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PHONG XET NGHIEM 4.0: PHONG XET NGHIEM THONG MINH
TRONG KY NGUYEN CONG NGHIEP 4.0

TOM TAT

1. Cong nghi¢p 1.0 (1784) la ky nguyén cua
may hoi nudc, Cong nghiép 2.0 (1870) la ky
nguyén cua dong co di¢én, Cong nghiép 3.0
(1969) la ky nguyén cua ty dong hoa, va Cong
nghiép 4.0 (2013) la ky nguyén cua k¥ thuat sb.
Y hoc cling trai qua 4 cudc cach mang: Y hoc 1.0
(trude 1950) 14 ky nguyén cua X quang va siéu
am, Y hoc 2.0 (1970) la ky nguyén cua CT va
MRI, Y hoc 3.0 (2013) la ky nguyén cua internet,
va Y hoc 4.0 (2016) la ky nguyén caa sé hoa.
Phong Xét nghiém 4.0 la phong xét nghiém
thdng minh cua ky nguyén Cong nghiép 4.0.

2. Cac cong nghé cua Cong nghi¢p 4.0 dugc
&4p dung trong Phong Xét nghiém 4.0 gom: s6
hoa hoan toan, tu dong hoa, hé théng ngudi may,
internet van vat, méi truong lam viéc linh hoat,
modul hda, cac vat liéu théng minh va bé mat
chirc nang.

3. Nhitng vu diém cua Phong xét nghiém 4.0:
cho két qua chinh x4c hon, nhanh hon, lam giam
chi phi, tang sy hai Iong cua nhan vién, cé tinh
linh hoat va lién nganh, c6 tinh bao mat cao hon.

4. Nhitng diéu can can nhac khi tao phong thi
nghiém théng minh: phong thi nghiém thong
minh phirc tap, khé st dung cho cac quy trinh
khong c6 cau trac, kho thé hién gia tri, cin phap
ly va quan ly tai san tri tu¢, mot s6 ky thuat vién
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khdng lanh nghé ngai sir dung cdng nghé méi va
can duy tri tinh toan ven cua dit liéu.

5. Phong xét nghiém Y hoc 4.0 & Viét Nam:
hién nay, nhitng cong ngh¢ cua Cong nghiép 4.0
nhu s6 hoa, ty dong hoa, ngudi may, ... , da bat
dau duoc ap dung timg phan tai mot s6 phong xét
nghiém & Ha Noi va thanh phd Ho Chi Minh.

SUMMARY

LABORATORY 4.0: THE SMART
LABORATORY IN THE INDUSTRY
4.0 ERA

1. Industry 1.0 (1784) was the era of steam
engines, Industry 2.0 (1870) was the era of
electric motors, Industry 3.0 (1969) was the era
of automation, and Industry 4.0 (2013) was the
era of digital. Medicine has also undergone four
revolutions: Medicine 1.0 (before 1950) was the
era of radiology and ultrasound, Medicine 2.0
(1970) was the era of CT and MRI, Medicine 3.0
(2013) was the era of the internet, and Medicine
4.0 (2016) is the era of digitalization. Laboratory
4.0 is the smart laboratory of Industry 4.0 era.

2. Industry 4.0 technologies applied in
Laboratory 4.0 include: full digitalization,
automation, robotic systems, internet of things, a
flexible, modular work environment, smart
materials and functional surfaces.

3. Advantages of Laboratory 4.0: more
accurate results, faster results, reduction in costs,
increased employee satisfaction, flexibility and
interdisciplinary, and higher security.

4. Things to consider when creating a smart
laboratory: a smart laboratory is complex,
challenging use for unstructured processes,
difficult to show the value, legal implications and
intellectual ~ property  management, some
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underskilled technicians do not want to use new
technologies, and need to maintain data integrity.

5. Medical Laboratory 4.0 in Vietnam:
currently, Industry 4.0 technologies such as
digitization, automation, robotics, ..., have been
partially applied in Hanoi and Ho Chi Minh City.

Ngay nay, cuoc Cach mang Cdng nghiép
4.0 (Industrial Revulation 4.0) hay goi tit &
Cong nghiép 4.0 (Industry 4.0) va cuoc Céch
mang Y hoc 4.0 (Medical Revulation 4.0)
hay goi tat 1a Y hoc 4.0 (Medicine 4.0) dang
dién ra nhanh chong va manh mé trén toan
thé gisi. Trong bai tong quan nay, cap nhat
vé céc (g dung caa Cong nghiép 4.0 trong
Phong xét nghiém Y hoc 4.0, viéc xay dung
phong xét nghiém 4.0, phong xét nghiém 4.0
trong tuong lai, cling nhu phong xét nghiém
4.0 ¢ Viét Nam hién nay s€ duoc trinh bay.

1. Céc cugc Cach mang Cbdng nghiép,
Y hgc va phong Xét nghiém Y hoc

Cudc Ciach mang Cong nghiép 1.0
(Industry 1.0) dién ra ¢ cudi thé ky 18
(1784), 1a ky nguyén cuia co khi hoa, dong co
hoi nudc va may dét, voi su gia tang vé hiéu
qua va quy md san xuat. Cong nghiép 2.0
(1870), 1a ky nguyén cta nang lugng dién va
san xuat 16n, d3 mang lai cac day chuyén lap
rap va dién khi hoa. Cong nghiép 3.0 (1969),
la ky nguyén cua tu dong hoa, may vi tinh va
nguoi may,... cho phép nang cao chit lugng
quan 1y, van chuyén, gitip ting ning sut,
giam chi phi. Cong nghi¢p 4.0 (2013), 1a ky
nguyén ky thuat sb (digital), hé théng vat ly
khong gian mang (CPS), Internet Van vat
(IoT), Dt ligu lon (Big Data) va Tri tu€ nhan
tao (Al), ... [5].

Vi sy phat trién Y hoc dua trén cac thanh
tuu cong nghé cia cac cudc Cach mang
Cong nghiép nén cac cudc Cach mang Y hoc
thuong xay sau. Y hoc 1.0 (trude 1950) 1a ky

nguyén cua tia X, siéu am, khang sinh
Penicillin. Y hoc 2.0 (1970) 1a ky nguyén
ctia cong huong tir (MRI), chup cit 16p (CT),
.., [7]- Y hoc 3.0 (2013), 1a ky nguyén cua
Internet, Hinh anh 3D, Y hoc tir xa, strc khoe
dién tir (e-Health), trinh ty b gen [4], ... Y
hoc 4.0 (2016) 1a ky nguyén cia S6 hoa
(Digitization), Hé théng Vat Iy Khong gian
mang Y hoc (MCPS), Internet Van vat Y hoc
(IoMT), Tri tu¢ Nhan tao (Al), Dir ligu Y
hoc 16n (Medical Big Data), ... [2, 3].

Phong xét nghiém Y hoc 4.0 1a phong xét
nghiém thong minh (Smart Laboratory hodc
Intelligent Laboratory) trong ky nguyén
Cong nghi¢p 4.0.

2. Nhirng ap dung cia Coéng nghiép 4.0
trong Phong xét nghiém Y hoc 4.0.

Céc cong nghé cua Cong nghiép 4.0 dugc
ap dung trong Phong Xét nghiém 4.0 gdm:
s6 hoa hoan toan, ty dong hoa, hé thng
nguoi may, internet van vat, moi truong lam
viéc linh hoat, modul hoa, cac vat li¢u thong
minh va bé mit chirc ning.

21. S6 héa hoan
digitalization)

Su chuyén doi k¥ thuét sb toan cau dang
tran ngdp toan xa hoi va anh hudng dén tat
ca cac mat cua cudc séng, ké ca y hoc. Chéan
doan phong xét nghiém cung cap cho cac bac
s t6i 70% thong tin can thiét dé xac dinh
bénh. S6 héa 1a mot trong nhitng chuyén
nganh phét trién nhanh nhét trong linh vuc
cham soc sic khoe. S6 hoa cho phép xdy
dung va kiém tra cac quy trinh xét nghiém
dugc tbi wu hoa [6].

2.2. Vai tro cita tw dong hoa
(automation) trong phong xét nghiém 4.0

Tu dong hoa la cong nghé ma quy trinh
duoc thuc hién véi sy hd tro tdi thiéu cua
con nguoi. Cac lgi ich cua ty dong hoa trong
phong xét nghiém 4.0 gom:

toan  (full
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- Cho két qua chinh xac hon (more
accurate results): viéc nhap sb lidu thu cong
13 noi phan 16n cac 16i xay ra. Hé thong tu
d6ng 1a nhitng cong cu tot nhat dé loai bo 16i
ctia con ngudi. Bang cach st dung hé théng
tuw dong, ky thuat vién co thé chuin bi mau,
theo ddi timg mau va giam nguy co mét hodc
that lac mau.

- Cho két qua nhanh hon (faster results):
v6i ty dong hoa, nhan vién c6 thé thiét lap,
thue hién va phan tich két qua cua cac xét
nghiém trong mot thoi gian ngin hon. Piéu
nay ddc biét co lién quan véi cac phong xét
nghiém phai sit 1y mot sé luong 16n xét
nghiém trong ngay va can tra két qua nhanh
hon.

- Lam giam chi phi (reduction in costs):
phong xét nghiém tu dong co6 thé 1am giam
) lugng k¥ thudt vién, lam dugc nhiéu viéc
hon, phat hién sai sot nhanh hon, tiét kiém
thoi gian va tién bac hon.

- Tang su hai long ctia nhan vién
(increased employee satisfaction): nhan vién
¢4 thé 1am viéc mot cach hiéu qua hon, cé
thoi gian danh cho phan tich dir li¢u, nghién
ctru k¥ thuat méi hodc cac phuong phép tiép
can moi.

- C6 tinh linh hoat va tinh li€én nganh
(flexibility and interdisciplinary): xu hudng
toan cau hoa doi hoi co sy hop tac ctia nhidu
co s& xét nghiém trong va ngoai nudc. Didu
nay doi hoi su trao d6i thong tin va chia sé
két qua mot cach chuan hoa.

2.3. Vai tro cia nguwoi may (robots)
trong phong xét nghi¢m 4.0

Vai trd cua ngudi may trong phong xét
nghiém 4.0 gom:

- Nguoi may gilp giam tai cong vi¢c va
t6i wu hoéa quy trinh lam viéc: hang ngan
mau duogc chuyén dén phong xét nghiém mdi
ngay can duge phan loai theo yéu cau cia xét

nghiém. Dé giai phéng cac ky thuat vién
khoi cong viéc don di¢u va nham chan nay,
ngudi may co thé gitip phan loai cac mau
mau mot cach chinh xac.

- Nguoi may tao diéu kién dam bao chat
luong xét nghiém: dé tdi wu hoéa quy trinh
1am viée, ngudi may dugc son mau trang phu
hop v6i méi trudng vo triung, duoc diéu
khién tu dong, hoat dong dam bao chét luong
xét nghiém cao.

- Bing chuyén voi cac hop van chuyén:
tinh nang dac biét cua ngudi may la co6 bd
ghi dir li¢u tich hop, khong chi giup theo doi
16 trinh véan chuyén cta timg hop mau don 1¢,
ma con luu nhiét d§ bén trong hop dé dam
bao chat lwong ctia mau.

- Nguoi may tu dong tach cidc mau mau
khong du tiéu chuan: trong qua trinh van
chuyén miu, ngudi may c6 kha ning phat
hién cac mau khong bao dam nhiét do bao
quan dé bao cho xét nghiém vién dé kip thoi
su ly.

- Nguoi may phén loai dng nghiém: ngudi
may c6 kha ning phan loai mau xét nghiém,
phat hién mau khong du tiéu chuan va sip
xép cac mau du tiéu chuan dé dua vao hé
thong phan tich.

- Nguoi may tdi vu héa quy trinh va cai
thién noi 1am viéc: nguoi may c6 thé gitp
tiét kiém thoi gian, 1am giam sai sot, don
gian héa quy trinh 1am viéc va dam bao chét
luong cao, dac bi¢t 1a trong diéu kién thiéu
hut nhan luc c6 k¥ nang.

2.4. Internet van vat y hoc IoMT
(Internet of Medical Things: 1oMT)

- Internet Van vat Y hoc (IoMT) 1a mot hé¢
sinh thai bao gém cac d6i tuong vt 1y duoc
két ndi co thé truy cap théng qua internet, sir
dung cic cam bién va thiét bi truyén dong
thong minh dé nang cao chat lugng xét
nghiém.
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- IoMT c6 kha nang s dung suc manh
cia mdy moc thong minh va phan tich thoi
gian thyc dé tan dung cac dir liéu ma may
moc cb dién tao ra trong nhiéu nam.

- IoMT la mot mang ludi céac thiét bi
thong minh duoc két ndi dé tao thanh cac hé
théng giam sat, thu thap, trao dbi va phan
tich dir li¢u xét nghi¢m.

- ToMT c6 thé giup k¥ thuét vién xac dinh
cac van dé tiém an trong két qua xét nghiém
truéc khi chung trd thanh van dé 1én, cho
phép k¥ thuat vién khic phuc su ¢d trude khi
ching gay bat tién cho bénh nhén [1].

2.5. Tinh linh hoat (flexible)

Céc phong xét nghiém c6 nhiém vu va
hoat dong khac nhau, do 1a tinh linh hoat.
Piéu nay din dén yéu cau vé sd hoa hoan
toan cuia cac phong xét nghiém. Cac bac si
cong tac trong chan doan thuong ¢ cac dia
diém khac nhau, nhung ho can phai trao doi
dr liéu mdt cach thudng xuyén va theo cach
dugc chudn hoa. Piéu nay doi hoi cac xét
nghiém & cac phong xét nghiém khac nhau
phai duoc thuc hién voi cac thiét bi phu hop,
duoc tiéu chuin hoa, dé cac két qua co thé
duoc chia sé.

2.6.  Modul
enviroment)

Céc thiét ké modul cho phép quy trinh

héa (modular work

lam viéc, thiét 1ap va quy trinh linh hoat. Ca
hé¢ thdng may moc trong phong xét nghiém
va noi thuc hién xét nghiém déu nén ty sip
xép lai noi lam vi¢c theo yéu cau. Vi vay, khi
xdy dung mét du an mai, phong xét nghiém
c6 thé duoc cdu hinh lai cho phu hop va cac
thiét bi co thé duoc sip xép lai va co thé
duogc thay d6i vi tri khi can thiét.

2.7. Cac chit liéu théng minh (smart
materials)

Vit liéu thong minh véi cac cam bién va
thiét bi truyén dong (vi du: lam mat) gitp co
thé dugc giam sat bang ky thuét sé va diéu
khién ty dong lién tuc, do d6 dam bao an
toan dugc cai thién khi c6 cac qua trinh nguy
hiém tiém an. Noi that phong xét nghiém véi
cac bé mat chuc nang, cac dung cu va thiét bi
tich hop 1am cho cac quy trinh tiéu chuan tré
nén dé dang hon, trong khi ndi that modul c6
thé dé dang duoc cdu hinh lai dé tao chudi
quy trinh mai.

2.8. Cac bé mit chirc ning (functional
surfaces)

Céc bé mit chire nang vdi cac thiét bi tich
hop nhu cén, may khudy, tim gia nhiét va
lam mét, mang dén mot bé mat lam viéc 1y
tudng. Viéc chudn bi mét gidi phap dugc
huéng dan, giam sat va ghi lai thong qua mot
giao thirc k¥ thuat sb, va dir liéu sau d6 duoc
Iwru trit trong hé théng may vi tinh phong xét
nghiém.

3. Nhitng wu diém cia Phong Xét
nghiém 4.0:

So véi cac phong xét nghiém trude day va
hién nay, phong Xét nghiém 4.0 cho két qua
chinh x4c hon, nhanh hon, gidm chi phi, tang
su hai long cia nhan vién, cé tinh linh hoat
va lién nganh va c¢6 tinh bao mat cao hon.

4. Cac van dé can xem xét khi xay dung
Phong xét nghiém 4.0

Viéc xay dung mdt phong xét nghiém 4.0
1a rat can thiét. Tuy nhién, dé xay dung mot
phong xét nghiém 4.0 doi hoi nhiéu yéu té
nhu cap nhat thiét bi khoa hoc, t6i wu hoa
cac quy trinh hién c, s6 hoa, thoi gian, cong
strc, va dic biét 1a tién cua. Cac phong xét
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nghi¢ém co6 thé dugc s6 héa & cac muc do
khac nhau.

4.1. Phong xét nghiém 4.0 1a mt phirc
hgp

- Hé théng quan 1y dir liéu sé hoa (digital
data management): vi€c st dung cac cong cu
phan mém c6 thé giup ghi chép, luu trix,
phan tich, chia s¢ va quan ly dir li€u xét
nghiém & dang sb hoa. Cac giai phap phan
mém duogc st dung trong s6 hoa 1a S6 Ghi
chép Phong xét nghiém Pién tir (Electronic
Laboratory Notebook: ELN), Hé théng Quan
Iy Thong tin Phong xét nghiém (Laboratory
Information Management System: LIMS),
Hé théng Thong tin Phong xét nghiém
(Laboratory Information System: LIS), H¢
théng Quéan 1y Dir liéu Phong xét nghiém
(Laboratory Data Management System:
LDMS), Hé¢ thong Quan Iy Tai lidu
(Document Management Systems: DMS), ...

- Hé thong tich hop dit liéu (Integration of
data): muc tiéu cua tich hop dir li¢u 1a két ndi
cac thiét bi phong xét nghiém véi mang. Sy
tich hop s6 liéu c6 thé dugc thuc hién bang
cach str dung giao di¢én lap trinh ung dung
(Application Programming Interface: API),
1a phuong thuc két ndi dir liu phong xét
nghiém vdi cac bac si va bénh nhan. S6 hoa
c6 thé gitip ngan ngira sai sot trong qua trinh
truyén dir liéu, cai thién d6 nhat quan cua dit
liéu va 1am giam thoi gian truyén dir liu.

- Hé théng tu dong hoa (automation): tir
dong hoa 1a muc do tiép theo cua sd hoa va
mang lai gia tri cao nhat cho phong xét
nghiém. Vai tro cua ty dong hoa la loai bo su
tuong tac cua con ngudi trong qua trinh xét
nghiém va cho phép kiém soét 18i & mirc rat
cao. Hi¢n nay, viéc st dung tuy dong hoa

thuong 1a tw dong hoa mot phan.

- Hé théng ngoai ty dong hoa (beyond
automation): mot khia canh khac cia tu dong
hoa 1a kha niang kiém soat chat luong, ra
quyét dinh, bao céo, phan tich va du doan xu
huéng hodc tao ra cac gia thuyét khoa hoc
voi sy tham gia cua tri tu¢ nhan tao (artificial
intelligence: AI). Tri tu¢ nhan tao lam giam
thoi gian phan tich két qua xét nghiém, giup
nhan vién danh thoi gian cho cac linh vuc
khac co gia tri 16n hon.

4.2. Nhirng thach thirc vé sir dung cac
quy trinh phi céu tric

Chién luoc duoc ap dung cong nghé 4.0
trong phong xét nghiém 1a s6 héa cac quy
trinh theo nhiéu budc. Trude tién 1a cai dat
S6 ghi chép phong xét nghiém dién tir (ELN)
cho phong xét nghiém. Cac nhan vién cin
dugc dao tao vé cac quy trinh phong thi
nghiém, dong bd hoa cac ky thuat va giao
thic. ELN giai quyét diéu ndy bang céch
cung cap mot kho luu trit dir liéu duy nhat
cic quy trinh phan tich, cic két qua xét
nghiém, cac mau va cac dit liéu bénh nhan.

4.3. Kh6 thé hién gia tri

Viéc xay dung mdt phong xét nghiém 4.0
c¢6 thé can mot khoan dau tu tai chinh déng
ké. Cac cong nghé phong xét nghiém thong
minh kho c6 thé dugc danh gia trong thoi
gian ngén. Gia tri thyc cia mot phong xét
nghiém thong minh chi ¢6 thé duoc thiy sau
khi s6 hoa hoan toan va can dugc danh gia &
nhiéu mtc do.

4.4. Y nghia phap 1y va quan ly tai sin
tri tué

Viéc s6 hoa cac quy trinh xét nghiém co
thé lam giam 15i cua con ngudi. Viéc ap
dung cac cong nghé cua cong nghiép 4.0 doi
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hoi cac nha quan 1y phat trién khung phap ly
dé dam bao phin mém c6 chét lugng cao
nhét va khang dinh gia tri khoa hoc cta cong
nghé moi bang cac nghién ctru khoa hoc va
cac bang sang ché.

4.5. Van dé vé nhan luc

Viéc trién khai cac céng nghé méi vao
quy trinh xét nghi¢m doi hdi nhan vién phai
thuong xuyén hoc tap, trau doi chuyén mén.
Mot s6 nhan vién khong mudn thay ddi thoi
quen cii, ngai hoc tap, ngai st dung cong
nghé moi, c6 nguy co mat viéc.

4.6. Su bao toan dir liéu

Khi tit ca céc thiét bi dwoc két ndi véi
internet va duoc diéu khién tir xa, can thiét
1ap hé théng bdo toan dit licu, ngén chén sy
truy cp trai phép va lay cap dir liéu.

5. Phong xét nghiém 4.0 & Viét Nam
hién nay.

Phong xét nghiém Y hoc 4.0 ¢ Viét Nam:
hién nay, nhitng cong ngh¢ cua Cong nghiép
4.0 nhu s hoa, tw dong hoa, ngudi may, ... ,
da bat dau dugc tng dung tirng phan tai mot
s6 phong xét nghiém & Ha Noi va thanh pho
HG Chi Minh.

KET LUAN

Phong Xét nghiém 4.0 la phong xét
nghiém thong minh cua ky nguyén Coéng
nghiép 4.0. Cac cbng ngh¢ cua Cong nghiép
4.0 dugc &p dung trong Phong Xét nghiém
4.0 gom: s6 hoa hoan toan, ty dong hda, hé
thdng ngudi may, internet van vat, moi
trrong lam viéc linh hoat, modul hda, ...
Nhitng vu diém cua Phong thi nghiém 4.0 1a:
chinh xac hon, nhanh hon, giam chi phi, tdng

10

su hai long cua nhan vién, cé tinh linh hoat
va lién nganh, tinh bao mat cao hon. Mot sé
diéu can can nhéc khi xay dung mot Phong
xét nghiém 4.0 la: phong thi nghiém 4.0
phuc tap, kho sur dung cho cac quy trinh phi
cau trac, kho thé hién gia tri, can tac dong
phép ly va quan ly tai san tri tug, ngai str
dung, va can duy tri tinh toan ven cua di
liéu. Phong xét nghiém 4.0 ¢ Viét Nam: mot
sb cdng nghé cua Cong nghiép 4.0 da bat dau
duoc tng dung tirng phan & Ha Noi va thanh
phd H6 Chi Minh.
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VAI TRO HO TRQ LAM SANG CUA PHONG XET NGHIEM

TOM TAT

Linh vyc chim soc suc khoe toan cau ngay
nay thay doi véi téc do dang ké. Cét 16i cua su
thay ddi trong linh vuc chiam séc sic khoe |a
muc tiéu 1y "bénh nhan 1am trung tam". Lam thé
nao dé t6i wu hoa viéc cham séc 1am sang cua
bénh nhan va cau hoi dit ra 1a hé thong phong thi
nghiém da va s& 1am gi, khi 70% cac quyét dinh
lam sang duoc dua ra dua trén két qua va phan
tich cta phong xét nghi¢m.

Véi su tién bo cua khoa hoc ky thuat noi
chung, nganh xét nghiém hoa sinh I1am sang va
ky thuat sinh hoc phan tir da giai quyét dugc
nhiéu noi  dung cdng viéc trong viéc chan doan
va diéu tri nguoi bénh

Trong linh vyc cic bénh khéng lay nhiém,
cac phong xét nghiém hda sinh 1d&m sang va sinh
hoc phan tir di gitp cac nha 1am sang vé céac
khia canh tién doan bénh, chan doan sém, chan
doan xac dinh, chan doan phan tang chi tiét dé
cac nha 1am sang dinh hudéng diéu tri. Trong quéa
trinh diéu tri cdc phong xét nghiém cung cip cac
thong tin dé theo ddi, tién luong va danh gia két
qua diéu trj.

SUMMARY
THE LABORATORY ROLE IN
CLINICAL SUPPORT
Nowadays global healthcare is changing
rapidly. The core of the change is “patient

*Hgi Hoa sinh Y hoc Viét Nam

Chiu trach nhiém chinh: Hoang Thi Bich Ngoc
Email: hoangbichngoc.hs@gmail.com

Ngay nhan bai: 15.10.2020

Ngay phan bién khoa hoc: 20.10.2020

Ngay duyét bai: 25.10.2020

Hoang Thi Bich Ngoc*

centricity”. How to optimize the clinical care for
the patient? And the question is what the
laboratory system did and will do while 70%
clinical decisions are based on the laboratory
analysis and results.

With the innovation of the general science
and technology, the clinical biochemistry and
molecular biology technology have solved many
tasks in patient diagnostics and treatment.

To the non-infectious diseases, the
laboratories of clinical biochemistry and
molecular biology help the clinicians with
prognosis, early detection, determined diagnosis,
stratification diagnosis to the right treatment
direction. During the treatment, the laboratories
provide the further information to monitor,
prognosis and evaluate the treatment outcome.

I. DAT VAN DE

Linh vuc cham soc stc khoe trén toan cau
n6i chung thay doi lién tuc do tinh hinh dich
t& bénh, do dan sé gia di, do bénh ly man
tinh gia tang, do ky vong cua bénh nhan vai
dich vu cham soc stc khoe ngay cang cao,
do xu hudng phong bénh dugc néng cao, do
su bung nd caa cdng nghé thdng tin (Vi du
nhu ¢ Viét Nam, thong tu 46/2018/TT-BYT
cia BYT Viét Nam vé quy dinh vé ho so
bénh an dién tor tir ngay 1/3/2019) va cudi
cung 1a &p luc thit chat chi phi. Cot I8i cua
nhitng thay d6i do 1a lay bénh nhan lam
trung tam. Muc tiéu cua nganh y té toan cau
noi chung va Viét Nam noi riéng la lam sao
t6i dé wu hoa viéc chim soc 1am sang cho
bénh nhan. Vay cau hoi dat ra 1a hé théng xét
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nghiém gitt vai trd nhu thé nao trong st
ménh nay?

Thuc té trong nghién ctu khao sat hon
72000 bénh nhan, cho thay nhin chung 35%
téng s6 bénh nhan thuc hién it nhat mot xét
nghiém, dac biét 1a bénh nhan noi trd, 98%
can phai thuc hién xét nghiém. Vi vay, dé dat
muc tiéu t6i vu hoa cham soc cho bénh nhan,
bén canh l1am sang, phai ké dén 1a vai tro
then chét caa xét nghiém trong viéc hd tro
tam soat, chan doan, va theo doi diéu tri cho
bénh nhan. IFCC Task Force 2015 ciing da
dua ra nhan dinh rang: Tam nhin tuong lai
cua y hoc xét nghiém nham ti wu hoa hd tro
cham soc bénh nhan, tang cuong Sy an toan
trong cham soc va cai thién hiéu qua diéu trj.
Vi vay khong thé tach roi vai tro thiét yéu
cua hé théng xét nghiém trong cham séc 1am
sang. Hon hét, chung ta déu biét rang, 70%
quyét dinh cua 1am sang dua vao két qua va
phén tich caa phong xét nghiém (XN). Chinh
Vi vy, dé thuc hién tét nhat viéc téi wu hoa
cham soc bénh nhéan, hé théng phong XN
phai d¢am bao cac két qua xét nghiém phai
that chinh xac va cé su két ni chit ché voi
I&am sang.

Phong XN da hé trg 1am sang dugc nhiing
gi? (Trong nodi dung bai nay tdi chi xin dé
cap gioi han dén vai trd caa céc xét nghiém
héa sinh va sinh hoc phan tr doi véi cac
bénh khong lay nhiém.)

Déi voi cac bénh khéng lay nhiém cac
xét nghiém hoa sinh va sinh hoc phan tt co
thé dong gdp vao viéc dy béo bénh ly, chan
doan sém, chan doan xac dinh, chan doan
phan tang dudi nhom. ..

Il. VE HO TRO DU BAO BENH LY
Mot sé xét nghiém hda sinh cé thé hd trg

12

cho viéc du bao bénh 1y nhu bénh ung thu da
day, bénh tim mach...

2.1.Ung thw da day

Ung thu da day la mét trong nhirtng ung
thu thudng gap trén thé gisi va tai Viét Nam.
Theo GLOBOCAN 2018, tai Viét Nam, ti Ié
mac va tir vong do ung thu da day ding hang
thir 4. Cac yéu t6 nguy co cua K da day: H.
Pylori, thudc 14 va ruou, ché do an (man, dd
chién nuéng, khdng rau va trai cay, thiéu
vitamin A,C), viém da day man thé teo, di
truyén

Viém teo da day (atrophic gastritis) va
chuyén san rudt (intestinal metaplasia) la céc
ton thuong tién ung thu (precancerous
lesions) cua K da day,

Sy giam muc do pepsinogen | (PGI) huyét
thanh va ty 1& PGI/PGII c6 thé duogc sir dung
dé danh gia nguy co va phat hién sém viém
teo va ung thu da day. Két hop giira chan
doan H.Pylori va xét nghiém PGI, ti I¢
PGI/PGII gitp danh gia rat tot nguy co mac
ung thu da day.

2.2 Bénh tim mach

Theo thdng ké cua té chuc y té thé gioi
nam 2015, trén toan cau c6 422.7 triéu
ngudi mic bénh tim mach (CVD), 17.7
truong hop tr vong do CVD/nim, chiém
31% tong tir vong do moi nguyén nhan trén
toan cau. Tuy nhién, 80% bénh ly tim mach
c6 thé phong ngira duoc bang cach kiém soat
yéu té nguy co. Vi vay, viéc danh gia som
nguy co bénh tim mach cua cac ca thé la rat
quan trong.

D6i v6i nhiing ca thé co nguy co tim
mach cao nhu tién st gia dinh mac bénh ly
tim mach, ting lipid méu cé tinh chat gia
dinh hay tién st tang huyét ap (THA), dai
thio duong (PTD, rdi loan lipid méu
(RLLM), hién tai c6 nhiéu cong cu khéc
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nhau nhim danh gia cac bién cb tim mach
hay tr vong trong 10 nam . Tuy nhién van
chua c6 mot chi s6 nao dic hiéu dé danh gia
bién c6 lién quan dén co tim . Hién tai dd co
mot sb thang diém sau ddy: (1) Framingham
2008 — Tudi, giéi, tién st hat thudc,
Cholesterol toan phan, HDL, huyét 4p tam
thu, DTD, didu tri THA. (2) SCORE,
ACC/AHA — Panh gia dua trén nhiéu yéu t6
tuong tu (3) Lipid profile — Cholesterol,
HDL, LDL.(4) hsCRP — High-sensitive C-
Reactive (5) hsTnl

hsTnl duogc coi la cong cu méi du doan
nguy co bénh ly, bién cé tim mach twong
lai. P c6 mot s6 cdng trinh nghién cau
ching minh hiéu qua cuaa hsTnl trong phan
tang nguy co bién cb tim mach trong tuong
lai v6i hon 130,000 ddi twong nghién cuu,
dugc theo dbi dai han trong nhiéu nim,
Nhiéu két qua nghién ctu tin cay méi cong
bd nam 2018, 2019 cho thdy hsTnl c6 thé
trg thanh marker gidp du doan bién c6 tim
Mach trong twong lai vi:

- hsTnl dac hiéu cho tim hon nhitng cong
cu truyén thdng: 1a marker dic hiéu tiét ra tir
té bao co tim khi stress,

- hsTnl c6 thé do dugc trén dan sé hoan
toan khéng co triéu chirng vi hsTnl do duogc
ngudng Troponin chinh xac & nong do rat
thap trén nhimg ngudi binh thuong vi thé nd
la cbng cu phan tang nguy co.

- Mait khac, hsTnl giGp phong cap cau
loai trir chinh xé&c nhdi mau co tim (NMCT)
ngay tai thoi diém nhap vién chi véi 1 1an xét
nghiém: (Loai trr & ngudng phat hi¢n 2
pg/ml véi Gid tri tién doan am 1én téi: 100%.
Loai trir & ngudng cat 1am sang 5 pg/ml voi
Gia tri tién doan am: 99.6%

lll. VE CHAN DOAN SGM

Ung thw gan (HCC). Ty 1é mic HCC ¢
Viét nam rat cao so véi khu vuc va thé gigi.
bé phét hién sém ung thu gan, hién tai co
nhiéu khuyén cdo thuc hién cac xét nghiém
nhu sau: (1) Hiép hoi Nghién ctru bénh Gan
Hoa ky - American Association for the Study
of Liver Diseases (AASLD): siéu am (6
thang); (2)- Hiép hoi Nghién ctru bénh Gan
chau Au - European Association for the
Study of the Liver (EASL): Siéu am (6
thang); (3) Mang ludi ung thu toan dién qudc
gia - National Comprehensive Cancer
Network (NCCN): siéu am + AFP (6-12
thang); (4) Hiép hoi Nghién citu Gan Chau
A Thai Binh Duong - Asian Pacific
Association for the Study of the
Liver (APASL): Siéu am + AFP + DCP (6
thdng hodc thuong xuyén hon); (5) Hiép hoi
gan mat Nhat Ban - Japan Society of
Hepatology (JSH) : Siéu am + AFP, AFP-L3,
DCP (3-6 thang)

DCP (Des-gamma carboxyprothrombin)
tén goi khac la protein induced by vitamin K
absence/antagonist-11 (PIVKA-II), la mot
protein déng mau bét thuong, prothrombin.
Binh thuong, tién chat cia prothrombin s@
trai qua qua trinh (thém mot nhém
carboxylic acid) boi  gamma-glutamyl
carboxylase tai gan trudc khi di vao huyét
tuong. DCP/PIVKA-II ¢6 thé xay ra ¢ nguoi
thiéu vitamin K (do suy dinh dudng hoic rdi
loan tiéu héa) va dung waffarin hoic céac
dugc pham khac wtc ché hoat dong cua
vitamin K. PIVKA-II duoc xem la mot
marker chan doan ung thu té bao gan Vi
Nong d6 PIVKA-II gia ting déng ké trong

13
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HCC (theo Liebeman, H.A.et al. Nong do
PIVKA-II c6 gia tri doc lap véi nong do
AFP, (PIVKA-II khéng c¢6 mdi twong quan
v6i AFP), nong d6 PIVKA-II thay d6i theo
kich thudc khéi u.

Két hop AFP+ PIVKA II cai thién do
chinh xéc chan doan véi AUROC lén dén
0,902, dac biét phan biét ¢ bénh nhan xo
gan. AFP va PIVKA-II h trg chan doan sém
va tién luong xam lan vi mach mau trong
HCC.

* PIVKA-II véi d9 nhay 77%, dac hi¢u
82% trong chan doan sém HCC (ngudng cat
42 mAU/mL)

* PIVKA-II >90 mAU/mL 4 yéu t} tién
luong doc 1ap cho xam l4n vi mach mau

* PIVKA-II két hop AFP gitp tang do
nhay (70% 1én 87%), va do dac hiéu (63%
1én 90%) trong chan xam l4n vi mach mau.

