trieu chirng HDPH trén lam sang tuy nhién bénh
binh - nhan cé thé tw xt tri dwoc
HBH nang Khéng c6 titu  HDPH lién quan dén suy giam nhan thic nghiém

chuan cu thé

trong can hé tro bén ngoai
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- Nguyén nhan HbH

+ Do ché d6 an (an gidm khau
phan, an muén, bé bira) va do hoat
dong thé lwc qua mic (phdng van
bénh nhan va ngudi cham soc).

+ Do phac dé diéu tri insulin/
sulfonylure lien quan dén bac si
diéu tri: thu thap théng tin t bénh
an ngoai tra/ndi trd két hop phéng
van bénh nhan va nguoi cham séc;
do thay dbi phac dd tiém insulin
chuyén lidu khéng phu hop, két
hop insulin va nhom sulfonylurea
ma khéng hwéng dan bénh nhan
thr dwong mau dé chinh liéu, ting
liéu insulin qua nhanh, khéng chinh
liéu insulin khi ché do an clha bénh
nhan gidm, chuyén dbi liéu tr nhom
gliclazide va glibenclamide khoéng
phu hop.

+ Do phac dé diéu tri insulin/
sulfonylure lién quan dén bénh
nhan: thu thap thong tin tr don
thubc/bénh an két hop phéng van
bénh nhan va ngwdi cham soc.
Nguyén nhan do bénh nhan ty y
thay déi phac dd tiém insulin (tiém
3 mdii insulin hédn hop/ngay; tiém 4
mdi insulin nhanh/ngay, tv y két
hop thém thubc wudng nhw
sulfonylurea, st dung kim tiém
insulin khéng phu hop...

- Th&i gian xuét hién con HDPH:
sang (6h-12h); chiéu-tdi (13h-21h);
dém - sang so'm (22h- 5h).

- X0 tri HDH: (tiém/truyén glucose
wu trwong tinh mach, an thyc
phadm chira glucose, cach an thuc
phadm chra tinh bot); thu thap théng
tin dwa trén bénh an ngoai trd/ndi
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trd két hop phéng van bénh nhan
va ngudi cham soc.
- Th&i gian hét triéu chirng HDH
(phut): tinh tw lac khéi phat triéu
chirng dén khi hét triéu chieng.
- Xt Ii s6 liéu: Sé lieu duwoc x ly
va phan tich bang phan mém théng
ké y hoc SPSS 16.0. S&r dung cac
thuat toan: tinh ty 1& phan tram, tinh
gia tri trung binh. Sai sb do nhé lai
cta bénh nhan dwoc han ché bang
cach phdng van nguwdi cham séc
dé bd sung va khang dinh céc
thong tin do bénh nhéan cung
cip. Thém vao dé, cac théng tin
ciing dwoc thu thap tr bénh an
ngoai tri/ndi trd cta bénh nhan tai
bénh vién.
2.3. Pao dirc nghién ciru

Nghién clru tuan thd cac nguyén
tdc cla nghién ctu y sinh hoc.
Nghién clu la md tad lam sang,
dwoc thwc hién nhdm goép phan
nang cao hiéu qua diéu tri va chét
lwong cudc sdng cho bénh nhan,
khéng vi muc dich nao khac.

3. KET QUA

3.1. Dac diém chung va ti 1é ha
dwong huyét cha doéi twong
nghién clu

Qua nghién ctru trén 1215 bénh
nhan, tudi trung binh 1a 70,1 + 6,5
(ndm), nhém tudi tlr 60-69 chiém ty
l& 50%, nhém = 80 tudi chiém ty 1&
10%. Ty l& bénh nhan nir chiém
65,4%; nam gi¢i chiém 34,6%. Thoi
gian mac bénh DTD trung binh cla
nhém nghién ctru la 9,6+ 7,2 (nam).
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Ty l& bénh nhan c6 it nhat 1 con
HDH trong vong 6 thang gan day la
47,1% (572 bénh nhan). HDH nhe
va trung binh chiém ty 1& 44,2%
(537 bénh nhan). HPH nang chiém
2,9% (35 bénh nhan), cac bénh
nhan HPH nang déu 1a nhixng bénh
nhan da trng phai nhap vién diéu

tri ndi trd. S6 con HPH trén 1 bénh
nhan trong vong 6 thang trung binh
la 1,29 + 2,12 (con HDH). Trong
vong 6 thang gan nhat, bénh nhan
c6é HPH nang chi c6 1 con HBH
nang duy nhat.

3.2. Nguyén nhan va xw tri con
HDH thwong gap

Bang 3.1. Cac nguyén nhan HPH thwéng gap & déi twong nghién ciru
(n=572)

Nguyén nhan ha dwéorng huyét

Sélwong (n) Tylé %

An gidm khau phan 284 49,6
An mudn 138 24,1
Bd bira 53 9,3
Hoat ddng thé lwc qua murc 9 1,6
Qua liéu, sai phac dé insulin do bac si 24 4,2
Qua liéu, sai phac dé insulin do bénh nhan 42 7.4
Qua liéu, sai phac dd sulfonylurea do bac si 10 1,7
Qua liéu, sai phac dd sulfonylurea do bénh 12 21

nhan

Nhan xét: Nguyén nhan thwdng gap
gay ha dwong huyét 1a do an giam
khau phan (49,6%), &n muén (24,1%),
b bira (9,3%). Do qué liéu insulin, sai

phac d6 insulin do bénh nhan chiém
7,4%; nguyén nhan qua liéu insulin, sai
phac dd insulin do bac si la 4,2%
(Bang 3.1).

Bang 3.2. Thoi gian xuat hién con ha duwong huyét (n=572)

Thoi gian xuat hién con ha dwdng huyét  Sé lwong (n) Ty 1é (%)

‘ Sang (6h-12h) 232 40,6
h:'jéfi‘;’ggg Chidu-t5i (13n-21h) 194 33,9
(n=572)  _Pem- sang som (22h-5h) 146 255
Tong 572 100,0

. Sang (6h-12h) 11 31,4

hT; gt“’g;% Chidu-t6i (13h-22h) 10 286
(n:35) Bém - sang sém (22h-5h) 14 40,0
Téng 35 100,0
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Trong nhom HBPH chung thoi
gian xuét hién con HPH vao
budi sang chiém ty 1& cao nhét
40,6% (232 bénh nhan). Trong

nhém HDH nang thoi gian xuét
hién HPDH vao dém - sang sém
chiém ty |& cao nhat 40 % (14
bénh nhan).

63.1% (361)

400 -

350 -

300 -

250 -

29.2% (167)

200 -
150 -
100 -

7.7% (44)

0 T
Tiém truyén
glucose wru
treong

An udng thue
pham chtra tinh
bot

An udng thue
pham chira
duong

Biéu d6 3.1. Phan loai cach xt tri ha dworng huyét (n=572)

Biéu dé 3.1. thé hién phan loai
X tri bénh nhan HPH bang céach
tiém/truyén glucose wu trwong tinh
mach chiém 7,7% (bao gdébm 35
trwong hgp HDH nang va 9 trwdng
hop HPH trung binh truyén tai bénh

vién do bénh nhan khéng &n udng
duwoc); bang cach an thwc pham
chra glucose chiém 63,1% (361
bénh nhan) va bang cach an thuc
phdm cha tinh bdt chiém 29,2%
(167 bénh nhan).

Bang 3.3. Thoi gian hét cac triéu chirng ha duweng huyét (n=572)

Th&i gian (phat) S6 lwong (n) Ty & (%)
<15 phat 322 56,3
15 - 30 phat 215 37,6
30 - 60 phut 30 52
> 60 phut 5 0,9
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Pa s6 bénh nhan hét triéu chirng
HDH trong vong 15 phat chiém ty &
56,3%, s6 bénh nhan c6 con HBH

Nghién ctu nham danh gia cac
nguyén nhan va x& tri con ha
duwong huyét & nguoi cao tudi co
DTD diéu tri tai bénh vién Thanh
Nhan. Két qua nghién ctru ghi nhan
nguyén nhan thwong gap gay HbH
trong nghién ctu cta chang téi la
do bénh nhan an gidm khau phan
(49,6%), an mudn (24,1%), bo bira
(9,3%), qué liéu insulin, sai phac d
insulin do bénh nhéan (7,3%), do
bac si 4,2%. Két qua nay twong tw
nghién ctu cta Nguyén Thi Hanh
cho thdy bénh nhan an kém, b an
trong khi van dung thubc diéu tri
PTD khéng dwoc diéu chinh liéu
phu hop 1a mét yéu td thuan loi cla
HDH chiém ty 1& cao (69,4%) [2].
Nguyén nhan qué liéu, sai phac d6
insulin do bac st trong nghién cwu
clia ching toi chiém 4,2%. Nguyén
nhan thwdng 1a thay dbi phac dd
tiém t& 2 mdi hén hop sang 2 mii
ban cham, ké két hop 2 midii insulin
hén hop két hop vé&i nhém
sunfonylurea, tang liéu insulin cho
bénh nhan nhwng khéng hwéng
dan test lai dwdng mau, bénh nhan
dang nam vién dang trong qua trinh
chinh liéu insulin bi qua liéu, bénh
nhan dang nam vién &n udéng kém
bac si van cho tiém liéu nhw ca.

Nguyén nhan qué liéu, sai phac
ddé insulin do bénh nhan chiém
7,3% thwdng gap la do bénh nhan
tw y thay dbi phac dd nhw tiém 3
mdi hén hop, hodc tiém 4 mii
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kéo dai trén 60 phut chiém ty lé&
0,9% (Bang 3.3).
4. BAN LUAN

insulin nhanh, tw y két hop thém
nhom sulfonylurea, tiém bi cong
kim thi tiém lai mGi khac, dung kim
khéng phu hgp véi loai insulin,
bénh nhan tiém xong di ngu ngudi
nha thdy dén gi¢ tiém lai tiém cho
bénh nhan luc dang ngu, khoéng
gidm liéu khi thay déi ché do an...
Nguyén nhan qué liéu sulfonylurea
do béc si chiém 2,1% thudng gap
la do bénh nhan m&i phat hién BTD
k& don chwa phu hop, khi thay ddi
thudc t¢r nhoém gliclazide sang
nhom glibenclamide véi liéu khong
phi hop gay ting tiét qua nhiéu
insulin ndi sinh dan dén bénh nhan
cé trieu chrng HDPH, bénh nhan
dang tiém phac d6 2 midii insulin
hén hop thi ké két hop thém loai
thudc sunfonylurea ...

Nguyén nhan qua liéu
sunfonylurea do bé&nh nhan chiém
1,8% thwong gap la do bénh nhan
tw y mua thém thubc ubng do bac
s thay thuéc bénh nhan so thiéu
liéu, ubng ngay 2 lan trong khi bac
s ké 1 lan, tw mua ubng thém két
hop v&i thube tiém vi dwdng mau
van cao.v.v.