AFP-L3 la mot dong dang (Isoform) cua
AFP. Co6 ba dang AFP dugc phan bi¢t boi
muc do fucosyl hoa (fucosylation) ciia chudi
duong gin véi N-acetylglucosamine. Céc
dang nay co6 kha ning gin vao Lens culinaris
agglutinin (LCA) véi céc ai luc khac nhau.
AFP-L1 1a loai khong gan LCA, 1 dang chii
yéu dugc thay & nhimg nguoi bi bénh gan
lanh tinh nhu viém gan B man hoac xo gan
AFP-L2 1a c6 kha ning gin LCA véi ai luc
vira va 1a dang chu yéu duoc san xuit boi cac
khdi u tii nodn hoang. AFP-L3 dugc san
xuat boi cac té bao gan ac tinh, gan vao LCA
véi 4i luc cao va 1a dang chu yéu duoc thiy &
cac bénh nhan bi HCC. AFP-L3 dugc ghi
nhan la ti 1€ phén tram cua AFP-L3 so vdi
téng muc AFP. Gia trj cit cia AFP-L3 duoc
xac dinh 1a 10% thi xét nghiém c6 do nhay
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56% va do dac hi¢u 90% trong phat hién
HCC. Nguoi co6 gia tri AFP-L3 cao hon 10%
thi taing gip 7 lan nguy co xuit hién HCC
trong vong 21 thang. Ké hop AFP va
PIVKAII

GALAD 1la mdt md hinh toan théng ké
dugc st dung dé danh gia sy cd6 mat cua
HCC. GALAD duoc tinh toan dua trén 5
thong s6, gdbm ba dau 4n khéi u AFP, AFP-
L3 va DCP cong thém vai gidi tinh (Gender)
va tudi (Age), stt dung phuong trinh: Z = -
10,08 + 0,09 x Tudi + 1,67 x Giéi tinh +
2,34 logio (AFP) + 0,04 x AFP-L3 + 1,33 x
logio (DCP),

O day gioi tinh nam = 1 va gidi tinh nit =
0. Liy s6 mii (exponential) cua yéu t6 du bao
tuyén tinh (Z), du doan HCC Pr(HCC) &
bénh nhan (xép tir 0 dén 1) duoc danh gia
bang phuong trinh: Pr (HCC) = exp (2)/(1
+exp [Z]).

Khi stt dung GALAD, cac nghién ctru &
Anh Quéc, Nhat, Puc déu cho théy gia tri
duong cong ROC ctia GALAD cao hon mdt
cach co ¥ nghia so voi cia cac ddu 4n AFP,
AFP-L3 va DCP trong HCC n6i chung

Sinh thiét 16ng ( Liquid biopsy)

Sinh thiét 1ong 1a mot xét nghiém it xam
lan c6 thé mg dung lam dau 4n sinh hoc va
tién luong trong HCC 1a céc té bao khdi u
lwu hanh (CTCs), (ctDNA), do cac té bao
khdi u tiét ra luu hanh trong mau, céac
miRNA, mRNA phién ma nguoc cho
Telomerase (hTERT-mRNA).

CTCs va ct DNA 1a nhimng yéu té can
thiét va duogc nhiéu nguoi cho 1a nén tang
cta sinh thiét 1ong. Cac phan tir nay duoc
giai phong tir cac té bao HCC. Chung chira
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cac khiém khuyét di truyén gidng voi cac té
bao khéi u ban dau, chung dugc coi la “hat
gidng” cua khdi u va c6 thé dan dén mot dot
di can méi gay tr vong.

Cac microRNA (miRNA),

Céac microRNA (miRNA),la RNA nho,
khong ma hoa, tham gia va diéu hoa sy phat
trién va tién trién cia HCC. Ngudi ta da dinh
danh dugc cac mi RNA va xac dinh sy ting
giam biéu hién cta chung lién quan dén su
tang sinh, apoptosis, xam lan, di can, chuyén
tiép biéu mo-trung mé (EMT), hinh thanh
mach, khang thubc va tién trién cua HCC.
Ngoai ra, mot s6 miRNA ciing c6 thé 1a dau
hiéu chan doan va dy doan tiém ning trong
HCC. Mot sé6 miRNA ciing c6 thé 1a dau
hiéu chan doan va du doan tiém ning trong
HCC.

Mot s6 miRNA trong tuan hoan cé lién
quan dén viém nodi mach va kich hoat tiéu
cau, dugc coi nhu biomarker chan doan tim
mach, dac bi¢t 1a dong mach vanh nhu
miRNA 126, miRNA 122, miRNA 223. Sy
giam miRNA 122,126 trong mau xuat hién
2-3 ngay trude nhdi mau co tim va dot quy

hTERT- mRNA (RNA théng tin phién
ma nguoc cho Telomerase)

Telomerase 1la mdt enzyme phién ma
nguoc mang phan tr RNA cua chinh n6 (vi
du, voi trinh ty 3'-CCCAAUCCC-5' dugce st
dung lam khuén khi né kéo dai telomere.
Telomerase hoat dong trong cac giao tir va
hau hét cac té bao ung thu, nhung binh
thuong khong c6 hodc & mic do rat thap.
hTERT mRNA nhu mot chét chi diém khéi u
tiém ning cho té bao gan. Bang k¥ thuat RT.
PCR, nghién curu cua El-Mazny va cong su

(2014), véi gia tri cat 1a (>144 copy/ml), xét
nghiém hTERT mRNA cao hon diém gi6i
han (> 144 ban sao/ml) & 27 bénh nhan HCC
véi do nhay 77,14% va dg dac hi¢u 1a 100%
va véi gia tri dy doan duong tinh (PPV) Ia
100% va gid tri du doan am tinh (NPV)
65,2%, trong khi AFP cao hon ngudng gidi
han (> 50 ng/ml) ¢ 23 bénh nhan HCC véi
do nhay 65,71% va do dac hiéu 1a 96% va
vai PPV 1a 96,3% va NPV la 53,8%. Nghién
cru ciing cho thdy mdi twong quan cé y
nghia thong ké gitta kich thudc cua khéi u
v6i AFP va hTERT ¢ bénh nhan HCC nhung
6 rét hon voi hTERT. Nhu vay hTERT
mRNA trong huyét thanh nhay va dic hiéu
hon AFP trong vi¢c phat hi¢én sém HCC va
muc do cua nd twong quan voi kich thude
ctia khoi u.

IV. VE CHAN POAN XAC PINH VA PHAN
NHOM.

Trong cac bénh 1y khéi u cac xét nghiém
vé hinh thai hoc: X quang, MRI, CT scan,
Pet CT, xa hinh xuong, cac xét nghiém mo
hoc, hda md mién dich cac xét nghiém vé
hoa sinh: cac dau an sinh hoc gifip viéc chan
doan xac dinh. Thi du trong ung thu phoi
chang han, cac dau an ung thu CEA:
Carcino Embryonic Antigen, CYFRA 21.1:
Cytokeratin-19 Fragments, SCC: Squamous
Cell  Carcinoma  Antigen,  ProGRP:
Prograstin Releasing Peptide, NSE: Neuron
Specific Enolase. Trong d6 CYFRA 21.1 va
ProGRP di c6 thé tach biét dugc ung thu
phdi té bao nho va khong té bao nho. Tuy
nhién dé viéc diéu tri c6 hiéu qua véi bién
phap dung thudc chdng dich thi can phai tach
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biét cu thé hon nita. Céc xét nghiém sinh hoc
phan tir tim cac loai dot bién dé huéng t6i
cach diéu tri chinh xac, thich hop hon phu
hop véi xu hudng phat trién cta y hoc 1a tién
t6i diéu tri ca thé hoa va diéu tri chinh xac.
Vi du véi ung thu té bao tuyén khong vay co
dot bién EGFR (+) va v6i k¥ thuat hoa mo
mién dich véi tést ALK (+) thi giai doan
som diéu trji Gefinitib va Erlotinib c6 hiéu
qua. Nhung néu EGFR (-) test ALK (-) thi
budc phai diéu tri hoa chat (Chemotherapy)

V. VE THEO DOI PIEU TRl DAT TOI LIEU
PHAP DIEU TR| CHINH XAC

Trong qué trinh diéu tri ung thu cing voi
viéc theo doi cac tdc dung khong mong
mudn cua cic thude chdng dich, can theo doi
va phat hién hién tugng khang thudc do céc
té bao ung thu thém cac dot bién mdi nhu
dot bién ROS1, dot bién RET va cac dot bién
thir cap cua cia EGFR, dot bién thtr cép cia
ALK hodc phat hién cac oncogen médi. Céc
xét nghiém sinh hoc phan tir giup giai quét
cac van d& nay. Bién phap cudi cung hién
nay 1a liéu phap mién dich

Liéu phap mién dich I3 liéu phap mang
tinh dot pha hién nay, gidi phong “su kim
ham” hé mién dich va gitip té bao cua co thé
(cac lympho T) nhan ra va tin cong céac té
bao ung thu. Cac loai thubc mién dich chu
yéu hién nay 1a khang thé don dong, chat tic
ché diém kiém soat mién dich va vacin ung
thu.Diéu tri theo co ché dung chat Gc ché
diém kiém soat mién dich PD-1 va PDL-1

Protein 1ap trinh chét té bao 1, (PD-1), 1a
mot loai protein trén bé mat té bao lymphoT
¢6 vai tro diéu chinh phan tng ciia hé thong
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mién dich ddi voi cac té bao cua co thé
ngudi, nhung nd ciing cé thé ngin hé théng
mién dich tiéu diét té bao ung thu. Khi PD-1
ctia t& bao T lympho lién két véi protein lap
trinh chét cua té bao ung thu PDL-1 cua té
bao ung thu thi lymphoT khong nhan dién va
tan coéng ung thu. Mot sé khang thé don
dong (anti PD-1) trc ché PD1 giup nhén dién
ung thu nhu 1a té bao la dé tdn cong.
Pembrolizumab phong bé thu thé PD-1 trén
té bao ngan can gin két giita PD-L1 cia té
bao ung thu va PD-1 trén lympho T, dap tng
mién dich hoat dong té bao ung thu s& bj tiéu
diét béng coa ché mién dich.

Trong qué trinh diéu tri cdc bénh mach
vanh thuong ding cac thudc chdng dong
mau, thi du Waffarin dwoc st dung rong rai,
thudc nay c6 cira sd rat hep Tai My trong
hon 2 triéu bénh nhan dung Waffarin don
doc 1an dau tién, c6 khoang 20% trong sd d6
phai nhap vién trong 6 thang dau vi chay
méau. Waffarin dugc chuyén hoa boi
CYP2P9. O nhiing ngudi co bién thé da hinh
gen CYP2P9*2 va CYP2P9*3 chuyén hoa
Waffarin kém gay su (r dong trong co thé va
hau qua 1a chay mau. Co ché tic dung cia
Waffarin 1a 1am giam tong hop Vitamin K
thong qua viéc e ché enzyme Vitamin K
epoxid reductase (VKORC1). Bénh nhan nao
c¢6 su bién d6i gen VKORCI can dung liéu
Waffarin gidm 25%.

VI. KET LUAN

70% quyét dinh 1am sang dwa vao két qua
xét nghiém, Xét nghiém giup du bao bénh,
chan doan sém, chan doan xac dinh, chan
doan phan tang, theo ddi diéu tri xac dinh
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céc dién bién co thé xay ra cap thoi.

Nang cao chit luong xét nghiém lam chd
dua chic chin cho cac nhan dinh cta cic nha
I&m sang.

Trong thoi dai cong nghé 4.0 véi Tri tu¢
Nhan tao (Artificical Intelligence: Al), véc
phan tich cac dir liéu y hoc 16n (medical big
data) Phong xét nghiém s& c6 diéu kién hd
trg quan 1y stc khoe cong dong tot hon véi
tiéu chi hop nhat cho moi diéu tét dep hon
(UNIVANTS of healthcare excellence )
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SANG LOC, PHAT HIEN SOM VA CHAN POAN UNG THU GAN

TOM TAT

Trong nhitng niam gin day, nhiéu chi diu méi
da duoc coéng bd, nham sang loc, phét hién som
va chan doan ung thu té bao gan, gép phan nang
cao hiéu qua diéu tri, kéo dai thoi gian sbng cua
bénh nhan. AFP huyét thanh c6 gié tri va sir dung
nhiéu nhat, két hop dinh lugng AFP véi chan
doan hinh anh c6 thé sang loc, phat hién sém ung
thu gan ¢ nhitng nhém nguy co cao. Cac chi du
AFP-L3, DCP, GPC-3 ¢6 nhidu gi4 tri. Sinh thiét
long dung k¥ thuat phan tar xét nghiém té bao
ung thu luu hanh, ADN, acid nucleic do té bao
ung thu tiét ra, lvu hanh trong mau hta hen
nhiéu trong phéat hién sém va chan doan ung thu
gan.

SUMMARY

SCREENING, EARLY DETECTION
AND DIAGNOSIS OF LIVER CANCER

In recent years, many new tumor markers
have been published in the effort of screening,
early detection and diagnosis of liver cancer,
contributing to the improvement of the treatment
and longer survivals of the patients. The AFP in
serum proved to be the most valuable and widely
used, the combination of determination of AFP
and imaging might screen and early detect
hepatoma in high risk groups. Besides, AFP-L3,
DCP and GPC-3 have high value. Liquid biopsy
using  molecular  techniques  for  the
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determinations of circulating tumor cells, DNA
and nucleic acids secreted by tumor cells in
blood has good promise in the early detection
and diagnosis of liver cancer.

I. DAT VAN BE

Ung thu gan gdom ung thu té bao gan
(hepatocellular carcinoma, hepatom) chiém
trén 90%,va ung thu duong mat trong gan
(cholangiocarcinoma, cholangiom) chi chiém
5-7%. Ung thu gan la mot trong céc loai ung
thu phd bién trén thé gisi va ¢ Viét Nam
(dung tht ba vé ty 18 mac bénh, sau ung thu
phdi, da day). Theo Hoi ung thu Hoa Ky
(ACS),khi chan doan som, ty Ié sbng thém
trén 5 nam la trén 50% toi trén 70%. Tur thé
ky 21, trén thé gidi da co nhiéu thanh cong
trong phat hién som,chan doan ung thu gan
ngay tir giai doan dau, khién cho ty I¢ séng
thém tang rd rét, cO nhitng truong hop khoi.

Il. SANG LQC VA PHAT HIEN SOM UNG THU
GAN

Céc tiéu chuan cua xét nghiém sang loc :
do nhay va do dac hiéu cao, dé thuc hién,chi
phi hop ly. Sang loc ung thu gan tién hanh &
nhitng nhém nguy co cao: xo gan do rugu,
x0 gan do viém gan B, C, xo gan do mat,
bénh nhiém thiét huyét 6.

Sang loc ung thu gan dya trén dinh lugng
AFP trong mau va siéu am gan. Nam 2003,
Hoi Tiéu héa Anh (BRSGE) da dua ra
Hudéng dan sang loc ung thu gan cho nhitng
nhom c6 nguy co cao bang cach dinh lwong
AFP huyét thanh va siéu &m bung 6 thang
maot 1an. Nam 2009, Thuong dinh ung thu A
chau (AOS) di dong thuan vé viéc dinh
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luong AFP trong méau va siéu am gan 3-6
thang mot 1an cho tat ca cac bénh nan xo gan
.nhat 13 xo gan do viém gan B dé sang loc
ung thu gan. Hoi ung thu Au chau (ESMO)
(2009), Mang ludi ung thu qudc gia Hoa Ky
(NCCN) (2010) ciing khuyén céo nhu vay.
Nam 2010, Vién Han Iam Hoéa sinh 1am sang
qudc gia Hoa Ky (NACB) d3 dua ra khuyén
cao sang loc ung thu gan & nhirng nhém
nguy co cao, nhat 1a xo gan do viém gan B
va C: dinh lugng AFP trong mau va siéu am
bung 6 thang mot lan. Néu AFP > 20 ng/mll
va tang 1én thi phai theo ddi tiép, ngay ca khi
két qua siéu am binh thuong.

Da sb tac gia déu cho ring c6 thé phat
hién sém ung thu gan khi dinh lugng AFP
trong mau két hop siéu &m gan. Néu khdng
chac vé két qua siéu am thi chup cat 16p vi
tinh (CT), hoac cong huong-te (MRI). MRI
nhay hon siéu 4m nhiéu (gan 90% so véi gan
30%). Nhung MRI kho phd bién vi chi phi
va trang bi.

Nam 2010, Vién Han lam Hoéa sinh 1am
sang quéc gia Hoa Ky dua ra khuyén céo
phat hi¢n sém ung thu gan ¢ nhitng nhém
nguy co cao: Néu AFP bat thudng va siéu am
thidy nhan nho hon lcm, can theo ddi, xét
nghiém lai mdi dot 3 thang. Khi nhan 1-2cm
trén gan xo, phai theo ddi bang chup CT va
MRI. Néu nhan c6 hinh thai ung thu thi diéu
tri nhu mot ung thu gan du c6 sinh thiét hay
khong. Néu nhan trén 2 cm vai hinh thai ung
thu, AFP > 200 ng/ml, thi diéu tri ma khong
can sinh thiét. Hoi gan mat Nhat (JSH) da
dua ra Hudng dan chan doan 1am sang ung
thu gan dua trén cac cong trinh nghién cau
cua Kudo va Okanoue (2007), Makuuchi va
cong su (2008). Theo do, dé chan doan sém
ung thu gan & ngudi nguy co cao, can 1am
siéu &m bung va dinh luong ba chi diu: AFP,
AFP-L3, va DCP (Des- y-carboxy-

prothrombin), tir 3 - 6 thang mot l1an. Khi can
sé chup CT hodc MRI. Pote N, Cauchy F va
CS & Phap (2015) cho rang: dua trén chan
doan hinh anh, AFP, AFP-L3, DCP thi phat
hién sém dugc ung thu gan, va DCP (véi tri
sb cat 42ng/ml) co d6 nhay cao 77%, do dic
hiéu cao 82%. Best J va CS ¢ Berlin (brc,
2016) nghién cau trén 6000 bénh nhan cho
thiy: dung toan d6 GALAD (gom AFP,
AFP-L3, DCP, gigi tinh, tudi) dé phat hién
som hepatom, dat d6 nhay 85,6%, do dac
hi¢u 93,3, rat cao, AUC > 0,9. Nam 2019,
Partha Pratim Bose va CS & An Do néu rd:
dé chan doan som ung thu gan, 1am cac xét
nghiém AFP-L3, DCP va siéu am gan phat
hién nhan u,theo dbi timg dot 6 thang, néu
nhan tang kich thudc hoac kich thudc khdng
doi thi chup CT hay MRI.

AFP c6 3 glycoform do géin lectin: AFP-
L1 (khéng gan), AFP-L2 (gan yéu), AFP-L3
(gan manh). Chi c6 AFP-L3 ngudn géc tir té
bao ung thu 1a tang dac hi¢u trong hepatom.
Nam 1993, Taketa va CS dua ra ky thuat dién
di & lyc lectin dé xét nghiém AFP gan lectin
chan doan ung thu gan. Shiraki va CS
(1995),Yamashita va CS (1996) déu cho rang
AFP-L3 c6 thé chan doan sém ung thu gan.
Xét nghiém nay dung nhiéu ¢ Nhat. Theo
Marrero JA va CS (2009), AFP-L3 dac hiéu
92% & bat cir giai doan ndo cua hepatom,
nhung d6 nhay chi 37%, khi AFP < 20 ng/ml
thi khéng phét hién dugc AFP-L3. Do d6, da
cO xét nghiém hs-AFP-L3 nhay hon nhiéu,
khi nhan u chi dudi 2 cm, da c6 d6 nhay
63,5%, d6 dac hiéu 81,1%.

DCP (Des-gamma-carboxy-prothrombin)
hay PIVKA Il (Prothrombin induced by
vitamin K absence I1) 1a 1 prothrombin bét
thuong. Trong quéa trinh ung thu héa cua té
bao gan, hé théng carboxylase phu thudc
prothrmbin bi hu hai nén khong lam duoc
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nhiém wvu carboxy-hda,din dén san xuat
DCP, va DCP mat chirc nang prothrombin,
gay ra ung thu. Liebman va CS la nhiing
nguoi dau tién dua ra xét nghiém DCP chan
doan sém hepatom nam 1984. DCP nhdy va
dac hiéu hon AFP trong phat hién sém ung
thu gan tién phat,phan biét rd ung thu vdi
cac bénh gan man tinh. Két hop xét nghiém
DCP vé6i AFP tang do nhay I8n t6i 74,2%, do
dic hiéu toi 87,2%. Trong hepatom, nong do
trung binh ciaa DCP 1a 900ng/ml. Mét sé it di
can ung thu gan c6 DCP < 300ng/ml.

GPC-3(GLYPICAN-3) thugc ho glypican,
khong thdy & mo binh thuong va bénh gan
khong ung thu, nhung thé hién rd trong mo
ung thu nhét 13 ung thu do HCV. Poan NH2
ciia GPC-3, do Hippo Y va cong su tim thay
trong mau nam 2004. Do 1a 1 heparan sulfat
proteoglycan, c6 thé phat hién sém ung thu
gan tir nguoi bi xo gan, nhdy hon AFP.Khi
chan doan sém, do nhay 55,1%, dic hiéu
97% (Tahon AM va CS, 2019). Két hop véi
AFP cang tang d¢ nhay trong chan doan sém
(Jia X va CS, 2014; Sun B va CS, 2017).

Viéc sang loc va phat hién sém ung thu
gan da c6 nhiing két qua cu thé. Mc Mahon
va cong su bao cao gia tri cua viéc sang loc
ung thu gan ¢ nhitng nguoi ban xi Alaska bi
viém gan B vai 2230 truong hop (2000).
Yuen va cong su & Hong Kong ciing néu rd
gia tri cua sang loc ung thu gan: tiét kiém chi
phi, ting thoi gian séng lén 35% (2000,
2003). Sangiovanni va cong sy ¢ Y ciing
thiy rd thoi gian séng ting 1én & nhiing
nguoi bi ung thu gan da dwoc sang loc dé
chan doan (2004). Zhang va cong su & Hong
Kong (2004), Lin va cong su (2004),
Thompson va cong su (2007) & My déu danh
gid cao vai tro cua sang loc ung thu gan &
nhitng ngudi c6 nguy co.

20

|. CHAN POAN UNG THU GAN

Chan doan ung thu gan dua trén céc chi
ddu ung thu va chin doan hinh anh. Xét
nghiém té bao 1a khing dinh. Hién nay,
ngoai sinh thiét 13y té bao & md, mai cé sinh
thiét long (liquid biopsy). Sinh thiét long
dung ky thuat sinh hoc phan tir xét nghiém
acid nucleic luu hanh trong mau (cell-free
nucleic acids, cfNAs), ADN luu hanh
(circulating DNA, ctDNA), té bao u luu hanh
(circulating tumor cells, CTCs). Céc k¥ thuat
hinh anh bao gom: siéu am, siéu am doi
quang tang cuong (contrast enhanced
ultrasound, CEUS); chup cat Iép vi tinh
(computer tomography, CT), CT dbi quang
dong tang cuong (dynamic contrast enhanced
CT); cong huong- tr (MRI), MRI ting
cuong; PET (Positron emission tomography).

1.AFP. AFP dtng dau bang trong cac chi
dau ung thu gan, dugc thira nhan va dung
phd bién nhat. AFP trong mau ngudi binh
thuong la: 0-10 ng/ml. Trevisani F va CS ¢
Italia (2001) bao co: néu AFP trong khoang
200-400 ng/ml, d6 1a ung thu gan véi do dac
hiéu 99,4%. Hoi nghién ctu gan Au chau
(EASL) (2001) dua ra Huéng dan: AFP >
400 ng/ml va nghi ¢6 1 nhan u,két luan 1a
hepatom. Nam 2001, Hoi nghién ctu bénh
gan Hoa Ky (AASLD), Hoi gan mat Nhat
ban (JSH) déu cho rang: AFP > 200 ng/ml va
nghi c6 nhan u: ung thu gan. Nam 2009,
Thuong dinh Ung thu A chau ddng thuan:
khi AFP > 400 ng/ml, va chup CT hoac MRI
thay hinh anh nhan u khdng ké kich c@, chan
doan ung thu gan ma khong can sinh thiét.
Nam 2010, Vién Han l1am Hoa sinh l1am sang
qudc gia Hoa Ky da khuyén céo: chan doan
ung thu gan khi AFP > 200ng/ml. Nhin
chung, khi AFP > 200ng/ml, chan doan ung
thu té bao gan.
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Chu y : AFP huyét thanh ciing ting trong
cac truong hop: thai nghén binh thuong, phu
nit c6 thai di tat (khuyét tat dng than kinh, vo
nédo,spina bifida), viém gan giai doan hoi
phuc, ung thu té bao mam nhu ung thu tinh
hoan, mot s trudng hop viém gan man tinh,
xo gan do ruou, mot sb ung thu da day,
duong mat,tuy. Phu nit ¢6 thai tir tudi thai
(tuan 1 sau ky kinh cudi cung) thtr 14 — 21
tré di c6 nong d6 AFP ting dan,tr 7-54,5
ng/ml (tuan tha 14) 1én 18-85 ng/ml (tuan
thtr 16), 28-123 ng/ml (tha 18), 20-155,7
ng/ml (the 19), 30,5-183,5 (tha 21), roi
ngung tang. 20-40% truong hop xo gan,viém
gan c6 AFP > 10ng/ml. Nhung AFP chi ting
nhe, nhat thoi. Chi ting cao trong ung thu
tinh hoan, khéng qua 200 ng/ml.

2. GPC-3. Gen GPC-3 m4 hoa thanh phan
3 cua ho glypican, dugc Hsu HC va CS néu
lén nam 1997. Né ting cao trong 75% mau
mo ung thu gan ,trong khi chi c6 trong 3,2%
gan lanh. Nam 2004, Capurro M va CS phat
hién nong do GPC-3 ting cao trong huyét
thanh nguoi ung thu gan voi dd nhay 88%
(cao hon AFP,chi c6 55%) ngay ca khi u nho
hon 3cm, dac hi¢u trén 90%, khong tang
trong mau nguoi binh thuong va viém gan
cap.Xét nghiém déng thoi GPC-3 va AFP thi
d6 nhay cang cao. Tri s6 cit cua GPC-3
trong huyét thanh 1a 2 ng/ml (Hippo Y va
CS, 2004). Dé chan doan ung thu gan, xét
nghiém GPC-3 trong mau va & mo u.

3. TRANSFORMING GROWTH
FACTOR B1 do Song va CS md td nam
2002, c6 gi4 tri chan doan ung thu gan kich
thudc nho.

4. INSULIN- LIKE GROWTH FACTOR
II: Tsai va CS néu nam 2003. Két hop voi
AFP s€ nang cao do dac hiéu va nhay trong
chan doan ung thu gan.

5. GOLGI PROTEIN 73 (GP73): 1

protein typ Il cua té bao Golgi, cha yéu ¢
biéu mo6 duong mat, hiém thiy & té bao gan,
nhung biéu hién rd & gan ung thu. Witjes CD
va CS (2013) cho ring GP73 trong huyét
thanh c6 gi4 tri chan doan hepatom khi AFP
khong cao. Zhang Z va CS (2016) bao céo:
GP73 vuot AFP khi chan doan sém ung thu
gan. NACB cua Hoa ky cling néu 1én: GP73
c6 thé chan doan sém hepatom. Nén két hop
GP73 véi AFP dé ting do nhay trong chan
doan so6m ung thu gan. Dai M va CS (2015)
bao cao: xét nghiém dong thoi 2 chi dau nay co
d6 nhay 87-94%, do dac hiéu 85-99%, rét cao.

6. OSTEOPONTIN (OPN). La 1
glycoprotein phosphoryl-héa do té bao biéu
md san xuat. Nabih MI va CS (2014) cho
rang OPN nhay hon AFP trong chan doan
ung thu gan ¢ nguoi viém gan C. Cabiati M
va CS (2017), Abdel-Hafiz SM va CS(2018)
néu rd gia tri chan doan ung thu gan cua
OPN. Sun T va CS (2018) téng quan 2100
truong hop ung thu gan cua 12 codng trinh,
cho rang: OPN nhay hon AFP trong chan
doan. Két hop OPN va AFP cang ting do
nhiy dé chan doan sém. Nam 2020, Bruha R
va CS d3 xac nhan gi4 tri chan doan ung thu
gan cua OPN.

Cac chi diu méi dang dwoc danh gia
trong 1am sang. Nhiéu htra hen 1a cac chi dau
DCP, AFP-L3, GPC-3.

7. SINH THIET LONG (LIQUID BIOPSY
): khuynh huéng méi,dung k¥ thuat sinh hoc
phan tir dé chan doan ung thu, ¢6 uu diém:

- Trong khi sinh thiét mé thuc hién tai 1
diém (c6 khi mot vai diém), khong phan anh
duoc bién dong va phat trién cua ung thu, thi
sinh thiét long c6 thé 1am nhiéu lan, nén thé
hién duoc nhitng diéu nay. D6 1a xét nghiém
dong hoc.

- La xét nghiém khéng xam nhap, thuan
tién nhiéu cho bénh nhan.
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Té bao binh thuong cé thé tiét acid
nucleic vao mau ngoai vi, tao ra cac acid
nucleic luu hanh (cell-free nucleic acids,
cfNAS). Theo Garcia V va CS (2008), Kaiser
J va CS (2010), cac acid nucleic luvu hanh
trong mau gom: DNA, miRNAs déu la céc
chi didu ung thu. Cac DNA Iluu hanh
(ctDNA) 1a typ cell-free DNA (cfDNA) biéu
hién ngoai té bao, luvu hanh trong méau ngoai
vi. ctDNA khac cfDNA vi n6 phan anh céac
dot bién gen xay ra trong qua trinh phat trién
ung thu. Lugng ctDNA rat nho, chi chiém
dudi 0,01% cuia cFDNA, nén can cac ki thuat
rat nhay dé xét nghiém nhu digital PCR
(dPCR). cfDNA trong méau ngoai vi khoang
30 ng/ml (0-100 ng/ml) (Pathak A va CS,
2006).Mau ngoai vi giéng nhu mot “thu vién
mau caa sinh thiét long®, chira dung luong
I6n théng tin di truyén. Theo Zhou J va CS
(2012), Wang J va CS (2016), c4c té bao ung
thu, té bao u hoai tir va da chét 12 ngudn cua
cac cfDNA trong médu ngudi ung thu.

Dé chan doan ung thu gan, xét nghiém té
bao ung thu luu hanh (CTCs), ctDNA,
miRNAs do té bao u tiét vao mau. Vi luong
cua chdng rat nho, phai dung céc ky thuat
phan lap, tinh ché sinh hoc. Hay ding ky
thuat sinh hoc phan ti, tao lién két khang
nguyén-khéang thé, dung khang nguyén lién
két v&i khang thé khang phan dac hiéu cua u.
Trong cac khang nguyén EpCAM, Her2,
PSA, dung nhiéu nhat EpCAM dé tinh ché
va dém CTCs.Sau khi tinh ché, xét nghiém
CTCs bing cac ki thuat nhu: FISH, vi-day
(microarray), mién dich-huynh quang, RT-
PCR. Nam 2004, Vona G va CS nghién ctu
44 nguoi ung thu gan, phat hién 52% truong
hop CTCs cao,ma khong thiy & nguoi lanh,
X0 gan, Viém gan hoat dong. Guo W va CS
(2014) ding EpCAM xét nghiém CTCs dé
chan doan phan biét ung thu gan véi nguoi
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lanh, xo gan,viém gan B, u lanh. Két qua:
AUC 14 0,697, do dic hiéu 96,7%. Két hop
v6i AFP thi cang tét hon: AUC 1a 0,857, dic
hiéu 93,4%.

miRNAs (microRNAs) la nhiing RNA
didu hoa gen sau phién ma. Mot nhém
miRNASs lac chd tim thdy & gen dich ung thu
gan, tham gia vao qua trinh sinh u, phat trién,
xam lan, di cin (Schwarzenbach H va CS,
2014; Schutte K va CS,2015). Nam 2016,
Huang JT va CS tong hop 50 nghién ciu ,tim
thiy 19 miRNAs luu hanh cé thé chan doan
som ung thu ganitrong do6 miRNAs-21,
miRNASs-122 hira hen nhat, 2 chi dau trén va
miRNAs-192 ¢6 gia tri chan doan cao ung
thu tor viém gan B, ngay ca khi AFP binh
thuong. Nam 2017, Elemeery MN va CS néu
vai tro chan doan sém ung thu gan ¢ bénh
nhan xo gan do viém gan C cta MiRNAs-
214,  miRNAs-375, miRNAs- 1269,
miRNAs-125b. Két hop véi AFP thi cang
tang gia tri. Nam 2019, Peng C va CS tong
hop 59 cong trinh nghién ctu 5125 bénh
nhan ung thu gan voi 6561 d6i chung, két
luan: MiRNAs luu hanh c6 gia tri chan doan
Sém ung thu gan.

V. KET LUAN

TOm lai, dd c6 nhiéu chi ddu méi nham
sang loc, phat hién som va chan doan ung
thu gan, da s6 dang duoc nghién ctu trong
lam sang. AFP c6 gia tri nhat, két hop AFP
VGi chan doan hinh anh gip cho viéc sang
loc. phat hién sém ung thu & nhirng nhom
nguy co cao. Cac chi didu AFP-L3, DCP,
GPC-3 ¢6 nhiéu gia tri. Sinh thiét long ding
ky thuat phan ti xét nghiém ctDNA, ctCTCs,
miRNASs trong mau ngoai vi rat nhiéu hta
hen dé phat hién sém va chan doan xéac dinh
ung thu gan.
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KIEM TRA CHAT LUONG XET NGHIEM
DU'A TREN QUAN LY NGUY CO’

TOM TAT

Khai niém vé kiém tra chat luong xét nghiém
da phat trién tir theo ddi d6 6n dinh cua hé théng
xét nghiém sang quan 1y nguy co béo cao cac két
qua xét nghiém khong chinh xac. Huéng dan
EP23-A cua CLSI cung cip hudéng din gilp
phong xét nghiém thuc hién kiém tra chit lugng
dva trén quan 1y nguy co. Phat trién ké hoach
kiém tra chat luong doi hoi thiét lap so dd toan

*Dai hoc Y Ha Ngi

Chiu trach nhiém chinh: Tran Thi Chi Mai
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Ngay nhan bai: 1.10.2020

Ngay phan bién khoa hoc: 10.10.2020
Ngay duyét bai: 28.10.2020

Tran Thi Chi Mait

b6 qua trinh xét nghiém vaéi viéc xem xét cac
diém yéu trong cac giai doan trudc, trong va sau
xét nghiém- nhimg budc ma xac suat xay ra I5i
cao. Céc quy trinh kiém soét chét lugng gidp
ngan ngura hoac cai thién kha nang phat hién 15i
dé tang cuong chat luong. Thuc hanh quan ly
nguy co dé phat trién ké hoach kiém tra chat
luong nén tich hop véi thyc hanh danh gia sai s6
ctia phuong phap dé tao ra cong cu quan Iy hiéu
qua chat luong xét nghiém. Théng k& QC van la
mot bo phan then chdt cua bat ctr ké hoach QC
nao dé dam bao phat hién cac sai sé co y nghia y
khoa mot cach hiéu qua. Kiém tra chat luong dya
trén nguy co c6 thé gidp quan 1y nguy co bio cao
cac két qua xét nghiém sai mot cach hiéu qua vé
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chi phi va dap ng cac yéu cau, quy dinh cua co
quan quan ly, t6 chirc cdng nhan.

Tir khoa: quan 1y nguy co, ké hoach kiém tra
chat luogng, kiém tra chat luong bang thdng ke,
CLSI EP23A.

SUMMARY

LABORATORY QUALITY CONTROL
BASED ON RISK MANAGEMENT
Concept of quality control have evolved from
primarily monitoring measuring system stability
to managing the risk of reporting incorrect
results. Clinical and Laboratory Standards
Institute document EP23-A provides guidance
for risk-based quality control plan. Development
of quality control plan requires a process map of
the testing process with consideration for weak
steps in the preanalytical, analytical and
postanalytical phases of testing where the is an
increased probability of errors. Control processes
that either prevent or improve the detection of
errors to enhance the overall quality of the test
results. Risk management practice for developing
quality control plan should be integrated with
existing error management practices to provide
an efficient and effective system for analytical
guality management. Statistical quality control is
still a critical part of any QC plan to assure
effective detection of medical important errors. A
risk- based quality control plan can cost-
effectively manage risk of reporting incorrect
results and meet regulatory requirements.

Key words: risk management, quality control
plan, statistical quality control, CLSI EP23A.

DAT VAN BE

Thuat ngit kiém tra chat lugng (QC) trong
phong xét nghiém 1am sang thuong duoc st
dung dé chi viéc phan tich cac mau kiém tra
chat Iuong (miu QC) duoc thiét ké dé bat
chudce cac dic diém cua mau bénh nhan va
viéc str dung cac phuong phéap théng ké dé
dénh gis két qua QC, nho do phat hién su
thay d6i déang ké trong hiéu ning cua hé
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théng phan tich hoic do luong. Vi du, cac
quy dinh cua Clinical Laboratory
Improvement Amendments (CLIA) 1988 &
Hoa Ky chi dinh mét quy trinh QC mac dinh
duoc chap nhan 1a: it nhat mot 1an mdi ngay
bénh phiam cua bénh nhan duoc xét nghiém,
V6i xét nghiém dinh lwong, chay it nhat hai
mau vat liéu kiém tra véi muc ndng do khac
nhau; voi quy trinh dinh tinh, bao gom QC
am tinh va duong tinh hoac hiéu chuan hé
théng xét nghiém.*

Trong qué khtr, tan suat chay cac mau QC
phan 16n dugc huéng dan dwa vao tinh 6n
dinh cua hé thdng do luong. Cac miu QC
dugc dua vao mdi khoang phén tich dé kiém
tra cac thay doi trong hé thong do tai khoang
thoi gian do, két qua cia cac mau QC s&
duogc kiém tra truéc khi cong bé két qua
bénh nhan. Céng nghé tu dong hda ngay
cang phét trién, cac mau bénh pham duoc
phan tich lién tuc thay vi chay theo mé.
Trong nhiing thap ky gan day, ngudi ta nhan
thdy rang cac nguyén tic da duoc thiét lap
trong qué kha khong con 1a téi wu nita dé
dap tng nhu cau vé mot quy trinh QC toan
dién cho phong xét nghiém Iam sang. Ngay
nay, trong tam caa viéc kiém tra cac mau QC
trong phong xét nghiém da chuyén tir viéc
theo doi do 6n dinh vén c6 cua hé thong do
lwong sang viéc phat hién hai loai su kién co
ban c6 thé 1a nguén lam thay doi hiéu ning
cta hé thdng. Tinh 6n dinh caa hé thong do,
d6i véi nhiéu hé thdng, khong con 1a yéu t6
can nhac chinh trong viéc xac dinh tan s tdi
ru dé kiém tra hiéu niang hé thdng. Thay vao
do6, trong tam da chuyén sang giam nguy co
tiém an cua viéc béo céo mot sé luong dang
ké két qua xét nghiém khong chinh xac:
nguyén tic 1a quan ly sb luong két qua xét
nghiém khong chinh xac cd thé duoc cong
bé trude khi 16i ngdu nhién dugc phat hién. 2
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Sau 6 nam nd luc, huéng dan EP23-A cua
CLSI vé Kiém soat Chat luong xét nghiém
dua trén quan ly nguy co da dugc phé duyét
va xuit ban vao thang 10 niam 2011. Muyc
dich cua EP23-A la giup cac phong xét
nghiém &p dung céc nguyén tic quan ly nguy
co co ban duoc st dung trong nganh IVD dé
phat trién ké hoach kiém tra chat luong
(QCP) giup quan ly hiéu qua cac nguy co
ctia qua trinh xét nghiém.?

Thé nao 13 QC ding? Dinh nghia vé QC
dung theo tiéu chuan cia CLIA 1a:

1. Phong xét nghiém chiu trdch nhiém
thiét 1ap quy trinh kiém tra chat luong dé
theo doi do chum va do chinh xac cua toan
bo qué trinh xét nghiém.

2. Phong xét nghiém phai xac dinh s
luong, loai QC, tan suat chay QC.

3. Quy trinh kiém tra chat luong phai
ngay lap tac phat hién cac sai s6 do hé théng
Xét nghiém, diéu Kién moi truong, ning luc
cua nhan vién.*

Theo tiéu chuan 1SO 15189, phong xét
nghiém phai thiét lap quy trinh noi kiém tra

chat luong dé kiém tra liéu cac két qua xét
nghiém c6 dat duoc chit luong phu hop véi
muc dich st dung. Muc dich str dung ¢ day
chinh 1a muc tiéu chit lugng hay yéu cau
chat lugng cua xét nghiém.> Noi cach khac,
QC ding 1a tat ca cac hoat dong phong xét
nghiém phai lam dé dam bao két qua xét
nghiém cua bénh nhan la chinh x&c va tin
cay, phu hop véi muc dich sur dung.

Quén ly nguy co 1a gi?

Vé nguyén tic, quan 1y nguy co 1a cac
bién phép co t6 chic dé danh gia cai gi co
thé gay sai sot va xac dinh cai gi c6 thé 1am
dé giam thiéu tac hai cua céc sai s6t d6. Mac
du quan ly nguy co la méi trong phong xeét
nghiém y khoa, n6é da duoc ap dung tur lau
trong cac nganh cong nghiép va san xuat kit
chan doan (invitro diangostics-1VD). Trong
thuc hanh, quan 1y nguy co bao gdm Xac
dinh nguy co hoac ngudn tiém an gay sai sot,
muc anh hudng cta né va thuc hién cac hanh
dong dé phong ngira va giam nhe cac anh
huong cua sai sot.

Bdng 1. Ma trdn ddnh gid mirc dg chdp nhin duwoc ciia nguy co

Ma tran Mirc d§ nghiém trong
nguy co
thl ning Khongxdang Nhe Ning Nghiém Thim hoa
xay ra ke trong
Thuwong | Khongchip | Khongchip | Khéngchip | Khongchiap | Khong chap
Xuyén nhan duogc nhan duogc nhan dugc nhan dugc nhan dugc
C6 thi Chépnhan | Khongchiap | Khongchiap | Khongchap | Khéng chap
duoc nhan duoc nhan dugc nhan dugc nhan dugc
Thinh Chép nhan Chép nhan Chap nhan | Khoéng chidp | Khong chap
thoang duoc duoc duoc nhan dugc nhan duoc
Kh?ng Chép nhan Chép nhan Chap nhan | Khoéng chiap | Khong chap
thuong A A
n duoc dugc duoc nhan dugc nhan dugc
Xuyén
x | Chap nhan Chap nhan Chap nhan Chap nhan Chap nhan
Hieém khi
duoc duoc duoc duoc duoc
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Trong hoat dong cua phong xét nghiém,
c6 5 khu vuc chinh hay xay ra sai sét anh
huong dén do chinh xéc, tin cay cua két qua
xét nghiém: Mau bénh pham, Nhan vién xét
nghiém, Thubc thi/ héa chat, Méi trudng
lam viéc cua phong xét nghiém, Hé théng
may xét nghiém. Theo huéng dan EP23A
caa CLSI, mac d6 nghiém trong cua sai sot
c6 thé xay ra nhu sau: Tham hoa (bénh nhan
tir vong), Nghiém trong (gdy ra thuong ton
de doa tinh mang hoic thuong tat vinh vién),
Nang (gdy ra thuong ton doi hoi can thiép y
khoa), Nhe (gay ra anh huéng nhat thoi
khong doi hai can thi¢p y khoa); Khong dang
ké. Kha nang xay ra cua sai sot dugc wdc
tinh nhu sau: Thuong xuyén (1 1an/ 1 tuan),
C6 thé (1 1an/ thang), Thinh thoang (1lan/
nam); Khong thuong xuyén (1 lan/ vai nam),
Hiém khi (1 1an trong thoi gian st dung hé
théng méy). Nguy co duge xac dinh 1a két
qua cua phép nhan gita mic do nghiém
trong va kha nang xay ra sai sot. Nguy co
thip 12 nguy co c6 thé duogc chap nhan,
phong xét nghiém khéng bat budc phai tién
hanh cac hoat dong lam giam nguy co. Vi
nguy co trung binh, phong xét nghiém can
diéu tra nguyén nhan, xem xét su can thiét
tién hanh cac hanh dong khiac phuc hoic
hanh dong phong ngira dé giam bét anh
huong cua nguy co. Vi nguy co cao, phong
xét nghiém can ngay lap tac can tién hanh
diéu tra nguyén nhan, tién hanh cac hanh
dong khic phuc hoic hanh dong phong ngira
dé giam b6t anh huong cta nguy co (bang 1).

Ké hoach kiém tra chit lwong (Quality
Control Plan-QCP) la gi?

QCP la mét tai lieu md ta cac bién phap
thue hanh, nguén luc, chudi cac hoat dong cu
thé dé kiém soat chit lwgng caa mot hé thdng
do ludong hoic qué trinh xét nghiém cuy thé dé
dam bao chit lugng xét nghiém dap tng voi
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muc dich str dung (CLSI EP23A). QCP doi
hoi 4p dung hé thdng quan Iy chat luong xét
nghiém va cung cap céc bién phap c6 té chuc
dé kiém soat toan bo qua trinh xét nghiém:
trudc, trong va sau xét nghiém.

Théng ké QC (Statitical quality control) 1a
quy trinh trong d6 cdc mau 6n dinh dugc do
luong va két qua quan sat dugc so sanh voi
gidi han mo ta su bién thién dugc trong doi
khi phuong phép do luong van hanh dung
(CLSI C24-A3).5

Phat trién QCP dwa trén quan ly nguy
co

EP23-A md ta qua trinh bao gom cac
buéc sau’:

1. Thu thap thdng tin vé quéa trinh xét
nghiém

2. Banh gid nguy co trong qua trinh xét
nghiém

3. Xay dung QCP dé giam ,thiéu nguy co

4. Thuc hién va giam sat ké hoach

Bwéc 1: Thu thap thdng tin vé quéa
trinh xét nghiém.

Thong tin vé hé théng do luong la rat
quan trong dé hiéu nhiing 15i c6 thé xay ra
trong hé théng co6 thé dan dén béo céo két
qgua bénh nhan khéng chinh x&c. Théng tin
c6 thé dén tir mot sb nguon bao gém thong
tin tr nha san xuat hé thdng, kinh nghiém
cua chinh phong xét nghiém voi hé thong do
ludong hodc cac hé thdng tuong tuy va kinh
nghiém chia sé cua cadc phong xét nghiém
khéc hoic thong qua cac bai bao da xuat ban,
dir liéu cia nhom ddng nghiép, v.v. Cac dic
tinh hoat dong cua hé théng do ludng trong
moi trudng phong xét nghiém cu thé do bao
gom: do chum, do léch, khéang tuyén tinh,
khoang bao céao két qua va khoang tham
chiéu; tit ca déu quan trong trong viéc luya
chon va sur dung hiéu qua cac cong cu QC.

Vi mai truong xung quanh hé thdng do va
ngudi van hanh st dung né ¢6 thé anh huong
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dén qué trinh thr nghiém, nén thong tin vé
phong xét nghiém ciing can duoc dua vao
khi danh gid qua trinh xét nghiém téng thé.
Tat ca cac yéu cau vé méi truong duoc chi
dinh trong huéng dan sir dung cua nha san
Xuit c6 duge dap tng khéng? C6 ¢ d6 khong
bit ky thay d6i dinh ky nao dbi véi moi
truong caa phong xét nghiém, chang han nhu
thay ddi nhiét do hodc do am theo mua? Téc
dong tiém tang cua nhiing thay doi nay doi
v6i qué trinh xét nghiém 1a gi? Chat luong
nuéc cO quan trong ddi véi qua trinh xét
nghiém khdng? Chit lugng nudc duoc kiém
tra nhu thé nao va duy tri nhu thé nao?
Thudc thir va céc vat tu khac duoc bao quan
nhu thé nao? Diéu kién bao quan c6 dap ang
tat ca cac yéu cau ddi voi hé théng do ludng
khong?

Mot yéu té khac can dugc danh gia la
nhan vién van hanh hé théng do luong. Sy
dao tao va nang luc cua ho trén tit ca cac
khia canh trong vai tro cua ho la gi? Nguoi
van hanh c6 thé biét cach kiém tra mau bang
hé théng do luong, nhitng ki nang / kién
thirc cua ho dé phat hién cac van dé tiém an,
dé khac phuc su ¢d, dé nhan biét caa cac yéu
t6 c6 thé anh huong dén qua trinh xét nghiém?
Ho c6 kha nang thuc hién bao tri, hiéu chuan,
v.v. khong? Tat ca nhitng can nhic nay can
duoc tinh dén khi xay dung QCP.

Ngoai ra, tan suat xét nghiém mau bénh
pham rat quan trong dé xay dung QCP. Pic
biét dbi voi cac quy trinh xét nghiém bao
gom céc budc tha cong nhu pha lodng, chiét
tach, tinh toan, xem xét két qua, bao tri hé
thdng xét nghiém, v.v., khdi luong xét
nghiém qua thap cd thé gay kho khian cho
viéc duy tri k¥ nang can thiét va khdi luong
qué cao c6 thé ting nguy co mac sai lam. S&
luong xét nghiém ciing anh huong dén thiét
ké QCP va cach sir dung céc cong cu QC. Vi

du, trong phong xét nghiém khéi luong 1on,
cac mau QC c6 thé dugc thir nghiém nhiéu
lan trong khoang thoi gian 24 gio dé quan ly
t6i vu rai ro bao cao két qua bénh nhan
khong chinh xac. Trong méi truong khoi
lurong xét nghiém thép sir dung cung mot hé
théng do luong, tan suat kiém tra cac mau
QC c6 thé 1a mét 1an trong 24 gio.

Két qua xét nghiém s& duoc sir dung nhu
thé nao trén 1am sang 1a mot yéu té quan
trong trong viéc phat trién QCP. Két qua c6
duoc s dung dé sang loc khéng? Chan
doan? Theo d5i? Két qua xét nghiém sé& duoc
st dung két hop vai cac két qua xét nghiém
khéc hoic thong tin 1am sang dé dua ra cac
quyét dinh y té hay mot quyét dinh y té chi
dua trén mot két qua xét nghiém duy nhat?
Lam sao két qua xét nghiém s& duoc str dung
nhanh chéng sau khi bdo cdo? Bac si lam
sang s& xem xét két qua ngay lap tic khi no
c6 san trong mdi trudng cham séc quan trong
hay két qua la mot phan cua khéi théng tin s&
dugc sur dung dé dua ra quyét dinh sau khi
tat ca thong tin dugc tong hop va bac si lam
sang xem xét tat ca cung nhau? Théng tin
nay gidp thiét lap nguy co ciia cac sai sot va
1a hudng dan quan trong trong viéc phat trién
QCP.

Budc 2: Danh gia nguy co trong qua
trinh xét nghiém. Sau khi thong tin dugc
thu thap va so dd qué trinh hoan tat, thi viéc
danh gia nguy co co6 thé bat dau véi viéc xéac
dinh mdi nguy hai. So d6 qua trinh duoc xem
xét va xac dinh nhiing vi tri trong qua trinh
c6 thé gay ra cac két qua khdng chinh xac.
Sau khi x4c dinh duoc cac nguy co tiém an,
bat ky cach thic nao hién c6 dé giam thiéu
rai ro déu phai duoc ghi lai ciing véi mic do
hiéu qua cua viéc giam thiéu du kién va liéu
c6 rui ro t6n tai hay khong. Néu rai ro ton
dong 1a khong thé chip nhan duoc, can phai
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xay dung thém mot hanh dong trong QCP dé
giam thiéu rui ro hon nia.

Bwéc 3: Phat trién QCP dé giam thiéu
nguy co. QCP dugc viét dé két hop cac hanh
dong duoc xac dinh 14 can thiét dé vira phat
hién cac 16i ctiia quy trinh vira quan Iy rui ro,
va day la lac hop cong cu QC tré nén hiu
ich. Hop cdng cu QC la tap hop cac cong cu
hoic cac ky thuat sin co6 cho phong xét
nghiém 1am sang dé theo ddi qua trinh xét
nghiém va phat hién 15i tiém an. Viéc st
dung t6i wu cac cong cu QC nay lién quan
dén viéc xac dinh cac diém chinh trong quéa
trinh do luong dé theo ddi, Chéng han nhu
sau khi hiéu chuan hoic céac quy trinh bao tri
da chon, sau mot sé lugng xac dinh s6 gio
hoat dong hoic mot sé lwong mau cu thé
dugc xét nghiém, v.v., diéu nay tao nén lgi
ich cua viéc dua trén tan suét kiém tra hé
thdng dé giam nguy co tiém an cua viéc béo
c4o mot s6 luong dang ké két qua bénh nhan
khdng chinh xac.

Ngoai cac cdng cu gidm sat, cac hanh
dong khac duoc tich hop trong QCP dé chu
dong quan ly cac rai ro da xac dinh. Cac
budc nay co thé bao gdm dao tao, giam séat
mdi trudng, theo ddi ngay hét han cua thude
thir va bao tri hé théng. QCP phai 1a ban
phéc thao day du cac cong viéc ma phong xét
nghiém can thuc hién lién tuc dé ngin ngira
céc 15i quy trinh cua hé théng do luong &
mitrc d6 phu hop véi thuc té, ddng thoi phat
hién va theo ddi cac 16i xay ra.

Budéc 4: Thuc hién QCP va theo ddi.

Khi QCP hoan tit va duogc 1anh dao phong
xét nghiém xem xét va phé duyét, né cé thé
duogc thuc hién. Sau khi QCP duoc thuc
hién, viéc giam sét ké hoach vé tinh hiéu qua
s& bat dau. Khdng c6 QCP nao hoan hao va
tat ca cac QCP can phai thay doi vi hé théng
xét nghiém, moi treong phong xét nghiém
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hoac &ng dung 1am sang thay doi. Bé duy tri
QCP hién hanh va hiéu qua, can phai theo
doi va xem xét. Quy trinh QC nén dugc danh
gia dinh ky dé xem liéu c&c cong cu QC co
hoat dong nhu mong dg¢i hay khéng. Phan
nan tir cac bac si 1am sang co thé 1a mot
ngudn théng tin tét vé viéc thuc hién QCP.
Phan nan vé thoi gian tra két qua hozc théng
bao két qua kip thoi c6 thé giup xac dinh cac
budc trong qua trinh ¢é thé can cai tién. Phan
nan vé sy khong phu hop gitta két qua xét
nghiém va cac triéu chiing hoic chan doan
ctia bénh nhan c6 thé hiru ich trong viéc phat
hién cac van dé vé hiéu nang. Tat ca céc
khiéu nai nhu vay nén duoc diéu tra cang
nhiéu cang tot.

Tich hgp phéan tich nguy co vao quan ly
chat lwgng xét nghiém nhw thé nao?

Wesgard dd xay dung khuyén cao dé tich
hop phén tich nguy co vao trong hé théng
quan ly chéat lwong xét nghiém (hinh 1).8
Bude 1 1a xac dinh muc tiéu chéat lugng
(quality goal) hodc yéu cau chat lwong phu
hop muc dich st dung cho cac xét nghiém;
dé chat luong c6 thé do ludong duoc va quan
1y dugc. Budc 2 la lva chon cac quy trinh do
luong hay phuong phép xét nghiém ma do
chum va do chinh xac cua ching c6 thé dap
ung muc dich st dung va truy nguyén cua
chiing c6 thé giup so sanh duogc két qua gitra
cac phuong phéap khac nhau. Buéc 3 12 thim
dinh/ xac nhan phuong phap dé danh gia liéu
hi¢u nang cia ching c6 dap ttng muc dich st
dung hay khéng. Vai yéu cau chat luong da
xac dinh & budc 1, d6 chum va do chinh xac
¢6 dugc ¢ budc 3, ¢ thé tinh toan gia tri
Sigma va danh gia hiéu nang phuong phap
c6 chap nhan duoc hay khong. Budc 4 thiét
ké thdng ké QC dua trén hiéu ning phuong
phap dugc danh gid trén thang Sigma. Phan
tich nguy co c¢6 thé dua vao giai doan nay.
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Budge 5 1a thiét ké/ lya chon cac quy trinh
thong ké QC, c6 thé &p dung huéng din
CLSI 24A3. Buéc 6 1a tap hop tit ca vao
QCP. Budc 7 1a ap dung ké hoach, budc nay
can sy hd trg cia cdng nghé thong tin dé
gilp van hanh hiéu qua. Budc 8 la kiém tra

xem muc tiéu chat luong c6 dat duoc hay
khong. Cac budc 9, 10, 11 1a theo ddi chat
luong va do luong hiéu nang, xac dinh cac
diém yéu va cac van dé dé cai tién va ap
dung cac cai tién.

(1a) Yéu cau cla co
quan quan ly & té
chwe cong nhan

(1) Xac dinh tiéu
= chuan chat lwvong
(TEa)

(1b) Ung dung lam

=== sang vay khoa

(2a) Truy nguyén

!

(2) Lwa chon
==)| phwong phap
phan tich

|

(3) Tham dinh
phwong phap (CV,
Do 1éch)

!

(4) Thiét ké SQC

(quy tac, N, F)
‘ (|

(11) Cai tién ké
hoach QC

(5) Thiét ké chién

== Jwoc QC

1

|

(10) Theo doi cac
chi sé chat lvong

(6) Phét trién ké
hoach QC

1

(9) Po lwdng
chét lwong va
hiéu nang (EQA,

!

(7) Ap dung ké
hoach QC

!
(8) Kiém tra muc

tiéu chat lwong co
dat duwoc

(2b) Phwong phap

== tham chiéu clta

nha san xuat

(3a) Cong bd cua

¢===| nha san xuét

(4a) Tinh Sigma
(TEa- Bg léch)/CV

!

(5a) Phén tich

== nguy co

!

(5b) H6p cbng
cu QC

1

(6a) Banh gia
nguy co’

Hinh 1. Tich hgp phén tich nguy co vao quan ly chét lweng xét nghigm
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KET LUAN

Khéi niém vé kiém tra chat luong xét
nghiém da phat trién tir theo ddi do on dinh
ciia hé thong xét nghiém sang quan ly nguy
co bao cao cac két qua xét nghiém khong
chinh xac. Cac ky thuat quan 1y nguy co c6
thé sir dung dé phat trién ké hoach QC cho
ting phong xét nghiém. Huéng dan EP23-A
cua CLSI cung cap huéng dan giup phong
xét nghiém thuc hién kiém tra chat lwong
dua trén quan 1y nguy co. Phat trién ké hoach
kiém tra chat lugng doi hoi thiét lap so do
toan bo qua trinh xét nghiém véi viéc xem
xét cac diém yéu trong cac giai doan trudc,
trong va sau xét nghiém- nhiing budc ma xac
suat xay ra 15i cao. Cac quy trinh kiém soét
chat luong giup ngin ngira hoic cai thién
kha ning phat hién 15i dé ting cudng chat
luong. Thuc hanh quan 1y nguy co dé phat
trién ké hoach QC nén tich hop véi thuc
hanh danh gia sai s6 ciia phuong phap dé tao
ra céng cu quan ly hiéu qua chét luong xét
nghiém. Thong k& QC van la mot bo phan
then chét cua bat cir ké hoach QC nao dé
dam bao phat hién cac sai s6 c6 y nghia y
khoa mat cach hiéu qua. Kiém tra chit lwong
dira trén nguy co c6 thé gilp quan 1y nguy co
bao céo cac két qua xét nghiém sai mot cach
hiéu qua vé chi phi va dap (ng cac yéu cau,
quy dinh cta co quan quan ly, to chtic cong
nhan.
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NGHIEN CU’U GIA TRI AFP, AFP-L3, DCP (PIVKA-II) TRONG CHAN POAN
VA PIEU TRI UNG THU BIEU MO TE BAO GAN

Tén That Ngoc!, Pham Thién Ngoc2, Pham Nhu Hiép',

TOM TAT

Ung thu biéu md té bao gan 1a ung thu dimg
thir 5 trong cac ung thu 4c tinh trén thé giGi va
dung hang thtr 3 trong c&c nguyén nhan lién quan
dén tir vong. Céc chi diém ung thu gan méi da
cho thdy c6 gia tri va sy can thiét trong chan
doan ung thu biéu md té bao gan. Muc tiéu: Xac
dinh d6 nhay, d6 dic hiéu va khao sét su bién déi
néng do6 cua AFP, AFP-L3 va DCP (PVIKA-II)
huyét thanh trudc va sau diéu tri. Péi twong va
phwong phap: Nghién ciu mé ta cit ngang két
hop tién ctru, trén 70 bénh nhan chin doan xac
dinh HCC, 70 bénh nhé&n viém gan man, xo gan
va 70 bénh nhan la ngudi binh thuong khoe
manh. S6 liéu dugc xir ly trén phan mém
Medcalc 11.0; Két qua: cac chi diém c6 gié tri
trong chan doan ung thu biéu mo té bao gan véi
d6 nhay, do6 dac hiéu (Se, Sp, AUC): AFP
(88,6%; 58,6%; 0,768); AFP-L3(72,9%; 78,6%;
0,793); DCP (PIVKA 11): (82,9%; 84,3%; 0,844).
Két luan: Po nhay, do dac hiéu cia AFP, AFP-
L3 va DCP (PIVKA-II) trong chan doan HCC 1a
cao va co thé sir dung cac chi diém nay dé theo
dbi diéu tri.

Tar khéa: Ung thu gan, AFP, AFP-L3, DCP
(PIVKAIL).

'Bénh vien TW Hué

’Dai hoc Y Ha Ngi

Chiu trach nhiém chinh: Tén That Ngoc
Email: ngoc08062002@gmail.com
Ngay nhan bai: 15.10.2020

Ngay phan bién khoa hoc: 20.10.2020
Ngay duyét bai: 28.10.2020

Nguyén Thanh Xuéin!, Trin Hitu An'

SUMMARY

RESEARCH ON VALUE OF AFP, AFP-
L3, DCP(PIVKA-II) IN THE
DIAGNOSIS AND TREATMENT OF
HEPATOCELLULAR CARCINOMA

Hepatocellular carcinoma (HCC) is the 5th
leading cancer among malignant cancers in the
world and the 3rd cause of cancer-related death.
The new markers of liver cancer have shown
value and necessity in the diagnosis of HCC.
Objective: Determine the sensitivity, specificity,
investigation of variation in serum concentration
of AFP, AFP-L3, DCP (PVIKA-II) before and
after treatment. Subjects and methods: Cross-
sectional descriptive study combined with
prospective study, 70 patients with a definitive
diagnosis of HCC, 70 patients with chronic
hepatitis, cirrhosis and 70 normal healthy people.
Data are processed on Medcalc 11.0 software;
Results: markers have value in the diagnosis of
HCC with sensitivity and specificity (Se, Sp,
AUC): AFP (88.6%; 58.6%; 0.768); AFP-L3
(72.9%; 78.6%; 0.793); DCP (PIVKA 1I):
(82.9%; 84.3%; 0.844). Conclusion: The
sensitivity and specificity of AFP, AFP-L3, and
DCP (PIVKA-II) in the diagnosis of HCC are
high and these markers can be used for
monitoring treatment.

Keywords: Liver cancer, AFP, AFP-L3, DCP
(PIVKAII).

I. DAT VAN DE

Ung thu gan 1a mdt trong cac bénh ly ac
tinh phd bién trén thé gigi. Bénh gan nhu
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khéng c6 triéu chang rd rang trén lam sang,
kho chin doan & giai doan sém, bénh thuong
duoc phét hién muén, tién luong xau, do do
ty 1& tir vong rat cao va tr vong trong mot
thoi gian ngédn ké tir khi phat hién duoc bénh.
Theo dit liéu Globocan 2018, ung thu biéu
mo té bao gan (HCC) dung vi thir 6 trong cac
loai ung thu va nguyén nhan ding tha tu dan
dén tr vong do ung thu, véi khoang 841.080
ca méi mac chiém ti & 4,7%. Hién nay hau
hét bénh nhan ung thu gan duoc phat hién &
giai doan tién trién nén hiéu qua diéu tri
khong cao trong khi chi phi diéu tri rat I6n.
Gan day cac nha khoa hoc Nhat ban d3 tim
ra hai chi diém HCC moéi 1a Alpha-
Fetoprotein Lens 3 (AFP-L3), Des-gamma-
Carboxy Prothrombin (PIVKA-II) lam tang
d6 nhay, do dac hiéu trong chan doan, tién
luong HCC. AFP-L3 dac hiéu hon AFP vi
chi diém nay duoc san xuat tir nhiing té bao
gan &c tinh. DCP(PIVKA-II) duoc hinh
thanh tr mot dang bat thuwong cuoa
prothrombin ting trong huyét thanh bénh
nhan HCC. Cac nghién ctu trén thé gisi da
chi ra viéc dinh luong céc chi diém nay gidp
ich trong chan doén, theo ddi diéu tri HCC.
Dé danh gid vai tro ctia cac chi diém trén
trong chan doan, dic biét dé theo doi diéu tri
HCC [1],[2],[3]. Do dé dé gép phan vao
chan doan va theo ddi diéu tri HCC ching toi
thuc hién dé tai: “Nghién cau gia tri AFP,
AFP-L3 va DCP(PIVKA-II) trong chén doén
va diéu tri ung thu biéu mo té bao gan” nham
muc tiéu: Xac dinh d6 nhay, do dac hiéu cua
AFP, AFP-L3% huyét thanh va DCP
(PIVKA-II) trong chan doan ung thu biéu
mo té bao gan. Khao sat su bién d6i nong do
AFP, AFP-L3 va DCP(PIVKA-II) trudc va
sau diéu tri ung thu biéu mo té bao gan.
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1. DOI TUONG VA PHUO'NG PHAP NGHIEN CU'U

2.1 Péi twong nghién ciu

2.1.1 NhOém bénh nhin ung thw biéu mo
té bao gan

GOm 70 bénh nhan duoc chan doan ung
thu biéu md té bao gan.

Tiéu chuin chon bénh: Khi ton thuong &
gan c6 mot trong ba tiéu chuan sau:

- Hinh anh dién hinh cia UTBMTBG trén
CT scan bung c6 can quang hoac MRI bung
c6 tuong phan tor + AFP > 400 ng/mL.

- Hinh anh dién hinh cia UTBMTBG trén
CT scan bung c6 can quang hoac MRI bung
c6 tuong phan tor + AFP tang cao hon binh
thuong (nhung < 400 ng/mL) + c6 nhiém
HBV va/hoic HCV. C6 thé lam sinh thiét
gan dé chan doan xac dinh néu bac si 1am
sang thay can thiét.

- Bénh nhan thyc hién xét nghiém day du
trong sudt qua trinh nghién cau

- Tiéu chuan chon bénh nhan diéu tri: c6
chi dinh diéu tri caa Bac si 1am sang va thuc
té duoc diéu tri.

- Tiéu chuan loai trir: bénh nhan khéng
theo hét qua trinh nghién ctu

2.1.2. Nhom chémng la ngwoi
thuwong khée manh

- Chon 70 ngudi dén kham stc khoe tai
phong kham Bénh vién Trung wong Hué.

- P tudi, gisi twong tng vai nhém bénh

- Céc chi s6 vé hoa sinh gan: AST, ALT,
Albumin ¢ trong gigi han binh thuong,
HBsAg am tinh, Anti HCV am tinh.

- Trén siéu 4m khong c6 u gan, dong y
tham gia nghién cau

2.1.3. Nhdm bénh nhan: viém gan virus
B, C man tinh va xo gan

- Chon 70 bénh nhén viém gan virus B, C
Man tinh va xo gan

Tiéu chuén chon bénh

+ Viém gan virus B man tinh:

binh
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HBsAg (+) > 6 thang hoac HBsAg (+) va
Anti HBC 1gG (+)

AST, ALT tang timg dot hoac lién tuc
trén 6 thang

C6 bang chang tén thwong mé bénh hoc
tién trién, xo gan (dwoc xac dinh bang chi sb
APRI) ma khong do can nguyén khac: APRI
> 1,45

+ Viém gan virus C man tinh: Anti HCV
(+), thoi gian mac bénh > 6 thang

- Bénh nhan d6ng y tham gia nghién ctu

- Tiéu chuan loai trir: bénh nhan khéng
theo hét qua trinh nghién ctu

2.2. Phwong phap nghién cwu: Nghién
ctru mé ta cat ngang két hop tién ctu

lI. KET QUA NGHIEN cU'U
3.1. Pic diém tudi nhém nghién céu

2.3. Cac budc tién hanh nghién ciu

- Nhiing bénh nhan kham va diéu tri tai
Bénh vién TW Hué, dugc chan doan HCC va
viém gan man hodac xo gan. Nhom HCC
duoc diéu tri bang cac phuong phap cat gan,
RFA, TOCE. Sau 1 thang diéu tri HCC, bénh
nhan dugc thuc hién cac xét nghiém AFP,
AFP-L3, DCP(PIVKA-I1), siéu am va mot sb
xet nghiém khac.

- Céc xét nghiém duoc ldy mau 2ml huyét
thanh, va dugc thuc hién tai Khoa Héa Sinh
Bénh vién TW Hué, trén may héa sinh mién
dich tu dong Cobas 6000-Roche va may Tas
Wako i30 Nhat Ban. Cac dit liéu thu duoc sé
phan tich trén phan mém Medcalc 11.0.

Dic diém vé tudi va giéi ciia nhém bénh va nhoém ching duoc chi ra ¢ Bang 3.1.
Bdng 3.1. Sir phan bé theo tudi cia nhdm bénh va cac nhoém chirng

) Nhom HCC Nhém nguwai binh Nhom viém gan man,
Nho . -
m e (po) thwong, khée manh (p1) x0' gan (p2)
n % n % n %
<40 5,7 29 41,4 16 22,9
41 - 55 25 35,7 25 35,7 20 28,6
56 - 70 30 42,9 16 22,9 21 30,0
>70 11 15,7 0 0 13 18,5
Tf)ng 70 100 70 100 70 100
58,2 + 10,7 43,9+13,4 54,7+ 15,4
X +SD | Tudinhé nhét: 34 tudi |  Tudi nho nhét: 20 tudi Tudi nho nhat: 19 tudi
Tudi I6n nhat; 78 tudi Tudi I6n nhat: 67 tudi Tudi I6n nhat: 87 tudi
p Pe-1) <0,001; po-2)> 0,05

Bang 3.1 cho thiy sy khéc biét vé tudi trung binh & nhém HCC véi nhém nguoi binh
thuong, khoe manh cé y nghia théng ké rat rd rét (p<0,001).

3.2. P9 nhay va d¢ dic hiéu cia chi diém AFP trong chan doan HCC

D6 nhay va d6 dic hiéu cua chi diém AFP trong chan doan HCC duoc chi ra ¢ Biéu db

3.1.

33



HOI NGHI KHOA HOC TOAN QUOC LAN THU 24 - HOI HOA SINH Y HOC VIET NAM - 2020

D¢ nhay: 88,6%; D¢ dac hiéu: 58,6%; Piém cat: >14,62 ng/MI; AUC: 0,768

Biéu do 3.1. Puwong cong ROC biéu dién dp nhay, dé dac hiéu ciia AFP chin dodn
HCC

Nhu dugc chi ra & Biéu do 3.1, & diém cat AFP >14,62 ng/mL d¢ nhay cua AFP 13 88,6%;
do6 dac hiéu la 58,6%, dién tich duéi duong cong AUC=0,768.

3.3. Pj nhay, @9 dic hiéu cia chi diém AFP-L3 trong chan doan HCC

D6 nhay va d6 dac hiéu cua chi diém AFP-L3 trong chan doan HCC duoc chi ra ¢ Biéu d6
3.2,

D6 nhay: 72,9%; D¢ dac hiéu: 78,6%; Diém cat: >10,5%; AUC: 0,793

Biéu dé 3.2. Puong cong ROC biéu dién dg nhay, dé dac hiéu cia AFP-L3 trong chan
doadn ung thu gan

Nhu duoc chi ra & biéu d6 3.2, & diém cat AFP-L3 >10,5% d6 nhay 1a 72,9%; do dac hiéu
la 78,6%; dién tich dudi duwong cong AUC=0,793.

3.4. P nhay, @$ dic hiéu caa chi diém DCP(PIVKA I1) trong chian doan HCC

Do nhay va d6 dac hiéu cua chi diém DCP(PIVKA I1) trong chan doan HCC dugc chira &
Biéu d6 3.3.
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D6 nhay: 82,9%; D¢ dic hiéu: 84,3%; Diém cat: >45 mAU/mL; AUC: 0,844
Biéu do 3.3. Puong cong ROC biéu dién do nhay, d@é dac hiéu cia DCP(PIVKA I1) chdn

doan HCC

Biéu d6 3.3 cho thdy & diém cit DCP(PIVKA II) >45mAU/mL thi d6 nhay trong chan
doan HCC la 82,9%, do dac hiéu 84,3% va dién tich dudi duong cong AUC=0,844.