Hoat doéng thé Iwc la mét trong
ba bién phap diéu tri co ban dbi voi
qua trinh chuyén hoa & bénh nhan
PTD. Vai trd cua luyén tap anh
hwéng lén chuyén héa phu thudc
vao mwrc do théi gian luyén tap, loai
hinh luyén tap, kha nang dap wng
cia co, yéu t&6 méi truong, dinh
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dwéng. Viéc Ilwa chon loai hinh
luyén tap qua nang né, thdi gian
qua dai va nhat 1a kém theo cung
cap nang lvong khéng du 1a yéu té
gay ra tinh trang ha glucose mau.
Theo khuyén céo IDF 2013 [12],
cac bénh nhan trén 65 tudi, nén tap
cac bai tap nhe nhang phu hop véi
thé chidt va nén bd sung
carbohydrate néu Ilwgng dwdng
mau trwdc tap thé duc < 100 mg/dl
(5,6 mmol/l). Trong nghién ctru cta
chung téi c6 9 BN (1,6%) bi HBH
do hoat déng thé lwc qua mdc sau
khi tap thé duc bubi sdng sém hoac
dot xuét hoat déng thé lwc nhiéu
nhw lau don nha, di bd tr bénh vién
vé nha 3 km...Nhw vay dé dé
phong HPH do hoat déng thé lwc
gqua mec ngwdi bénh nén tho
dwdng mau truwéc khi tap thé duc
dac biét budi sang s&m, luébn mang
san banh keo ngot, deo thé bénh
nhan DTD.

Vé cach x& tri HBH, trong
nghién ctu cua ching téi c6 7,7%
(44 bénh nhan) dwoc x& tri
tiém/truyén glucose wu trwong tinh
mach, 63,1% bénh nhan x& tri
bang cach &n thwc phadm cha
dwong va 29,2% bénh nhan xd tri
bang cach an thwc phdm chira tinh
bét. Trong 44 bénh nhan dwoc xw
tri truyén glucose c6 35 bénh nhan
HDH ndng. Nhw vay van c6 29,2%
bénh nhan x& tri con HDH bang
cach an thwc phdm chira tinh bot
ch& khéng phai an thwc phdm chra
dwong, cach x tri nay lam kéo dai
thoi gian cta con HPH. Ly do la vi
mot s& bénh nhan van con nhan
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thirc bénh BTD thi khéng dwoc an
banh keo ngot va chwa dwgc bac si
tw van x@ tri HDH. Thoi gian kéo
dai cua con HDPH clia chuang téi
dworc tinh tt 1Gc xuét hién cac triéu
chirng HPH dén Itc hét triéu chirng
ctia con HPH sau khi bénh nhan da
dwoc xt tri HDH. Pa s6 bénh nhan
hét triéu chirng HPH trong vong 15
phat chiém ty 1& 56,3%, s6 bénh
nhén c6 con HPH kéo dai trén 60
phat chiém ty 1& 0,9% (05 bénh
nhan) gap & nhirng bénh nhan
HDH nang bénh nhan hon mé gia
dinh dwa vao vién cap ciu nén méat
thoi gian di chuyén. Do do, van dé
nang cao kién thirc va thwc hanh
xG tri HDH & bénh nhan cao tudi
can duocdac biét quantam.

Nghién ctru md ta cat ngang, hoi
clru c6 han ché vé viéc nh¢ lai cia
bénh nhan vé HPH trong 6 thang
gan day ciing nhw chwa danh gia
dwoc triéu chirng, nguyén nhan va
X tri cda tirng con HDH ma chi ghi
nhan dwgc cac thong tin nay & moi
bénh nhéan. Tuy nhién, cac théng tin
cia bénh nhan cung clp duwoc
khdng dinh lai bang phéng véan
ngudi chdm séc va théng tin t6 so
bénh an ngoai trd/ndi tru tai bénh
vién.

5. KET LUAN

Nguyén nhan gay HPH & dbi
twong nghién ctu chd yéu lién
quan t&i ché doé an cta bénh nhan
(&n gidm khau phan, &n muén, bd
bira) va phac db diéu tri thubc. Thai
dé xt tri con HPH clda bénh nhan
chwa hoan toan dung. Do dé, nhan
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vién y té can c6 cac bién phap tw
van, gido duc vé& nguyén nhan ciing
nhw cach xt tri HDH thuwdng xuyén
cho bénh nhan DPTD, dac biét la
nguwoi cao tudi.
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SUMMARY

COMMON CAUSES AND TREATMENT OF HYPOGLYCEMIA IN
OLDER PATIENTS WITH DIABETES AT THANH NHAN HOSPITAL

Anh Trung Nguyen'?, Huong Thi Thu Nguyen?'?,
Huyen Thi Thanh Vu 12

National Geriatric Hospital, 2 Hanoi Medical University

Objectives: To determine common causes and treatment of
hypoglycemia in oler patients with diabetes at Thanh Nhan hospital.
Methods: A cross-sectional study on 1215 diabetic patients treated at
Thanh Nhan Hospital from November 2018 to May 2019. Subjects were
interviewed according to a uniform medical record. Hypoglycemia was
diagnosed according to the ADA 2018 criteria: blood glucose < 3.9
mmol/l. Results: the most common cause of hypoglycemia was a
reduced diet (49.6%); eating late (24.1%); skipping meals (9.3%);
overdose, wrong insulin regimen due to patients (7.4%); overdose and
wrong insulin regimen by doctor (4.2%). The proportion of patients
receiving intravenous hypertonic glucose injection/infusion was 7.7%;
eating foods containing glucose was 63.1%; eating foods containing
carbonhydrat was 29.2%. The majority of patients with symptoms of
hypoglycemia lasting within 15 minutes accounted for 56.3%, the
number of patients with hypoglycemia lasting more than 60 minutes
accounted for 0.9%. Conclusions: The common cause of
hypoglycemia in the study subjects was mainly related to the patient's
diet. The treatment of the patient's hypoglycemia was not completely
correct. Therefore, medical staff should have measures to advise and
educate about the causes as well as how to manage hypoglycemia for
this subject regularly.

Keywords: Hypoglycemia, causes, diabetes, elderly.
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DANH GIA HIEU QUA PIEU TRI CO THAT NIPA MAT NGUYEN PHAT
BANG BOTULINUM TOXIN A

Trwong Hué Linh12*, Nguyén Van Liéul2”

TOM TAT

Muc tiéu: Panh gia hiéu qué diéu tri bdng Botulinum toxin A & bénh
nhén co that nira mat nguyén phét. Phwong phap: Nghién citru mo ta cat
ngang trén 48 bénh nhan co that nira mat nguyén phat duoc diéu tri bdng
tiém Dysport tai bénh vién da khoa Tam Anh trong khoang thoi gian ttr
thang 6/2020 dén thang 5/2021. Két qua: 48 bénh nhan, gébm 40 ni
(83,3%) va 8 nam (16,7%), tudi tir 36 dén 79, tudi trung binh la 57 + 10,43,
duoc danh gia mire do ndng theo thang diém Jankovic la 2,75 + 0,70. Tat
cé bénh nhan déu phat hién thdy c6 xung dét than kinh VII véi mach mau
trén chudi xung T2-CISS. Liéu luong thude duoc tiém vao céac co ving
mat 1a 80-145Ul Dysport, trung binh 114,69 + 19,74Ul, ti Ié diéu trj hiéu
qué la 91,7 %, hidu qua bt dau dat duoc sau tiém 2-7 ngay va duy tri
trong 5,50 + 0,97 thang (ngdn nhét 1a 3 thang va dai nhét la 8 thang). H&
khe mi (45,83%), sup mi (4,2%) va bdm tu méau ché tiém (12,5%) la bién
chung hay gdp va hét sau 1-3 tuan. Khdng cé bién chung ndng duoc ghi
nhan. Két ludn: Tiém Botulinum toxin la phuong phap an toan, hiéu qua
diéu trj triéu chidng co thdt ndra mat nguyén phat.

Tte khéa: Botulinum toxin A, co that nira mat, xung dét thadn kinh —
mach mau.

1. DAT VAN BE

Co that nlra mat c6 dac diém l1a co & mot bén mat vén do than kinh
cac clr déng co giat hodc co cirng VIl cung bén chi phéi. Co that nira
khoéng chl y va khéng déu clia cac  mat nguyén phéat chiém phan Ion
hwdng dén cong viéc, sinh hoat va cac trwong hop, nguyén nhan
di lai cia bénh nhan do tinh trang chinh dwgc cho Ia do sw chén ép
nham mi mat qua mre, t» d dnh  cla mach mau vao day than kinh

Dai hoc Y Ha Noi mat tai 16i ra cla day nay; khac voi

“Bénh vién Da khoa Tam Anh co that nlra mat thir phat do khéi u,
*T&c gia thwe hién chinh: Trwong Hué Linh

=T4c gia chiu trach nhiém chinh: di dang mach [1, 2]. Du lanh tinh
Nguyén Vin Liéu nhwng co that nlra mat nguyén
Ngay nhan bai: 04/6/2021 2 - . . X ~ n

Ngay phan bién: 06/6/2021 tham mi, giao tiép xa& hoi,...
Ngay chap nhan dang: 15/6/2021 tham chi anh hwdng tuy miec
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dd dén chét lwvong cudc sbng
cla nguwoi bénh.

Chan doan co that ntra mat cha
yéu dwa vao lam sang. Hinh anh
hoc trén cong hwdng tlr va chan
doan dién sinh |i gép phan loai trir
cac nguyén nhan tho phat va giup
cho chan doan phan biét [2]. Ngay
nay, nhd tién bd clia chan doan
hinh anh, dac biét la ki thuat chup
cong huwéng tr dwng xung T2-
CISS, ti l1é phat hién xung dét mach
mau - than kinh VII gia tang [2-4].

Hién nay, cé nhiéu phwong phap
diéu trj co that nlra méat, bao gébm
diéu tri ndi khoa, tiém Botulinum
toxin vao cac co vung mat va cac
bién phap diéu tri can thiép. Trong
do, diéu tri ndi cd hiéu qua diéu tri
kém, can thiép phau thuat 1a diéu tri
nguyén nhan song ciing gap nhiéu
han ché, con tiém Botulinum toxin
la lwa chon hang dau hién nay
trong diéu tri cai thién triéu chirng,
dem lai hiéu qua rd rét & da sb
bénh nhan [1, 4, 5].

P& c6 nhiéu nghién clru ngoai
nwdc ban luan vé cac van dé nay,
tuy nhién tai Viét Nam, dac biét khu
vuc phia Bac lai chwa c6 nhiéu
nghién ciru vé phat hién xung dot
thAdn kinh mach mau trén cong
hwéng tr, chwa nhiéu cac nghién
ceu vé hiéu qua tiém Botulinum
toxin, cling nhw mdi twong quan
gitra chang va mot sé yéu td khac.
Vi vay chung téi thwc hién nghién
clru nay v&i muc tieu danh gia hiéu
qua diéu tri bang thuéc Botulinum
toxin A & bénh nhan co that nia
mat nguyén phat.
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2. POl TUONG VA PHUONG
PHAP NGHIEN CUU
2.1. Péi twong nghién ctru
2.1.1. Tiéu chuéan Iwa chon

Bénh nhan co tht ncra mat nguyén
phat va dong y tham gia nghién ctu.
2.1.2. Tiéu chuén loai tree
Bénh nhan co that nlra mat th
phat: do khéi u géc cau tiéu no,
u té bao hinh sao ndo that tw,
phinh mach, di dang mach, thodi
hoéa myelin khac...
Bénh nhan cé chdng chi dinh vé&i
tiem BTX-A (dang c6 nhiém
tring ving can tiém, bénh synap
than kinh - co, bénh than kinh
ngoai bién, ...).
Bénh nhan khéng da thdng tin hd
so’ nghién ctru, tlr chéi tham gia.
Bé&nh nhan c6 tién sk di ’ng voi
cac thanh phan cua thuébe.

2.2. Phwong phap nghién ciru

2.2.1. Thiét ké nghién ctru
M6 ta cét ngang

2.2.2. Phwong tién nghién ctru
Dysport 300Ul cia hang Ipsen,

dung dich natri chloride 0,9%, bom

tiém 1ml, gang tay vé khuan, béng

gac vd khuan, cbn 70 d6; may chup

cong hwédng tir 1,5T; hd so bénh an

ngoai trd, phiéu theo ddi bénh

nhan.

2.2.3. Cac bwérc tién hanh

— Bwé&c 1: Cac bénh nhan dén
kham tai Bénh vién da khoa
Tam Anh, dwoc chan doan co
that nlra mat dwa trén |1am sang,
duwoc thu thap cac dir liéu lién
quan dén tudi, gioi, thoi gian bi
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bénh, cac yéu té lam tang, giam
triéu chirng...
Bwéc 2: Banh gia merc db co
that trén 1am sang bang thang
diém Jankovic:
Do 0: Khdng co giat co
D6 1: Co giat co mue dé nhe,
gay khé chiu nhe, chwa anh
hwéng dén thdm my, chwa anh
hwéng chrc nang
Do 2: Co giat co mwrec do trung
binh, gay khé chiu nhiéu, anh
hwédng thdm my, chwa anh
hwéng chirc nang
D6 3: Co giat co nhiéu, gay kho
chiu, anh hwéng thAm my va
chirc nang
D6 4: Co giat co rat nhiéu, anh
hwédng nghiém trong chirc nang
Bwéc 3: Cac bénh nhan dwoc
chup céng hudng tir so ndo voi
cac xung thuwong quy dé loai trov
cac nguyén nhan th¢ phat va
tim xung dét than kinh VII voi
mach mau trén chudi xung T2-
CISS. Xung ddt (néu cé) duoc
phan thanh ba mwc dé:

+ Mucdd 1: Cham nhe (tiép xtc nhe)

+ Muc d6 2: Chén ép gay bién
dang hoac lam léch dwong di
clia day VII.

+ Muc d6 3: Vong qua nhiéu Ian
hodc c6 nhiéu mach méau cing
chén ép.

Bwoc 4: Tién hanh tiém Botulinum
toxin A (ché phdm Dysport cla

héng Ipsen).
Bwéc 5. Danh gia mc dd co
thdt dwa trén thang diém

Jankovic tai cac thdi diém: sau
tiém 2 tudn, 1 thang, 2 thang, 3
thang, 4 thang, 5 thang
(hang thang cho dén dot diéu
tri tiép theo).

Ghi nhan céac thoi gian thubc bt dau
co tac dung, thdi gian dat tac dung toi
da, tbng thdi gian duy tri hiéu qua, cac
tAc dung phu trong suét qua trinh diéu
tr (phdng van qua dién thoai co thé
kém video call, tai kham tai vién)

Bwérc 6: Danh gia hiéu qua diéu tri
theo thang diém Soulayrol (Bang
1): Hiéu qua tot néu dat 6-7 diém,
hiéu qua trung binh néu dat 4-5
diém va khéng hiéu qua néu dat O-
3 diém.

Bang 1: Thang diém Soulayrol

Tét

Hiéu qua trén co thét

Trung binh

Khong

Trén 3 thang

Thoi gian duy tri hiéu qua

1-3 thang

Duwéi 1 thang

Tac dung phu

Khéng

Co

Cai thién rd

Cai thién chirc nang va chét lwong sdng

Cai thién dao dong

(@) Bl IIN] Nol B ol ol B o BI\C) Nol Bl B\

Khong cai thién
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3. KET QUA VA BAN LUAN

3.1.

anh cong hwéng twr

DPic diém 1am sang va hinh

Vé tubi, gi¢i: Trong 48 bénh
nhan dwgc tiém Dysport, chung téi
ghi nhan c6 40 ni (chiém 83,3%), 8
nam (chiém 16,7%). Ti 1& ni¥: nam 1a
5:1. Ti Ié bénh nhan nir cao hon, sw
khac biét nay cé y nghia théng ké
véi p < 0,001. Tudi trung binh cla
nhom bénh nhan la 57 + 10,43. Tubi
thap nhéat 1a 36, tudi Ién nhat 1a 79.
Vé tudi khéi phat bénh, sém nhét la
32 tudi, mudn nhat la 70 tudi, trung
binh 14 51,60 + 9,69. Nhom tudi tir
46-65 tudi chiém ti 1& cao nhat
(60,4%). Trong nghién clu cla
Girard B [6], gdm 198 bénh nhan thi
n chién 62,6%, tudi trung binh 1&
55.7+14. Do vay, két qua nghién
clru clia chung téi phu hgp véi cac
nghién clru cula tac gia trong va
ngoai nwdc, phi hop y van thé gidi.

Ve ti [é bén mat bi co that: Phan
I&én bénh nhan co that ntra mat mot
bén (chiém 97,9%); trong d6 bén
phai chiém 64,6%, bén trai chiém
33,3%. C6 modt bénh nhan co that
cd hai bén (chiém 2,1%). Theo
Jankovic [1], co that nlra mét trai
chiém 56%. Theo Thussu A,
Barman CR [7]: 48,15% co that niva
mat phai, 51,85% co that nlra mat
trdi. Khac véi cac nghién ctu trén
thé gi&i, nghién ciru ctia ching toi
cho thay ti 1& co that nlra mat phai
nhiéu hon, diéu nay co thé giai thich
do ¢& mau cua chang tdi con nhd.
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Vé théi gian mac bénh: trung binh
la 541+ 5,18, trong d6 dai nhét 1a 30
nam, ngan nhét 1a 4 thang.

Vé thoi diém xuat hién triéu
ching trong ngay: 58,3% bénh
nhan chi cé triéu ching vao ban
ngay, 41,7 % xuét hién triéu chirng
bat ké thoi diém nao, khéng co
bénh nhan ndo chi xuéat hién triéu
chirng vao dém. Co that nira mat
khéi phat, nang Ién khi c6 cac tac
nhan kich thich, trong dé yéu té tiép
xac vé&i anh sang manh hay gio
chiém ti 1& cao (45,83%), tiép dén la
nhai, noi (31,25%), khi xem tivi
(27,08%), khi doc (20,08%). So V&
nghién ctru cda Thussu A, Barman
CR [7], yéu t6 &nh sang mat troi
chiém 48,84%, ké dén khi ndi
(34,88%), xem tivi (30,23%), khi
doc (20,93%). Yéu tb tiép xtc anh
sang chdi, gié lam anh hwéng dén
sinh hoat, dac biét cac hoat ddng
ngoai troi nhw tham gia giao théng.
Céc yéu t6 nhai, noi, giao tiép, xem
tivi, doc gay anh hwéng nhiéu dén
sinh hoat, lao déng, l1am gidm chét
lwong cudc sbéng ctia nguwdi bénh.

Vé mipc do6 co that: Thang diém
Jankovic trwéc tiém trung binh la
2,75 + 0,70SD. Trong d6 d6 3 va dé
4 chiém phan Ién hon (60,4%),
chirng t& da sbé bénh nhan dén
kham va diéu tri khi ma mdc dé co
thdt nra m&t d3 ndng va anh
hwéng nhiéu téi chirc néng.

Cac co bi anh hwéng: 100%
bénh nhan co triéu chirng khéi phat
tai co vong mi; ti 1€ bénh nhéan co
th&t co vong mi, co ma va co vong
méi chiém ti 1& cao nhéat (81,3%).
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C6 6/48 bénh nhan (12,5%) c6
ving co bi co thét roéng, lan ra ca
co bam da cb. C6 sy lién quan
gira mirc d6 co that va thoi gian bi
bénh (p= 0,006 <0,05): Thoi gian
bi bénh cang dai thi ti 1& co that
dé 3 va dd 4 cang tang.

Vé phat hién xung dét than
kinh mach mau trén MRI: Xung
dét than kinh VII - mach mau thay &
tat ca cac bénh nhan.
3.2. Hiéu qua
Botulinum toxin A
3.2.1. Liéu thuéc, th&i gian
dap wng

Liéu thubc Dysport trung binh la
114,69 + 19,74, cao nhat la 145 Ul,
th4p nhat 1a 80UI. Theo nghién ctru

diéu  tri

cta Thussu A, Barman CR [7], liéu
thubc 74,37 + 19,38 (t&r 60-160UI).
Thoi gian bat dau dap ong 1a 3,79 +
1,32 ngay (2-7 ngay). Thoi gian bat
dau dat hiéu qua tét nhat 1a 2,21 +
0,74 tuadn (s&m nhat 1a 1 tuan,
cham nhét la 5 tuan). Thoi gian duy
tri hiéu qua la 5,50 + 0,97 thang (it
nhat l1a 3 thang, dai nhat la 8
thang). Trong nghién clu cua
Thussu A, Barman CR [7], th&i gian
bt dau co tac dung la 3,67+ 1,66
ngay. Nhu vay, cac két qua cla
chung t6i phu hgp véi nghién ciu
trong nwéc va thé gioi.

3.2.2. banh gia hiéu qua
diéu tri qua thang diém
Jankovic theo th&i gian

Bang 4: Thang diém Jankovic theo th&i gian

The&i gian danh gia

S6 déi twong nghién

Thang diém Jankovic

clru
Trwdece tiem 48 2,75+0,70
Sau tiém 2 tuan 48 1,21 + 0,87
Sau tiém 1 thang 48 1,10+ 0,87
Sau tiém 3 thang 48 1,15+0,79
Sau tiém 5 thang 48 2,42+0,77

So sanh mwc dd co that bang
thang diém Jankovic theo thoi
gian bang kiém dinh Paired
Sample T-Test (Bang 4).

O thoi diém trudc tiém va sau
titm 2 tuan: Sw chénh léch
thang diém Jankovic trung binh
la -1,54. p < 0,001. Sau tiém 2
tuan thi thang diém Jankovic
gidm cé y nghia thdng ké véi p <
0,001. Thubéc c6 hiéu qua sau
théi gian 2 tuan.
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O thoi diém sau tiém 2 tuan
va sau tiém 1 thang: Sy chénh
léch thang diém Jankovic trung
binh 1a 0,06 khdng c6 y nghia
théng k& (p = 0,083). Sy cai
thién lam sang & thoi diém 2
tuan va 1 thang la giéng nhau.