3.5. Su bién d6i ndong dp AFP, AFPL-3, DCP(PIVKA Il1) huyét thanh trwéc va sau
diéu tri HCC mét thang

Sy thay d6i nong d6 AFP, AFPL-3, DCP(PIVKA 1) huyét thanh trude va sau diéu tri
HCC duoc chi ra ¢ Bang 3.2

Bdng 3.2. Su bién doi nong do AFP, AFPL-3, DCP(PIVKA 1) huyét thanh triréc va sau

diéu tri HCC

&t nahiem Trude diéu tri Sau diéu tri
anis (X £ 5D) (X £ 5D) P
AFP (ng/mL) 3977,1 + 15501 1222,4 +2881,9 0,006
AFP-13 (%) 32,16+27,8 23,43+24,5 0,0015
DCP (PIVKA 1)
(mAU/mL) 831,5+1086,6 620,6+910,3 0,0499

Nhu duoc chi ra ¢ Bang 3.2, sy bién ddi (giam) ndng d6 trung binh trude va sau diéu tri 1
thang cua cac chi diém AFP, AFP-L3, DCP (PIVKA 1) huyét thanh c6 ¥ nghia thong ké

(p<0,05).

3.6. Nong @9 céc chi diém huyét thanh trwéc va sau diéu tri cia ba phuwong phap
Sy thay d6i ndng d6 céc chi diém AFP, AFP-L3, DCP (PIVKA II) dugc chi ra & Bang

3.3.
Bdng 3.3. Nong dé huyét thanh cia cac chi diém trude va sau diéu tri ciia ba phirong
hap
Phuwong phap Truée didu tri Sau diéu tri
diéu tri Xét nghigm | (X +SD), Trungvi | (X +SD), Trung vi P
AFP 1459,7+2490 878,3+1380,7 0.205
RFA (ng/mL) 182,1 151,2 '
(n=29) 28,8+28,7 17,7214
AFP-L3 (%) 17.2 76 0,014
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DCP
(PIVRAID 665 24758, 4SS | g
(mAU/mL)
AFP 6933,3£24898,8 6703410683 | o o
(ng/mL) 71,4 73,8 ’
Citgan | AFP-L3 (%) 39.2+218 29.6429,3 0177
35,1 22,6
(n=25) DCP
prviay | 11632514992 385.9£555,1 0,008
(mAU/mL)
AFP 3920,6+8659,1 21087554523 | o oe
(ng/mL) 518,2 1582,5 '
TOCE AFP-L3 (%) 3322211 23,9220,1 0,083
35,3 24,8
(n=16) DCP
(PIVKAID 632746887 88528407 0.463
(mAU/mL)

Két qua & Bang 3.2 cho thay:

+ Sy khéc biét caa AFP-L3 % huyét thanh
trude va sau diéu tri RFA c6 ¥ nghia thong
ké (p<0,05).

+ Nong d6 AFP va DCP(PIVKA 1) huyét
thanh trude va sau diéu tri c6 khac biét tuy
nhién sy khéc biét khong c6 ¥ nghia thong ké
(p>0,05).

+ Sy bién ddi nong do trung binh cia AFP
huyét thanh va trudc va sau diéu tri cia 2 chi
diém AFP, va DCP (PIVKA II) khac biét co
¥ nghia thong ké (p<0,05).

+ Nong d6 AFP va AFP-L3 % huyét
thanh sau diéu tri 1 thang c6 giam so voi
truée diéu tri, tuy nhién sy khéac biét nay
khong c6 ¥ nghia thng ké (p>0,05).

IV. BAN LUAN

4.1. Phan bb theo tudi & nhom bénh va
cac nhom chirng

Ung thu biéu mo té bao gan co thé xay ra
& moi ltra tudi, nhung ty 18 cang tang dan khi
tudi cang cao. O bang 3.1 nghién cau cua
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chung toi tién hanh trén 70 bénh nhan ung
thu gan, nhom tudi bi ung thu gan chiém ti 1&
cao nhat 1a nhém tur 56-70 tudi, chiém ti 1é
42,9%, tiép theo 1a nhom c6 do tudi tir 41-55
tudi, chiém ty ¢ 35,7%; tudi trung binh cua
nhoém HCC 1a 58,2 + 10,8 tudi. Nghién cau
cua ching tdi cho két qua twong tu nhu mot
sb nghién ctiu cia cac tac gia trong nudc va
C4C tac gia nudc ngoai, bénh nhan cé lua tudi
kha da dang vai nhitng bénh nhan 16n tudi va
bénh nhan c6 do tudi kha tré chi 34 tudi, nhu
nghién ctu cta Lé Trong Quy nam 2013 khi
nghién ctu trén 65 bénh nhan ung thu biéu
md té bao gan tai Bénh vién Théng Nhat
Thanh phé H6 Chi Minh thi bénh nhan ung
thu gan ¢6 do tudi tir 56-70 tudi, chiém ty 1&
cao nhét 46,2%; nhom bénh nhan c6 do tudi
tir 40-55 va nhom trén 70 tudi co ti 1é thap
hon, twong tng 27,7% va 26,1%. Theo Thai
Doén Ky nghién ctu 105 bénh nhan HCC thi
nhom tudi 51-70 c¢6 58 trudong hop, chiém ty
I& cao nhat (55,2%), tiép dén 1a nhom c6 do
tudi tir 31-50 tudi ¢ 30 bénh nhan, chiém ti
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1& 28,6%, tudi trung binh nhém nghién ciru 1a
56,411, 7tudi.

4.2. Do nhay va d¢ diac hiéu cia AFP,
AFP-L3, DCP(PIVKA-I1) huyét thanh
trong chian doan ung thw biéu md té bao
gan

O biéu d6 3.1 voi diém cat AFP >14,62
ng/mL thi do nhay cia AFP trong chan doan
ung thu biéu mo té bao gan 1a 88,6%; d6 dic
hiéu la 58,6%, dién tich dudi duong cong
AUC= 0,768. Chi diém AFP da dugc biét
dén tir lau véi y nghia dung dé gop phan
chan doan ung thu gan, tuy nhién do nhay
cua xét nghiém nay chua cao, vi n6 con ting
trong mot s6 bénh 1y khac nhu viém gan
man, xo gan. Theo nghién ctru cua mot sb tac
gia khac nhu theo nghién ctu cua Wang X.
va cong su khi nghién cau 113 bénh nhan
HCC va 161 bénh nhan viém gan man thi do
nhay cua AFP la 64,6% va d6 dac hiéu la
73,3% & diém cat 1a 17,56ng/mL. Nghién
cau cua Phan Ha Minh va cong su trén 248
ngudi dén kham tai Bénh vién Pai hoc Cét
Lam, thi do nhay cia AFP trong chan doan
ung thu gan 1a 85,7% va d6 dac hi¢u 72,9%;
gia tri tién doan dwong tinh 74,5%; gia tri
tién doan am tinh 84,7% [4]. Theo Berhane
va cong su khi nghién ctru 1278 bénh nhan &
buc trong do 275 bénh nhan HCC va 1003
bénh nhan viém gan man. Véi diém cat cua
AFP 1 20ng/mL thi d6 nhay trong chan doan
ung thu gan la 56,7%; d6 dac hiéu 93,9% va
dién tich dudi duong cong AUC =0,87. Khi
nghién cttu ¢ Nhat Ban trén 4476 bénh nhan
trong d6 1514 bénh nhan HCC va 2962 bénh
nhan viém gan man thi d6 nhay AFP trong
chan doan ung thu gan 51,3%; d6 dac hi¢u
97,3% va dién tich dudi duong cong AUC la
0,89; Nhitng két qua nghién ctru cia cac tac
gia trong nudc ciing nhu nudc ngoai déu
tuwong tu nghién ctru caa chang toi, tuy nhién

do6 nhay va do dic hiéu trong chan doan
HCC cua AFP chua cao nén it st dung trong
sang loc ung thu gan. O biéu db 3.2 ¢ diém
cat AFP-L3 >10,5% d6 nhay cia AFP-L3
trong chan doan ung thu gan 13 72,9% va do
dac hiéu la 78,6% va dién tich duéi duong
cong AUC = 0,793. Theo tac gia Caviglia G.
P. va cong su thi d6 nhay cua AFP-L3%
trong chan doan ung thu gan 1a 84,9%; do
dac hiéu la 88,6%; gia tri tién doan duong
tinh 90,0%; gié tri tién doan am tinh 83,0%;
va dién tich dudi duong cong AUC la 0,867.
Theo Phan Ha Minh va cong su thi d6 nhay
cia AFP-L3 trong chan doan ung thu gan 1a
thip hon (58%) tuy nhién d¢ dic hiéu lai cao
hon 84,2%. Theo nghién cttu cua Park S.J.
va cong su thi do0 nhay cua AFP-L3 la
50,63% va d6 dac hiéu la 83,12%; dién tich
dudi duong cong la AUC = 0,669. Theo
nghién ctu cta Choi J Y. va cong su thi
trong chan doan ung thu gan AFP c6 d6 nhay
67,8% va do dic hiéu 93,6% ¢ diém cat
AFP-L3 >10% [5]. O biéu d6 3.3 véi diém
cit DCP (PIVKA 1l) >45 mAU/mL huyét
thanh cho d6 nhay chan doan HCC cua chi
diém 13 82,9% va do dic hiéu la 84,3% va
AUC =0,844. Theo nghién ctu cua Choi J Y.
va cong su thi & diém cat DCP(PIVKA 1) >
40AU/L d6 nhay, do dac hiéu cua DCP
(PIVKA 11) trong chan doan HCC 1a 62,2%
va 94,9%. Theo nghién cuu cua Seo S.I. va
cong su khi nghién cau 1255 bénh nhén
trong d6 879 bénh nhan viém gan man khong
x0 gan va 219 bénh nhan xo gan khong HCC
va 157 bénh nhan HCC; véi diém cat DCP
(PIVAK I1) >40mAU/mL huyét thanh thi do
nhay cia DCP (PIVKA 11) trong chan doan
ung thu gan 1a 73,9% va d6 dac hiéu la
89,7%. Mot nghién cuau khac cua Caviglia
G.P. va cong su trén 98 bénh nhan, véi diém
cit DCP (PIVKA 1) > 33,3 mAU/mL huyét
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thanh, thi cho d6 nhay 77,8%; d6 dac hiéu
90,9% va dién tich dudi duong cong la AUC
= 0,870 [6].

4.3. Noéng dp cac chi diém mau truéc va
sau diéu tri cia ba phwong phap

O bang 3.3 khi diéu tri HCC bang phuong
phdp RFA thi sy khac biét vé& thanh phan
phan trim cua AFP-L3 trude diéu tri va sau
diéu tri c6 y nghia théng ké (28,8+28,7% va
17,7421,4%; p=0,014). Va ndng do trung
binh cia AFP va DCP (PIVKA II) huyét
thanh trude va sau diéu tri c6 khac biét tuy
nhién sy khéc biét khong c6 ¥ nghia thong ké
(p>0,05). Bbi v6i phuong phap diéu tri HCC
bang cit gan thi sy bién doi ndng do6 trung
binh ciia AFP va trudc va sau diéu tri cua hai
chi diém AFP, va DCP (PIVKA 1) khac biét
c6 y nghia théng ké (p<0,05). Theo nghién
ctu cua Toyoda H., va cong su khi nghién
ctiu sy thay doi do nhay cao cua AFP vé hiéu
qua dy doan nhitng bénh nhan ung thu gan
sau cit gan dugc thyc hién trén 187 bénh
nhan. Nhitng bénh nhan nay dugc thuc hién
xét nghiém AFP, AFP-L3, DCP (PIVKA I1)
trude va sau diéu tri va khi so sanh sy thay
d6i phan tram v&i néng do chi diém ung thu
gan trudc va sau khi cat gan thi c6 sy khéc
biét c6 y nghia thong ké (p<0,0001); giita
truéc va sau khi cit gan d6i véi chi diém
AFP >20ng/mL huyét thanh (AFP, 35,8%
trugc cat gan va 16,6% AFP > 20 ng/mL
huyét thanh sau cit gan). Khi DCP >
40mAU/mL huyét thanh thi c¢6 50,3% trudng
hop trudc cit gan, va sau cit gan DCP giam
con 7% truong hop, su khac biét c6 y nghia
théng ké. V6i AFP-L3 thi c6 19,8% AFP-L3
>10% trudc cat gan, sau cit gan AFP-L3 con
7% truong hop AFP-L3 >10% (p<0,001).
Theo tac gia Ma W. J., va cong su khi nghién
cru 108 bénh nhan HCC va cac bénh nhéan
nay duoc xét nghiém AFP trudc va sau diéu
tri HCC mét thang bang phuong phap cit

38

gan, dugc chia lam 3 nhdm, nhdm am tinh
khi ndng do chi diém AFP <20 ng/mL huyét
thanh c6 41 truong hop; nhém thap khi nong
d6 AFP tir 20-400ng/mL huyét thanh c6 28
truong hop. Va nhdm cao khi AFP >400
ng/mL ¢6 39 trwong hop. Thi muc d6 khac
biét vé t& bao va su xam lan vi mach ¢ ca ba
nhoém c6 y nghia théng ké (p<0,05). Nhiéu
thuat toan hdi quy duoc s dung trong
nghién ctiu chi ra rang duong kinh khéi u lon
hon 5cm va ndong d6 AFP cao hon 400ng/mL
1a twong quan chat vai ti 18 séng s6t sau mo
HCC. Ngoai ra nghién ctu chi ra ring muc
AFP huyét thanh trudc phau thuat dugc xem
1a c6 gia tri du doan dic diém &c tinh va tién
luong ung thu gan. Ngoai ra nhirng bénh
nhan HCC khong c6 chdng chi dinh phiu
thuat va AFP <20 ng/mL huyét thanh cé thé
c6 loi hau hét cac trudng hop ung thu gan
nguyén phat dugc diéu tri cit gan. Trong khi
cac truong hop bénh nhan ung thu gan voi
AFP huyét thanh >20 ng/mL thi can thém
liéu phap diéu tri bén canh phau thuat cit
gan. Pdi véi phuong phap diéu tri HCC bang
TOCE thi nong do AFP va thanh phan phan
tram AFP-L3 sau diéu tri 1 thang c6 giam so
Vé6i trude diéu tri, tuy nhién sy khéc biét nay
khong c6 ¥ nghia théng ké (p>0,05). Thanh
phan phan traim AFP-L3 sau diéu tri thap hon
truge diéu tri, tuy nhién sy giam chua c6 ¥
nghia thong ké [7].

V. KET LUAN

Chi diém AFP, AFP-L3 va DCP(PIVKA-
IT) c6 d6 nhay va d6 dic hiéu cao trong chan
doan HCC va cac chi diém nay co gia tri
trong theo ddi diéu tri HCC.
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GIA TRI CUA XET NGHIEM HUMAN TELOMERASE REVERSE
TRANSCRIPTASE MESSENGER RNA (hTERT mRNA) VA CHi SO GALAD
TRONG CHAN POAN UNG THU BIEU MO TE BAO GAN

Nguyén Thi Biing Swong*/**, Nguyén Hitu Huy**,

TOM TAT

Muc tiéu: Panh gia gia tri I1&m sang cua
hTERT mRNA so véi chi s6 GALAD trong chan
doan HCC.

Poi twgng va phwong phap nghién ciu: 170
bénh nhan bi HCC, 170 bénh nhan bi viém gan
man tinh, chiing t6i da so sanh gia tri xét nghiém
hTERT mRNA va chi s6 GALAD & xac dinh
bénh nhan bi HCC bang phuong phap phan tich

*Dai hoc Y Duoc TP. HCM.

**Bgnh vién Dai hoc Y Duoc TP.Ho Chi Minh
Chiu trach nhiém chinh: Nguyén Thi Bing Suong
Email: suongnguyenmd@gmail.com
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Ngay phan bién khoa hoc: 20.10.2020
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V6 Thanh Thanh**, Nguy&n Hoang Bac*/**

duong cong ROC va tinh dién tich dudi duong
cong.

Két qua: Do nhay /d6 dic hiéu cia hTERT
mRNA va chi s&6 GALAD trong chan doan HCC
la 88%/96% va 96%/70%. hTERT mRNA va chi
s6 GALAD t6 ra vuot troi so véi AFP, AFP-L3%
va DCP trong chan doan HCC.

Két luan: Vai trdo cia hTERT mRNA va chi
s6 GALAD trong chan doan HCC va sy vuot troi
S0 Véi cac chi dau ung thu don 1é da dwoc ching
minh. Do d6, dinh luong hTERT mRNA huyét
thanh va chi s6 GALAD la nhitng chi ddu mai va
san c6 dé chan doan HCC.

Tir khéa: hTERT mRNA, chi s6 GALAD,
AFP, AFP-L3%, DCP, HCC
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SUMMARY
HUMAN TELOMERASE REVERSE
TRANSCRIPTASE MESSENGER RNA
(hTERT mRNA) FOR
HEPATOCELLULAR CARCINOMA
DETECTION IN COMPARISON WITH
GALAD SCORE

Objective: The goal of this study was
to evaluate the clinical value of hTERT-mRNA
for hepatocellular carcinoma detection in
comparison with GALAD score.

Patients and Methods: In 170 patients with
HCC, 170 patients with chronic hepatitis, we
compared the performance of serum hTERT
MRNA vs GALAD score to identify patients
with HCC using receiver operating characteristic
curves and corresponding area under the curve
(AUC) analyses.

Results: The sensitivity/specificity of
hTERT mRNA and GALAD score in HCC
diagnosis was 88%/96% and 96%/70%.. hTERT
mMRNA and GALAD score proved to be superior

to AFP, AFP-L3%, and des-y-carboxy
prothrombin in HCC diagnosis.
Conclusions: The usefulness of hTERT

MRNA expression and GALAD score in HCC
diagnosis and its superiority to single tumor
markers were shown. Therefore, serum hTERT
mRNA and GALAD score is novel and available
markers for HCC diagnosis.

Keywords: hTERT mRNA, GALAD score,
AFP, AFP-L3%, DCP, HCC

I. DAT VAN DE

Ung thu biéu md t& bao gan
(hepatocellular carcinoma: HCC) 1a loai ung
thu chu yéu cia ung thu gan va 1a nguyén
nhan din d&én 1/3 sb ca tir vong do ung thu
trén thé giéi. Theo Globocan 2018, HCC 1a
bénh ung thu ¢ ty 1&é méi mic va tir vong
hang dau tai Viét Nam véi s6 moi mic:
25335 (16,45%) va sb tir vong: 25.404
(23,48%) [2]. Viét Nam & vung dich té viém
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gan siéu vi B, C. Ty 1€ tor vong do ung thu
gan cao thuong do dugc phat hi¢n mudn vi
thé cai thién du phong, chan doan sém ung
thu gan 13 rit can thiét dé nang cao hiéu qua
diéu tri. Trude day, chién luoc sang loc
nham phat hién sém HCC gom viéc do muc
d6 a-fetoprotein (AFP) huyét thanh va siéu
am 6 bung 3 - 6 thang mot lan. Tuy nhién, do
muc do6 AFP huyét thanh c6 do nhay va do
dic hiéu chan doan ung thu gan thip nén
hién nay, dé phat hi¢n som, chan doan phan
biét, theo ddi hiéu qua diéu tri, tai phat va
tién lwong ung thu biéu mo té bao gan, can
sit dung bo ba xét nghiém gdom AFP, AFP-
L3 va DCP.

GALAD la mot mé hinh toan phan tich
da bién (multivariate analyse model) dwa trén
5 thong sb, gdbm ba dau an khbi u AFP, AFP-
L3 vaDCP, cong thém véi gidi tinh
(Gender) va tudi (Age), két hop voi mot
phﬁn mém chuyén dung, cé thé duge su dung
dé phat hién ung thu biéu mo té bao gan
(HCC) & giai doan sém. Tir s6 diém GALAD
(GALAD Score), xac suat ung thu biéu mo
té bao gan (probability of HCC) c6 thé duoc
tinh todn ¢ giai doan som voi d§ nhay va do
dac hiéu 91,6%/89,7% tai Anh, tuong tu
81,4%/89,1% tai Nhat Ban cling nhu
88,4%/88,2% tai Ptrc cao hon hin khi chi st
dung timg dau 4n sinh hoc AFP, AFP-L3,
DCP [1]. Bén canh cac chi ddu sinh hoa,
mién dich thi mot nhom céc chi ddu ung thu
mdi cd vai tro ngdy cang quan trong do la
nhom DNA va mRNA xuit phat tir khdi u
hién dién trong huyét thanh ctia bénh nhén.
Chinh vi vay st dung phuong phap real-time
RT-PCR dé dinh luong hTERT mRNA trong
mau dugc danh gia 1a mot phuong phap nhay
dé phat hién HCC & bénh nhan c6 lugng
AFP thap. Theo nghién ctru cia EI-Mazny va
cong su (2014), voi gia tri cit 1a (>144
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copy/ml) thi xét nghiém hTERT mRNA co6
do nhay 1a 77,14% va dd dac hi¢u la 100%
trong chan doan 27 bénh nhan UTBMTBG
[4]. Tai Viét Nam, da co nhiéu cong trinh
nghién ctru vé& ung thu gan, nhung tap trung
chu yéu vé khia canh dich t& hoc, chan doan
moé bénh hoc va phuong phap diéu tri.
Nghién ciru céc chi ddu ung thu dé tam soat
ung thu gan hién chua dugc nghién clu
nhiéu. Xuat phat tir thuc té d6, ching toi tién
hanh nghién ctu dé tai: “Gid tri ciia xét
nghiém  Human  telomerase  reverse
transcriptase messenger rna ("nTERT mRNA)
va chi s6 GALAD trong chan dodn ung thu
biéu mé té bao gan”.

IIl. DOl TUONG VA PHU'O'NG PHAP NGHIEN CU'U

Thiét ké nghién ciu

Nghién ctru cat ngang mo ta

Péi twong nghién ciu

Trong khoang thoi gian tir thang 04 nam
2018 dén thang 12 nam 2019, ching toi thu
thap (khao sat) dugc 340 trueong hop dua vao
2 nhém nghién ciu gdom nhém UTBMTBG
(n =170) va nhdm BGM (n = 170).

Chuén bj bénh nhan: Thim khiam 1am
sang, can lam sang

Bénh nhan duoc diéu tra mot s6 yéu té

Il. KET QUA NGHIEN cU'U VA BAN LUAN

dich té hoc, 1am cac xét nghiém can 1am
sang. Bénh nhan duoc chan doan ung thu
gan bang chan doan hinh anh va két qua té
bao hoc

Thuc hién xét nghiém hTERT mRNA,
AFP, AFP-L3% va DCP

Dinh luong nong d6 hTERT mRNA bing
phuong phap Realtime RT-PCR. DPinh luong
AFP, AFP-L3% va DCP bing hé thdng
MTASWako® i30st dung phuong phap
(Liquid-phase binding assay) dién di mao
quan vi chip.

GALAD dugc tinh toan dua trén 5 théng
s6, gom ba dau an khéi u AFP, AFP-L3
va DCP cong thém véi gigi tinh (Gender) va
tudi (Age), sa dung phuong trinh sau:
Z =-10,08 + 0,09 x Tudi + 1,67 x Giéi tinh
+ 2,34 1og10 (AFP) + 0,04 x AFP-L3 + 1,33
x log10 (DCP),

O day gi6i tinh nam = 1 va gidi tinh nir =
0. Ly s6 mii (exponential) cua yéu té du bao
tuyén tinh (Z), du doan HCC Pr(HCC) &
bénh nhan (xép tir 0 dén 1) dugc danh gia
bang phuong trinh: Pr(HCC) = exp (2)/ (1 +
exp [2]). | ‘

Xu 1y va phan tich s6 li€u. Str dung phan
mém SPSS version 20.0 cho cac phan tich
thong ké.

1. Pic diém nhan khau hec nhém nghién ciu
Bdng 1. Tuéi cia bénh nhan ¢ cdc nhdém nghién ciru

Nhém UTBMTBG Nhém BGM Gia tri p
(n = 170) (n = 170) i
Tudi * 59.8 + 11.3 46.5 +13.8
Tudi nhé nhit 26 22 0,0001
Tubi 16n nhat 97 103

Kiém dinh t doc lap
* trung binh + do 1éch chuan
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Nhgn xét: Két qua cho thay, nhom
UTBMTBG c6 dé tudi trung binh la 59.8 +
11.3 cao hon so v&i nhém BGM la 46.5 +
13.8, p < 0,0001. Trong nghién ctu cua
ching t6i, bénh nhan UTBMTBG c6 tudi
trung binh 59.8 £ 11.3 phu hop vaéi nghién
ctru Thai Dodn Ky va cong su (2015) ¢6 tudi
trung binh 56.4+11.7 [6]; Hann HW. et al

(2014) 12 59.1+10.3 [5]. Nhém BGM c6 tudi
trung binh 1a 46.5 = 13.8 ciling phu hop Vi
nghién ciru cac tac gia trén. Chang tdi nhan
thdy tudi trung binh & hai nhém nghién ctu
phl hop Véi tién trinh dién bién tu nhién cua
bénh tir viém gan, xo gan dén UTBMTBG
khoang 10 — 15 nam.

Bdng 1. Phan bé gidi ciia bénh nhan ¢ cac nhém nghién cizu

Nhém UTBMTBG Nhém BGM Gia tri
(n = 170) n (%) (n = 170) n (%) P
Nam 136 (80.0) 90 (52.9)
<0.0001
Nit 34 (20.0) 80 (47.1)
Kiém dinh Chi binh phuong

Nhan xét: Két qua cho thay ty & gioi nam
chiém da s hon gigi nir ¢ ca hai nhom, ty 1€
nam/nit & nhom UTBMTBG va BGM lan
luot la 136/34 = 4 va 90/80 = 1,12. Sy khac
biét gitra hai nhom vé phan bé theo gigi tinh
1a co6 y nghia thong ké (p <0.001). Nhom

UTBMTBG cua nghién cau chung toi co ty
I&¢ gisi nam chiém wu thé hon gidi nir kha
tuong dong véi nghién ctu cia Hann HW. et
al (2014) thi ty l& nam/nt & nhém
UTBMTBG va nhém BGM lan luot la
25(83%)/5(17%) va 69 (65%)/37(35%) [5].

2. Pic diém khéi u gan & nhom UTBMTBG
Bdng 3. Phan bé theo dic diém khéi u gan ¢ nhém UTBMTBG (n = 170)

Dic diém khdiu | Sé lugng | Ty 16 %
Vi tri

Thuy phai 111 65,3

Thily tréi 21 12,3

Ca hai thuy 38 22,4

S6 luong u

lu 100 58,8

>2u 70 41,2
Kich thuéc (cm)

<2 44 25,9

2-5 70 41,2

>5 56 32,9
Giai doan BCLC

0 &A 92 54,1

B,C,D 78 45,9
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Nhgn xét: Qua bang 3 vé dic diém khoi
u gan ¢ bénh nhan UTBMTBG, chung t6i
nhan thiy da s6 bénh nhan cé khéi u ¢ thiy
phai (65,33%), mot u (58,8%), kich thudc
cha yéu <5 cm (67,1%) va giai doan BCLC
0&A (54,1%). Gan day, c6 nhiéu hé thong
phan chia giai doan UTTBG khac duogc dua
ra nhu: BCLC (Barcelona Clinic Liver
Cancer) cua Tay Ban Nha, JIS (Japan
Integrated Staging Score) cua Nhat Ban,
CLIP (Cancer of the Liver Italian Program)
cia Y. Chung tdi lya chon hé thong phan
loai ung thu gan theo BCLC ap dung trong
nghién cau phéan loai ung thu gan dya vao 3
tiéu chi: dic diém khdi u (kich thudc, sb
lwong, xam lan xung quanh), chirc ning gan
(Child-Pugh); va thé trang chung PTS
(performance status) gilp lien  két

cac giai doan bénh véi phuong phap diéu tri t
hich hop. Nghién cau cua tac gia Bau Quang
Liéu (2017) véi n = 45 ciing c6 cac dic diém
vé khdi u gan ¢ bénh nhan UTBMTBG
tuong ddéng voi nghién ctu ching t6i nhu
khdi u chu yéu & thuy phai (82,22%), 1 6
(75,55%), va kich thudc khéi u <5cm
(62,22%) [7]. Tuong tu, nghién ctu cua Théi
Doan Ky (2015) véi n = 105 ciling c6 dac
diém khéi u da sé ¢ thay phai (90,5%), 1 6
(57,1%), kich thuéc u >5cm (87,6%) [6].
Chung toi nhan thay viéc phét hién khdi u
gan ¢ giai doan sém khi kich thugc khi u
<5cm ngay cang tang, diéu nay cho thay hién
nay nhan thirc vé ung thu gan cia ngudi dan
da c6 nhiéu cai thién, cac bién phap tam soat
da dugc (ng dung rong rai hon nén ty I¢ ung
thu phat hién & giai doan tré giam di.

3.Két qua vé néng do AFP, AFP-L3, DCP, hTERT mRNA va chi s6 GALAD & céc

nhoém nghién ciu

Bing 4. Néng dp AFP, AFP-L3, DCP, hTERT mRNA va chi s§ GALAD ¢ nhom

UTBMTBG va nhom BGM

Nhém UTBMTBG Nhém BGM Gid tri
(n = 170) (n = 170) P
AFP* (ng/mL) 33 (5,60- 347,95) 1,95 (1,30 — 2,90) <0,0001
AFP-L3* (%) 7,5 (0,5- 39,8) 0,5 (0,5 — 05) <0,0001
DCP*
(mAUIML) 206,94 (42— 3790) 16 (12,75 — 20) <0,0001
hTERT mRNA* <0,0001
(bin sao/mL) 1610 (498,5- 3927,5) 0,0 (0,0 - 0,0)
GALAD -2.55 (-3.99 — -1.3.1) 4.09 (2.02 — 8.3) <0,0001

Kiém dinh MannWhitney
*trung vi (khoang ta phan vi)

Nhgn xét: Bang 4 cho thiy nong do
trung vi AFP, AFP-L3, DCP, hTERT mRNA
va chi s6 GALAD & nhém UTBMTBG cao
hon hian nhém BGM. Két qua nay twong
dong véi nghién ctru ciia Jan Best va cong su

(2019) trén 125 bénh nhan c6 HCC va 231
bénh nhan gan nhiém m& khéng do ruou
cling ghi nhan chi s6 GALAD & nhém bénh
nhan HCC 1a 2.93 (0.77, 7.62) trong khi d6 &
nhom d6i chung 1a-3.96 (-5.22, -2.6) [1].
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Nong do trung vi hTERT mRNA & nhém
UTBMTBG cao hon han nhém BGM (p <
0,0001) twong dong véi nghién ctu cua El-
Mazny va cong su (2014), nong d6 hTERT
MRNACO su khac biét co ¥ nghia thong ké
gira nhom UTBMTBG (200,03 + 35,3 ban
sao/mL) va nhém BGM (84,3 £ 27,3 ban
sao/mL) [4]. Tuy nhién két qua ciia chling toi
cho thay hTERT hau nhu chi dwong tinh &
nhom nghién ctiru con tac gia EI-Mazny va
cong su (2014) van c6 ghi nhan tin hiéu &
nhom BGM, diéu nay c6 thé giai thich do su
khédc biét vé do nhay ki thuat cua Kit
RealtimePCR gitra hai nghién ctu.

4. Gia tri chan doan UTBMTBG ciia
chi s6 GALAD va hTERT mRNA

ROC Curve

10
na—f

o
o
1

Sensitivity

os 06
1 - Specificity

Hinh 1. Puwong cong ROC cho nong dé
hTERT mRNA dé phan biét giita UTBMTBG
va BGM vgi AUC =0.942; p < 0.05

Nhdn xét: Dién tich dudi duong cong
ROC cua hTERT mRNA la 0.942>0.5 cho
thiy xét nghiém hTERT mRNA c6 gia tri
trong viéc phat hien UTBMTBG trén bénh
nhan viém gan man. Ngudng cét téi vu duoc
xac dinh la 31.50 copies/mLcia hTERT
mRNA c6 36 nhay (88%) va d6 dac hi¢u
(96%) t6t nhat cho chan doan HCC. Gia tri
ngudng cit cua ching tdi thip hon so voi
ngudng cat 144 copies/mLcod d6 nhay va do
dac hiéu lan luot Ia 77.14% va 100% cia tac
gia EI-Mazny va cong su (2014)1,
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Hinh 2. Pwong cong ROC cho chi sé
GALAD dé phan biét gisa UTBMTBG va
BGM véi AUC =0.962; p < 0.05

Nhgn xét: Dién tich dudi duwong cong
ROC cua chi s6 GALAD la 0.962>0.5 cho
thiy chi s6 GALAD c6 gi4 tri trong viéc phat
hién UTBMTBG trén bénh nhan viém gan
man. Ngudng cit tdi uvu dugc xac dinh l1a cua
chi s6 GALAD la -1.92 c6 do nhay (96%) va
do dic hiéu (70%) tét nhat cho chan doan
HCC. Gia tri ngudng cit cua chung t6i thap
hon hon so v&i ngudng cat —1.18 ¢6 do nhay
va d¢ dac hiéu lan lugt 12 92% va 79% cua
tac gia Ju Dong Yang va cong su (2019) [8].

ROC Curve
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Hinh 3. Dwong cong ROC cho AFP,
AFP-L3, DCP, hTERT mRNA va chi sé
GALAD dé phan biét giga UTBMTBG va
BGM
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Nhégn xét: Khi so sanh véi chi sé AFP,
AFP-L3, DCP riéng I¢é thi hTERT mRNA va
chi s6 GALAD c6 gia tri trong viéc phat hién
UTBMTBG cao hon hin. Theo nghién ctu
cua tac gia Caviglia va cong su (2016) cho
thiy chi s6 GALAD c6 d6 chinh xac cao hon
AFP, AFP-L3, DCP hoic su két hop AFP,
AFP-L3, DCP trong chan doan sém HCC

13].

V. KET LUAN

Vai trd cia hTERT mRNA va chi s6
GALAD trong chan doan HCC va su vuot
troi so véi cac chi dau ung thu don 1é da
duogc chung minh. Do do, dinh lugng hTERT
mRNA huyét thanh cing chi s6 GALAD la
nhitng chi dau mai va san c6 dé chan doan
HCC.
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POT BIEN MO'T GEN LDLR O’ BENH NHAN
TANG CHOLESTEROL MAU CO TiNH CHAT GIA PINH

Hoang Thi Yén*, L& Thj Yén*, Vii Piec Anh*,

TOM TAT

Bénh ting cholesterol co tinh chat gia dinh
(Familial Hypercholesterolemia - FH) la mét
bénh di truyén troi nhidm sic thé thuong dic
trung boi néng do LDL-cholesterol (LDL-C)
trong mau ting cao bét thuong. Dot bién gay
bénh trén 80% do gen LDLR. Hién nay bénh FH
con chua dugc quan tdm maot cach thyuc sy, dan
ti sw cham tré trong diéu tri va co thé gay ra cac
bién ¢ tim mach hozc tir vong. Muc tiéu: Xac
dinh dot bién méi trén exon 3, 4, 9, 13, 14 gen
LDLR; Péi twong va phwong phap nghién
cku: 26 bénh nhi FH theo tiéu chuan Simon
Broome duoc phan tich gen, xac dinh dot bién
méi trén exon 3, 4, 9, 13, 14 gen LDLR. Két
qua: Phét hién duoc 2 dot bién méi, chua tung
dugc cong bd: dot bién ¢.1335C>T trén exon 9
va dot bién ¢.1978C>T trén exon 13. Két luan:
Nghién ciru phat hién duoc 2 dot bién méi va du
doan co kha ning gdy bénh. Két qua nghién ciru
rit co ¥ nghia trong viéc bd sung thém dot bién
moi vao ban dd dot bién gen LDLR gay bénh FH
0 nguoi Viét Nam.

Tir khod: ting cholesterol mau co tinh chat
gia dinh, exon 9, exon 13, dot bién gen LDLR

SUMMARY
NEW MUTATION OF LDLR GENE IN
FAMILIAL
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Vii Chi Diing*, Pang Thi Ngoc Dung*

HYPERCHOLESTEROLEMIA
PATIENT

Familial hypercholesterolemia (FH) is an
autosomal dominant disorder of lipoprotein
metabolism characterized by high levels of LDL-
cholesterol (LDL-C) in the blood. Over 80% of
the mutations are caused by the LDLR gene.
Nowaday, FH disease has not been paid much
attention, leading to a delay in treatment and can
cause cardiovascular complications or death.
Objectives: Identify new mutations in exon 3, 4,
9, 13, 14 of LDLR gene. Subjects and Methods:
26 FH children according to Simon Broome
criteria were genetically analyzed, identified new
mutations on exon 3, 4, 9, 13, 14 of LDLR gene.
Results: Detected 2 new mutations, never
announced: mutation ¢.1335C>T on exon 9 and
mutation ¢.1978C>T on exon 13 LDLR gene.
Conclusion: The study discovered 2 new
mutations and predicted the ability to cause
disease. The research results are very meaningful
in adding new mutations to the LDLR gene
mutation map that causes FH disease in
Vietnamese people.

Keywords: familial hypercholesterolemia,
exon 9, exon 13, LDLR gene mutation

. DAT VAN DE

Téng cholesterol dong vai trd quan trong
trong viéc hinh thanh, phat trién va nat vo
clia mang xo vita, lam ting cac nguy co mac
bénh tim mach (coronary heart disease:
CHD) nguyén phat va tir vong. Bénh mach
vanh 1a nguyén nhan gay tir vong hang dau
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trong 10 nam tr6 lai day [1]. Tang
cholesterol trong mau c6 thé do nhiéu
nguyén nhan va nguyén nhan vé cung quan
trong 1a do dot bién gen gay nén.

Bénh ting cholesterol c6 tinh chat gia
dinh (Familial Hypercholesterolemia - FH) la
mot bénh di truyén troi nhidm sic thé thuong
dic trung boi ndng d6 LDL-cholesterol
(LDL-C) trong méu ting cao bat thudng.
MGt sb nghién cau trén thé gisi cho thiy hon
1.000 dot bién cia gen LDLR dd duoc Xac
dinh & bénh nhéan tang cholesterol c6 tinh
chat gia dinh. Ti Ié mac bénh wéc tinh trén
toan thé gisi tir 1:500 dén 1: 300. Pay la
bénh di truyén don gen, nguyén nhan chu
yéu lién quan dén dot bién gen LDLR vai ti
Ié dot bién trén 80% [2]. Vién quéc gia vé y
té va 1am sang ciia Anh (NICE) da dua ra
khuyén céo vé sang loc phan tang ddi Véi
nhitng nguoi than c6 quan hé huyét thong
gan voi bénh nhan di duoc chan doan 1am
sang FH, gilp giam ti 1€ bénh tat va tir vong
do bénh tim mach ¢ nhitng nguoi FH théng
qua chan doan bénh som va quan Iy bénh
hiéu qua [3].

Trong nghién ctru nay, ching t6i xac dinh
dot bién gen LDLR trén nhém bénh nhi FH
bang phuong phap giai trinh ty Sanger va da
phét hién duoc 2 dot bién mai.

IIl. DOl TUONG VA PHU'O'NG PHAP NGHIEN CU'U

2.1.Péi twong nghién ciru:

> 26 bénh nhan duoc chan doan FH
theo tiéu chuan Simon Broome [3] va duoc
phan tich xac dinh dot bién trén 5 exon gen
LDLR: 3, 4,9, 13, 14.

+ Tiéu chuan lya chon: Bénh nhi dap
g tiéu chuan Simon Broome:

(1) TC méau > 6.7 mmol/L hoac LDL-C
>4.0 mmol/L & tré em <16 tuoi.

(2) Triéu chiing kem theo:

+ Xanthoma gan xuat hién ¢ bénh nhan
hoac c6 ¢ thé hé ¢ méi quan hé huyét théng
bac 1 vai bénh nhéan (cha me, anh chi em
rudt) hoic cé ¢ thé hé c6 méi quan hé huyét
thdng bac 2 véi bénh nhan (6ng ba, cha, di).

- B4, me hodc ngudi bao trg va bénh nhi
FH ddng y cho bénh nhi tham gia nghién
cuu.

+ Tiéu chuan loai tru:

Bénh nhi méic hoi ching than hu, bénh
nhan tir chbi tham gia nghién cuu.

2.2. Thiét ké nghién ciu:

- C4c bénh nhi dugc kham va chan doan
FH tai bénh vién nhi Trung Uong, s& duoc
ldy mau xét nghiém céc chi sé lipid mau va
thuc hién céc ky thuat: tach chiét DNA, kiém
tra d9 tinh sach DNA, thuc hién phan tng
PCR véi cac moi tu thiét ké va giai trinh tu
gen bang phuong phap Sanger dé xac dinh
dot bién diém trén 5 exon: 3, 4, 9, 13, 14 gen
LDLR.

2.3. Phwong phap nghién ciru: mo ta cat
ngang

> Dia diém va thoi gian: tir 5/2017 —
10/2018 tai Bénh vién nhi Trung Uong

» Xét nghiém cholesterol, triglycerid,
HDL-C, LDL-C (mmol/L) trén h¢ thong
Cobas €601 s dung kit caa hdng Roche
diagnostics.

> Ky thuat tich DNA: méau toan phan
chéng déng EDTA dugc tach DNA theo
phuong phap tach cot; nong do va do tinh
sach DNA dugc xac dinh trén may
Nanodrop, nhitng mau DNA dat OD260/
0OD280 tur 1,8-2,0 s¢ dugc st dung phan tich.

> Thiét ké méi: Nghién cau sir dung
moi tu thiét ké, trinh tw mdi cho cac doan
exon trong nghién ctru dugc thiét ké dic hiéu
Véi céc vung trinh ty dich mong mudn.
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Bing 1. Trinh tw moi khuéch dai exon 3, 4, 9, 13, 14 ciia gen LDLR

Mbi Trinh ty Kich thuoc
! - (o9)
s | Moixui CTCAGTGGGTCTTTCCTTTG
Mi neroc CCTGACTGTGCGTGACAA 400
o | Mol xudi TGTTGGGAGACTTCACACGG o
Mi neroc TCCACTTCGGCACCTAAATCA
oo | Moixubi CTCTTTTTCTGGGTGCCTC e
Mi neroc CTGGATGTCTCTGCTGATGA
Exon 13, | Mbi xudi TAGTTGTGGAGAGAGGGTGGC o
14 Mi ngroc AAAGTATGGTTATCCCGACTCA

» K§¥ thuiat PCR:

Thanh phan phan tmg PCR (thé tich 25ul) gom 12,5ul Tag2X; 0,5ul moi xudi; 0,5ul moi
nguoc; 0,1ul DNA va 10,5ul H20 freeDNA.

Bing 2. Chu trinh nhiét ciia phan ting PCR khuéch dai exon 3

Chu trinh Bién tinh Bit ciap Tong hop
1 95°C - 5 pht
234 95°C - 30 giay T = 55°C (30 gidy) 72°C - 30 giay
35 30 gidy 729C - 5 phit

Tuong tu tién hanh cing chu ky nhiét do va sé chu ky tuong tu voi exon 9, 13, 14 tai T =
55°C, exon 4 tai Tm = 57°C. Tién hanh dién di san pham PCR trén gel agarose 1,5% véi dién
thé 120v, trong 30 phdt.

» Ky thugt gidi trinh ty gen:

Sau khi khuéch dai, san pham PCR duoc tinh sach va dugc giai trinh ty bang phuong phap
Sanger véi hoa chat BigDye Terminator v3.1 Cycle Sequencin Kit trén may giai trinh ty tu
dong Prism 3730xI — ABI (M¥). Trinh tu gen dugc doc bang phan mém Sequence Scanner va
d6i chiéu véi trinh ty cia gen LDLR trén GeneBank bang ApE, sa dung phan mém
MutationTaster du doan kha ning gay bénh cua dot bién.

IIl. KET QUA NGHIEN cU'U
3.1. Kétquadiendi

=

Hinh 1. Hinh dnh dién di san phdm PCR ciia exon 9 véi moi LDLR (448 bp)

48



TAP CHi Y HOC VIET NAM TAP 496 - THANG 11 - SO CHUYEN BE - 2020

Marker: 100 bp; (-): Chang am; (+):
Chitg dwong; MS1-MS14: Mau bénh nhi tur
MS1 - MS14

Nhan xét: Mau dbi ching am (-) khéng co
san pham khuéch dai PCR, ching to san
pham PCR khong bi nhidm san pham ngoai
lai. Cac giéng ctia mau nghién ctru déu xuat

3.2. Két qua xac dinh dot bién

+ Dot bién di hop tir trén exon 9 (c.1335C>T)

hién san pham khuéch dai cua cac exon co
kich thudc twong ung véi mau chimg duong,
diéu nay cho thay khuéch dai ding san pham
va khdng c¢6 hién tuong bién ddi bat thuong
trén cic exon cua cac mau nghién cau. Cac
san phim PCR nay du chit luong dé tién
hanh giai trinh ty gen dé xac dinh dot bién.

G T <Cc T G c  c T G T <© T G A T € T G
Binh thwong c.1335C €.1335C>T

Hinh 2. Hinh dnh djt bién c.1335C>T trén exon 9 gen LDLR
Hinh 2 cho thay két qua giai trinh ty mau MS19 thu duoc 2 dinh: mau d6 va mau xanh da
troi twong (ng véi nucleotide Thymin va Cytosin cia kiéu gen di hop tir TC tai vi tri
nucleotide 1335 trén exon 9 gen LDLR. Pat bién ¢.1335C>T khong gay ra su thay doi acid
amin va 1a dot bién méi chua timg duoc cong bé trude day. Dot bién nay duoc tim thay trén

bénh nhi MS19 trong nhom 26 dbi twong bénh nhi FH.

+ Djt bién exon 13 (c.1978C>T)

T [ e [ [ [ e G c [ e

Binh thwéng c.1978C

€.1978C>T stop codon (CAG 22UAG)

Hinh 3. Hinh dnh djt bién c.1978C>T

Hinh 3 cho thiy két qua giai trinh ty miu
MS23 thu duogc 2 dinh: mau d6 va mau xanh
da troi twong ung véi nucleotide Thymin va
Cytosin cua kiéu gen di hop tir TC tai vj tri
nucleotide 1978 trén exon 13 gen LDLR.
Trong dot bién nay c6 sy thay thé tur
nucleotide Cytosin thanh Thymin, tor do gay
ra sy thay d6i bo 3 ma hda o vj tri acid amin

660, tir bd ba CAG thay bang UAG (UAG la
1 trong 3 bo ba két thuc). Pay 1a dot bién
mai dugc phét hién trong nghién ciu cd tén
la ¢.1978C>T stop codon, 1a dang dot bién
v6 nghia. Dot bién nay duoc tim thiy trén
bénh nhan MS23 trong nhém 26 bénh nhi
FH.
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IV. BAN LUAN

4.1. Pt bién di hop tir trén exon 9
(c.1335C>T)

Dot bién ¢.1335C>T: Dot bién trén exon 9
gen LDLR, day 1a dot bién méi duoc phat
hién trong nghién cuu va c6 1 bénh nhi FH
mang dot bién nay. Dot bién co su thay thé
nucleotide Cytosin thanh Thymin tai vi tri
c.1335 1am thay doi bo ba ma héa GAC
thanh GAU. Tuy c6 su thay ddi Vé
nucleotide, nhung 2 bo ba md héa GAU va
GAC déu ma hoa cho acid amin Aspartat.

Pa phan cac dot bién khong l1am thay doi
acid amin déu la cac dang dot bién trung
tinh, tuy nhién khi st dung phan mém du
doan kha niang dot bién MutationTaster cho
thdy ¢.1335C>T la mot dot bién c6 kha ning
gay bénh va dugc cho la gay bénh tai vi tri

CM950764 da dugc céng bd trong ngan hang
dir liéu dot bién gen ¢ ngudi (The Human
Gene Mutation Database - HGMD):
http://www.hgmd.cf.ac.uk/ac/gene.php?ge
ne=LDLR&accession=CM950764)

Mic du cac thuat toan dy doan vé kha
nang gdy bénh c6 d nhay va do dac hiéu
cao, tuy nhién van can cac thi nghiém in vivo
va in vitro dé khing dinh do6t bién trén co
phai gay bénh hay khong.

4.2. Pot bién di hop tir trén exon 13
(c.1978C>T)

Dot bién ¢.1978C>T: Dot bién trén exon
13 gen LDLR ¢ dang di hop tt, day la dot
bién méi duoc phat hién trén 01 bénh nhi FH
vé6i biéu hién u vang va xét nghiém lipid mau
tang cao dién hinh.

| c.1978C>T |

LDLR gene

Exon 1 2 3 4

——
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dwong trong

Hinh 4. Vi tri djt bién c¢.1978C>T tao mi stop codon va viing ma héa
cho protein LDLr twong irng.

O nguoi binh thuong, tai vi tri nucleotide
s6 1978 trén exon 13 gen LDLR Ila
nucleotide Cytosin, trong qua trinh dich ma
dé téng hop protein LDLr s& tao ra bo 3 ma
hoa CAG tai vi tri a.a 660. Khi xuét hién dot
bién thay thé nucleotide Cytosin bing
Thymin tai vi tri nucleotide sé 1978 thi qua
trinh dich ma tai vi tri acid amin 660 s& bi
thay dbi thanh bo 3 md hda UAG la mot
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trong ba bo 3 két thic (UAG, UAA, UGA),
ngay lap tuc qua trinh dich mé bi dung lai va
két thlic qua trinh tong hop protein LDLr tai
vi tri nay. Viéc dung lai qua trinh dich ma
khién cho cac cau trdc phia sau vi tri dot bién
cua protein LDLr (bao gom 1 phan cia ving
gidng EGF, ving OLS, ving xuyén mang
TM va vung trong bao tuong) khong duoc
hinh thanh, tao nén mot protein bat thuong


http://www.hgmd.cf.ac.uk/ac/gene.php?gene=LDLR&accession=CM950764
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va gy dot bién vo nghia. Nhimg dot bién
dang vo nghia thuong duoc khing dinh 1a
dot bién gay bénh [4]. Cac nghién ciu cho
thiy tinh trang phan r& mRNA qua trung
gian dot bién vo nghia (Nonsense-mediated
mRNA decay - NMD) 1a mét trong nhiéu co
ché kiém soat bai cac té bao dé ngan chan
tac dung doc hai cua cac peptid bi cit cut
hoic bi bién d6i so vai protein dugc sinh ra
binh thuong [5]. Cac dot bién vo nghia nim
& vi tri dai hon 50 - 55 bp so véi vi tri noi
chic ning exon-exon (huéng vé phia ving
promoter va cac exon, intron trudc) thuong
gay ra tinh trang phan r& mRNA qua trung
gian dot bién vo nghia (NMD) [6]. Nghién
ctu cua Weiss (2000) va Dedoussis (2004)
da chang minh nhom bénh nhan mang dot
bién v6 nghia dang di hop tir & gen LDLR da
loai bo hoan toan chiic niang cua thy thé va
TC, LDL-C khi chua diéu tri cao hon ¢ ¥
nghia thong ké so véi nhom khiém khuyét
thu thé trong nhém bénh nhan FH ¢c6 u vang
[7]. Dot bién vo nghia c.1978C>T trong
nghién ciu cua ching téi nam ¢ vi tri 133 bp
S0 VGi Vi tri ndi chirc nang exon-exon, do do
dot bién ¢ kha niang gay ra tinh trang phan
ri mRNA qua trung gian dot bién vo nghia
va gay thiéu hut protein LDLr c6 chirc ning
mac du 1a dang dot bién di hop tor. @Dystein
Lunde Holla va cong su (2009) da thuc
nghiém véi 4 loai dot bién vo nghia di hop
trén gen LDLR trén té bao cho thay luong
thu thé LDLr va tinh trang hap thu LDL-C
vao trong té bao giam coé y nghia thong ké
véi p<0,05 va p<0,005 trong tng [8].

Shu H va cong sy (2017) da ching minh
cac anh hudng téi LDLr boi dot bién tao ma
két thlic trén exon 13 bang thuc nghiém trén

dong té bao Hep G2. Dot bién trén di tao ra
protein dot bién c6 khédi lwong 120 kDa do
khong duoc trai qua qué trinh glycosyl hoa,
do d6 thu thé duoc hinh thanh khdng thé van
chuyén tir lugi noi sinh chit téi bo may
Golgi (thiéu hut mot phan — dot bién loai
2B). Khi dwoc nhudom danh gia biang mién
dich huynh quang cho thay lwong LDLr trén
mang giam dang ké, qué trinh van chuyén
LDL-C vao trong té bao ciing giam rd rét [9].
Dot bién v6 nghia nay duoc xép vao nhom 1
(nhom dot bién vo nghia, dich khung, vi tri
ndi, dot bién bat hoat ving promoter) nén
nong do LDL-C cao hon va doi hoi diéu tri
lidu Atorvastatin cao hon so véi cdc nhém
dot bién con lai. Bénh nhi MS23 phat hién
dot bién ¢.1978C>T vao vién vai biéu hién u
vang ¢ ving khuyu, mong, dau goi; cac xét
nghiém ban dau c6 ndng d6 TC va LDL-C
tang rat cao.

Tuy nhién, theo nghién cuu cua @ystein
Lunde Holla va cs (2009) trén cac chung té
bao c6 chira cac dot bién vo nghia di hop tu
lai cho thay hiéu qua diéu tri cua cac chat uc
ché cac phtc hop ribosome RNA nhan biét
cac vung stop codon sém nhu Emetine,
Cycloheximide va Gentamicin [8]. Thuc
nghiém tién hanh vai ching té bao co dot
bién v6 nghia tao ma stop codon sém
€.296C>G cho thdy voi lidu luong
Gentamicin (300 pg/mL) sau 20 gio diéu tri
va Emetine (300 pg/mL) sau 2 gio diéu tri
thi LDLR mRNA va protein LDLr tang 1én
ngang bang vai té bao binh thudng. Do do,
két qua xét nghiém xac dinh dot bién gen két
hop voi nhiing hiéu biét vé tinh trang NMD
va céc chit trc ché NMD vé cling quan trong
v6i diéu tri 1am sang khi cac can thiép di
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truyén ngay cang phat trién. Boi véi bénh
nhan MS23 nhém nghién ciu ¢6 thé tu van
VGi bac sy diéu tri 1am sang can nhic sir
dung thar nghiém cac nhém thuéc trén khi
that bai v&i cac thube diéu tri khac va theo
d6i hiéu qua diéu trj.

V. KET LUAN

Nghién ciru d3 xac dinh dwgc 2 dot bién
méi (¢.1335C>T trén exon 9 va ¢.1978C >T
trén exon 13) gen LDLR. Hai dot bién di hop
tr nay chwa dugc cong bd va c6 kha ning
gy bénh. Két qua nghién ctru rat co ¥ nghia
trong viéc bod sung thém dot bién mdi vao
ban d6 dot bién gen LDLR gy bénh FH.
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NGHIEN CU’'U NONG PO CEA, CA19-9, CA72-4 HUYET THANH TRUOC
VA SAU PIEU TRI BENH UNG THU DA DAY GIAI POAN IV

Vii Thi Hang®, Pham Thién Ngoc2, Pham Cam Phwong3

TOM TAT

37 bénh nhan duoc chin doan ung thu da day
(UTDD) giai doan IV, duoc lam dong thoi céc
xét nghiém CEA, CA19-9, CA72-4 trudc va sau
3 dot hoa tri. Két qua: Ty 1 bénh nhan c6 CEA
duong tinh (>4.3ng/ml) 1a 43.2% (16/37), CA
19-9 duong tinh (>27U/ml) 1a 40.5% (15/37),
CA 72-4 duong tinh (>6.9 pg/ml) la 62.1%
(23/37). Va khi két hop ca 3 dau an ung thu nay
thi d6 nhay ting 1én dén 86.5%. Sau diéu tri 3
dot hoa chat, c6 su khac biét c6 ¥ nghia thong ké
(p<0.05) vé ndng do6 trung binh CEA, CA19-9,
CA72-4 trude va sau diéu tri & cac nhém UTDD.

Tir khod: Ung thu da day, CEA, CA19-9,
CA72-4.

SUMMARY
STUDY THE CONCENTRATION OF
CARBOHYDRATE ANTIGEN 19-9,
CARCINOEMBRYONIC ANTIGEN,
AND CARBOHYDRATE ANTIGEN 72-4
BEFORE AND AFTER TREATMENT
IN GASTRIC CANCER STAGE IV
37 patients diagnosed with gastric cancer
(UTDD) stage 1V were tested for CEA, CA19-9,
CA72-4 before and after treatment 3
chemotherapy. Results: The positive rate of

YTrwong Pai hoc Ki thuat Y té Hai Duong
2 Truong Pai hoc Y Ha Ngi

3 Bénh vién Bach Mai

Chiu trach nhiém chinh: Vii Thi Hang
Email: Vuhangk31ld@gmail.com

Ngay nhan bai: 22.10.2020

Ngay phan bién khoa hoc: 25.10.2020
Ngay duyét bai: 28.10.2020

CEA (>4.3ng/ml) was 43.2% (16/37), CA 19-9
(>27U/ml) was 40.5% (15/37) and CA 72-4
(>6.9 pg/ml) was 62.1% (23/37). When CEA,
CA19-9 and CA72-4 markers are combined, the
positive rate increase to 86.5%. After 3
chemotherapy, the was a statistically significant
difference in mean concentrations of CEA,
CA19-9, CA72-4 before and after treatment in
the gastric cancer group. (p<0.05)

Key words: Gastric cancer, CEA, CA19-9,
CAT72-4.

I. DAT VAN DE

Ung thu da day (UTDD) la mét trong
nhitng ung thu duong tiéu hdéa hay gap,la
nguyén nhan hang dau tha hai gay tir vong
lién quan dén ung thu trén toan thé gidi.
UTDD giai doan IV c¢6 tién lwong Xau va
gap nhiéu khé khin trong qué trinh diéu tri.
Hién nay, bénh nhan ung thu da day giai
doan IV duoc diéu tri bang hoa tri can duoc
kiém soét t6t. Do d6, ngoai cac chi tiéu 1am
sang can dya vao cac chi tiéu can 1am sang,
trong UTDD cac marker thuong dugc dung
la: CEA, CA19-9, CAT72-4 gilp cho viéc tién
luong bénh, danh gid dap tmg diéu tri, phat
hién tai phat. Vi vay, chlng t6i tién hanh d¢
tai nham muc tiéu: “Xdic dinh nong dé CEA,
CA19-9, CA72-4 huyét thanh truwéc va sau 3
dot hoa tri ¢ bénh nhdn ung thu da day giai
doan IV

II. DOl TUONG VA PHUO'NG PHAP NGHIEN CU'U

2.1. Péi twong nghién ciru:
*Tiéu chuan chon bénh nhan: Cac bénh

53


mailto:Vuhangk31d@gmail.com

HO!I NGHI KHOA HOC TOAN QUOC LAN THUP 24 - HOI HOA SINH Y HOC VIET NAM - 2020

nhan ddng y tham gia vao nghién ctru dugc
chan doan UTDD & giai doan IV, qua hinh
anh noi soi va giai phau bénh. Diéu trj du 3
dot hoa chat, duoc lam day du xét nghiém
dinh luong CA 72-4, CA 19-9 va CEA trudc
va sau 3 dot hoa tri.

*Tiéu chuan loai trir: Bénh nhan khéng
duogc lam day du xét nghiém dinh lugng CA
72-4, CA 19-9 va CEA truéc va sau 3 dot
hoa tri. Cac bénh nhan mic ung thu khac
(phéi, gan, vU...) va cac bénh man tinh ning
anh hudng dén thoi gian sdng ctia bénh nhan.

2.2 Phuwong phap nghién curu:

> Nghién ciru 1am sang, tién ciu.

» Xét nghiém CEA, CA19-9, CA72-4
dinh luwong bang ky thuat dién hoéa phat
quang (The Electrochemiluminesece
Immunoassay - ECLIA) trén may Cobas
8100 cua hdng Roche. Thoi diém xét
nghiém: trudc diéu tri hda chat va sau diéu
tri 3 dot hda chét.

> Phuong phap xir Ii s6 liéu: xir ly bang
phan mém SPSS 20.0, dung phép toan thdng
ké md ta cho cic bién dinh tinh va dinh
lugng, test Wilcoxon, so sénh gia tri trung
binh ctia 2 nhém trude va sau diéu tri.

IIl. KET QUA NGHIEN cUU

Trong sé 37 bénh nhan nghién cau c6 29
nam (78.4%), 8 nir (21.6%), tudi tir 44- 80
tudi, tudi trung binh 1a 62.3 tudi, ty Ié
nam/nir =3.62/1.

Trude khi diéu tri héa chit trén 1am sang,
Xquang, CT va siéu &m phat hién co 18/37
bénh nhan di can gan, 5/37 bénh nhan di can
xuong, 5/37 bénh nhan di can phdi, 4/37
bénh nhan di can phic mac, con lai la cac
bénh nhan di can cac co quan khac nhu: tuy,
truc trang, ndo, hach xa... Trong d6 co 4
bénh nhan di can tir 2 co quan tro Ién.

V& vj tri khdi u da day: nghién cau cua
chung toi cho két qua 56.8% (21/37) ton
thuong tai hang- mén vi, 37.8% (14/37) ton
thuong tai than vi, va 5.4% (2/37) ton thuong
tai tam vi.

Thoi diém xét nghiém: trude diéu tri hoa
chat va sau diéu tri 3 dot hoa chét. Vi gia tri
ngudng theo khuyén co ciia nha san xuét 1a
CEA < 4.3ng/ml, CA19-9 < 27U/ml va
CAT72-4 < 6.9ug/ml. Két qua duoc coi la
dwong tinh khi ndng d6 huyét thanh cua cac
dau an ung thu 16n hon gia tri ngudng.

Bdng 1: So sanh ty 1 dwong tinh CEA, CA19-9, CA72-4 truwdc va sau diéu tri

Trude diéu tri Sau diéu tri
n % n %
CEA + 16 43.2% 23 62.1%
CA19-9 (+) 15 40.5% 8 21.6%
CAT72-4 (+) 23 62.1% 10 27%
CEA (+), CA19-9 (+) vd CAT72-4 (+) 4 10.8% 2 5.4%

Nhdn xét:

Truée diéu tri: C6 4/37(10.8%) bénh nhan c6 ca 3 marker cao hon gi tri ngudng.

Ty 1¢ bénh nhan c6 CEA duong tinh (>4.3ng/ml) 1a 43.2% (16/37), CA 19-9 duong tinh

(>27U/ml) 14 40.5% (15/37), CA 72-4 duong tinh (>6.9 pg/ml) 14 62.1% (23/37).
Sau diéu tri : C6 2/37 (5.4%) bénh nhan c6 ca 3 marker cao hon gia tri ngudng.

54




TAP CHi Y HOC VIET NAM TAP 496 - THANG 11 - SO CHUYEN BE - 2020

Ty 1€ bénh nhan c6 CEA duong tinh (> 4.3ng/ml) 1a 62.1% (23/37) cao hon so véi trudc
diéu tri, CA 19-9 dwong tinh (>27U/ml) giam xudng con 21.6% (8/37) so véi trude diéu tri,
CA 72-4 duong tinh (> 6.9 pg/ml) giam xudng con 27% (10/37) so véi trude diéu tri.

Bdng 2 : Két hep 3 xét nghiém CEA, CA19-9, CA72-4 trudc diéu tri.

CAT2-4 (+) CA72-4 () CA19-9(+) CA19-9(-)

CEA(+) 10 (27%) 6 (16.2%) 5 (13.5%) 11 (29.7%)

CEA(-) 13 (35.1%) 8 (21.6%) 10 (27%) 11 (29.7%)
CA19-9 (+) 11 (29.7%) 4 (10.8%)
CA19-9(-) 12 (32.43%) 10 (27%)

Nhgn xét: Khi két hop CEA va CA72-4 thi ty 1¢ duong tinh tang 1én 79.4%; khi két hop
CEA va CA19-9 thi ty I¢ duong tinh ting 1én 71.3%; khi két hop CA72-4 va CA19-9 thi ty Ié
dwong tinh tang 1én 73%. Va khi két hop ca 3 dau an ung thu nay thi do nhay ting 1én dén

86.5%.

Bing 3: So sanh nong dp CEA, CA 72-4, CA 19-9 truéc va sau diéu tri

Trudée diéu tri Sau diéu tri
n Trung vi X +SD n Trung vi X +SD
CA19-9 37 20.30 50.05 £86.91 37 13.70 26.54 £41.27
CA19-9 15/37 107.87 8/37
+
0| wose | 71 1oa1 | e | 432 | 839846072
15.05
CEA 37 4.05 30.36£127.42 37 5.19 +27 54
16/37 23/37
CEA (+) (43.2%) 14.33 66.25 £191.16 (62.1%) 8.58 22.23 £33.15
CA72-4 37 11.15 23.19 £51.89 37 2.87 18.15 £50.07
CA72-4 23/37 10/37
) (62.1%) 11.84 35.83 £62.96 (27%) 30.26 60.68 +85.7

Nhégn xét: So sanh ndéng do trung binh
cua ca 3 markers CEA, CA19-9, CA72-4
trude va sau diéu tri 3 dot hoa chat, két qua
cho thy c6 sy khac biét co y nghia thong ké
gitra hai nhém (p<0.05).

Nong d6 trung binh ciua CEA trudce diéu
tri 1a 30.36 = 127.42 (ng/ml) sau diéu tri
giam con 15.05+ 27.54 (ng/ml) so véi trudc
diéu tri 3 dot hoa chat.

Nong do trung binh cia CA19-9 trudc
diéu tri 12 50.05 +86.91 (U/ml) sau diéu tri
giam con 26.54 +41.27 (U/ml) so véi trudc
diéu tri 3 dot hoa chat.

Nong do trung binh cua CA72-4 trude
diéu tri 12 23.19 + 51.89 (ug/ml) sau dicu tri
giam con 18.15 + 50.07 (ug/ml) so véi trude
diéu tri 3 dot hda cht.

IV. BAN LUAN

Két qua nghién ctru cia chung t6i cho
thdy: ty 1& bénh nhan c6 nong do CEA >
4.3ng/ml 1a 43.2% (16/37), ty 1é¢ bénh nhan
¢6 néng do CA 19-9 > 27U/ml trong nhém
nghién ctru 1a 40.5% (15/37), con ty 1¢ bénh
nhan c6 ndéng d6 CA 72-4 >6.9ug/ml 1
62.1% (23/37)
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Bdng 4: So sanh ty 16 CEA, CA19-9, CA72-4 ciia mét sé tac gid

Tac gia CEA (+) CA19-9 (+) CAT2-4(+)

D.J.Byrne 1990 25% 41% 94%

Carpelan- Holmstrom M 2002 25% 41% 41%
Yao Liang 2016 20% 21.4% 27.6%
Nguyén Puc Chinh 2010 27.6% 36.2% 46.6%
Bui Thi Minh Phuong 2019 30% 40% 52.5%
Chung toi 43.2% 40.5% 62.1%

C6 réat nhiéu nghién ctu trén thé giéi tap  CA72-4.

trung vao danh gia vai tro cia CEA, CA 19-9
trong su thodi trién khoi u da day, van dé tai
phét khdi u ciing nhu tién luong va thoi gian
séng thém. Nghién ctu cua Xue-Feng Fi va
cong su trén 81 bénh nhan UTDD cho thay:
Nong d6 CEA trung binh la 13.17ng/ml (2.2-
301.7ng/ml). Néu sir dung ngudng cut off 1a
23.5ng/ml thi c¢6 70.4% bénh nhan c6 CEA
thap va 29.6% bénh nhan c¢6 CEA cao. Ciing
trong nghién cau nay so voi 40 nguoi khoe
manh-nhém chiing & cung thoi diém CEA
déu & gia tri thap voi nong do trung binh 1a
2.3ng/ml(0.1-6.2ng/ml). Piéu nay ching to
CEA cao c6 gia tri du bao duong tinh cao
trong UTDD, tuy nhién cut off cia CEA theo
cac nghién cuu la khac nhau. Nghién cuu cua
chung t6i c¢6 néng do CEA trung binh
30.36ng/ml cao so véi két qua cua Xue-
Feng. CA72-4 la chat chi diém c6 do dic
hiéu cao ddi véi bénh UTDD, nghién ctu
cua Safi trén 115 truong hgp UTDD va 476
bénh nhan c6 bénh lanh tinh khac thay nong
d6 trung binh CEA la 7.24U/ml; 61% bénh
nhan UTDD c¢6 nong d6 CA72-4>5U/ml;
26% bénh nhan c6 nong d6 CA72-4>10U/ml
trong khi d6 chi 0.4% nguoi khoe manh co
CA72-4>10U/ml. Mot s6 tac gia khac ciing
thiy CA72-4 khong duong tinh hoic co ty I¢
dwong tinh rat thip ¢ nhitng bénh nhan mac
bénh lanh tinh, day 1a wu diém Ion cua
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Nhin vao bang két qua trén co thé thay ty
I¢ duong tinh cia CEA, CA19-9, CA72-4
trong UTDD theo cé&c nghién ctu 12 rat khac
nhau. Diéu nay cd thé giai thich bai ky thuat
xéac dinh 3 ddu 4n ung thu nay, gia tri cut off
caa cac nghién cuu sir dung ciing khac nhau,
dbi twong nghién ctu, sé lugng bénh nhan
nghién ciru ciing anh hudng dén két qua.

*\/¢ sy thay d6i cua 3 markers trugc va
sau diéu tri 3 dot hda chat: trong nghién cau
cua chang téi c6 37 bénh nhan dugc lam
ddng bo ca 3 dau an ung thu CEA, CA19-9,
CA72-4. Két qua cho thiy ty 16 CEA duong
tinh sau diéu tri 1a 23/37 bénh nhan cao hon
SO V&i trude diéu tri 1a 16/37 bénh nhan,
nong do6 trung binh cua nhém c6 CEA duong
tinh giam dang ké so voi trude diéu tri tir
(66.25 +191.16) ng/ml xubng con (22.23
+33.15) ng/ml. Ty 1& CA72-4 duong tinh da
giam xudng con 10/37 bénh nhan chiém 27%
so voi trude diéu tri 1a 23/37(62.1%), Tuy
nhién ndng do6 trung binh caa 10 bénh nhan
c6 CA72-4 duong tinh sau diéu tri vin cao
hon rat nhiéu (60.68 + 85.7) pug/ml so voi
23/37 bénh nhén c6 CA72-4 duong tinh
trude diéu tri 6 ndng do trung binh 1a (35.83
+62.96) pg/ml. Qua d6 c6 thé thiy rang,
nong do CA72-4 cao c6 ¥ nghia & nhiing
bénh nhan UTDD giai doan muon va du
doan tai phat. Ty I¢ CA19-9 duong tinh da
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giam xudng con 8/37 bénh nhan chiém
21.6% s0 Véi trudce diéu tri 1a 15/37(40.5%),
Nong d6 trung binh caa CA19-9 dwong tinh
giam tir (107.87 +115.31) U/ml xuéng con
(83.98 +60.72) U/ml. Choi va cong su béo
céo tong hop vé 3 chi sé ung thu CEA,
CA19-9, CA72-4 cho két qua rang dén 90%
CEA ting cao c6 lién quan dén di cin gan;
78.9% CA19-9 tang cao c¢o lién quan di can
phlc mac. Diéu d6 giai thich tai sao sau diéu
tri nhom bénh nhéan cd ty 1€ CEA (+) cao hon
trude diéu tri, 1a do dbi tuong nghién ctu cua
chung t6i c6 dén 18/37 (48.6%) bénh nhan di
cin gan. Két qua cua ching toi ciing tuong
ddng véi két qua cua Bui Thi Minh Phuong
(2019) khi theo d6i 40 bénh nhan trudc va
sau phau thuat, tac gia ciing nhan thay duoc
su giam nong do trung binh caa 3 markers
CEA, CAT72-4 va CA19-9. Nghién ctu cua
Zhipeng Sun: 184 bénh nhan ung thu da day
dugc diéu tri hoa chat. Sau diéu tri thi nong
d6 trung binh cua ca 3 diu an ung thu CEA,
CA19-9, CA72-4 déu giam véi p-value
twong ung la (p=0.03); (p=0.071); (p=0.01).
Qua d6 thdy dugc su dap wng cua bénh nhan
véi diéu tri hoa chat va su phdi hop caa ca 3
markers ung thu trong theo doi diéu tri bénh
UTDD.

V. KET LUAN

*Ty 1& duong tinh cta cac dau an khdi u
CEA, CA19-9, CA72-4 tuong tting la 43.2%,
40.5%, 62.1%. Khi két hop cac markers
CEA, CA19-9, CA72-4 véi nhau thi ty 1€
duong tinh ting 1én dén 86.5%.

*Sy thay d6i ndong 46 CEA, CA 72-4, CA
19-9 huyét thanh trudc va sau diéu tri 3 dot
hoa chat: Nong d6 trung binh cia ca 3
markers CEA, CA19-9, CA72-4 sau diéu trj
déu giam so voi trude diéu tri. Su khéc biét
c6 y nghia (p<0.05).