O thoi diém sau tiém 1 thang va
sau tiém 3 thang: Sw chénh léch
thang diém Jankovic trung binh 1a
0,04 (p = 0,48). Sy cai thién lam
sang & thoi diém 1 thang va 3
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thang 1a gibng nhau. Nhuw vay hiéu
qua lam sang sau tiém dat cao nhét
vao thoi diém 2 tuan va hiéu qua
nay dwoc duy tri dén thang the 3
sau tiém.

O thdi diém sau tiém 3 thang va
sau tiém 5 thang: Sy chénh léch
thang diém Jankovic trung binh la -
1,33 (p < 0,001). Mrc dd co that &

thang th& 5 tang so thang th& 3 co
y nghia théng ké&. Do d6 hiéu qua
lam sang cla thubéc giam & thang
thtr 5. Cac két qua nay cua ching
t6i phu hgp véi cac nghién cou
trong va ngoai nwéc, phu hgp y van
[1, 6, 8]. Panh gia hiéu qua diéu tri
qua thang diém Soulayrol duoc
trinh bay trong Bang 5.

Bang 5. Hiéu qua diéu trj tiém theo thang diém Soulayrol

Hiéu qua diéu tri N %
Khéng hiéu qua (0-3) 4 8,3
Hiéu qua trung binh (4-5) 7 14,6
Hiéu qua tbt (6-7) 37 77,1
Téng 48 100

Nhan xét: Ti 1& diéu trj hiéu qua
la 91,7%, hiéu qua tét chiém ti 1&
cao nhét (77,1%).

3.2.3.

diéu tri bang Botulinum toxin vé&i

Lién quan gitra hiéu qua

mét sé yéu tod

Khéng co sy lién quan gitra thoi
gian bi bénh, tudi v&i hiéu qua
diéu tri tiém. C6 sw lién quan
gilb!a mwrc d6 xung dot trén MRI
v&i hiéu qua diéu tri tiém: trong
nhém bénh nhan diéu tri hiéu
qua tét (Soulayrol 6-7 diém), ti |&
xung dot kép thadp hon cé vy
nghia théng ké v&i p = 0,018.

Co sv lién quan gira mwrc dd co
that véi hiéu qua diéu tri tiém: trong
nhém bénh nhan cé thang diém
Jankovic = 3, i & diéu tri hiéu qua
tdt thAp hon c6 y nghia théng ké
v&i p = 0,02.
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3.2.5. Tac dung phu khi diéu trj
tiém Botulinum toxin

Céc tac dung phu thwdng gap:
H& khe mi (45,83%), sup mi
(4,2%) va bam ty mau ché tiém
(12,24%) la cac bién ching hay
gap nhwng chi thoang qua va
hét sau 1-3 tuan. Khéng c6 bién
chrng nang dwoc ghi nhan. Céac
tdc dung phu nay cing duwoc
quan sat thay trong cac nghién
ctru trong va ngoai nwoéc [1, 7).
C6 18 bénh nhéan khdéng gap tac
dung phu, cac bénh nhan nay co
thé dwoc tiém vao dung vi tri,
liéu lwong phu hop, mo lién két
dwoi da tdt nén thudc khdng lan
qua xa khéi vung tiém, han ché
dwoc cac tac dung phu.

4. KET LUAN

Botulinum toxin A (Dysport) cé
hiéu qué trong diéu tri triéu chirng
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co that nira mat nguyén phat, ti
& dat hiéu qua la 91,7%, trong
dé dat hiéu quad tét chiém
77,1%. Thudc bat dau co tac
dung sau khoang 2-7 ngay, tac
dung tbi da dat dwoc vao
khoang tuan th 2 va duy tri dén
thang thr 3. Téng thdi gian duy
tri dap wng la khoang 5 thang (it
nhat 1a 3 thang, dai nhat 1a 8
thang). Tac dung phu chiém
66,67%, nhwng thuwdng nhe va
thoang qua, tw hdi phuc.

Céac yéu td c6 thé anh huéng
dén hiéu qua diéu trj la thoi gian bi
bénh, mirc d6 co that trén lam sang
va mirc dd xung dét than kinh -
mach mau.

LOI CAM ON

Chung téi xin chan thanh cam on
ban giam déc bénh vién da khoa
Tam Anh da hd tro trong qué trinh
thu thap sé liéu nghién ctu.
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SUMMARY

EFFICACY OF BOTULINUM TOXIN IN TREATMENT OF PRIMARY
HEMIFACIAL SPASM

Linh Truong Hue'?, Lieu Nguyen Van'?

'Hanoi Medical university, 2Tam Anh Hospital

Objective: Evaluating the effects of toxin botulinum A in treatment of
primary hemifacial spasm. Methods: A total of 48 patients with primary
hemifacial spasm were treated by injections of botulinum toxin A (Dysport)
in Tam Anh Hospital from 6/2020 to 5/ 2021. Methods: Prospective,
descriptive study. Results: Forty-eight patients (8 male, 40 female) were
included in the study, the ages were from 36 to 79 years with an average
age of 57 = 10,43 years, having mean Jankovic disability rating scale
score of 3.25+0.55SD. MRI revealed vascular compression in all patients.
The dose Dysport was 80-145Ul; 91,7% reported improvement after 2
weeks - 1 month from the injected. Benefits begin in 2-7 days after the
treatment and last for an average of 5,50 £ 0,97 months (3-8 months).
Side effects such as ectropion (45,83%), ptosis (4,2%), and hematoma
(12,5%) are transient and reversible after 1-3 weeks. No severe
complication was noted. Conclusions: This finding show that local
botulinum toxin treatment provides effective and safe relief of hemifacial
spasm.

Keywords: Botulinum toxin A, hemifacial spasm, neurovascular
compression.
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TINH TRANG CHAY MAU SAU PHAU THUAT VA I’'NG DUNG BQ
CONG CcU
KHAO SAT TINH TRANG CHAY MAU O BENH NHAN PHAU THUAT
TAI BENH VIEN PAI HOC Y HA NOI

Nguyén Thi Minh Khué ", Nguyén Quang Tung?

TOM TAT

Muc tiéu: M ta déc diém chdy méu va danh gié mbi tong quan gida
tinh trang chdy mau lién quan dén phéu thuat véi nguy co chdy méau theo
bé cbng cu khao sat tinh trang chay mau ISTH — BATs. Phwong phap:
Nghién céu mé t§ cdt ngang trén 340 bénh nhan phéu thuét tai BV Dai
hoc Y Ha Néi. Két qud: Ty Ié bénh nhan c6 chdy méau trong va sau phu
thuat la 13,5%. Ty |é bénh nhan c6 nguy co chay mau theo bé cobng cu
khdo sét tinh trang chdy mau BATSs 1a 1,8%. C6 mdi twong quan gitka nguy
co chay mau theo b céng cu khao sat tinh trang chdy mau ISTH - BATs
Vv6i tinh trang c6 chdy méau trong va sau phau thuat véi p = 0,004. Gia trj
chén doén duong tinh cua ISTH - BATs la 66,7%, gia trj chdn doan 4m
tinh la 87,4%, d6 nhay |a 8,7%, dé dac hiéu 1a 99,3%. Két ludn: Cac phau
thuét luén cé nguy co cao xay ra chdy mau béat thuong. Tién stz chdy mau
cé y nghia quan trong trong danh gia nguy co chdy méau trong va sau phu
thuat. B6 cong cu danh gia tinh trang chay mau ISTH — BATs la céng cu
danh gié tién str chdy méau cé thé s dung trong danh gia nguy co chay
mau truréc phéu thuét.

Tee khoa: Nguy co chdy mau triéc phdu thuat, xét nghiém tién phéu,
tién st chdy mau, ISTH - BATS.

1. DAT VAN BE

Panh gid nguy co chdy mau dung bd xét nghiém tién phau bao
trwdc cac phau thuat hodc tha thuat gdm sé  lwong  tiéu  cau,
xam lan 1a rat quan trong. Hién nay fibrinogen, PT, APTT dé& danh
& Viét Nam da cé khuyén céo st gia nguy co chay mau trwéc cac

phdu thuat [1]. Nhiéu khuyén
cdo dé& xuat va néu cao tam
guan trong cua viéc khai théac
tién st chdy mau cia bénh nhan
trong danh gia nguy co chay
mau trwdc phau thuat [3, 4].

Tuy nhién viéc khac thac tién st
chdy mau dbi v&i cac bénh nhan

1Pai Hoc Y Ha Noi

*Tac gia thwe hién va chju trach nhiém chinh:
Nguyén Thi Minh Khué

Email: minhkhue1803@gmail.com

Ngay tiép nhan: 27/4/2021

Ngay phan bién: 04/5/2021

Ngay chap nhan dang: 15/6/2021
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phau thuat phu thudc rat nhiéu vao
gia tri ciia bd cau hdéi sang loc. Bb
cbng cu khao sat tinh trang chay
mau ISTH - BATs dugc xay dwng
dwatrén nhirng thach thac trong
danh gia tién sir chdy mau va da
duwoc khuyén céo sir dung trong
danh gia nguy co chay mau &
nhiéu nwédc trén thé gidi. Do dd
chang t6i thwec hién dé tai nghién
ctu vé tinh trang chdy sau phau
thuat va (rng dung b6 cong cu khao
sat tinh trang chay mau & bénh
nhan ph3u thuat tai Bénh vién Dai
hoc Y Ha Noi, v&i muc tiéu la mo ta
dac diém chay mau va danh gia
mbi twong quan gitva tinh trang
chdy mau lién quan dén phau thuat
v&i nguy co chay mau theo bd céng
cu khao sat tinh trang chay mau
ISTH — BATS.

2. DOl TUONG VA PHUONG
PHAP NGHIEN CcUU

2.1. Béi twong nghién cieu
340 bénh nhan dwoc phau thuat
tai bénh vién Pai hoc Y Ha N&i tr
thang 2/2020 dén thang 5/2020.
Tiéu chuan loai trr: bénh nhan
dang st dung cac thuéc chbng
déng va/hoac st dung aspirin.
2.2. Phwong phap nghién ctru
2.2.1. Thiét ké nghién ctru
Nghién ctru mé ta.
2.2.2. Cach chon mau

Chon mau thuan tién.
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2.2.3. Néi dung nghién cau
- TAt cac cac bénh nhan truwéc
phdu thuat dwoc khai thac tién sir
chdy mau theo bd céng cu danh gia
chdy mau BATs cua ISTH nam
2010 (gébm 14 cau héi vé cac triéu
chirng chdy mau va 1 thang diém
danh gia diém cho twng triéu
chirng). Bénh nhan c6 nguy co
chdy méu theo BATs khi cé téng
diém = 4 & nam gi&i va = 6 diém &
ni gi¢i trwdng thanh, = 3 & tré em.
- Cac bénh nhan dwoc danh gia
tinh trang strc khée theo phan loai
tinh trang stc khée cua Hiép hdi
gay mé hdi strc My (ASA) Vi
e ASA 1. Bénh nhan khde manh,
khoéng hat thube hay nghién rwou
ASA 2: Bénh nhan mac mét
bénh ly toan than nhe, khoéng
gi&i han chirc ndng sbng.
ASA 3: Bénh nhan mac bénh
toan than nang, han ché chuc
nang song.
ASA 4: Bénh nhan mac bénh
toan than nang, thwdong xuyén
de doa tinh mang.
ASA 5: Bénh nhan suy kiét, ty 1é
séng thap néu khdng phau thuat.
ASA 6: Bénh nhan chét nio,
chuan bij hién tang.
- Cac bénh nhan dwoc lam cac

xét nghiém déng cam mau tién

phdu (gébm dém sé lwong tiéu cau,
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dinh lwgng Fibrinogen, PT, APTT,
TT) danh gié trwdc phau thuat.

- Cac bénh nhan dwoc theo doi
chay mau trong va sau phau thuat,
danh gia tinh trang chay mau trén
lam sang.

2.3. Xtrly sé liéu

Nhap va x& ly sé liéu trén phan
mém SPSS 20. Két qua nghién ctru
dwoc thé hién: phan tram (%) v&i cac
bién dinh tinh

- V&i cac bién dinh tinh, st
dung test x2 hodc Fisher's Exact
test d& so sanh cac ty 1&; tinh ty
suét chénh OR.

- Tinh gia tri tién lwvong voi dd

nhay (Se), d6 dac hiéu (Sp), gia tri

chan doan dwong tinh (PPV), gia tri
chan doan am tinh (NPV).

3. KET QUA

3.1 Dic diém chung cua doi
twong nghién ceu
Nghién ctu cta chang téi thuc

hién trén cac bénh nhan cé ddi tudi
trung binh 1a 46,4 + 19,6, nhém tudi
gap cha yéu tir 16-60 tudi chiém ty
l& 69,4%. Pa phan cac bénh nhan
c6 tinh trang strc khée binh thudng
hodc c6 bénh ly phéi hop mc dd
nhe (ASA 1, ASA 2) chiém ty I& 1an
lwot la 71,8% va 22,6% (Bang 1).

Bang 1. Mot sb d&c diém chung ca dbi twong nghién ctru

DPac diém N Ty 1& %
L. Nam 177 52%
Gidi tinh
Nr 163 48%
< 16 tudi 18 5,3%
Tudi 16-60 tudi 236 69,4%
> 60 tudi 86 25,3%
ASA 1 244 71,8%
ASA 2 77 22.6%
Tinh trang suc -
khoe theo ASA ASA 3 13 3,8%
ASA 4 3 0,9%
ASA 5 3 0,9%
Tai mui hong 57 17%
o Than kinh so néo 92 27%
Loai phau thuat .
Chan thwong 92 27%
Tiéu hoa - tiét niéu 99 29%
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3.2 Pac diém chay mau va mét sé yéu té lien quan dén chay mau &

nhom nghién cieu

Bang 2. Dac diém chay mau va mét sé yéu td lién quan dén chay mau

DPé&c diém N Ty |é (%)
Tinh Chay mau trong va/hodc sau phau thuat 46 13,5%
trarjg Chay mau trong ph3u thuat 41 12,1%%
?:23 Chay mau sau phau thuat 17 5%
Cé tién str chdy mau 109  32,1%
Co6 nguy co theo ISTH - BATs 6 1,8%
sb lwong tiéu cau < 150G/L 8 2,4%
Fibrinogen < 2 g/L 8 2,4%
PT% < 70% 5 1,5%
rAPTT > 1,25 10 2,9%
Két qua & Bang 2 cho thdy nghiém déng cam mau tién

nhom nghién clru c6 46 bénh
nhan c6 tinh trang chay mau
trong va sau mé, chiém ty lé
13,5%. S6 bénh nhan cé tién
sr chay mau la 59 ngudi
(chiém 32,1%), trong dé chi c6
6 bénh nhan thuéc nhém nguy
co theo ISTH - BATs (1,8%). Ty
|& bénh nhan c6 bat thwdng xét

phadu thuat trong nghién clu
cha chang tdi thap, voéi bét
thwdng sb lwong tiéu cau la
2,4%, fibrinogen la 2,4%, PT la
1,5% va APTT la 2,9%.

3.3. Gia tri 'ng dung cua bd céng cu
khao sét tinh trang chay mau ISTH -
BATs trong danh gia nguy co’ chay
mau trwéc phau thuat

Bang 3. Mdi twong quan gitra tién st chdy mau, nguy co theo BATs

va tinh trang chay mau

co Khéng co
Pac diém chay ong ¢ P OR 95% Cl
. chay mau
mau
Tidn siv Co tién st 21 88
chay mau Kh?ng f;o 25 206 340 0,034 1,966 1,046 — 3,698
tien st
h did C6 nguy co 4 2
ang diém
0 5 340 0,004 13,905 2,47 -78,269
BATS Khéng co 42 292
nguy co’
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Két qua thé hién & Bang 3 cho trong khoang tw 1,046 dén
thdy bénh nhan cé tién sir chdy 3,698. Ty I& bé&nh nhan c6 chay
mau c6 ty 1& chay mau cao hon mau trong nhém c6 nguy co
nhom khéng coé tién si chdy theo BATs tdng Ién c6 y nghia
méau, khac biét cé y nghia théng théng ké&. Nguy co chdy mau
ké (p = 0,034). Nguy co cé chdy tang Ién 13,905 lan & nhém co
mau tang Ién 1,966 la & nhom nguy co theo BATs v&i 95% CI
c6 tién sir chdy mau v&i 95% Cl  trong khoang 2,47 - 78,2609.

Bang 4. Gia tri tién lwgng nguy co chay mau cua bé céng cu
danh gia tinh trang chay mau BATs

Ty 186 c6 bat

0, 0, 0, 0,
thueng n (%) Se(%) Sp(%) PPV(%) NPV(%)

Tién s chay

109 (32,1%) 45,7 70,1 19,3 89,2
mau

ISTH — BATs 6 (1,8%) 8,7 99,3 66,7 87,4

Bang 4 thé hién gia tri chan thuat & 17 bénh nhan (5%), biéu
doan dwong tinh cua ISTH - BATs hién chay mau ca trong va sau
la 66,7%, gia tri chdn doan am tinh  ph&u thuat & 12 bénh nhan. Nhom
la 87,4%, d6 nhay la 8,7% v&i dd  nghién clu co ty 18 bat thudng xét
dac hiéu 1a 99,3%. nghiém déng mau thap, voi bét
4. BAN LUAN thwong sé lwong tiéu cau la 2,4%,

fibrinogen la 2,4 %, PT la 1,5 %,

banh gia nguy co chdy mau ApTT |a 2,9%. Ty 16 bénh nhan c6
trvéc cac phau thuat va tha thudt  an s chay mau chiém ty e
d& c6 nhieu nghién ctu tuy nhi€n 33 1o, nhyng ty 16 bénh nhan co
chua ‘cé sw thong nhat vé nhiéu nguy co theo ISTH - BATs thép,
van de, dac biét la viéc st dung tyong dwong ty 16 c6 bat thwong
rong rai va theong quy cac Xet mgt s§ xét nghiém dong cam mau
nghigm dong mau tién phau va gia (1 8%). Tién st chay mau va triéu
tri cha tien st chay mau trong tién chirng 1am sang déng vai trd quan
lwgng nguy co chay mau. Nghién  ong trong tién lwong nguy co chay
ctu cla ching toi cho thay ty 1&  may trong ph3u thuat. Tuy nhién
bénh nhan cé chay mau trong phau gia tri cla tién s chay mau phu
thuat kha cao la 13,5% trong d6  thugc rat Ion vao bo cau héi danh
tinh trang chay mau xay ra ngay gja, Ching toi xac dinh bénh nhan
trong qua trinh phau thuat duoc  c¢ tidn st chay mau Ia bénh nhan
thay & 41 bénh nhan (12,1%), ﬂ[‘h c6 it nhat mét triéu chirng lién quan
trang c6 chay mau sau cac phau g&n chay mau bat thuwong trong
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qua kht. Bénh nhan cé tién s
chay mau trwéc phau thuat co ty 1é
chdy mau trong va sau phau thuat
cao hon, sy khac biét c6 y nghia
théng ké véi p = 0,034. Nguy co
chay mau trong va sau phau thuéat
& nhom co tién sir chdy mau tang
lén 1,966 14n so v&i nhom khong co
tién sir chdy mau véi 95% CI trong
khoang 1,046 - 3,698. Qua do ta
thay rang, tién st chady mau c6 mdi
twong quan ré rang t&éi nguy co
chay mau lién quan dén phau thuat.
Két qua cling cho thdy c6 mbi
twong quan gilra tinh trang chay
mau trong phau thuat va nguy co
chdy mau danh gia theo b cong cu
khao sat tinh trang chay mau ISTH
- BATs v&i p = 0,004. Nguy co chay
mau trong nhédm cé nguy co theo
BATs ting 13,905 1an so v&i nhém
khéng c6 nguy co va&i gia tri 95% Cl
trong khoang 2,47 - 78,269. Xem
xét vé gia tri tién lwong nguy co
chdy mau, d6 nhay clia BATs la
8,7%, d6 dac hiéu la 99,3%, gia tri
chadn doan dwong tinh la 66,7%,
gia tri chan doan am tinh 1a 87,4%.
Két qua cho thdy BATs c6 dd nhay
va gia tri chan doan dwong tinh con
thap, tuy nhién d6 dac hiéu va gia
tri chan doan am tinh kha cao. Cac
ty 1€ nay c6 khac biét nhé so voi
nghién cu cua Minka nam 2018
v&i dé nhay cua BATs la 27% &
nam va 31% & ni, d6 dac hiéu &
nam la 84% va & nir la 72%, gia tri
chan doan dwong tinh 1a 19% &
nam va 8,1% & nir, gia tri chan
doan &m tinh & nam la 89% va &
ndr 1a 93% [5]. Két qua nay co thé 1a
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do ty 1é bénh nhan cé nguy co theo
BATs thap hon nhiéu so véi ty 1&
bénh nhan co6 tién sl chdy mau.
Tuy nhién bd cbng cu danh gia tinh
trang chay mau BATs danh gia
toan dién hon va cé thang diém
cu thé dé xac dinh y nghia cla
trng triéu chirng chday mau trong
tién st chay mau. Trir d6 nhay
thdp hon, cac gia tri do6 dac
hiéu, gia tri chdn doan duwong
tinh va am tinh cta BATs déu
cao hon hoac twong tw danh gia
don thuan tién sir chay mau.