LO1 CAM ON VA LO1 CAM KET

- Chung tdi xin tran trong cam on cac can
bo va bénh nhén cua Trung tdm Y hoc hat
nhan va Ung budu - Bénh vién Bach Mai da
tao diéu kién cho ching toi thuc hién nghién
cau nay

- Céc tac gia xin cam két khong c6 tranh
chap vé quyén loi.
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VAI TRO TSGF, CA15-3, CA125 VA CEA MAU
TRONG CHAN POAN UNG THU VU

Vuwong Thi Nganl, L& Vit Ngoc Minh?, Huynh Quang Thuin®

TOM TAT

Theo GLOBOCAN 2018, & Viét Nam co
11.161 ngudi mic va 4.671 nguoi tir vong do
ung thu vi. Viéc phat hién sém ung thu va qua
su tim soat ¢ nhimg phu nit binh thuong da lam
thay d6i rd rang bénh sir ty nhién cua bénh ciing
nhu cai thién dang ké tién luong bénh. Muc tiéu:
tim hiéu viéc phdi hop cic diu an sinh hoc
CA15-3 (Cancer antigen 15-3), CA125 (Cancer
antigen 125), CEA (Carcinoembryonic antigen),
TSGF (Tumor specific growth factor) dé lam
tang hiéu qua chin doan ung thu va. Poi twong
va phwong phap: nghién ciru mé ta cit ngang tai
Bénh vién K Tan triéu tir tir thang 11/2019 dén
thang 02/2020; trén 40 bénh nhan nit dugc xac
dinh la ung thu vu va 40 nguoi phu nir khoe
manh dugc lam cac xét nghiém CA15-3, CA125,
CEA, TSGF. Két qua: Phdi hop 2 dau 4n c¢6 do
nhay cao nhat 12 TSGF + CA125 véi 95%, do
dic hiéu cao nhat 12 CEA + CA15-3 va CA125 +
CA15-3 voi 100%, d6 chinh xac cao nhit la
CA153 + CA125 (61,25%). Phdi hop 3 dau 4n,
dd chinh xac cao nhit & CA15-3 + CA125 +
CEA. Phéi hop 4 diu 4n do chinh xac chi
51,25%. Két luan: phdi hop cac xét nghiém dau
4n ung thu CA15-3, CA125, CEA, TSGF gilp
tang do nhay 95% nhung d6 dac hiéu thap va do

L Bénh vién K co so Tan Triéu.

*Truong THPT chuyén Ha Noi — Amsterdam
*Bénh vién Quany 103

Chiu trach nhiém chinh: Vuong Thi Ngéan
Email: vuongngan29071988@gmail.com
Ngay nhan bai: 20.10.2020

Ngay phan bién khoa hoc: 25.10.2020

Ngay duyét bai: 28.10.2020

58

chinh x4c trung binh 51,25% trong chan doan
ung thu vu.

T khoa: CA15-3, CAL125, CEA, TSGF, ung
thu vi.

SUMMARY

ROLES OF BLOOD TSGF, CA15-3,
CA125 AND CEA LEVEL IN
DIAGNOSIS OF BREAST CANCER

According to GLOBOCAN 2018, in Vietnam,
11 161 people in Vietham with breast cancer and
4671 deaths from breast cancer. Early detection
of breast cancer through screening in females has
clearly changed the spontaneous progression of
the disease as well as significantly improved
prognosis. Objectives: To study the combination
of biomarkers CA15-3 (Cancer antigen 15-3),

CA125  (Cancer antigen  125), CEA
(Carcinoembryonic antigen), TSGF (Tumor
specific growth factor) to increase the

effectiveness of breast cancer diagnosis. Objects
and methods: cross-sectional descriptive studies
at Tan Trieu Cancer Hospital from November
2019 to February 2020; studied on 40 female
patients diagnosed with breast cancer and 40
healthy women were tested for CA15-3, CA125,
CEA, TSGF. Results: The combination of 2
markers with the highest sensitivity is TSGF +
CA125 with 95%, the highest specificity is CEA
+ CA15-3 and CA125 + CA15-3 with 100%, the
highest accuracy is CA153 +. CA125 (61.25%).
3-biomarker combination, the highest accuracy
in CA15-3 + CA125 + CEA. 4-biomarker
combination, the accuracy is only 51.25%.
Conclusion: Combination of tumor marker tests
CA15-3, CA125, CEA, TSGF increased
sensitivity by 95% but low specificity and
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average accuracy of 51.25% in breast cancer
diagnosis.

Keywords: CA15-3, CA125, CEA, TSGF,
breast cancer.

I. DAT VAN DE

Theo théng ké GLOBOCAN 2018, & Viét
Nam ¢6 11.161 ngudi mac va 4.671 ngudi tir
vong do ung thu va. Trong do, ung thu vi &
nam chiém khoang 1% cac truong hop ung
thu va [1].

Pay 1a mot bénh trong nhiéu nam qua da
c6 nhiéu nghién ciu vé nguyén nhan, bénh
sinh va diéu tri. Viéc phat hién sém ung thu
vl qua sy tam soat & nhitng phu nir binh
thudong di 1am thay d6i rd rang bénh sir tu
nhién cia bénh ciing nhu cai thién dang ké
tién luong bénh. Cac ddu 4n sinh hoc CA15-
3, CA125, CEA vai cac du an sinh hoc khac
dé 1am tang hiéu qua chan doan ung thu va 1a
can thiét. Trong d6 TSGF la mot trong
nhitng diu 4n ung thu moi dugc nghién cau
trong qua trinh chan doan va theo ddi cac
bénh ung thu. Sy két hop diu 4n sinh hoc
nay véi cac dau an sinh hoc khac co thé gitp
tang hiéu qua chan doan va diéu tri cac bénh
ung thu noé1 chung.

1. DOl TUONG VA PHU'O'NG PHAP NGHIEN CU'U

2.1. DPoi twong va phwrong phap

Nghién ctru dugc tién hanh tai Bénh vién
K co s& Téan Triéu, Thanh Tri, Ha Noi va Bo
moén Hoé sinh, BO mon Sinh 1y bénh - Hoc
vién quan y. Thoi gian thuc hién: tir thang
11/2019 dén thang 02/2020.

Nghién cttu md ta cat ngang c6 so sanh
dbi chung. Chon mau thuan tién theo chu
dich, g@)m 40 bénh nhan dugc chan doan xac
dinh ung thu vi (nhém 1) va 40 nguoi binh

thuong, khoé manh, khéng mic cac bénh
man tinh (nhém 2).

Cic budc tién hanh

Budée 1. Danh gia 1am sang, can lam sang
lac vao vién duoc tién hanh theo bénh an
mau: Tudi, gidi, cac triéu ching co ning,
thuc thé, toan than. ..

Budc 2. Chan doan xac dinh: Chan doan
duoc xac dinh bang phuong phap mé hoc, va
phan loai bénh 1y dugc xac dinh theo hé
théng phan loai hién tai caa WHO (2012).
Chan doan giai doan ung thu vi theo TNM.

Budce 3. Dinh lugng cac marker ung thu:
CA15-3, CEA, CA125, TSGF

Phwong phép dinh lwong nong dd cac
marker CA15-3, CEA, CA125, TSGF

Léy mau:

L4y 2ml mau tinh mach, chéng dong bang
heparin bénh nhan nhin d6i sau 8 - 12 gio,
cho vao ong chong déng bang heparin. Ly
tam 3000 vong/5 phut, tach huyét tuong. Xét
nghiém duoc lam ngay trong vong 4h, néu
chua lam ngay thi tich va bao quan huyét
tuong & tu am (-80°C) cho dén khi sir dung.

Dinh lugng CA15-3, CEA, CA125 huyét
twong theo phuong phap mién dich hoéa phat
quang “CMIA” trén may xét nghiém mién
dich ARCHITECT iSystem.

Tri s6 tham chiéu: CEA < 5ng/ml, CA
125 < 28 U/mL, CA 15-3 < 28 U/mL theo
may Architect 12000.

Pinh luong TSGF huyét tuong theo
nguyén ly Sandwich-ELISA trén hé thong
may ELISA Diagnostic Automatic.

Tri s6 tham chiéu: TSGF < 12 U/mL (theo
nghién clru nay)

S6 liéu dwgc ma hoa, nhap liéu, quan ly
va xtr Iy bang phan mém SPSS 22.0.
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1. KET QUA NGHIEN CU'U
3.1. Piic diém chung ciia nhém nghién ctru
3.1.1. Tuéi ciia bénh nhin nghién ciru
Bdng 3.1. Tuéi bénh nhan nghién cizu

o Nhom tudi (Nam) | 59 45 41-50 51-60 >60
Dac diem
S6 lwong 7 7 17 9
Ty 1é 17.50% 17.50% 42.50% 22.50%
Tubi trung binh 52,72 + 10.37
Tudi cao nhit 78
Tudi thip nhit 33

Nhdn xét: Tudi trung binh cuia nhom bénh 1a 52,72+10,37. Tudi tré nhat mic ung thu
trong 14 33 tudi, 16n nhat 13 78 tudi

3.2. Nong dp CA15-3, CA125, CEA va TSGF trén ddi twong nghién ciru.

Bdng 3.2. Nong dp TSGF, CEA, CA153, CA125 trén déi twong nghién ciru.

Nhom bénh Nhom chirng
Déu 4n IQR IQR
sinh hoc Trungvi | (khodngt¢ | Trungvi | (Khoang tir P
phan vi) phan vi)
TSGF (U/mL) 18,11 23,16 22,71 20,92 0,563
CEA (ng/ml) 2,07 1,67 1,05 0,6 0,000
CA15-3 (U/mL) 16,90 14,33 12,55 8,12 0,02
CA125 (U/mL) 12,30 12,03 16,05 13,48 0,985

Nhén xét: Khoang tir phan vi ndong d6 ciia CEA va CA153 cta nhom bénh c6 su khac biét
v6i nhém ching, su khac biét nay co y nghia thong ké véi p twong tGmg 0,000 va 0,020
(p<0,05). Khoang tir phan vi cuia TSGF va CA125 trong nhdm bénh va nhoém ching khong co
su khac biét co y nghia thong ké véi p twong tng 0,563 va 0,985 (p>0,05)

3.3. Pd nhay va dé dic hiéu trong chin doan ung thw vii khi phdi hop cic ddu 4n sinh
hoc CA15-3, CA125, CEA va TSGF.

Bdng 3.3. P nhay va dé hiéu khi phéi hop dong théi 2 ddu dn sinh hoc

Déu 4n sinh hoc D0 nhay (%) | Do dic hiéu (%) D9 chinh xéoc/o(accurately)
TSGF va CEA 95,0 10,0 52,5

TSGF va CA153 92,5 10,0 51,25

TSGF va CA125 95,0 7,5 51,25
CEA va CA153 20,0 100 60,0
CEA va CA125 20,0 92,5 56,25

CA153 va CA125 22,5 100 61,25

Nhén xét: Do nhay cao nhét khi phdi hop dong thoi 2 ddu 4n 1a TSGF va CEA, TSGF va
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CA125 véi 95,0%. Do dic hiéu cao nhat khi phdi hop ddng thoi 2 du 4n 1a CEA va CA125,
CA15-3 va CA125 véi 100%. Do chinh xac cao nhat khi phdi hop dong thoi 2 dau 4n la
CA15-3 va CA125 (61,25%), sau d6 1a CEA va CA15-3 (60%)

Bdng 3.4. Pé nhdy va dé dac hiéu khi si¢ dung phéi hop dong thei 3 ddu dn sinh hoc

DAu 4n sinh hoe Do nhay Do dac hiéu Do chinh xac
j (%) (%) (accurately) %
CA15-3, CA125, CEA 27,5 92,5 60
CA15-3, CEA, TSGF 95,0 7,5 51,25
CA15-3, CA125, TSGF 95,0 5,0 50,0
CA125,CEA, TSGF 95,0 7,5 51,25

Nhdén xét: D6 nhay cao nhat khi phdi hop dong thoi 3 ddu 4n: (CA15-3, CA125, TSGF),
(CA15-3, CEA, TSGF) va (CA125,CEA, TSGF) v6i 95,0%. Do dic hiéu cao nhat khi phdi
hop dong thoi CA15-3, CA125, CEA véi 92,5%. Do chinh xac cao nhét trong phdi hop dong

thoi CA15-3, CA125, CEA véi 60%.

Bdng 3.5. P nhdy va d dic hiéu khi si# dung phai hep 4 ddu dn sinh hec

L% Do dac hiéu Do chinh xac
A A . A A 0 . . . .
Dau an sinh hoc Do nhay (%) (%) (accurately) %
CA15-3, CA125,CEA, TSGF 95,0 7,5 51,25

Nhén xét: Do nhay cao véi 95,0%, do dic hiéu thip 7,5%, do chinh xac trung binh

51,25%.

IV. BAN LUAN

4.1. Pic diém chung caa cac ddi twong
nghién ciru

Trong nghién ctu cta chdng tdi, nhém
tudi c6 ty 1¢ mic ung thu cao nhat 1a 51-60
tudi (42,5%), tiép d6 1a >60 tudi (22,5%) va
xu huéng tudi cang cao ty 1¢ mic cang tang.
Két qua nay phu hop véi nhiéu y van trong
nude ciing nhu nudc ngodi voi do tudi mac
ung thu cao nhat >50 tudi, va ty 18 hiém gap
& tudi dudi 50 [2]. C6 nghién ciru ciing chi ra
su thay d6i cua cac hormon giéi tinh thic
day cac yéu tb phat trién ung thu ¢ phu nir
giai doan tién mén kinh lam ting nguy co
méc ung thu va [3].

4.2. Nong d9 caa TSGF, CEA, CA153,
CA125 trén bénh nhén ung thw vu.

Theo két qua tir bang 3.2, khoang tt phan
vi ndng d6 cua CEA va CA15-3 cua nhom

bénh c6 su khac biét véi nhom chang, su
khac biét nay co6 y nghia théng ké véi p
twong wng 0,000 va 0,020 (p<0,05). Bén
canh d6 khoang tir phan vi cia TSGF va
CA125 trong nhém bénh va nhém chung
khong c6 su Khac biét co ¥ nghia thong ké
véi p twong ung 0,563 va 0,985 (p>0,05).
Nghién ctu Wang G. va cs (2014) nghién
ctru trén 3 nhom (nhém ung thu v, nhém u
lanh tinh va nhom nguoi khoe manh) két qua
cho thdy & bénh nhan ung thu vii ndng do
CA15-3 (93,79 + 21,80 U/ml), CA125
(86,68 £ 21,37 U/ml), CEA (43,29 + 16,81
ng/ml) va TSGF (145,46 + 32,11 U/ml). C6
su khac biét c6 y nghia thong ké véi nhom u
lanh tinh va nguoi khoe manh, vai p<0,01
[4]. Su khéc biét caa nghién cau ctaa ching
t6i vGi cac nghién ctu trén thé gioi, co thé
giai thich do nghién ctu trén quan thé nho,
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chua c6 su twong ddng hoan toan vé mau
nhém bénh va nhom ching.

4.3. Po nhay, dd dic hiéu cia cic diu
an sinh hoc CA15-3, CA125, CEA, TSGF
khi phdi hop trong chin doan ung thw vi

Khi phdi hop 2 diu 4n sinh hoc. Theo
két qua bang 3.3, nghién ctru cua ching t6i
nhan thidy d0 nhay cao nhat khi phdi hop
ddng thoi 2 ddu 4n 1a TSGF va CEA, TSGF
va CA125 véi 95,0%. Do dic higu cao nhét
khi phéi hop dong thoi 2 dau 4n 1a CEA va
CA125,CA15-3 va CA125 voi 100%. Do
chinh x4c cao nhat khi phdi hop dong thoi 2
dau 4n 1a CA15-3 va CA125 (61,25%), sau
d6 1a CEA va CA15-3 (60%). Su phdi hop
cac xét nghiém gitp ting gia tri chan doan
bénh. Zhao S. va cs (2015) nghién ctu trén
cac d6i twong u va lanh tinh va ung thu va 4c
tinh va dinh lugng nong d6 CEA, CA125 ¢
dich nam vu, sita va méau cho thdy do nhay
khi phéi hop dong thoi xét nghiém 2 déu 4n
CEA + CA125 1a 84% cao hon c6 y nghia
thong ké v6i do nhay khi xét nghiém riéng
biét 2 dau 4n 1a CEA (62,4%), CAIl25
(62,5%), twong ty do dic hidu khi phdi hop
thip hon dang ké voi 74,5% trong khi xét
nghiém don 1¢ CEA c6 dac hiu téi 88,4%,
con CA125 71,6%. Bén canh d6 chi s6 AUC
khi phdi hop 1a 0,845 cao hon khi lam don 1&
voi AUC cea=0,827, AUC ca125=0,706, véi
p<0,001 [5]. Nghién clru cta chiing t6i ciing
tuong dong véi két qua trén khi phdi hop 2
xét nghiém lam tang do nhay va giam d¢ dac
hiéu nhung d6 chinh x4c chan doan ting lén
va cao nhat khi phdi hop CEA va CA125 voi
d6 chinh xac chiém 61,25%. Tuy nhién c6 su
khéc biét vé chi sb cua do nhay, d0 dac hiéu
va do chinh xac. Sy khac biét nay cé thé giai
thich do ¢& mau nghién ciru cta chung toi
con nho chua dai dién cho quan thé nghién
ctru. Nghién ctru cua Fujita T. va cs (2011)
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khi nghién ctru cac diu 4n sinh hoc cua ung
thu vii cho thdy d6 nhay khi ph6i hgp CEA +
CA15-3 la 55%, d6 dac hiéu 86%, do chinh
xac 78% trong khi lam riéng biét cac xét
nghiém ddu an d6 nhay CEA (39%), CA15-3
(36%); do dac hiéu (CEA: 88%, CA15-3:
99%); d0 chinh xac (CEA: 76%, CA15-3:
83%), su phdi hop xét nghiém nay co vai tro
phat hién sém méc ung thu va, theo di tai
phat va nguy co di can ung thu va ac tinh
[6]. Bén canh d6, ching t6i nhan thdy xét
nghiém khi phdi hop du an sinh hoc TSGF
c6 do nhay rat cao tir 92,5% dén 95% khi
phéi hop voi cac dau an sinh hoc khac, nhu
vay, liéu ung dung trong thyc tién 1am sang
ciia TSGF rét co y nghia trong sang loc cac
bénh nhan ung thu va 4c tinh, va c6 thé ting
gi4 tri chan doan véi cac xét nghiém khac c6
dd dic hiéu cao 1an luot sau khi lam TSGF.

Khi phéi hop 3 dau 4n sinh hoc

Két qua bang 3.4 nhan thay rang khi phdi
hop dong thoi 3 dau an sinh hoc: PO nhay
cao nhat khi phdi hop dong thoi 3 dau an:
(CA15-3, CA125, TSGF), (CA15-3, CEA,
TSGF) va (CA125,CEA, TSGF) véi 95,0%.
Do dic hiéu cao nhat khi phdi hop dong thoi
CA15-3, CA125, CEA voi 92,5%. B9 chinh
xdc cao nhat trong phdi hop dong thoi
CA15-3, CA125, CEA v&i 60%. So sanh khi
phdi hop gitta 2 ddu 4n sinh hoc ching t6i
nhan théy cac gid tri do nhay, do dac hiéu, do
chinh xac c6 xu hudong gidm hon khi do
chinh x4c cao nhét khi phdi hop 2 du 4n 1a
61,25% con phdi hop 3 dau 4n cao nhat chi
60%. Nghién ctru cua Song X. va cs (2020)
khi nghién ctru phdi hop cac dau 4n sinh hoc
CEA, CA15-3, TSGF va siéu am Doppler
mau trong phét hién som ung thu va cho thay
s& lam tang gia tri chan doan trong ung thu
vl nhu dbi véi cac xét nghi¢ém don 1¢: do
nhay CA15-3 (64,08%), CEA (62,14%),
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TSGF (66,02%); d0 dac hi¢u CA15-3
(92,0%), CEA (90,0%), TSGF (90,0%); do
chinh xac CA15-3 (73,2%), CEA (71,24%),
TSGF (73,86%). Sau khi phdi hop cac xét
nghiém 1am ting gia tri chan doan bénh véi
do nhay 95,15%, d6 dac hi¢u 80,0% va do
chinh xac 90,2%, su khac biét nay sau phéi
hop c6 y nghia thong ké véi p<0,001 & ca do
nhay va d6 chinh xac [7]. Nhu vay, phdi hop
xét nghiém cac du 4n sinh hoc s& giup cho
gia tri chan doan bénh chinh xac hon céac xét
nghiém don 1¢. Tuy nhién dya vao giad tri
chan doan, 1gi ich cua viéc phéi hop, chi phi
cho xét nghiém viéc Ung dung lam sang
trong xét nghiém can phai can nhic phdi hop
2 hay 3 d4u 4n sinh hoc cho phuc vu chan
doan.

Khi phéi hop 4 diu 4n sinh hoc

Két qua nghién ctru ching t6i & bang 3.5
nhan thay khi phdi hop dong thoi ca 4 dau 4n
sinh hoc CEA, CA125, CA15-3 va TSGF thi
do6 nhay cao v6i 95,0%, do6 dic hiéu thap
7,5%, d0 chinh xac trung binh 51,25%. So
sanh véi viéc phdi hop 3 dau an, 2 diu sinh
hoc, c6 vé viéc phéi ca 4 ddu an sinh hoc
trén khong 1am ting gia tri chan doan hon
phéi hop 3 diu 4n sinh hoc va 2 du 4n sinh
hoc. Nghién ctru cia Wang G. va cs (2014)
[7] cho thay khi phdi hop dong thoi 4 ddu an
sinh hoc (TSGF+CEA+CA125+CA15-3) do
nhay ting 1én c6 y nghia thong ké 1a 97,7%
cao hon so véd1 cac xét nghiém don 1é (CEA-
53,5%, CA125-55,8%, TSGF-62,8%, CA15-
3 60,5%) c6 ¥ nghia théng ké véi p<0,01.
Tuy nhién, viéc phdi hop 4 déu 4n nay lam
giam do dac hi¢u voi 75,0% so voi cac xét
nghiém don 1¢ (CEA 89,0%, CA125 90,4%,
CA15-3 91,9% va TSGF 91,2%) va d¢ chinh
xac véi 80,5% trong khi do chinh xac cua xét
nghiém don 1¢ (CA15-3 84,4%, CA125
82,2%, CEA 80,5% va TSGF 84,4%). Nhu

vay, viéc phéi hop nhiéu diu 4n sinh hoc can
dugc can nhic vé loi ich chin doan, chi phi
xét nghi¢ém so vdi viée lam cac xét nghi¢m
don 1é.

V. KET LUAN

Phéi hop 2 diu 4n c6 d6 nhay cao nhit 1a
TSGF + CA125 vé6i 95%, d6 dac hiéu cao
nhat 1a CEA + CA15-3 va CA125 + CA15-3
véi 100%, d6 chinh x4c cao nhit 1a CA153 +
CA125 (61,25%). Phéi hop 3 diu 4n, do
chinh xac cao nhat & CA15-3 + CA125 +
CEA. Phéi hop 4 diu 4n dd chinh xéac chi
51,25%.
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NGHIEN CU’U NONG PO ACID HYALURONIC VA
PROCOLLAGEN TYPE III N-TERMINAL PEPTID
HUYET THANH O’ BENH NHAN BENH GAN MAN TiNH

Phan Thi Thanh Nhan', Pham Thién Ngoc?, Ping Thi Ngoc Dung?

TOM TAT

Acid hyaluronic (HA), procollagen type 111 N-
terminal peptid (PIIIP NP), hai co chat ngoai
bao, dong vai tro dau 4n tryc tiép trong sinh bénh
hoc xo hdoa gan (XHG). Nghién ctu trén 114
bénh nhé&n bénh gan man (BGM) c6 danh gia xo
hoa gan bang Fibroscan va 96 ngudi khoe manh
dé khao sat nong do HA, PIIIP NP huyét thanh
va tim hiéu madi lién quan véi mot sb yéu tb 1am
sang va can lam sang khac. Két qua: nong do
HA, PIIIP NP huyét thanh & nhém bénh nhan cao
hon nhom nguoi khée manh (p<0,001). Ngudng
chan doan, d6 nhay va d6 dic hiéu trong chan
doan XHG nang tré 1én (>F3) cua HA la 129,8
ng/mL, 77,5% va 85,29%; PIIIP NP la 27,44
ng/mL, 75% va 82,35%. Nong do HA, PIIIP NP
huyét thanh c6 méi twong quan c6 y nghia thong
ké voi mot sé yéu té 1am sang nhu tudi, nguyén
nhan gay bénh; yéu té can 1am sang nhu siéu am
gan, chi s6 huyét hoc, sinh hda mau.

T khoéa: Bénh gan man tinh, acid
hyaluronic, procollagen type I1lIl N-terminal
peptid
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PROCOLLAGEN TYPE 111 N-
TERMINAL PEPTIDE IN PATIENTS
WITH CHRONIC LIVER DISEASES.

Hyaluronic acid (HA), procollagen type Il N-
terminal peptide (PI1IP NP) are two extracellular
components playing role as direct markers in the
pathogenesis of liver cirrhosis. Our study is
carried on 114 patients with chronic liver disease
assessed by FibroScan and 80 healthy people to
examine serum concentrations of HA, PIIIP NP
and to find the association with some clinical and
paraclinical factors. Results: serum HA, PIIIP
NP in the patient group was higher than in the
healthy group (p <0.001). The threshold of
diagnosis, sensitivity and specificity in
diagnosing severe liver cirrhosis (> F3) of HA is
129.8 ng / mL, 77.5% and 85.29%, PIIIP NP is
27.41 ng/mL, 75% and 82.35% respectively.
Serum HA, PIIP NP had a statistically
significant correlation with a number of clinical
factors such as age and cause of disease;
paraclinical factors such as ultrasound of the
liver, metabolic index, blood biochemistry.

Key words: Chronic liver disease, hyaluronic
acid, procollagen type 111 N-terminal peptide

I. DAT VAN BE

Bénh gan man tinh (BGM) la médt qué
trinh bénh dan xen sy pha huy va tai tao nhu
md gan kéo dai trén 6 thang, bao gom viém
gan man tinh, xo gan va ung thu biéu mo té
bao gan.! Cé 4 nguyén nhan chinh gy BGM
la virat viém gan B, C, rugu va bénh gan
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nhiém m& khong do ruou (NAFLD).? Trudc
day, sinh thiét gan duoc coi I tiéu chuén
vang trong chan doan XHG nhung hién nay,
cac xét nghiém hay thu thuat it/khdng xam
lan dugc wu tién hon bao gom céc yéu t6 1am
sang, hinh anh hoc, xét nghiém mau dac biét
la cac chit danh ddu XHG. Trong d6, HA va
PIIIP NP, hai co chat ngoai bao, 13 hai dau
an tryc tiép dugc nghién cau va cho thay
nhiéu vai trd néi bat trong chan doan sém xo
hoa gan. Tai Viét Nam, nghién ciu vé vai tro
ciia HA, PIIIP NP trong chan doan XHG con
rat so sai, vi vdy, ching tdi thuc hién nghién
clru nay véi muyc tiéu: “Khao sat nong do HA
va PIIIP NP huyét thanh va tim hiéu méi lién
quan véi mot sé dic diém 1am sang va can
I&m sang khéc ¢ bénh nhan BGM”.

1. DOl TUONG VA PHU'O'NG PHAP NGHIEN CU'U

Chuing tdi tién hanh thu thap duoc 210 d6i
tugng gdom 114 bénh nhan BGM tai khoa
Viém Gan — Bénh vién Bénh Nhiét déi
Trung wong va 96 nguoi khoe manh tai Bénh
vién Pai hoc Y Ha Noi tir thang 10/2019 dén
thang 10/2020. Nghién ciru md ta cét ngang,
ldy mau thuan tién.

Nhém bénh nhan BGM (do cac nguyén
nhan virut viém gan B, C man tinh, lam dung
ruou va nhom nguyén nhan khac) duogc lay
mau xét nghiém va danh gia mac do6 XHG
dwa vao do chi sb Fibroscan ngay khi moi
vao vién. Nhom nguoi khoe manh (tién sir
khoe manh, xét nghiém co ban chirc nang
gan va siéu am 6 bung khong c6 gi bat
thuong). Mau mau 2 nhom dugc thu thap,
bao quan va chay chi sé HA, PIIIP NP trén

may Maglumi 800 theo nguyén Ii mién dich
hoa phat quang.

Xir Ii va phan tich sb liéu trén phan mém
STATA 12.0 bing cac thuat toan thong ké y
hoc. T4t ca so sanh c6 y nghia thong ké khi
p<0,05. Cac bién dinh tinh trinh bay dudi
dang tan sb va ti 1& phan trim, bién dinh
lugng trinh bay dudi dang Mean + SD. T-test
dung dé so sanh trung binh 2 nhém sé liéu cé
phan phéi chuan; Anova, Ranksum test dung
so sanh nhiéu gia tri trung binh ting cip va
gitta cac nhom. Kiém dinh ¥? duoc st dung
dé xac dinh mdi lién quan giira 2 bién dinh
tinh. Xac dinh mbi twong quan theo
Spearman test. Muc d6 tuong quan: |r| < 0,3
yéu, 0,3 < |r| < 0,5 trung binh, 0,5 < |r| < 0,7
chat chg, |r| > 0,7 rat chat ché.

Pao duc trong nghién cau: dé tai ma sé
HA001 di duoc Hoi dong Pao dic trudng
Pai hoc Y Ha Noi chap thuan theo chung
nhan  chip  thuan s6  145/GCN-
HPDDNCYSH-PHYHN ngay 18/09/2020.

Ill. KET QUA NGHIEN CU'U

Nhoém bénh 114 bénh nhan bao gom 70
nam va 40 nit, khdng c6 su khac biét vé nong
do trung binh HA, PHIP NP ¢ 2 gidi
(p>0,05). Tudi trung binh nhém bénh Ia
51,24+15,3 ¢6 sy khac biét co ¥ nghia thong
ké gitra nam va ntt (p<0,01). Ly do vao vién
cha yéu ciia nguoi bénh 1a mét moi (35%),
vang da vang mit (28%) va chan an (20%).
Nong d6 HA, PIIIP NP trung binh nhém
bénh la 391,474505,93 va 29,75%11,22
ng/mL cao hon nhoém khoe manh Ia
78,92+14533 va  13,17+4,10 ng/mL
(p<0,001).
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Bdng 3.1. Pdc diém néng d@é HA, PI11IP NP ¢ nhém bénh

n

Pic diém (%) HA p PIIIP NP p’
Nguyén nhan
VRVG B 74 360,70 + 432,56 62,80 £ 71,73
VRVG C 23 415,43 + 543,30 61,57 £ 68,81
BGR 9 779,51 +892,88 | <0,01 292,35 £ 425,11 <0,01
Khéc 8 170,63 £ 284,09 37,83 +£ 40,69
Siéu am gan
Binh thuong 40 317,24 + 433,63 | 0,1768 54,59 + 66,54 0,07
Gan thd 58 505,37 + 582,86 | <0,01 104,34 £+ 190,27 <0,01
Gan to 6 787,9 £ 917,52 0,307 359,89 + 500,87 0,082
Gan nhiém md 24 214,79 + 284,99 | <0,05 52,61 + 61,93 0,13
HC
<4 34 672,56 + 583,32 162,38 £ 241,12
4-5,9 77 280,25 + 424,95 44,26 + 41,25 <0,01
>5,9 3 60,26 * 36,35 <0,01 22,60 = 4,08
Hct
<0,36 26 641,77 + 582,25 161,48 £+ 263,71
0,36-0,53 88 317,51 + 459,11 | <0,001 54,52 + 69,36 <0,001
>0,53 - - -
TC
<150 49 672,39 + 597,43 120,42 + 200,58
150-450 63 183,30 + 283,42 47,06 + 70,00
>450 2 66,12 + 50,47 <0,001 65,56 + 56,35 <0,01
PTs
<14 81 233,57 + 323,00 45,87 + 48,85
>14 33 779,04 +£ 651,94 | <0,001 | 160,04 + 243,04 <0,01
INR
<0,8 - - -
0,8-1,3 92 285,13 + 381,31 48,53 + 48,68
>1,3 22 836,14 + 700,41 | <0,001 | 206,01 + 287,09 <0,01
Ure
<2,5 4 185,11 + 155,70 37,18 £ 15,23
2,5-8,3 106 | 403,55+521,93 | <0,01 81,13 + 150,38 <0,01
>8,3 4 277,58 + 57,97 62,09 + 31,15
Albumin
<34 22 846,44 + 642,91 197,23+ 285,21
34-48 87 293,99+ 408,48 | <0,001 52,02 + 58,25 <0,01
>48 5 85,68 + 107,64 26,35 + 22,82
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Bilirubin toan phan
<17 75 492,11 £+574,84 | <0,001 104,72 + 173,38 <0,01
>17 39 197,91 + 243,34 29,30 £ 20,70
Fibroscan

FO 4 50,20 + 21,07 17,52 + 6,22

F1 10 77,09 £45,03 19,07 £ 8,37

F2 20 92,45 £ 64,61 24,07 £ 9,57

F3 13 141,62 = 115,98 <0,01 28,61 +17,86 <0,01
F4 67 596,50 + 574,63 117,65+ 179,90

Nhgn xét: virut viém gan B, C & nguyén nhan hay gap nhat & bénh nhan BGM; cau tric
gan thd hay gap nhat trén siéu am 6 bung & nhém bénh; sy khac nhau c6 y nghia ciia nong do
HA, PIIIP NP giira cac nhém chi sé (p<0,01).

Bdng 3.2. P nhay, d¢ ddc higu cia néng dé HA huyét thanh trong chdn dodn xo héa
gan ¢ nhom bénh

Mirc d9 xo héa | Giatricatcaa | _ P dic higu | Dién tich dwéi
b§ nhay (%) .
gan HA (%) dwong cong
F1 77,09 77,27 100 0,8705
F2 95,03 74,0 92,86 0,8279
F3 129,8 77,5 85,29 0,8577
F4 236,6 73,13 91,49 0,8898

Nhgn xét: Khi gia tri HA > 129,8 ¢6 nguy co bi xo hoa gan muc do nang F>3 vai dién
tich dudi duong cong (AUC) 0,8577 vé6i do nhay 77,5% va d6 dac hiéu 85,29%. Khi gia tri
HA > 236,6 c6 nguy co bi xo gan voi dién tich dudi duong cong (AUC) 0,8898, d6 nhay
73,13% va d6 dac hiéu 91,49%.

Béng 3.3. Pé nhay, dé ddc higu cia nong dé PIHIP NP huyét thanh trong chdn dodn xo
hoa gan ¢ nhdm bénh

Mirc @) xohéa | Giatricatcaa | Do nhay P) dic hiéu | Dién tich dudi
gan PIIIP NP (%) (%) dwong cong
F1 17,94 90 75 0,8580
F2 23,32 77 78,57 0,8579
F3 27,44 75 82,35 0,8686
F4 33,01 79,1 85,11 0,9017

Nhgn xét: Khi gia tri PIIIP NP > 27,44 ¢6 nguy co bi xo hda gan mic d§ nang F>3 vai
dién tich dudi duong cong (AUC) 0,8686 vdi do nhay 75% va d6 dac hiéu 82,35%. Khi gia
tri PITIP NP > 33,01 c¢6 nguy co bi xo gan voi dién tich dudi duong cong (AUC) 0,9017, 3o
nhay 79,1% va d6 dac hiéu 85,11%.
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Bdng 3.4. Méi twong quan giira HA, PII1P NP huyét thanh véi c4c yéu té 1am sang va

cdn lam sang khac

HA PIIIP NP
< 2R H¢ so tuwon H¢ so tuwon
Dic diem quan (r) : P qguan (r) : P
Tudi 0,2485 <0,001 - -
Nguyén nhéan -0,0519 0,5836 -0,0291 0,7585
Siéu @m gan
Gan thé -0,2525 <0,001 -0,2986 <0,05
Gan nhiém md 1,1981 0,0346
HC -0,4646 <0,001 -0,4396 <0,001
Hct -0,3669 <0,001 -0,3237 <0,001
TC -0,5621 <0,001 -0,4086 <0,001
PTs 0,4579 <0,01 0,4311 <0,001
INR 0,3806 <0,01 0,4019 <0,001
Ure 0,0906 0,3379 0,0719 0,4468
Albumin -0,4766 <0,001 -0,4831 <0,001
Bilirubin tp -0,3133 <0,001 -0,4414 <0,001
Bilirubin tt -0,3368 <0,001 -0,4276 <0,001

Nhdn xét: nong 6 HA, PIIIP NP huyét thanh c6 méi twong quan yéu véi hinh anh gan thd
trén siéu 4m, twong quan vira V4i cac chi s6 mau: HC, Het, TC, PTs, INR, Albumin, Bilirubin
TP, Bilirubin TT trong d6 HA c¢6 mbi twong quan rd rang hon (p<0,001), PIIIP NP (p<0,01).