5. KET LUAN

Nghién ctu cho thay ty 1& bénh
nhan cé chdy mau lién quan dén
phau thuat & cac bénh nhan phau
thuat tai Bénh vién DPai hoc Y Ha
Noi 1a 13,5%. C6 mbi twong quan
gitra tinh trang chay mau v&i nguy
co chay mau theo b6 cong cu danh
gia tinh trang chay mau BATs. Gia
tri cia BATSs trong tién lwgng nguy
co chay mau c6 dd nhay la 8,7%,
do dac hiéu la 99,3%, gia tri chan
doan dwong tinh la 66,7%, gia ftri
chdn doan am tinh 1a 87,4%. BO
cong cu danh gia tinh trang chay
mau ISTH - BATs c6 gia tri trong
danh gia nguy co chay mau truéc
phau thuat, tuy nhién con nhiéu han
ché, can c6 thém cac nghién clru
khac dé cai thién gia tri chdn doan
cua BATSs.

LOI CAM ON

Chung t6i xin cam on Bénh vién
Pai hoc Y Ha NO6i da cho phép
chuang téi thwyc hién nghién cu
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nay. Pac biét cdm on tap thé cac
bac si, diéu dwdng tai Khoa Tai Mi
Hong, Khoa Ngoai Than Kinh, Khoa
Ngoai Téng hop, Khoa Ngoai Chan
thwong va Y hoc thé thao, Khoa
Gay mé hoi strc da giup d& ching
t6i trong qua trinh chon bénh nhan,
theo dbi bénh nhén va danh gia
bénh nhan trén |&m sang va xét
nghiém.
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SUMMARY

BLEEDING AFTER SURGERY AND APPLICATION BLEEDING
ASSESSMENT TOOL TO SURGICAL PATIENTS IN HANOI MEDICINE
UNIVERSITY HOSPITAL

Nguyen Thi Minh Khue!, Nguyen Quang Tung?
'Ha Noi Medical University

Objectives: Describe bleeding characteristics and evaluate the
correlation between surgical-related bleeding and bleeding risk according
by ISTH — BATs. Methods: Research was conducted on 340 surgical
patients at Hanoi Medical University Hospital. Results: The percentage of
patients with bleeding during and after surgery is 13.5%. The proportion of
patients at risk of bleeding according to BATs is 1.8%. There was a
correlation between bleeding risk according to ISTH - BAT with bleeding
status during and after surgery with p = 0.004. The positive predictive
value of ISTH - BATs is 66.7%, negative predictive value is 87.4%, the
sensitivity is 8.7%, the specificity is 99.3%. Conclusions: Surgery has a
high risk of abnormal bleeding. Bleeding history has important implications
in assessing bleeding risk during and after surgery. The ISTH - BATs is a
bleeding history assessment tool that can be used to assess the risk of
bleeding before surgery.

Keywords: Bleeding risk before surgery, preoperative tests, history
bleeding, ISTH - BATSs.

101



Vietnam Journal of Physiology 25(2), 6/2021 ISSN: 1859 — 2376

TIEU HAO NANG LUONG O NGUO'l KHOE MANH KHI THWC HIEN
NGHIEM PHAP GANG SUC TIM MACH HO HAP

D6 Thanh Tuan!’, Nguyén Birc Son3, Lé Pinh Tung!2™

TOM TAT

Muc tiéu: Xac dinh tiéu hao nang ltrong (THNL) khi thuyc hién nghiém
phéap gdng strc tim mach hé hdp (CPET) trén nguoi khée manh 20-60 tudi
va xac dinh mai lién quan gida thoi gian van déng va coéng suét van déng
v6i THNL khi thuc hién CPET & nhém dbi tuong trén. Phwong phap:
Nghién ctiu tién hanh trén 32 dbi tong khoé manh. Céac dbi tuong thuc
hién CPET va phan tich cac chi sé THNL, thoi gian van ddng va cong suét
van déng trong giai doan nghi ngoi, giai doan khéi ddng, giai doan gang
strc va giai doan héi phuc trén hé théng may do tim mach hd hép géng
strc CPEX-1 (Inter Reha, Nhat Ban). Két qud va két luan: THNL chung
cho hai gidi khi thyc hién CPET trong giai doan nghi ngoi la 1,03 + 0,30
MET, giai doan khéi déng Ia 1,97 + 0,74 MET, giai doan géng st 1A 3,48
+ 1,78 MET, giai doan héi phuc 1a 4,57 + 2,26 MET va THNL t6i da la 4,75
+ 2,17 MET. Thoi gian van déng va THNL trong giai doan khéi déng twong
quan tuyén tinh nghjch bién; céng suét van déng va THNL trong giai doan
nghi ngoi, gang surc va hdi phuc tuong quan tuyén tinh déng bién c6 y
nghia théng ké & khoang tin cay 95%.

Terkhoa: Tiéu hao ndng luong, nghiém phap géng st tim mach hé hép.

1. DAT VAN BE

Nghiém phéap géng strc tim mach
hé hap (Cardiopulmonary Exercise
Test -CPET) la mét ki thuat danh
gia dong théi chirc nang cla hé tim
mach va hé hap trong khi hoat
dong thé lwc gang strc [1]. Hién
nay, CPET dwogc ng dung danh

1Pai hoc Y Ha Noi

2Bénh vién Dai hoc Y Ha Noi

3Vién strc khoé nghé nghiép va maéi truéng
*TAc gia thwc hién chinh: B6 Thanh Tuan
**Tac gia chiu trach nhiém khoa hoc:

Lé Dinh Tung

Email: tung@hmu.edu.vn

Ngay nhan bai: 23/5/2021

Ngay phan bién: 27/5/2021

Ngay chap nhan dang: 15/6/2021

gia chirc nang hé tim mach va ho
hap khi hoat déng thé lwc, phuc vu
céng tac chan doan, diéu tri va
phuc héi chirc nang cho bénh nhan
mac cac bénh ly tim mach, hé hap.
Dwa vao két qua do THNL khi thuc
hién CPET, bac si lam sang ké don
hoat déng thé Ilwc, hwéng dan tap
luyén va dwa ra l&i khuyén vé
ché d6 dinh dwdng phu hop cho
trng nguwdi bénh, hd tro céng tac
diéu tri, phuc héi chirc nang va
phong bénh [1, 2].

Trén thé gidi, CPET duoc
Karlman Wasserman va céng sw
phat trién dwa trén co s& nghiém
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phap dién tam db gang sc tw
nhirng nam 1960 va dén nay,
nghiém phap nay dwgc st dung
réng rai trong cac linh vwc chan
doan, diéu tri, phuc hdi chirc ndng
va ké don hoat déng thé lyc [2]. Tai
Viét Nam, trong linh vic y hoc thé
duc thé thao, CPET da dwoc sir
dung dé& danh gia thé tich tiéu thu
oxy téi da cGa ni tuyén tha dién
kinh Quéc gia nam 2014 khi gang
strc tbi da [2, 3]. Trong linh vuc
kham, chira bénh, Bé&nh vién Dai
hoc Y Dwoc Thanh phdé Hb Chi
Minh, CPET dwogc wng dung trong
danh gia chic nang va phuc vu
chan doan bénh ly tim mach (suy
tim, sau phau thuat tim mach va ho
héap (bénh phdi tdc ngh&n man tinh,
bénh phdi mé k&, bénh mach méau
phéi, xo phdi, hay trwéc khi thuc
hién cac phau thuat 1én & ving
bung hay 16ng nguc) trén nguoi
bénh tr thang 6 nam 2019 [4]. Hon
nira, tién hanh k& don hoat déng
thé Iwc (hoat dong thé lwc 1a bat
ké cac hoat dong nao cla co thé
gay THNL nhw di b6, chay bd,
boi 10i, lam viéc nha, lam vuwon,
...) dwgc can cl& vao gia tri
THNL; dac diém sinh ly tim
mach than kinh khi hoat déng
thé lwc va bénh ly gay han ché
hoac anh hwdng tiéu cuwc téi strc
khée khi hoat ddng thé lwc cla
tirng d6i twong khi thwc hién
CPET. Qua do, nguoi
bénh/nguwoi khée manh dwoc ké
don cac bai tap phu hop vé&i
cwdng dé van dong, thoi gian
van déng va tan suat van déng.

Péng thdi, mdi d6i twong sé
nhan duwoc 10 khuyén va hwdng
dan s dung ché d6 dinh duéng
dé nap du nang lwvong, vé mat
dinh dwéng l1am sang, gébm nang
lwong cung cap cho chuyén hoa
co s& va hoat dong thé luc.
Nang lwong cho chuyén héa co
s& duwoc tinh toan dwa trén cong
thirc Harris — Benedict va CPET
|a cdng cu dé tinh toan THNL khi
hoat ddong thé lwc [1]. Vi vay, dé
xac dinh THNL va anh hwdng
ctia mot sé yéu té6 dén THNL khi
thwc hién CPET trong dé cudng
dé (thei gian va céng suét) hoat
dong thé lwc va mec d6 thanh
thao déng tac van déng coé lién
quan t&éi THNL [5], chang tdi tién
hanh thwc hién dé tai véi muc
tiéu: (1) Xac dinh tiéu hao nang
lwong khi thwc hién nghiém
phap gang s&c tim mach hd hap
& nguwdi khde manh 20 dén 60
tudi (2) Xac dinh méi lién quan
gitra thoi gian van déng va cbéng
suét van dong voi tiéu hao nang
lwong khi thwc hién nghiém
phap gang s&c tim mach hd hap
& nhém dbi twong trén.

2. DOl TUONG VA PHUONG
PHAP NGHIEN CUU

2.1. Déi twong nghién ciru

2.1.1. Tiéu chuan Iwa chon
Nghién cru Ilwa chon cac doi

twong thda man mot trong 2 tiéu

chuan:

- Cac sinh vién, hoc vién Trwdng
Pai hoc Y Ha N&i tinh nguyén
tham gia nghién ctru.
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- Nguwdi tinh nguyén tham gia
nghién ctru va dat phan loai strc
khée loai Il theo quy dinh
1613/BYT-QD khi dén kham sirc
khée dinh ki hdng nam tai Trung
tam Pao tao & Cham soéc surc
khée cong déng, Bénh vién Dai
hoc Y Ha Néi.

2.1.2. Tiéu chuan loai trte
Loai trir cac dbi twong mac cac
bénh Iy cép tinh va man tinh
thudc hé tim mach, hé héap, than
kinh - co nhw cac bénh ly tang
huyét ap, suy tim, dai thao
dwong, bénh phdi tdc nghén
man tinh, hen phé quan, ...

2.1.3. C& mau

C& mau nghién ctu dwoc tinh
theo cOng thurc:
SZ
(X.€)2

N =272

Trong do: n la ¢c& mau nghién
clu, Z1-w2 1& hé sb tin cay & murc
Xac suat 95% (Zi-a2 = 1,96); s la do
léch chuén wéc tinh tlr nghién ctru
trwdc; X la gia tri trung binh tw
nghién ctu trwdc, € la sai léch
twong déi gira tham sé mau va
quan thé.