IV. BAN LUAN

Do tudi trung binh cua nhém bénh 1a
51,24 va néng d6 HA trung binh nhém bénh
gan 1a 391,47+505,93 ng/mL cao hon nhém
khoe manh la 78,92+145,33 ng/mL
(p<0,001) kha twong dong voi nghién cau
cua Lam Hoang Cat Tién va cong su (2011)
v6i do tudi trung binh 46+13 va nong do HA
trung binh nhom bénh va nhom khoe la
349,93+447,47 va 73,37+76,85 ng/mL.3

Nong d¢6 HA, PIIIP NP khéc nhau c6 y
nghia gira cac mrc d xo hoa gan (p<0,01)
tuong tu nhu nghién ctu Lu va cong su
(2003).* Cac nghién ciru nay nhan dinh nong
do HA cao hon c6 y nghia trong nhom bénh
nhan xo gan va ndng do6 HA tang ti 1¢ v&i do
nang cua xo gan. Nghién ctru ciaa Monika va
cong su (2016,2017) ciing chi ra HA, PIIP
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NP 14 d4u 4n c6 gia trj trong chan doan xo
hda gan s¢m.>®

Tai diém cat HA, PIIIP NP 129,8 va
27,44 ng/mL c6 kha nang dy doan xo hoda
gan nang trén bénh nhan BGM vai do nhay,
do dic hiéu lan luot 1a 77,5%, 85,29% va
75%, 82,35%. Gia tri chan doan cua HA,
PIIP NP lan luot 12 0,8577 va 0,8686.

Nong d6 HA, PHIP NP huyét thanh co
mdi tuong quan véi tudi, siu am gan, cac
chi s6 cdng thirc mau, dong mau co ban, sinh
hoéa mau. So vaéi nghién ciu cua Xinhshun
Qi va cong su (2016), ching tdi nhan thiy
nong d6 HA, PIIIP NP huyét thanh c6 mdi
trong quan yéu voi hinh anh gan tho trén
siéu 4m, twong quan vira V4i cac chi s6 mau:
HC, Hct, TC, PTs, INR, Albumin, Bilirubin
TP, Bilirubin TT trong d6 HA c¢6 mdi tuong
quan 1o rang hon.’
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V. KET LUAN

Nong d6 HA, PI1IP NP & nhém bénh nhan
BGM cao hon so v6i nhdm khoe manh.

Nong d6 HA, PIIIP NP khac nhau c6 y
nghia gilta cac nhém nguyén nhan xo gan va
tang dan theo mirc 46 xo hoa gan.

Ngudng chan doan, do nhay va do dac
hiéu trong chan doan XHG ning tro lén
(>F3) cua HA la 129,8 ng/mL, 77,5% va
85,29%; PIIIP NP la 27,44 ng/mL, 75% va
82,35%.

Co su tuong quan gitra HA, PIHIP NP vai
cac yéu t gan thd trén siéu am, chi sé6 HC,
Hct, TC, PTs, INR, Albumin, Bilirubin TP,
Bilirubin TT.
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dai thiao duong. CO6 nhiéu yéu té co thé anh
hudng dén do chinh xéac cua két qua HbAlc phu
thuoc vao phuong phap xét nghiém duoc s
dung, trong d6 cac bién thé hemoglobin cé thé
gay ra sai s6 dang ké ddi voi két qua HbALC.

Muc tiéu: Xac dinh ty 18 bién thé hemoglobin
trén k¥ thuat dién di mao quan.

Poi twong va phwong phip nghién ciu:
1145 mau bénh nhan thyc hién xét nghiém
HbAlc dién di mao quan Sebia Capillarys 3 Tera
tai Khoa Xét nghiém, bénh vién Pai hoc Y Duogc
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TP. H6 Chi Minh.

Két qua: Trong tong sé 1145 bénh nhan xét
nghiém HbAlc bing phuong phap dién di mao
quan, phat hién 66 truong hop bat thuong
hemoglobin, chiém 5,76%. Trong d6 c6 12
truong hop taing HbF (18,18 %), 48 bénh nhén
HbE trait (72,73%), 3 bénh nhan HbC trait
(4,55%), 1 bénh nhan HbD trait (1,52%) va 2
bénh nhan c6 bét thuong vé HbA2 nhung khong
xac dinh duoc bién thé hemoglobin (chién
3,02)%.

Két luan: Phuong phép dién di mao quan
HbA1C phat hién hidu qua cac yéu td nhidu phan
tich va nhiéu sinh hoc 1én do luong HbA lc.

Tir khéa: HbA1C, dién di mao quan, bién thé
hemoglobin

SUMMARY

RATE OF HEMOGLOBIN VARIANTS
DETECTED AND THEIR EFFECTS ON
HBA1C MEASUREMENTS BY
CAPILLARYS ELECTROPHORESIS
METHOD

Introduction: HbAlc is known as an
important  criteria, used to monitor the
effectiveness of diet management and treatment
of diabetes. There are several conditions that can
be affected the accuracy of the HbAlc
mesurment depending on the used methods
which hemoglobin variations can lead a
significant errorsto the HbA1C result.

Objective: Estimate rate of hemoglobin
variants detected and their effects on HbAlc

measurements by capillarys electrophoresis
method
Materials and Methods:  Performed

randomly HbAlc assay on 1145 patient samples
by capillarys electrophoreis method with the
system Sebia Capillarys 3 Teraand, at Laboratory
Department, Ho Chi Minh University Medical
Centre.

70

Results: In total 1145 patients were tested
HbAlc by capillarys electrophoresis method,
there are 66 cases detected hemoglobin disorders,
averaging 5.76%. In particular, among those 66
cases, 2 patients without reported results (known
as an analytical interference) is approximately
3.03% and other 64 cases may impact red blood
lifespan (biological interference).

Conclusions: HbA1C capillary
electrophoresis method is effective technique to
detect analitycal and biological interferences on
HbAlc measurement.

Keywords: HbA1C,
electrophoresis, hemoglobin variants

capillarys

I. AT VAN BE

Chi sb hemoglobin Alc (HbAlc) theo
dinh nghia cua Lién doan Hoa sinh Iam sang
quéc té (IFCC - International Federation of
Clinical Chemistry) la mét phan nhom cua
HbAI, trong d6 valin c6 chudi N tan (N-
terminal Val) caa phan tir hemoglobin nay sé
phan ng vai glucose théng qua phan ng
glycosyl hoa khdng can enzym xlc tac va
khong thuan nghich dé tao nén san pham
amadori goi la HbAlc bi glycosyl hoa (hay
HbALc) [1].

Chi s6 HbAlc la xét nghiém quan trong
dé theo ddi tinh hiéu qua cua viéc kiém soat
ché d6 an va lidu phap trong qua trinh diéu
tri bénh tiéu duong. Vi tudi tho trung binh
cuia mot té bao hong cau khoang 120 ngay,
nén gia tri do hemoglobin Alc phan &nh
nong d6 glucose mau trung binh hang ngay
trong 2 dén 3 thang truéc va cung cap chi
bao kiém soat duong huyét tét hon nhidu so
Vi xét nghiém glucose méau hoic nudc tiéu.
Quan trong hon, chi s6 HbAlc con dy béo
nguy co bién chung vi mach, va viéc ha thip
nong do HbAlc (bang cach kiém soat chit
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duong huyét) 1am giam c6 ¥ nghia téc do
tién trién cua cac bién ching vi mach [2].

C6 nhiéu yéu té c6 thé anh huong dén do
chinh xac cua xét nghiém HbAlc phu thugc
vao phuong phap xét nghiém dugc st dung,
trong d6 cac bién thé hemoglobin c6 thé gay
ra sai s6 dang ké d6i voi két qua HbALC [3].
Hon 1000 bién thé hemoglobin di dwoc Xac
dinh, véi nhiéu bién thé trong s6 d6 khong co
biéu hién 1am sang rd rang [4]. Do léch
HbAlc 1% phan anh sy thay d6i nong do
duong huyét trung binh 1,4 - 1,9 mmol/L. Do
do, gia tri HbAlc cao hoic thip gia gy ra
boi céac bién thé hemoglobin cé thé dan dén
viéc diéu tri khdng phi hop cho bénh nhan
tiéu duong. Sac ky long cao ap trao doi ion
(HPLC) la mot trong nhitng phuong phap bi
anh huong boi tac dong cua cac bién the
hemoglobin ddi véi xét nghiém HbAlc [5],
[6]. Trong nhimg truedng hop nhu vay, can st
dung ky thuat dinh lwong HbAlc nao dé cho
két qua chinh x&c nhat? Liéu phuong phap
dinh luong HbAlc bang dién di mao quan
(Capillarys electrophoresis — CE) ¢6 hitu ich
trén cac bénh nhan co bién thé Hemoglobin
hay khong? Xuat phét tir thuc té d6, chung
t6i tién hanh nghién ctru dé tai: “Ty ¢ phat

Il. KET QUA NGHIEN cU'U

hién va dnh huéng cua bién thé hemoglobin
trén ky thudr dién di mao quan HbAlc”.

II. DI TUQONG VA PHU'O'NG PHAP NGHIEN CU'U

Thiét ké nghién ciru

Nghién ctru cit ngang mo ta

Péi twong nghién ciru

Trong khoang thoi gian 2 thang 06-07
nam 2020, chung t6i thu thap (khao sat) dugc
1145 mau bénh nhan thuc hién xét nghiém
HbAlc dién di mao quan tai Khoa Xét
nghiém, bénh vién Pai hoc Y dugc Tp. HO
Chi Minh

Thuc hién xét nghiém HbA1C

Xét nghiém HbAlc dugc thuc hién trén
mau mau toan phan chdéng doéng véi
ethylenediamine tetra acetic acid (EDTA), st
dung hé théng dién di mao quan Sebia
Capillarys 3 Tera (CE). Mot sé bénh nhan
nghi ngd ¢ bat thudng hemoglobin, két qua
HbAlc dugc so sanh két qua véi hai hé
thong may HPLC sic ky trao ddi ion va
HPLC ai luc Boronat.

Xir Iy va phén tich so liéu. St dung phan
mém SPSS version 19.0 cho cac phan tich
thong ké.

Bdng 1: Ty I¢ bién thé Hemoglobin phat hién trén may Sebia Capillarys 3 Tera

Thuce hién xét nghiém Phat hién bat thuong
HbAlc hemoglobin
S6 lugng (ca) 1145 66
Ty 1% 100% 5,76%

Nhan xét: Trong tong sé 1145 bénh nhan
xét nghiém HbA ¢ trén phuong phap dién di
mao quan, phat hién co 66 truong hop bat
thudng hemoglobin, chiém 5,76%. Nghién
cau cua Sharwari Narawade trén 98/5100
bénh nhan tiéu duong trong quan thé bénh

nhan An Do, phat hién 1,92% c6 bién thé
Hemoglobin [7]. Weatherall DJ (2001) bao
cdo woc tinh ¢6 7% dan s6 thé giéi mang
bién thé hemoglobin thé di hop [8]. Trong
khi d6, nghién ctu caa Whiting DR (2011),
khoang 26 triéu nguoi mang bién thé

71



HO!I NGHI KHOA HOC TOAN QUOC LAN THUP 24 - HOI HOA SINH Y HOC VIET NAM - 2020

hemoglobin trén 366 triéu nguoi tiéu duong
va sb luong sé du kién ting gip do6i vao nim
2030 [9]. Chuong trinh NGSP (National
Glycohemoglobin Standardization Program)
da khuyén cao vé yéu té nhiéu sinh hoc: “Bit
ctr diéu kién nao lam giam doi sng hong cau
déu gay két qua thip gia HbAlc tuy theo
phuong phap duoc st dung. HbAlc khdong

nén duoc sir dung dé chan doan hay theo doi
dai thao dudng khi ¢ su hién dién cua bat cir
diéu kién nao 1am anh huéng doi séng hong
cau”. Chinh vi thé NGSP da khuyén cdo cac
phong xét nghiém can uéc tinh ti 16 mang
bién thé hemoglobin trong quan thé bénh
nhan khi lya chon phuong phap xét nghiém
HbALc [10].

‘
=

Name %

me %
Normal Values %

— > Alc (%) -
57 HbAlc(*) ther Hb 14
Other Hb 19 A0

Hb A0 858
Hb F or variant 57

YA2(1) 33
Hb A2 19 .

67,6
238

Normal Values % 1 45
(A1c) 07

Name % Normal Values %

Other Hb 17
Hb A0 920
Hb A2 08

Hinh 1A. Tang HbF

Hinh 1B. Bién thé
hemoglobin dang di hop tir

Hinh 1C. Hb chwa xdc dinh

Hinh 1: Hinh dnh c4c bdt thurong ciia hemoglobin phan tich trén may Sebia Capillarys 3 Tera
Nh@n xét: Trong tong 66 truong hop bat thuong hemoglobin, ¢6 12 truong hop ting HbF

(18,18 %) (hinh 1A), 48 bénh nhan HbE trait (72,73%), 3 bénh nhan HbC trait (4,55%), 1
bénh nhan HbD trait (1,52%) va 2 bénh nhan c6 bat thuong vé HbA2 nhung khong xac dinh
duoc bién thé hemoglobin (chién 3,02)%. Hai mau nay da duoc chi dinh thuc hién dién di
huyét sic t6 va phat hién 1 trong 2 mau la HoH.

Bdng 2: Ty | cac logi bién thé Hemoglobin

Cic loai bién thé 3 HbC | HbD Hb E -
Hem'oglobin HbF ting trait trait trait Hb chua xac dinh
S6 luong (ca) 12 3 1 48 2
Ty 1€% 18,18 4,55 1,52 72,73 3,03
Bdng 3: So sanh gié tri HbAlc cia cac bdt thirong Hemoglobin gifa céc hé théng
% HbA1c (mean + SD)
Bién thé Hb _CE HPLC HPLC Gia tri
(Sebia Capillarys (trao ddi ion) (ai luc boronat) P
3 Tera) j
Hb E trait (n = 48) 6,65 + 2,12 6,98 £ 2.06 6,90 = 2,63 p>0.05
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Hb C trait (n = 1) 5,1 4,9 5,2
Hb chua dinh danh | Khong béao céo két
: +
(n=2) qua % HbAlc NIA 4,36£0,35

*N/A: khong thuc hién, sir dung phép kiém T-Test

Nhan xét:

- Két qua HbAILC cua bénh nhan HbE
khéng c6 su khac biét gitta phuong phap
dién di mao quan, HPLC trao dbi ion, HPLC
ai luc Boronat (p > 0,05). HbE la hau qua
cia mot dot bién tai chudi B, lam acid
glutamic & vi tri s6 26 bj thay thé bang lysin.
Pay 14 loai Hb bat thuong hay gap nhat trén
thé gisi, dot bién HbE lién quan cha yéu d&én
ving Pong Nam A va ¢ mot vai ving tan
suit c6 thé 1én dén 60%. Theo nghién cau
duogc cong bd trén NGSP, thi hé thong Sebia
Capillarys 3 Tera khong c6 bt ctr anh huéng
nao trén quan thé HbE trait. Piéu nay co thé
dé dang giai thich dua trén co ché phan tach
rd rang va chuan xac cac thanh phan
hemoglobin [17,18]

- V6i 03 bénh nhan HbC, chi c6 1 bénh
nhan dugc so sdnh HbAlc trén may HPLC.
Két qua cho thay khdng cé su khac biét giira
phuong phap dién di mao quan, HPLC trao
d6i ion va HPLC ai lyc Boronat (p > 0,05).
Céac nghién ctu cho thdy hau hét cac heé
thdng ciia HPLC trao doi ion ¢ anh huong
boi Hb C trait. Con lai khéng ghi nhan bét cir
nhiu nao tir cac hé thong dién di mao quan
Sebia, Menarini va HPLC ai luc Boronat
[11,12,13,14,15]. Nghién ctu caa ching toi
cho thdy két qua HbAlc cua bénh nhan HbC
khéong c6 su khéc biét giira 3 hé théng dinh
luong c6 thé do ¢c& mau nho (n = 1).

- Nghién ctru phat hién 2 bénh nhéan co
bién thé Hb bat thuong anh huong lén phan
tich HbAlc, trong d6 c6 1 ca phat hién HbH
(mét 3 chudi alpha globin & bénh nhan alpha
thalassemia) khi dién di huyét sic t6 trén

may Minicap Flex Piercing (hang Sebia-
Phap). Tac gia Pravatmuang va cong su
khing dinh rang gia tri HbAlc thap gia néu
c6 su hién dién cua HbH. Nguyén nhén do
luong chudi B glycated duoc polyme hoda
thanh B4 hoac HbH, va n6 dugc danh gia la
dinh dau tién cua ving khéng dinh luong
trén sic ky do khién mic HbAlc do trén
HPLC rat thap [19]. Trén hé théng dién di
CE, 2 mau nay khong duogc béo céo két qua
HbA1c do hé thong di phat hién yéu té nhidu
phén tich, tuy nhién phuong phdp HPLC ai
luc Boronat van tra két qua do khong phat
hién duoc day 1a yéu té nhiéu phan tich.

V. KET LUAN

Vi ky thuat dién di mao quan phén tach
vuot troi, cho phép chiing ta xac dinh su hién
dién cua céac bién thé hemoglobin thé di hop
tir va ca thé ddng hop tir, mang dén cong cu
hiru ich hon cho cac nha 1am sang trong quan
Iy bénh nhan dai thao duong.
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NGHIEN CU*U QUY TRINH XAC PINH PA HINH GEN CYP2C9*3
VA VKORC1-1639G>A BANG KY THUAT PCR-CTPP O
BENH NHAN TIM MACH DUNG THUOC ACENOCOUMAROL
TAI BENH VIEN TRUNG UO'NG THAI NGUYEN

Ha Thé Duy?, Pham Thij Thay?, Bui Thi Thu Hwong?,
Nguyén Thi Hoal, L& Thi Minh Hién?, Hoang Xuan Hiéu?

TOM TAT

Acenocoumarol duoc ding phd bién trong
phong ngtra huyét khéi & bénh nhan méc bénh Iy
vé tim mach nhu rung nhi, huyét khéi tinh mach
sAu, sau thay van tim. Liéu thubc co su khac biét
giita cac ca thé nguoi bénh phu thugc nhiéu vao
tudi tac, trong luong co thé va da hinh gen
CYP2C9*3 va VKORC1-1639G>A. Nghién cau
dugc thyc hién nhim muc tiéu: Xay dung quy
trinh x4ac dinh da hinh gen CYP2C9*3 va
VKORC1-1639G>A bing ky thuit PCR-CTPP
(PCR with confronting two-pair primers) & bénh
nhan tim mach ding thuéc chéng dong
acenocoumarol tai Bénh vién Trung uong Thai
Nguyén. Phuong phap: Xac dinh tan sé alen,
kiéu gen CYP2C9*3 va VKORC1-1639G>A
bang ky thuat PCR-CTPP va giai trinh tu gen.
Két qua: Xay dung dugc quy trinh phan tich da
hinh gen CYP2C9*3 va VKORC1-1639G>A
bang ki thuat PCR-CTPP. Ty 1& alen bién di cua
CYP2C9*3 va VKORC1-1639G>A lan luot la
0,03 va 0,87.

Tir khoa: SNP, CYP2C9*3, VKORCI-
1639G>A, PCR-CTPP

YTriong Pai hoc Y Duroc Thai Nguyén
2Bénh vién Trung wong Thdi Nguyén
Chiu trach nhiém chinh: Pham Thi Thay
Email: phamthuydhy2612@gmail.com
Ngay nhan bai: 15.10.2020

Ngay phan bién khoa hoc: 20.10.2020
Ngay duyét bai: 28.10.2020

SUMMARY
DEVELOPMENT OF PROCEDURES
FOR DETERMINING GENETIC
POLYMORPHISM CYP2C9*3 AND
VKORCI1-1639G>A BY PCR-CTPP
TECHNOLOGY IN
CARDIOVASCULAR PATIENTS
USING ACENOCOUMAROL IN THAI

NGUYEN NATIONAL HOSPITAL

Acenocoumarol is commonly used in the
prevention of thrombosis in patients with
cardiovascular diseases such as atrial fibrillation,
deep vein thrombosis, after heart valve
replacement. The dose of the drug is different
between individuals, depending on age, body
weight and gene polymorphisms CYP2C9*3 and
VKORC1-1639G>A. The research was carried
out with the aim of: Development the process of
identifying CYP2C9*3 and VKORC1-1639G>A
genetic polymorphism by PCR-CTPP (PCR with
confronting two-pair primers) in cardiovascular
patients with acenocoumarol at Thai Nguyen
National Hospital. Methods: Determination of
allele frequency, genotypes CYP2C9*3 and
VKORC1-1639G>A by PCR-CTPP technique
and genetic sequencing. Results: Building the
process of polymorphism analysis of CYP2C9*3
and VKORC1-1639G>A genes by PCR-CTPP
technique. The mutant allele rates of CYP2C9*3
and VKORC1-1639G>A were 0.03 and 0.87,
respectively.

Key words: SNP, CYP2C9*3, VKORCL1-
1639G>A, PCR-CTPP
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I. DAT VAN DE

Bénh nhan méic cac bénh Iy vé tim mach
c6 nguy co cao hinh thanh huyét khdi nhu
bénh tim c6 rung nhi, huyét khdi tinh mach
sdu, sau thay van tim... phai ding thudc
chdng dong va doi khi kéo dai sudt doi. Mic
d c6 nhiéu loai thudc chong dong duoc dua
vao st dung trén Iam sang, tuy nhién tai Viét
Nam ciing nhu nhiéu nuéc trén thé gidi,
acenocoumarol van duoc st dung phd bién
nhat [6]. Thudc cé gigi han diéu tri hep,
ding qué lidu s& gay xuat huyét, dudi lidu lai
gay huyét khéi tic mach. Nhiéu yéu té duoc
ghi nhan anh huong dén su chuyén hoa va
hip thu cua thudc trong d6 c6 dic diém di
truyén ciia nguoi bénh [1].

Hai da hinh gen dugc xac dinh la anh
huong nhiéu nhat dén su thay doi liéu cua
acenocoumarol la CYP2C9*3 va VKORC1-
1639G>A. Trong d6, da hinh gen
CYP2C9*3 niam trén exon 7 cua gen
CYP2C9 lam thay ddi acid amin 1359L, la
nguyén nhan lam giam chuyén hoa thuéc
acenocoumarol. VKORC1-1639G>A nim
trén vung promoter cua gen VKORC1 lam
giam tong hop 70% enzym vitamin K epoxid
reductase la enzyme dich cua
acenocoumarol. Do vay, nhirng ngudi mang
c4c bién thé di truyén nay coé yéu cau liéu
thudc chéng dong thap hon binh thudng dé
dat hiéu qua chdng dong mau [4]. Viéc xéac
dinh cac da hinh gen nay c6 y nghia rat quan
trong trong viéc lua chon lidu thudc chdng
dong phu hop Véi ting ca thé ngudi bénh
mang lai hiéu qua diéu tri dong thoi han ché
c4c bién chung.

Tai Viét Nam, nghién ctru xac dinh cac da
hinh trén di duoc thuc hién bang ky thuat
giai trinh tu gen va enzym giéi han (PCR-
RFLP) ¢ bénh nhan sau thay van tim co hoc.
Tuy nhién, cac phuong phap nay doi hoi chi
phi cao, tén kém vé thoi gian [7]. Do vay
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nghién ctru duoc thuc hién nhim muc tiéu:
Xay dung quy trinh xac dinh da hinh gen
CYP2C9*3 va VKORC1-1639G>A bang k§
thuat PCR-CTPP (PCR with confronting
two-pair primers) ¢ bénh nhan tim mach
ding thubc chéng dong acenocoumarol tai
Bénh vién Trung wong Thai Nguyén véi hi¢u
qua cao, chi phi thip va it tén kém vé thoi
gian.

II. DOI TUONG VA PHUO'NG PHAP NGHIEN CU'U

2.1 Péi twong nghién ciru. Gom 95 bénh
nhan mac bénh ly tim mach dang st dung
thudc chéng dong acenocoumarol duoc theo
ddi va quan ly tai Bénh vién Trung wong
Thai Nguyén.

Tiéu chuan lya chon bénh nhan: Bénh
nhan mac céc bénh ly vé& tim mach nhu bénh
tim c6 rung nhi, sau thay van tim, huyét khéi
tinh mach sau dang dung thuéc chéng dong
acenocoumarol dat dich diéu tri (INR tir 2,0
dén 3,5) trong t6i thiéu 2 thang lién tiép.

Tiéu chuén loai trir: Bénh nhan suy gan,
suy than, dang bi nhiém tring cip tinh, bénh
ly tuyén giap, dang dung thude diéu tri bénh
ly da day.

2.2. Phuong phap nghién ciu

Thiét ké nghién ciru: Nghién ciu tién ciu.
Thoi gian thyc hién: Tur thang 8/2019 dén
8/2020. Pia diém: Bénh vién Trung wong
Thai Nguyén.

Cic buéc tién hanh: Lay 2ml mau tinh
mach ngoai vi chéng dong EDTA cua bénh
nhan tim mach ding thudc chong dong
acenocoumarol. Tach chiét DNA tir mau
mau sir dung Kit Qiagen. Kiém tra nong do
va do tinh sach caa DNA tach chiét bing
phuong phap do quang, dua vao ty Ié
A260nm/A280nm = 1.8-2.0. Xac dinh kiéu
gen CYP2C9*3 va VKORC1 -1639G>A
bang ky thuat PCR-CTPP va giai trinh tu
gen. Céc cap mdi cho ky thuat PCR-CTPP
duoc thiét ké:
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Bdng 1: Trinh tw cac cdp moi gen CYP2C9*3 va VKORC1 -1639G>A

CYP2C9*3 F1 5 CCA GGA AGA GAT TGA ACG TGT GAT TG

CYP2C9*3 R1

"TGG TGG GGA GAA GGT CAAT

CYP2C9*3 F2

"GCA CGA GGT CCA GAG ATACC

CYP2C9*3 R2

"GAG TTATGC ACT TCT CTC ACC CG

VKORC1-1639G>A F1

"CAC AGA CGC CAG AGG AAG AGA G

VKORC1-1639G>A R1

"CGT GAG CCACCG CACCT

VKORC1-1639G>A F2

"GAA GAC CTG AAA AAC AAC CAT TGG CCG

ogrjloror|o1|o1| o1 Ol

VKORC1-1639G>A R2

"CTC AGC CTCCCAAGTAGTTTGG

Thanh phan phan (ng PCR: dNTP Mix:
0,2mM; Gol Taq: 0,02u/pl; mdi xudi va moi
nguoc moi loai: 0,5uM; DNA: 50ng/ul. Chu
trinh nhiét cua phan tng PCR: 95°C trong 10
phut; 30 chu ky (95°C trong 1 phat; gan mdi
58°C trong 1 phat ddi véi CYP2C9*3 va
63°C d6i vSi VKORC1-1639G>A, 72°C
trong 1 phat), cudi cung la 72°C trong 5
phat. San pham phan ung PCR-CTPP duoc
dién di trén gel agarose 3%.

Kiém tra d6 chinh xac cua k¥ thuat PCR-
CTPP bang ky thuat giai trinh ty gen. Phan
ung PCR str dung cho giai trinh ty gen duoc
khuéch dai voi cap moi 1F va 2R cua mdi
SNP. Phan ung giai trinh ty trén hé thdng
3500 Automatic DNA  Segmentation
Analyzer (Applied Biosystems) and BigDye
Kit Terminator v3.1 cycle sequencing. Cac
két qua trinh ty duoc phan tich trén phan
mém BioEdit 7.1.9.

2.3. Phwong phap xir ly s6 ligu

Phuong phap thong ké duoc thuc hién
trén phan mém SPSS20.0

2.4. Van dé dao dirc trong nghién ciru

Céc ddi tuwong tham gia nghién cuau la

hoan toan ty nguyén va thdng tin lién quan
dén bénh nhan dugc dam bao bi mat. Nghién
ctru duoc thong qua boi Hoi dong dao dirc
Bénh vién Trung wong Thai Nguyén

INl. KET QUA NGHIEN CU'U

3.1. Pic diém chung cia nhom nghién
ciru. Tudi trung binh cua nhém nghién ciu
1a 57,8+10,5, trong d6 bénh nhan it tudi nhat
la 27 tudi va cao nhat la 78 tudi. Nir gioi
chiém da s6 trong nghién cau véi 64,2%,
nam gigi 1a 35,8%. Chi sé6 BMI trung binh
ctia nhdm nghién cau la 21,3+2,6 kg/m?2. Ty
I& bénh nhan méic bénh tim co rung nhi la
11,5%, sau thay van tim nhan tao la 87,4%,
huyét khéi tinh mach sau 1a 1,1%.

3.2. Két qua xac dinh Kkiéu gen
CYP2C9*3 va VKORCI1-1639G>A bi'mg
ky thuat PCR-CTPP va giai trinh tw gen.

DNA bénh nhan sau khi tach chiét, dugc
kiém tra d6 tinh sach va chét luong bang
phuong phép do quang. DNA dugc khuyéch
dai v6i cac cap moi phu hop (Bang 1) dua
trén nguyén ly cua ky thuat PCR-CTPP. San
pham PCR dugc dién di trén gel aragose 3%.
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Hinh A: CYP2C9*3

Ghi cha: Hinh A: Lan M:Marker 100D,
lan 1,5 kiéu gen di hop CYP2C9*1*3, lan
2,3,4 kiéu gen CYP2C9*1*1. Hinh B: Lan
M: Marker 100bp; Lan 1,6 kiéu gen
VKORC1-1639GG, lan 2,3 kiéu gen GA, lan
4.5 kiéu gen AA.

Nhgn xét: Hinh anh dién di san pham
PCR-CTPP doan gen chaa da hinh gen
CYP2C9*3 va VKORC1-1639G>A cho céac
bang dién di dac hiéu, rd nét. Két qua cho
thiy d6i voi da hinh gen CYP2C9*3 thu

CCAG AG ATACAT TG ACCTT

P e AW,

Fivzlr Ar CYP2CO%]*]

CCACCGCACCCGGCCAATGGTT

Hinf: C: FPRERORCI-1639GG

( Hinh B: VKORC1-1639G>A
Hinh 3.1. Hinh dnh di¢n di két qud phdn tich da hinh gen bang ky thudt PCR-CTPP

dugc kiéu gen *1*1 gom 2 bing DNA c6
kich thuéc 125bp va 287bp (Mau 02, 03 va
04), kiéu gen *1*3 gém 3 bang DNA c6 kich
thuéc 125bp, 200bp va 287bp (Mau 01 va
05). Véi da hinh gen VKORC1-1639G>A
thu duoc kiéu gen GG gém 2 bang DNA c6
kich thudc 208bp va 284bp (Mau 01 va 06),
kiéu gen GA gom 3 bang DNA c6 kich thudc
119bp, 208bp va 284bp (Mau 02 va 03), kiéu
gen AA gdm 2 bing DNA c6 kich thudc
119bp va 284bp (Mau 04 va 05).

CCAG AG AT ACCT

N n
2 . lllglzﬁw'!ﬂ.'ﬁﬂ i*.,uﬂ.ﬁﬂfﬂﬂlﬂ

Hinnh Br C¥YP2C9%] *3

TG ACCTT

CCACCGCACCYGGCCAATGGTT:!

i f ! A ,'ﬁl,

Hinnh D: VEORCI-1639G.4

CCACCGCACCTGGCCAATGGT T

'n"J‘ W'l i

FHirnf: E: WVRORCI-1639.4.4

Hinh 3.2. Hinh dnh gidi trinh tw gen da hinh CYP2C9*3 va VKORCI1-1639G>A
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Nhgn xét: San pham giai trinh tu & nét, cac dinh mau twong &ng voi cac nucleotid rd rang
va khdng co tin hiéu nhiéu. Khi so sanh vaéi trinh tu gen CYP2C9 va VKORC1-1639G>A
trén GeneBank cho thiy cac kiéu gen CYP2C9*1*1, *1*3 va VKORC1-1639GG, GA, AA.
Két qua giai trinh ty phu hop vai két qua phan tich gen bang ki thuat PCR-CTPP.

3.3. Tan sb alen, kiéu gen CYP2C9*3 va VKORC1-1639G>A & nhém nghién ciru

Bdng 3.1. Tan sé alen, kiéu gen CYP2C9*3 va VKORC1-1639G>A

Kiéu gen | Tinsé(n) | Ty 18 (%) | Alen
CYP2C9*3
*1*1 89 93,7 *1.0,97
*1*3 6 6,3 *3. 0,03
VKORCI1-1639G>A

GG 2 2,1

GA 22 232 ij 8’3
AA 72 75,8 T

Nh@n xét: Da hinh gen CYP2C9*3 c6 ty ¢ kiéu gen dong hop Kiéu dai cao nhat chiém
93,7%, di hop chiém 6,3% khong c6 kiéu gen dong hop bién di. Véi gen VKORCI-
1639G>A, kiéu gen dong hop bién di chiém da sb trong nghién cau véi 75,8%, di hop la
23,2%, dong hop kiéu dai chiém ty 1¢ thap nhat véi 2,1%.

IV. BAN LUAN

Két qua nghién ctu cua ching toi ghi
nhan tui trung binh cia nhém nghién ciu la
57,8+10,5. Nit gisi chiém da s trong nghién
ciu VGi 64,2%, nam gigi chiém ty 1é thap
hon 35,8%. Chi s6 BMI trung binh ciia nhém
nghién cau 1a 21,3+2,6 kg/m?. Nhiing két
qua nghién ciru nay twong dong véi nghién
ctru trude day cua ching toi trén di tuong la
bénh nhan sau thay van tim co hoc [6].
Trong nghién ctu nay, dbi tugng la bénh
nhan mac bénh Iy tim mach dang dung thudc
chéng déng acenocoumarol, két qua cho thay
bénh nhan thay van tim nhan tao bao gom ca
van sinh hoc va co hoc chiém da sé trong
nghién cuau (87,4%), bénh tim c6 rung nhi
chiém 11,5%, huyét khéi tinh mach siu
chiém 1,1%. Két qua nay khéc voi nghién
ctru cua tac gia Sripriya Natarajan vai ty 1€
thay van tim 1a 53%, huyét khdi tinh mach
sau la 23%, rung nhi 1a 6% [5]. Hién nay, ty
I& bénh nhan mic bénh tim c¢é rung nhi va

huyét khéi tinh mach sau kha cao, ddy 1a mot
trong nhitng bénh 1y c¢6 nguy co huyét khdi,
tuy nhién viéc dugc quan tdm chi dinh dung
thubc chéng dong con han ché do nhiing lo
ngai vé bién ching khi duing thudc.