V&I Z1 - a2 = 1,96; chon murc sal
léch twong dbi gitra tham sé6 mau
va quan thé 1a € = 0,04; tlr nghién
ciu trwdc day céng bd, THNL khi
hoat déng thé lwc & ngudi khde
manh (tudi trung binh 27,6 + 4,59
tudi, chiéu cao trung binh 1,78 =+
0,07 m va can nang 80,1 + 7,85 kg)
la x+s=55 40,49 (MET) [6]. Tt
dé, ¢& mau wéc tinh it nhat bang n
= 20 dbi twong. Thuyc té ching téi

tién hanh nghién ctru trén 32 déi
twong.

2.1.4. Thoi gian va dia diém
nghién cieu
- Thoi gian nghién
31/10/2020 — 30/4/2021
- DPia diém: B& mén Sinh Iy hoc,
Trwdng DPai hoc Y Ha Nb6i va
Trung tdm Dao tao & Cham sbc
strc khde cong déng, Bénh vién
Pai hoc Y Ha Noi.
2.2.  Phwong phap nghién ciru
2.2.1. Thiét ké nghién cteu
M6 t& cat ngang
2.2.2. Phwong phap chon mau
Phwong phap chon méau thuan
tién. Lwa chon nhém dbi twong
gdm sinh vién, hoc vién Trwdng Dai
hoc Y Ha Nbéi va dbi twong kham
strc khoe dinh ki gap tai Trung tam
Pao tao va Cham soc strc khée
céng déng, Bénh vién DPai hoc Y
Ha NoOi théa man tiéu chuan lva
chon va khéng vi pham tiéu
chuan loai trr.
2.2.3. Cobng cu nghién ctru

clru:

2.2.3.1. Hé théng may thuc hién
CPET

Nghién cru s dung hé thdéng
may do tim mach hd h4p gang sutrc
CPEX-1 (Inter Reha, Nhat Ban)
nhw md ta trong Hinh 1. Hé théng
gdm mot xe dap lwc k& va mot man
hinh hién thi két qua két néi may
chinh. May chinh gébm mét cam
bién d& do ndéng do va ap suat
trong khi th& ra nham chuan hoa
lwong khi bao gém thé tich khi lwu
théng va tiéu thu khi oxy (VO2) va
dao thai khi CO2 (VCO2) dé thuc
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hién mét phép do lwdng ty déng.
Néng dd khi oxy dwoc do bang cdm
bién Oz zirconium, trong khi dé néng d6
khi CO2 dugc do bang cam bién siéu
am. Xe dap luc k& c6 nhiém vu tao tai

gang strc cho dbi twong khi thwe hién
nghiém phap CPET. Man hinh hién thi
két qua s& hién thj cac thong sb phan
tich va do lwong tir may chinh va xe
dap luc ké [7].

FETco2 &)Y  FEO2 VE/VCOZ WR TV
10 100 % 1000
0 70 KL 250 3000
oy
8 80 wt. 172 2400
58 58 200 2400
"
6 60 ':’ ¥ ' 144 1800
46 46 :v.‘,g 150 1800
T
4 40 3 ¢ 116 1200
34 94 e 100 1200
g
. 4
!
2 20 88 )0
22 22 50 600
0 0 ” 06 )
10 10 0 0
0 5 10 20 25  Thoigian (phut)

Hinh 1. Hé thdng CPET va két qua thwc hién CPET
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2.2.4. Phwong phap thu thap va
Xt ly sé liéu
2.2.4.1. Chudn bj dbi tuong va
trang thiét bj nghién cau

Kiém tra lai théng tin c& nhan
cia déi twong nghién ctu, giai
thich d& déi twong hop tac trong
qua trinh thwc hién nghiém phap.
Phong thyc hién ki thuat thoang
mat, sach sé co dién tich 20 m?,
nhiét do phong 25°C, d &m 50%.
2.2.4.2. Thuc hién CPET béng hé
théng may CPEX1

Céac dbi twong thuc hién CPET
trong cac giai doan nghi ngoi, khdi
dong, gang stc va hdi phuc. Hé
théng sé ghi lai cac chi s tim mach
(tdn sb tim, huyét ap), hd hap (tan
sb hoé hép, thé tich khi lwu théng,
thé tich khi Oz, CO: cubi ki thé ra),
THNL cta dbi twong trong tivng giai
doan va céac yéu tb lien quan dén
van déng (th&i gian van doéng,
cdng suét van déng). Trong do,
THNL bang thwong sb gitra thé
tich CO: thai ra chia cho thé tich
oxy tiéu thu trong mét khoang
thoi gian nhan véi gia tri nhiét
cla oxy trong diéu kién co s& la
4,825 kcal/llit oxy, tinh bang
MET, (1 MET twong dwong
lkcal/kg/gio hoac 4,184
kJ/kg/gi®); thoi gian van dong la
thdi gian d6i twong thwc hién
giai doan géng stc, tinh bang
giay; céng suéat van déng la mac
tai téi da clha xe dap lwc k& ma
déi twong thwc hién dwoc hoat
déng dap xe, don vi w (watts).
- Giai doan 1 (giai doan nghi

ngoi): déi twong ngdi trén xe

106

dap lwc ké& trong tw thé tinh,
khéng van co. Thoi gian kéo
dai 4 phiit.

Giai doan 2 (giai doan khei
déng): dbéi twong ngdi trén xe
dap lwc ké& va thwc hién dap
xe v&i tbc do duy tri tir 50-60
vong/phat, mic tai cia xe dap
b&ng 0 w, thwc hién trong thoi
gian 4 phut.

Giai doan 3 (giai doan gang
strc): dbi twong ngdi trén xe
dap lwc ké va dap xe voi tbée
dé duy tri tir 50-60 vong/phat,
murc tdi xe dap tdng dan theo
cap sb cong theo tirng phat
voi liéu 10 w/phat, dap xe dén
khi dat tiéu chuan két thuc
nghiém phap gom it nhat mot
trong cac tiéu chuén sau:

Céc tiéu chuan twong dbi: Dat
85% tan sé tim ly thuyét téi da
theo céng thirc Astrand (tan
sd tim li thuyét téi da (chu
ki/phat) = 220 — tudi); dbi
twong mét, khéng hop tac
thwc hién nghiém phap

Céac tiéu chuén tuyét déi: Co
con dau ngwc nghi ngd nhbi
mau co tim; giam doét ngot
huyét ap téi da = 20mmHg twr
gia tri HA cao nhét trong lic
thwc hién CPET hodc huyét
ap > 250/120mmHg; SpO2 <
80% kém triéu chirng va dau
hiéu gidm twdi mau gém tim
tai, nhot hodc da lanh, am;
kho thé nang hoac khé thé
bat thwong; cac dau hiéu cda
hé than kinh trung wong: hoa
mét, chong mét, choang vang;
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16i ki thuat cGa hé thdng thiét
bi do; dbi twong yéu cau két
thdc thwec hién nghiém phap.

- Giai doan 4 (giai doan hoi
phuc): dbi twong ngdi trén xe
dap luc ké va thyc hién dap
xe v&i tbc dd t 50 - 60
vong/phut trong giai doan 3
gidam dan va duy tri 10 - 20
vong/phat, m&c tai 0 w, thwc
hién trong thoi gian 3 phat.

- Téng thei gian thu thap sé
lieu 45-60 phat/ddi twong
nghién cuu.

2.2.4.3. Xwrly sé liéu
Céc sb lieu dwoc xir ly trén

may tinh bang phan mém théng

ké IBM SPSS 22.0. Bién dinh
lwong dwoc coi la phan phbi
chuan khi mrc y nghia (Sig.) 1én
hon 0,05 khi dung kiém dinh
Kolmogorov-Smirnov. S& dung

Student T test khi so s&nh hai
gia tri trung binh dbi vé&i bién
phan bd chuan. V&i p < 0,05 thé
hién sy khac biét cdé y nghia
théng k& & khoang tin cay 95%.
St dung hé sé twong quan
Pearson, Spearman khi xét mbi
twong quan gitra hai bién phan
bd chuén va khéng chuan.

2.3.

Péi twong nghién chu tw
nguyén déng y tham gia, dwoc
gidi thich muc dich, diéu kién
dam bao an toan stc khoé trong
gqua trinh thwc hién CPET.
Thong tin vé dbi twong dwoc gilr
bi mat va chi phuc vu cho muc
dich nghién cuu.

3. KET QUA NGHIEN clru

3.1. Pac diém chung cua doi
twong nghién ciru

Pao dirc nghién ctru

Bang 3.1. Dac diém tubi va gi¢i ctia dbi twong nghién ctru

Gidi
Pic diém D Chung
- (n=32)
Nam (n =17) Nir (n = 15)

Tudi 30,35 + 2.25 3147+210 0722 30,88 +8,63
Car(‘kgai'”g 67,71 + 2,28 5633+150 0000  62,38+09,70
Ch'(itr’n;:ao 170,47 + 1,74 15850+ 1,41 0,000 164,86 + 8,77

BMI

, 23,29 + 0,67 2243+054 0328 22,89 +2.46
(kg/m?)

Két qua thé hién & Bang 3.1 cho
thay tudi trung binh va BMI cua hai
gi¢i nam va nir khac biét khdéng co
y nghia théng ké & khoang tin cay

95% (p > 0,05). Chiéu cao trung
binh va can nang trung binh cua
nam I&n hon niv cé y nghia théng
ké & khoang tin cay 95% (p < 0,05).
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3.2.

Tiéu hao nang lwong khi thwe hién CPET

3.2.1. Tiéu hao nang lwong trong cac giai doan khi thwc hién CPET

Bang 3.2. Tiéu hao nang lwong trong cac giai doan khi thwc hién CPET

Tiéu hao nang lwong (MET)

Giai doan
Nam (n = 17) N (n = 15) p Chung (n = 32)
Nghingoi 1,04 +0,34 1,030,224 0,936 1,03+ 0,30
Kheidong 1,82+0,78 2,13+0,69 0,257 1,97 +0,74
Gang stec 3,71 £2,05 321+1,44 0,432 3,48 1,78
H6i phuc  4,70+2,21 443+239 0,745 4,57 £ 2,26
Téi da 4,67 + 2,24 4,83+ 2,17 0,836 4,75+ 2,17

Két qua thé hién & Bang 2 va
Hinh 3.1 cho thay khi thwc hién
nghiép phap géng swc tim mach
ho hép, tiéu hao nidng lwong
trung binh trong giai doan nghi

ngoi, kh&i ddong, gang stc, hoi
phuc va tiéu hao nang lvong toi
da & hai gi¢i nam va ni khac
biét khéng co ¥ nghta théng ké &
khoang tin cay 95%.

10,00

5,00

5,00

4.00

Tiéu hao nang Ivgng (MET)

2.009

00
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Hinh 3.1. THNL khi thyc hién CPET
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3.2.2. Lién quan thé&i gian van Thoi gian van dong trong giali
déng va cdng suat van ddéng véi  doan gang strc khi thyc hién CPET
tieu hao nang lwong khi thwc cua nam Ién hon nlr cé y nghia
hién nghiém phéap gang strc tim théng ké & khoang tin cay 95%
mach hd hap (Bang 3.3).

Bang 3.3. Thoi gian van dong khi thwc hién CPET

Gioi Chung

Dac diém N
Nam (n=17)  Ni¥ (n = 15) p (n=32)

Tho g'g"igy@;" o0 5664143010 383,87+2639 0,000 480,84+ 145,72

Bang 3.4. Lién quan gilra th&i gian van déng véi THNL khi thyee hién CPET

Thoi gian van dong
Tiéu hao nang luvgng

Hé sb twong quan p
Giai doan nghi ngoi - 0,126 0,494
Giai doan kh&i dong - 0,417 0,018
Giai doan gang strc - 0,028 0,878
Giai doan héi phuc - 0,143 0,435

Bang 3.4 cho th4y thoi gian van  bién cé y nghia thdng ké & khoang
dong va THNL trong giai doan khéi tin cay 95% véi hé sb twong quan
déng twong quan tuyén tinh nghich  Pearson r = - 0,417.

Bang 3.5. Cong suét van dong trong giai doan gang stre khi thwe hién CPET

Gibi Chung

Pic diém -
Nam (n=17) Ne (=15 p (n=32)

cong su?\jv\)/an doNg 2, 184+3030 5547+2352 0162 64.34 + 33,45

Bang 3.5 cho thAy cong suit khac biét khéng cé y nghia
van dong trong giai doan gang théng ké & khoang tin cay 95%
strc & hai gi¢i nam va nir c6 sy (p > 0,05).

109



Vietnam Journal of Physiology 25(2), 6/2021

ISSN

: 1859 — 2376

Bang 3.6. Lién quan gitra cong suat van dong véi THNL khi thue hién CPET

Céng suat van déng

Tiéu hao nang lwong

Hé sé twong quan p
Giai doan nghi ngoi 0,372 0,036
Giai doan khéi déng 0,325 0,070
Giai doan gang strc 0,781 0,000
Giai doan héi phuc 0,542 0,001

Coéng suat van dong va THNL
trong giai doan nghi ngoi, gang strc
va héi phuc twong quan tuyén tinh
dbng bién cé y nghia thdng ké &
khoang tin cady 95% (Bang 3.6).
Céng suét van doéng va tiéu hao
nang lwong trong giai doan khoi
dong twong quan tuyén tinh dong
bién khong c6é y nghia théng ké &
khoang tin cay 95%.

4. BAN LUAN

41. Tiéu hao nang lwong khi
thwc hién CPET

Trong giai doan nghi ngoi, THNL
trung binh cda nhém dbi twong
trong nghién ctu cta chang téi la
1,03 + 0,30 MET. O hai gi¢i nam va
ni¢y, THNL trung binh khac biét
khéong c6 y nghia théng ké &
khodng tin cay 95% (p > 0,05). Két
qua nay twong dong véi két qua
nghién ctru cia McMurray R.G. va
cong s [8] khi tién hanh phan tich
tbng quan hé théng danh gia vé
THNL ldc nghi & ngudi tredng
thanh trén 397 cobng trinh nghién
ciu t ndm 1980 dén nam 2011,
Gia tri THNL lac nghi trong nghién
clru clia chung téi cling twong déng
so v&i gid tri trung binh trong
nghién clru cia McMurray R.G. va

cOng sw la 1,007 kcal/kg/gio (voi
khoang tin cady 95% = 0,952 -
1,062) [8] ¢6 y nghfa théng ké &
khoang tin cay 95%. Do vay, THNL
lac nghi tinh trén 1 kg thé trong
trong 1 gid la twong déng gitra cac
cac thé, khdng cé sy khac biét gitra
cac chang toéc. Yéu tb quyét dinh
THNL chinh la thé tich oxy tiéu thu.
Thé tich oxy tiéu thu, tr 0,25
lit/phat tai thoi diém nghi ngoi tang
dén 1 lit/phat khi di bd thong tha.
Khi gédng sirc manh, mdc tiéu thu
oxy tdng dén 2-7 lit/phat, cao gap
10-25 lan so v&i luc nghi ngoi.
Gang swc lam tadng nhip tim va
cung lwong tim, tang trao ddi chét,
tang huyét ap, tang than nhiét, ting
twdi mau co tim va cac co khac,
tao ra nhiéu acid lactic va tang tiét
cac hormon nhw adrenalin, hormon
tang trwdng va cortisol. Do do, tiéu
hao nangluong tang.

4.2. Lién quan th&i gian van dong
va cong suat van déng véi THNL
khi thwc hién CPET

Thoi gian van déng trong giai
doan géng strc khi thuc hién CPET
cua nam (566,41 + 30,10 giay) lon
hon nir (383,87 + 26,39 giay) cé y
nghia théng ké & khoang tin cay
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95% (p < 0,05). Th&i gian van déng
trong giai doan gang strc & c& nam
va nir trong nghién ctru cua chung
tdi thAp hon trong nghién clru cla
Itoh va céng su (2012) [9]. Ngoai
ra, CAc tac gid nay ciing chi ra rang
thdi gian van dong gang stc c6
méi twong quan tuyén tinh véi do
tudi & ca hai gi¢i nam va niv. Gia tri
thei gian van déng gang stc dat
|&n nhat & nhém dbi twong tlr 20
dén 29 tudi [9].

Céng suét van doéng trong giai
doan gang strc cla ching tdi & hai
gi¢i nam (72,18 + 39,30 w) va ni
(55,47 + 23,52 w) va chung cho hai
gidi 1a 64,34 + 33,45 w. COng suat
van doéng trong giai doan gang sc
& hai giéi nam va nir trong nghién
ctru cta chang tdi thAp hon so voi
nghién cu cla Hansen va cong sw
(1988). Sy khac biét nay cé thé do
trong nghién ctu nay, chdng toi
tang tai véi liéu 10 w/phat khuyén
cao st dung réng rai cho nguwoi
chau A va khong phai la van déng
viéen thé duc thé thao chuyén
nghiép. Trong khi Hansen va céng
sw nghién ctru trén quan thé nguoi
chau Au c6 chiéu cao, can nang
I&n hon va rén luyén hoat dong thé
lwc thwdng xuyén hon. Clng theo
Hansen va cong sw (1988), khi st
dung bai tap tang tai 15 w/phat
trong giai doan géng strc thi cong
suét van dong téi da dat duoc la
245 + 11 (w) I&n hon cé y nghia
thdng ké véi két qua trong nghién
clru nay va cang tang muec tai l1én
cao dén 30 w/phat, 60 w/phuit thi
céng suét van déng cang ting va

thoi gian van déng trong giai doan
gang strc cang gidam [10]. Do vay,
dé dbéi twong dat thoi gian van dong
tdi da thi can lwa chon murc tng tai
phu hgp khoang 10-15 w/phut. Nhw
trong nghién cwu nay chung toi
tang murc tai véi liéu 10 w/phat. Tuy
nhién ciing can quan tam t&i thé
trang cha ddi twong dé lwa chon
murc ting tai tdi wu nhét.

Céng suat van doéng va THNL
trong giai doan nghi ngoi, gang st
va héi phuc twong quan tuyén tinh
déng bién cé y nghia thdéng ké &
khodng tin cay 95%, két qua nay
twong ddng véi Hansen va cdng sw
(1988). O bét ki mic ting tai nao
(15 w/phat, 30 w/phat va 60
w/phut), lwong oxy can cung cép
cho giai phéng nang lwvong tr sw
oxyhod céc chat tang tuyén tinh voi
cong suat van dong. Lwong oxy
tiéu thu cang cao thi nang lwgng
tiéu hao cang lon [10]. Nang lwong
tiéu thu c6 mébi twong quan tuyén
tinh v&i cwdng dd van dong.

5. KET LUAN

Tw cac két qua cta nghién ciu,
chung téi rat ra cac két luan sau:

— THNL chung cho hai gi¢i khi
thwc hién CPET trong giai
doan nghi ngoi la 1,03 £ 0,30
MET, giai doan kh&i déng la
1,97 + 0,74 MET, giai doan
gang strc 1a 3,48 + 1,78 MET
va giai doan hdi phuc la 4,57
+ 2,26 MET.

— THNL t6i da chung cho hai
gi¢i khi thwc hién CPET la
4,75 + 2,17 MET.
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— Thoi gian van déng va THNL trong
giai doan khoi dong twong quan
tuyén tinh nghich bién cé y nghia
théng ké & khoang tin cay 95%.

— C6ng suét van dong va THNL
twong quan tuyén tinh déng bién
khéng cé y nghia théng ké trong

giai doan kh&i dong va co y

nghia théng ké trong giai doan
nghi ngoi, gang strc va hoéi phuc
& khoang tin cay 95%.

6. KHUYEN NGHI

- Duwa vao gia tri THNL téi da va
THNL & cac giai doan thwc hién
CPET, bac si sé ké don hoat
dong thé lwc (cwong do, céng
suét, thoi gian tap luyén).

- Gia tri THNL t6i da va THNL &
cac giai doan khi thwyc hién
CPET c6 thé lam co s& dé tinh
toan nhu ciu nang lwong cho
hoat dong thé lyc.

- Can tién hanh nghién ciru trén quy

md va dbi twong rong hon dé két

gua mang tinh dai dién hon.
LOI CAM ON

Chung téi xin gtri 1&i cam on toi
cac dbi twong da tham gia nghién
ctru nay. Chung téi cling gwi Ioi

cdm on t¢i B& mon Sinh ly hoc — 6.

Trwdng Pai hoc Y Ha NOi, cac
ddng nghiép tai Trung tam Dao tao
va Cham soc sirc khoé cong dong,
Pon vi Tham do Churc nang — Bénh
vién Dai hoc Y Ha Noi da giup do

vé mét ki thuat d& nghién ctru dwoc 7

hoan thanh.
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SUMMARY
ENERGY EXPENDITURE DURING CARDIOPULMONARY EXERCISE TESTING
Tuan Do Thanh?, Son Nguyen Duc?3, Tung Le Dinh'?

Hanoi Medical University
2Hanoi Medical University Hospital
3National Institute of Occupational and Environmental Health

Objectives: To determine energy expenditure during cardiopulmonary
exercise testing in healthy adults aged 20-60 years old and to determine
the correlation between energy expenditure with the duration and the
capacity of physical activity. Methods: Thirty-two healthy volunteers aged
20-60 years old (17 males and 15 females) agreed to participate in our
study and performed cardiopulmonary exercise testing: resting phase (4
minutes, work rate 0 w), warming-up phase (4 minutes, work rate 0 w, 50-
60 rounds per minute), exercise phase (work rate increment 10 watts per
minutes, 50-60 rounds per minute) and recovery phase (3 minutes, work
rate O w, 10-20 rounds per minute). Results and conclusions: Energy
expenditure during CPET was 1,03 + 0,30 MET, 1,97 £ 0,74 MET, 3,48
1,78 MET, 4,57 £ 2,26 in resting, warming-up, exercise, recovery phase,
respectively. Maximum energy expenditure during CPET was 4,75 + 2,17
MET. Energy expenditure is negatively correlated with the duration of
physical activity and positively correlated with the capacity of physical
activity at 95% confidence interval.

Keywords: Energy expenditure, cardiopulmonary exercise testing.
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