Nhiéu phuong phéap xac dinh cic da hinh
gen CYP2C9*3 va VKORC1-1639G>A
dugc xay dyng nhu giai trinh ty gen, enzym
gidi han (PCR-RFLP), real-time PCR, DNA
microarray, mdi phuong phép déu c6 nhiing
han ché vé thoi gian va chi phi [7]. Chinh vi
vay, chiing t6i di tng dung va phat trién mot
phuong phap xac dinh kiéu gen nhanh chéng
va ré tién 1a PCR-CTPP. Nghién ciru nay dé
xuat xac dinh kiéu gen VKORC1-1639G>A
va CYP2C9*3 bing phuong phip PCR-
CTPP dé tng dung trén 1am sang. Nguyén ly
cia phuong phap da dugc xdy dung boi tac
gia Hamajima N nam 2000 va ¢ng dung xac
dinh duoc cac da hinh gen khac nhau [2].
Mot gen gom hai alen X va Y, cac alen bo
sung 1a X’ va Y’. Cac cap moi duoc thiét ké
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bao gdm mat cip cho alen X va mot cap cho
alen Y. Kich thuéc cua céc san pham DNA
duoc khuéch dai cu thé cho mdi alen tuong
ung la abp va bbp. Cac kich thudc a va b
phai di khac nhau dé céc san phiam duoc
phan biét bang dién di trén gel. Pdi véi kiéu

gen XX, cac dai a va ¢ bp dugc quan sat
thiy, trong khi ddi véi kiéu gen YY, cac dai
bang b va ¢ bp dugc quan sat, trong d6 c = a
+b— (d — 1). Mot kiéu gen di hop tir biéu
hién ba dai bang a, b va ¢ bp [7].

||< abp >
Alen X S5 NNNNN.__ . NNNNN._ X NNNNN.__ .. ... NNNNN 3
Mbi 1F — <—Mbi 1R
<« d-1bp —
< bbp ——m>
AlenY S5 NNNNN.__ .. NNNNN__ Y. NNNNN._. _NNNNN 3
L Mbi 2F— <—Mbi 2R
’\ c=a+tb-{d-1bp ——>

Hinh 4.1. Nguyén ly cia ky thugt PCR-CTPP

Ghi chu: a la kich thudc alen X; b 1a kich
thudc alen Y; ¢ 1a kich thudc giira cac moi
1F va 2R cho ca hai alen; d la téng kich
thudc caa cap moi 2F va 1R.

Kho khan cua phuong phap PCR-CTPP la
tim duoc nhiét do gan moi phd hop véi tat ca
cac cap moi. Chung toi da tién hanh thi
nghiém & cac nhiét do gan moi tir 56°C dén
64°C. Két qua ghi nhan nhiét 6 gan méi phu
hop véi CYP2C9*3 la 58°C va VKORCI-
1639G>A 1a 63°C dé thiy duoc cac bang dac
hiéu, sang rd trén gel dién di (Hinh 1). Doi
V6i da hinh gen CYP2C9*3 kiéu gen *1*1
gom 2 bang DNA c6 kich thuéc 125bp va
287bp, kiéu gen *1*3 gém 3 bing DNA c6
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kich thuéc 125bp, 200bp va 287bp. Vi da
hinh gen VKORC1-1639G>A kiéu gen GG
gom 2 biang DNA c6 kich thudc 208bp va
284bp, kiéu gen GA gém 3 bang DNA c6
kich thudc 119bp, 208bp va 284bp, kiéu gen
AA gom 2 bing co kich thuéc 119bp va
284bp. Phuong phap PCR-CTPP c6 wu diém
nhu d¢ chinh xéac cao, khéng mat nhiéu thoi
gian va gia thanh ré, tuy nhién nhuoc diém
ctia phuong phap 1a ndng d6 DNA qua thap
hodc bi suy thoai qua thoi gian déu anh
huong dén do thanh cong cua ki thust.

Trong nghién cau nay, ky thuat PCR-
CTPP duoc kiém chang lai bang giai trinh ty
gen cho thay do chinh xéac cao cua ky thuat.
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Tur két qua phan tich kiéu gen, chung t6i da
xac dinh duoc tan sb alen, kiéu gen
CYP2C9*3 va VKORC1-1639G>A ¢ nhom
nghién ctu. Két qua ghi nhan da hinh gen
CYP2C9*3 c6 ty I¢é kiéu gen dong hop kiéu
dai cao nhét chiém 93,7%, di hop 12 6,3% va
khdng c6 kiéu gen dong hop bién di. Vai gen
VKORC1-1639G>A, kiéu gen dong hop
bién di chiém da sb trong nghién ctu Voi
75,8%, di hop 1a 23,2%, ddng hop kiéu dai
chiém ty I¢ thap nhat véi 2,1%. Ty & alen
bién di caa CYP2C9*3 va VKORCI-
1639G>A lan luot 12 0,03 va 0,87. Két qua
nay tuong déng vai nghién ctru trude day khi
cho rang mot sé6 nuéc Pong Nam A trong d6
c6 Viét Nam gen CYP2C9*3 chu yéu la alen
kiéu dai véi ty lé trén 90%, VKORCI-
1639G>A lai chi yéu la alen bién di chiém
ty 1é dao dong tur 70-90% [3]. Viéc xac dinh
cac da hinh gen nay c6 y nghia quan trong
trong viéc lya chon lidu thudc chéng dong
phl hop Vi tirng ¢4 thé ngudi bénh mang lai
hiéu qua diéu tri.

V. KET LUAN

Xac dinh duoc tan s alen, kiéu gen
CYP2C9*3 va VKORC1-1639G>A bing ky
thuat PCR-CTPP. Tan s alen bién di cua
CYP2C9*3 va VKORC1-1639G>A lan luot
la 0,03 va 0,87.
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KHAO SAT MOI TUONG QUAN GI(rA S HOAT PONG CUA HUMAN
PAPILLOMA VIRUS DU’A TREN BIEU HIEN mRNA E6/E7 VO'I PHET TE
BAO CO TU’ CUNG TRONG SANG LOC UNG THU €O TU CUNG

Pham Trung Ha*, Pham Hoang Anh*, Poan Khanh Nguyét*

TOM TAT

Mé dau: Xét nghiém chan doan sy hoat dong
cia Human papilloma virus nguy co cao thong
qua biéu hién caa RNA théng tin ving gen
E6/E7 (HPV mRNA EG6/E7) gilp giam ty lé
duong tinh gia so voi HPV DNA. bay ciing 1a
nghién cau tién phong trong khao sat mdi lién
quan gitra HPV mRNA E6/E7 véi phét té bao cb
tr cung (PTBCTC) khi bét dau trién khai ¢ Viét
Nam.

Muc tiéu: Méi tuong quan giira ty 1& nhidm
HPV vai phét té bao ¢ tir cung, qua d6 dénh gia
hiéu suat 1am sang cua chung trong xac dinh tan
sinh trong biéu mé co tar cung trén mac do 2
(Cervical Intraepithelial Neoplasia upper grade 2
- CIN2+).

P6i twong - phwong phap nghién ciu:
Nghién ctru cat ngang mé ta 4.151 phu nit c6 do
tudi tir 15 dén 77 tudi kham tai Bénh vién Phu
san Qudc Té Sai Gon tir thang 10/2018 dén thang
08/2020. Trong xét nghiém HPV mRNA E6/E7,
muc tiéu thu nhan la cac phén tt mRNA tir su
biéu hién ving gen E6/E7. Piéu nay la diém
khac biét so véi cac nghién ciu dua trén HPV
DNA-chi ra su hién dién cuaa virus HPV.

Két qua: Ty Ié nhidm HPV chung 14 16,4%;
trong d6 nhidm HPV cac type 16, 18/45 chiém
24,1%. Ty |é dwong tinh HPV & cac truong hop

*Bénh vién Phy san Quac Té Sai Gon
Chiu trach nhiém chinh: Pham Hoang Anh
Email: anh.phamhoang@sihospital.com.vn
Ngay nhan bai: 25.10.2020

Ngay phan bién khoa hoc: 26.10.2020
Ngay duyét bai: 28.10.2020
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c6 bat thuong té bao biéu md ¢b tir cung cao hon
SO Véi cac truong hop &m tinh vai ton thuong
trong biéu mé hay t6n thuong 4c tinh (P< 0,001).
HPV mRNA E6/E7 va PTBCTC cho thdy méi
twong quan thuan ¢ muc trung binh (Kappa =
0,435 va r = 0,442) va c6 hiéu suat 1am sang
khong thua kém nhau trong xac dinh tan sinh
trong biéu mé ¢ tir cung trén mic do 2.

Két luan: C6 mbi twong quan thuin & muc
trung binh gitra HPV mRNA E6/E7 va PTBCTC
V6i 60,4% truong hop PTBCTC bit thuong cé
két qua duong tinh HPV mRNA E6/E7. Xét
nghiém HPV mRNA E6/E7 dugc xem la ddu 4n
hitu hiéu cho kha niang du doan cic tién ton
thuong ¢6 tir cung trong sang loc ung thu ¢b tir
cung.

Tir khéa: HPV mRNA E6/E7, ung thu cb tir
cung.

SUMMARY

RELATIONSHIP BETWEEN
ACTIVATION OF HUMAN
PAPILLOMA VIRUS BASED ON
EXPRESSION OF mRNA E6/E7 AND
CERVICAL SMEARS IN CERVICAL
CANCER SCREENING

Background: HPV mRNA E6/E7 is an in
vitro nucleic acid amplification test for the
qualitative detection of E6/E7 viral messenger
RNA (mRNA), and this test showed fewer false-
positive results compared to a DNA-based test.
This is also the first research about the
relationship between HPV mRNA E6/E7 and
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cervical smear when it was started practicing in
Viet Nam.

Objectives: Relationship between HPV
infection and cervical smear results, therefore
measuring their clinical performance in respect
of detecting CIN2+.

Methods: Cross-sectional study described
4.151 cases of women (15-77 age) who visited
Sai Gon international OBST-GYNEC hospital
from October, 2018 to August, 2020. In HPV
MmRNA E6/E7 assay, the target is mMRNA
molecules from the expression of E6/E7 gene.
This is distinct from other studies which based
on the HPV DNA to detect the presence of HPV
virus.

Results: The prevalence of HPV infection
was 16.4%, and 24.1% had HPV types 16, 18/45
infection inside. The percentage of HPV
infection in groups of abnormal cytology were
higher than group of negative for intraepithelial
lesion or malignancy (NILM) was. HPV mRNA
EG6/E7 assay and cervical smears showed a
moderate positive correlation (Kappa = 0.435
and r = 0.442) and their clinical performance in
respect of detecting CIN2+ was not inferior to
each other.

Conclusions: Having a moderate positive
correlation between HPV mRNA EG6/E7 assay
and cervical smears with 60.4% of abnormal
cytology cases was found to be positive for HPV
mRNA E6/E7. HPV mRNA EG6/E7 test is
considered to be an effective marker for the
prediction of cervical intraepithelial lesion in
cervical cancer screening.

Keyword: HPV mRNA EG6/E7, cervical
cancer.
I. DAT VAN DE

Ung thu ¢6 tir cung la mot trong nhiing
bénh ung thu phd bién ding hang tht tu &
phu nir trén toan thé giéi [5]. Nhiém virus

HPV nguy co cao kéo dai 1a diéu kién tién
quyét dan dén phan Ién cac tién ton thuong
co tir cung va ung thu ¢ tir cung [3,6]. Tuy
nhién, 90% cac truong hop nhiém virus HPV
la thoang qua va c6 thé bién mét trong 2
nam. Sang loc ung thu ¢ tir cung bang xét
nghiém PTBCTC va HPV c6 thé 1am giam
dang ké ty 1& méic ung thu cd tir cung. Mic
du xét nghiém HPV DNA c¢6 d6 nhay cao
nhung d6 dic hiéu cua né twong di thap va
khong c¢6 ¥ nghia thyc té dé dy doén nguy co
bién d6i &c tinh cua ton thuong ¢ tr cung
[3]. Vi vay, viéc tng dung cac xét nghiém
tién tién hon dé phét hién som ung thu co tir
cung 1a can thiét. Theo d6, xét nghiém su
hoat dong cua virus HPV thong qua mRNA
E6/E7 (HPV mRNA E6/E7) méi duoc trién
khai tai Viét Nam gan day 1a phuong phap c6
d6 nhay tuong duong va d6 dac hiéu vuot
troi hon so vai xét nghiém HPV DNA nho
danh gia sy hoat dong ctia gen sinh ung thu
E6/E7 [7]. Muc d6 biéu hién cao lién tuc cua
protein E6/E7 1a diéu kién can thiét cua qua
trinh sinh ung thu [3]. Nhu vay, HPV mRNA
E6/E7 cung voi PTBCTC gitip tang kha nang
phéat hién nhom ddi tugng khong cé bat ky
tén thuong nao lién quan dén 1am sang & thoi
diém hién tai nhung c6 nguy co bi ton
thuwong va c6 thé dién tién thanh ung thu xam
l4n sau nay.

MUC TIEU

Mbi tuong quan giira ty 1¢ nhiém HPV
v6i PTBCTC, qua d6 danh gia hiéu suat 1am
sang cua ching trong xac dinh tén thuong
CIN2+ thong qua do nhay, do dac hiéu, gia
tri tién doan duong (Positive predictive
value-PPV), gia tri tién doan am (Negative
predictive value - NPV).

TONG QUAN XET NGHIEM HPV
MRNA

Ung thu ¢6 tir cung lién quan dén HPV,
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tdc nhan gay ra hon 99% ung thu, 1a virus
phd bién lay truyén qua dudng tinh duc. Hién
nay da phat hién hon 100 type HPV, trong d6
c¢6 14 type nguy co cao bao gébm 16, 18, 31,
33, 35, 39, 45, 51, 52, 56, 58, 59, 66, 68.
Theo d6, duong tinh véi cac type HPV 16,
18/45 bao hiéu nguy co cao bat thuong té
bao cb tir cung ¢ hién tai hoic tuong lai;
trong khi duong tinh va&i 11 type HPV nguy
co cao con lai van 6 rai ro nhung thap hon
[1]. HPV type 16 va nhom type 18/45 dugc
ching minh c6 lién quan dén 75% ung thu
co tir cung va 94% lién quan dén ung thu
biéu md tuyén [7].

Nghién cau ATHENA (Addressing the
Need for Advanced HPV Diagnostics) cho
thiy nguy co giy ton thuong CIN2+ xay ra &
phu nit duong tinh véi HPV type 16 va té
bao hoc am tinh la 9,5%, ¢ phu n&r duong
tinh véi HPV type 18 va té bao hoc &m tinh
la 5,9% va & phu nit c6 két qua té bao gai
khong dién hinh khong xac dinh dugc y
nghia va duong tinh véi cic type HPV nguy
co cao khac 1a 8,6% [3]. Tuy nhién, két qua
cia nghién cau ATHENA dya trén xét
nghiém su hién dién caia HPV DNA nén
trong thyc té ty 1é &m tinh s& cao hon so voi
nguy co duoc du doan. Piéu nay s& dan dén
céc thu thuat xam I14n khong can thiét va tang
ganh nang tdm ly cho bénh nhan bai co
nhitng truong hop chi nhiém HPV thoéang
qua va tu thodi trién [3].

FDA da phé duyét cho xét nghiém HPV
mRNA E6/E7 dinh tinh 14 type HPV nguy
co cao va dinh type 3 chung HPV 16 va
nhom type 18/45 thong qua su biéu hién cua
mRNA vung gen sinh ung E6/E7. HPV
MRNA E6/E7 c6 d6 nhay tuong duong va
gilp giam nguy co duong tinh gia toi 24% so
véi HPV DNA do danh gia duoc su hoat
dong cua virus HPV, ngoai ra viéc mo rong
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xac dinh HPV type 45 trong nhém type
18/45 ciing 1a diém wu viét hon so voi HPV
DNA dé dap ung murc d6 sang loc ung thu cb
tir cung ngay cang chat ché hon.

II. DOl TUQONG VA PHUONG PHAP NGHIEN CU'U

2.1 Thiét ké nghién ciu: hoi cau cat
ngang mo ta.

2.2 Pia diém nghién ctu: Khoa xét
nghiém, Bénh vién Phu san Quéc Té Sai
Gon.

2.3 Thoi gian thwc hién: tr thang
01/2020 dén thang 10/2020.

2.4 Péi twong: Bénh nhan dén kham va
diéu tri tai bénh vién tir thang 10/2018 dén
thang 08/2020 duogc chi dinh thuc hién Pap
Thinprep va HPV mRNA E6/E7, soi ¢o tir
cung/sinh thiét (néu co).

2.5 C& mau: Cong thic chon ¢d mau

Z? a2 X p(1-p)

dZ

Trong dé: Z: hé sb tin cay (véi o = 0,05
thi Z 0975= 1,96);

p: Tan suat nhidm HPV ¢ phu nir Thanh
phé H6 Chi Minh (TP.HCM) la 10% (Tran
Thi Loi);

d: sai s6 cho phép = 0,02.

Vay tong s6 mau trong nghién ciu duoc
dé nghi 1a 865 dbi tuong. Thuc té nghién cau
khao sat dugc 4.151 truong hop.

2.6 Phwong phap thuc hién

Hai lo mau PTBCTC duoc liy cung mot
bénh nhan trong mét 1an. Mot lo duogc thuc
hién xét nghiém HPV mRNA trén hé théng
may k¥ thuat sinh hoc phan tir Panther nham
phét hién 14 type HPV nguy co cao gom 16,
18, 31, 33, 35, 39, 45, 51, 52, 56, 58, 59, 66,
68 théng qua su biéu hien mRNA ving gen
EG/E7.
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Nguyén 1y xét nghiém HPV mRNA gom
ba budc chinh: bit muc tiéu, khuéch dai muc
tiéu bang k§ thuat khuéch dai dang nhiét qua
trung gian phién méa (Transcription Mediated
Amplification-TMA), phat hién san pham
khuéch dai (amplicon) bang thir nghiém bao
vé lai hoa (Hybridization Protection Assay-
HPA). Bong thoi st dung két hop chimg noi
(Internal Control-IC) dé giam sat qué trinh
thu nhan, khuéch dai va phét hién ciing nhu
15i cua ngudi van hanh hoic thiét bi. Muc
tiéu dugc bat giir 1a cac phan tr mRNA tir su
biéu hién ving gen E6/E7 do virus HPV
“hoat dong” tao ra. Piéu nay la diém khéc

biét 16n nhat trong xét nghiém HPV mRNA
cua nghién ctiru nay so véi cac nghién cuu
khac dya trén HPV DNA.

Mot lo duoc thuc hién xet nghiém Pap
Thinprep dé doc va phan loai té bao hoc theo
hé thong Bethesda.

Xét nghi¢m Pap Thinprep

Nguyén ly xét nghiém Pap Thinprep: mau
PTBCTC duogc xir Iy bing may ThinPrep dé
lam tiéu ban hoan toan tu dong, sau do tién
hanh nhuom Papanicolaou, tiéu ban duoc
Bac si giai phau bénh doc két qua phan loai
té bao hoc cing véi su hd tro cua kinh hién
Vi quét tiéu ban tu dong.

Bdng 1. Phan logi té bao hoc cé ti cung theo hé thang Bethesda (2014) [8]

Keét qua chan doan

Mo ta

Am tinh véi ton thwong trong

biéu mé hay ton thwong 4c tinh

1. Negative for Intraepithelial Lesion or
Malignancy (NILM)

Am tinh véi tén thuong trong biéu mo hay
ton thuong ac tinh

Bit thuong té bao

bi€u mo & teé bao gai

2. Atypical Squamous Cell of
Undetermined Significance (ASC-US)

Té bao gai khong dién hinh khong xac dinh
dugc y nghia

3. Atypical Squamous Cells cannot exclude
a High-grade squamous intraepithelial
abnormality (ASC-H)

Té bao gai khong dién hinh khong thé loai
trir ton thuong trong biéu mo gai mirc do cao
HSIL

4. Low-grade squamous intraepithelial
lesions (LSIL)

hay Cervical Intraepithelial Neoplasia
grade 1 (CIN1)

Té6n thuong trong biéu mo gai mirc do thap
hay tin sinh trong biéu mo do 1

5. High-grade squamous intraepithelial
lesions (HSIL) gdm CIN2, CIN3

Ton thuong trong bi€éu md gai mure do cao
gOm tan sinh trong biéu mo6 do 2 va 3

6. Carcinom té bao gai

Sinh thiét c6 tir cung duoc thuc hién khi soi ¢b tir cung c6 két qua bat thuong. Két qua
sinh thiét sau khi doc dugc so sénh muc d6 phu hop véi mutc do bién doi té bao cua két qua

xét nghiém Pap Thinprep.

Nghién ctru duoc tién hanh vai sy chap thuan caa Hoi dong Y dac caa Bénh vién.

2.7 Phan tich théng ké
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S6 ligu dugc phan tich bing phin mém théng ké SPSS 25.0. CAc théng ké gém: X, SD, ty
I& %, phép kiém Chi binh phuong véi P <0,05 duoc coi 1a c6 y nghia théng ké; phan tich
tuong quan Pearson (r trong quan) va phép do Cohen's kappa.

IIl. KET QUA NGHIEN CU'U
3.1 Pic diém caa ddi twong nghién céu
Tudi trung binh 12 39.2 + 9.3 tudi, tudi nho nhat 13 15 tudi va 16n nhat 1a 77 tudi.

Bdng 2. Si phan bé cdc type HPV diwong tinh

STT Céc type HPV S6 ca dwong tinh (n) Ty 18 %
1 16 101 14,9
2 18/45 60 8,8
3 16, 18/45 3 0,4
4 11 type HPV nguy co cao 516 75,9
Tong cong 680 100

Tong cong c6 680/4.151 ca c6 két qua HPV mRNA E6/E7 duong tinh, chiém ty Ié 16,4%.
Trong d6, ty 1& nhiém HPV type 16 1a 14,9%, HPV type 18/45 1a 8,8%, dong nhiém HPV
type 16, 18/45 chiém 0,4% va ty 1¢ nhiém HPV 11 type nguy co cao khac 1a 75,9%.

3.2 Mi lién quan giira HPV mRNA E6/E7 véi PTBCTC

Két qua chan doan PTBCTC

Bdng 3. Két qud chdn dodn PTBCTC

STT Két qua S6 ca (n) Ty 18 %
1 NILM 3.648 87,9
2 ASC-US 340 8,2
3 ASC-H 11 0,3
4 LSIL 127 3,1
5 HSIL 25 0,6
Téng cong 4.151 100

Méi lién quan gitra HPV mRNA E6/E7 véi PTBCTC

Trong 3.648 ca NILM c¢6 376 ca duong tinh véi xét nghiém HPV mRNA E6/E7 (10,3%).
C6 60,4% (304/503 ca) truong hop voi PTBCTC bat thuong > ASC-US gom cac truong hop
ASC-US, ASC-H, LSIL, HSIL c6 két qua duong tinh véi HPV. Trong 340 ca ASC-US c¢6
168 ca duong tinh véi HPV chiém ty 1& 49,4%, tuong tu ty 1& duong tinh trén 11 ca & C4c
truong hop ASC-H (100%), 105/127 ca LSIL (82,7%), 20/25 ca HSIL (80%). Ty I¢é duong
tinh véi xét nghiém HPV mRNA E6/E7 ¢ cac truong hop ASC-US, ASC-H, LSIL va HSIL
cao hon so voi NILM (P < 0,001).

Bdng 4. Ty 1¢ nhiém HPV véi PTBCTC

. HPV mRNA E6/E7 (n,%)
So thir tw PTBCTC r Y .
) Am tinh Duwong tinh* Tong cfng
1 NILM 3.272 (89,7) 376 (10,3) 3.648 (100)

86



TAP CHi Y HOC VIET NAM TAP 496 - THANG 11 - SO CHUYEN BE - 2020

2 ASC-US 172 (50,6) 168 (49,4) 340 (100)
3 ASC-H 0 11 (100) 11(100)
4 LSIL 22 (17,3) 105 (82,7) 127 (100)
5 HSIL 5 (20) 20 (80) 25 (100)
Téng cong 3.471 (83,6) 680 (16,4) 4.151 (100)
*P < 0,001
Bdng 5. Méi tiwong quan cua xét nghiém HPV mRNA E6/E7 va PTBCTC
i HPV mRNA E6/E7
Phuwong phap — .
Am tinh Duong tinh

NILM 3.272 376
> ASC-US 199 304
Tong cong 3.471 680

Hé s6 Kappa = 0,435 (P < 0,001)
Hé s6 Pearson r = 0,442 (P < 0,001)

Xét nghiém HPV mRNA E6/E7 va xét
nghiém PTBCTC c6 su twong dong khi so
sanh két qua gitta chiing véi nhau (Bang 5,
heé s6 Kappa = 0,435, hé s6 twong quan
Pearson r = 0,442 (P < 0,001)).

Két qua sinh thiét md hoc cua cac truong
hop soi ¢b tar cung bat thuong phat hién 42
ca ¢6 ton thuong CIN2+ véi CIN2- (Cervical
Intraepithelial Neoplasia lower grade 2) gém
cac trudng hop tan sinh trong biéu mo ¢o tir
cung dudi muc do6 2.

Déi véi xét nghiem HPV mRNA: trong
s6 680 bénh nhan dwong tinh véi HPV c6 28
ca (4,12%) c6 ton thwong CIN2+, trong
3.471 ca &m tinh véi HPV c6 14 truong hop
c6 tén thuong CIN2+.

Dbi voi PTBCTC, cac truong hop bién
d6i té bao > ASC-US dugc xem nhu duong
tinh va phét hién 29/503 ca (5,77%) c6 ton
thuong CIN2+. Trong 3.648 ca NILM, c6 13
ca c6 tén thuong CIN2+.

Bdng 6. Mdi tirong quan cua xét nghiém HPV mRNA E6/E7 va PTBCTC vdi chdn dodn

mo hoc
Chin doan CIN2- CIN2+ Tong cong
HPV mRNA E6/E7
Am tinh 3.457 14 3.471
Dwong tinh 652 28 680
PTBCTC
NILM 3.635 13 3.648
> ASC-US 474 29 503
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Bdng 7. Dg nhay, do dac hiéu, PPV, NPV cua xét nghiégm HPV mRNA E6/E7 va PTBCTC

HPV mRNA E6/E7 PTBCTC
Do nhay 66,67 69,05
Do dic hiéu 84,13 88,46
PPV (+) 4,12 5,77
NPV (-) 99,6 99,64

Lién hé gitra test/ bénh (Fisher) P<0,005, 95% CI

Do nhay, @6 dac hiéu, PPV, NPV cua xét nghiém HPV mRNA E6/E7 va PTBCTC trong
phét hién céc ton thuong CIN2+ dugc thé hién trén bang 7.

IV. BAN LUAN

Ty 1& duong tinh HPV & ddi tuong c6
PTBCTC bat thuong chiém 60,4%. Ty &
duong tinh nay trong nghién cuu cua Ozer
Birge 1a 55,3%. Nhu vay, c6 hon mdt nira
cac trudng hop ¢6 PTBCTC bat thuong c6
két qua duong tinh véi xét nghiém HPV
mRNA E6/E7 va con cao hon ¢ cac truong
hop ASC-H, LSIL va HSIL. biéu nay cho
thdy vai trd caa HPV trong cac bién doi tién
ung thu va ung thu ¢ tir cung, co nghia 13 ty
I¢ duong tinh vdi xét nghiém HPV mRNA
E6/E7 ting 1én khi co bat thuong cua
PTBCTC va két qua nay ciing pht hop Vi
nghién cuu cua Ye-li Yao et al.

Trong nghién cau nay, két qua bat thuong
cua PTBCTC > ASC-US dugc xem la duong
tinh, ching t6i tién hanh phép so sanh két
qua gitra HPV mRNA E6/E7 va PTBCTC
cho thdy hé s6 Kappa la 0,435 va hé sb r
tuong quan 1a 0,442 (P < 0,001), nhu vay cé
su phi hop va méi twong quan thuan & mic
trung binh gitra hai phuong phap nay.

Trong xac dinh CIN2+, xét nghiém HPV
mRNA E6/E7 va PTBCTC c6 d6 nhay tuong
ung la 66,67% so vai 69,05%, do dac hiéu
84,13% so voi 88,46%, PPV 4,12% so véi
5,77%, NPV 99,6% so véi 99,64% trong
khoang tin cay 95%. Nghién ctru cua Ye-li
Yao, xét nghiém HPV mRNA E6/E7 va té
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bao hoc voi do nhay (89,52% so véi
86,67%), do dac hiéu (48,96% so vobi
48,96%), PPV (39,00% so voi 38,24%) va
NPV (92,76% so véi 90,97%, P = 0,678)
trong phat hién > HSIL cho thay hiéu suét
tuong duong gitra 2 xét nghiém nay. Nghién
ctru cua chung t6i, voi d6 dac hi¢u cao hon
va PPV thép hon 1a do sy khac nhau trong
quan thé nghién ctru va phuong phap nghién
ctru. Nghién ctru cuia Ye-li Yao khao sat trén
cac ddi twong da nhiém HPV DNA tic 1a co
nguy co cao duong tinh véi HPV mRNA
E6/E7 va PTBCTC, dong thoi voi nghién
ctru tién ctru cho thiy sy theo ddi cac dbi
tuong qua cac xét nghiém HPV DNA, HPV
mRNA E6/E7, té bao hoc va mo hoc. Nghién
ctru cua chung t61, vo1 phuong phap nghién
clru cit ngang mo ta va khong c¢6 su chon loc
d6i tugng ban dau 1a c6 hay khong nhiém
HPV bang xét nghiém HPV DNA nén ty 1¢
khong mic bénh s& cao hon dan dén do dic
hiéu cao hon, dong thoi véi qua trinh theo
ddi va diéu tri khi c6 bat thudong té bao hoc
sat sao nén PPV (ty 1€ phat hién CIN2+) sé
thap hon.

Mot diém dang luu ¥ ddi voi xét nghiém
HPV mRNA E6/E7 trong phat hi¢n CIN2+ la
NPV tuong di cao 99,6%. Két qua NPV nay
tuong tu SO véi cac nghién cuau cua Ye-li
Yao, Liu et al, Jian Li et al (twong ung la
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92,76%, 97,3% va 81,3% trong phéat hién
CIN2+) va Ozer Birge (100% trong phét hién
CIN). Nhu vay véi NPV cao cho thiy néu
HPV mRNA E6/E7 dugc kiém tra Ia &m tinh
thi nhitng quan thé nay khdng can ngay lap
tc soi ¢o tir cung va can thiép l1am sang ma
chi can theo ddi dinh ky.

V6i d6 nhay, do dac hi¢u, PPV, NPV
trong phat hién ton thuwong CIN2+ cho thiy
hiéu suat cta xét nghiém HPV mRNA E6/E7
khong thua kém so véi phuong phap
PTBCTC cung véi gid tri tién doan am
(NPV) cao nén HPV mRNA E6/E7 c6 thé
xem la mot dau 4n hitu hiéu cho kha nang du
doan cac tién tén thwong cd tir cung trong
sang loc ung thu ¢6 tir cung.

V. KET LUAN

Ty I¢ HPV mRNA E6/E7 duong tinh tang
lén khi c6 bat thuwong cua PTBCTC: c6
60,4% truong hop PTBCTC bit thuong >
ASC-US gdém cac truong hop ASC-US,
ASC-H, LSIL, HSIL c6 két qua duong tinh
HPV mRNA E6/E7 va con cao hon ¢ Cac
truong hop ASC-H, LSIL va HSIL.

HPV mRNA E6/E7 va PTBCTC c6 mdi
twong quan thuan ¢ muc trung binh. Trong
xac dinh CIN2+, hiéu suat 1am sang cua xét
nghiém HPV mRNA E6/E7 khéng thua kém
so v6i PTBCTC.

Xét nghiém HPV mRNA E6/E7 duoc
xem 1a mot dau 4n hitu hiéu cho kha ning du
doan cac tién t6n thuong co tir cung trong
sang loc ung thu ¢6 tir cung.

KIEN NGH|

Can xac nhan thém méi twong quan giira
HPV mRNA E6/E7 va PTBCTC béng cac
nghién cuu tién ciu.

TAI LIEU THAM KHAO

1. Castle PE et al, A Prospective Study of Age
Trends in Cervical Human Papillomavirus
Acquisition and Persistence in Guanacaste,
Costa Rica. The Journal of Infectious
Diseases. 2005 June; 191(11), 1808:1816.

2. Jian Li et al, Risk evaluation of cervical
cancer progress by screening human
papillomavirus DNA, E6/E7 mRNA and
protein, and cell free ferrous protoporphyrin,
International journal of clinical 2016,
9(10):19741-19748.

3. Li Liu et al, Role of E6/E7 mRNA in
discriminating patients with high-risk human
papilloma virus-positive associated with
cytology-negative and atypical squamous
cells  of  undetermined  significance,
Biomedical Research 2017, 28 (9): 3986-
3990.

4. Ozer Birge, Detection of HPV E6/E7 mRNA
Using Nuclisens Easyq HPV™ in Abnormal
Cytology Specimens, J Gynecol Women’s
Health 2018, 10(4): JGWH.MS.ID.555794.

5. Paolo Giorgi Rossi et al, Prognostic Value of
HPV E6/E7 mRNA Assay in Women with
Negative Colposcopy or CIN1 Histology
Result: A Follow-Up Study, PLoS ONE 2013,
8(2):e57600

6. Ye-li YAO et al, Human papillomavirus
(HPV) E6/E7 mRNA detection in cervical
exfoliated cells: a potential triage for HPV-
positive women, Zhejiang Univ-SciB 2017
18(3):256-262.

7. Clinical evaluation of the Aptima® HPV
assay using the Panther™ system, 2012,
Hologic.

8. Bai giang Té bao hec, 2018, B6 mon Giai
phau bénh, Pai hoc Y Khoa Pham Ngoc
Thach TP.HCM.

89



HO!I NGHI KHOA HOC TOAN QUOC LAN THUP 24 - HOI HOA SINH Y HOC VIET NAM - 2020

NGHIEN CU’'U NONG PO MOT SO ACID BEO KHONG BAO HOA
NHIEU NOI POI HUYET TUONG O BENH NHAN BENH
THAN MAN LOC MAU CHU KY

Nguyén Vin Ky', Hoang Thi Minh?2, Vii Quang Hop?,

TOM TAT

Muc tiéu: Xac dinh nong d6 mat s acid béo
khéng bdo hoa nhiéu ndi doi va mdi lién quan
Vi mot s6 dic diém 1am sang, can 1am sang &
bénh nhan bénh than man loc mau chu ky. Déi
tuong: Gom 32 ngudi binh thuong khoe manh va
32 bénh nhan bénh than man loc méau chu ky
(BTM LMCK) tu 12/2019 — 5/2020 tai khoa
Than Tiét niéu, Bénh vién Quan y 103. Phuong
phap nghién ctru: Khdm lam sang, can lam sang,
lya chon bénh nhan theo tiéu chuin. Liy méu
dinh lwong ndng d6 céc acid béo khdng bdo hoa
nhiéu ndi d6i. Két qua: Nong do cac acid béo
khdng bdo hoa nhiéu ndi d6i (PUFA) ctia nhom
bénh thdp hon c6 ¥ nghia thdng ké so véi nhom
chirng (p<0,05): C18:2n-6 (14,9+5,6 pg/mL so
vé6i 37,3+10,7 pg/mL); C18:3n-3 (0,1+0,1 pg/mL
so vaoi 0,36+0,18 pg/mL); C20:2n-6 (0,09+0,04
pg/mL so véi 0,31+0,19 pg/mL); C20:4n-6
(0,88+0,32 pg/mL so va&i 1,362£0,19 pg/mL);
C20:5n-3 (0,1£0,046 pg/mL so vai 0,35+0,12
pg/mL); C22:6n-3 (0,4+0,28 pg/mL so Véi
1,73+0,66 pg/mL). Nong d6 PUFA cé méi twong
quan véi thoi gian loc mau, chi s6 BMI va CRP.
Két luan: Nong d6 PUFA cia nhém bénh thip
hon so v6i nhém chang (p<0,05). EPA, AA,

Vién 69

2B¢énh vién Quan y 103 - Hoc vién Quan y
Chiu trach nhiém chinh: Nguyén Vin Ky
Email: nguyenvankyhs69@gmail.com
Ngay nhan bai: 1.10.2020

Ngay phan bién khoa hoc: 15.10.2020
Ngay duyét bai: 28.10.2020
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Pham Vin Tran?, Nguyén Danh Khanh?

DHA va ty I1¢ EPA+DHA/AA tuong quan thuan
muc d6 chat véi BMI; twong quan nghich muc
do chat vai thoi gian loc mau va tuong quan
nghich mirc d6 vira véi ndng do CRP.

Tir khoa: Suy than man, acid béo khong bao
hoa

SUMMARY

STUDY ON THE CONCENTRATION
OF SOME PLASMA
POLYUNSATURATED FATTY ACIDS
IN CHRONIC KIDNEY DISEASE AND
CYCLIC DIALYSIS PATIENTS

Objective: To determine the concentration of
some polyunsaturated fatty acids in combination
with several clinical and subclinical features in
chronic kidney disease and cyclic dialysis
patients. Methods: Consisting of 32 healthy
normal people and 32 chronic kidney disease and
cyclic dialysis patients from 12/2019 - 5/2020 at
the Department of Nephrology, Military Hospital
103. Clinical examination, subclinical to select
patients. Intravenous blood collection to quantify
the concentration of polyunsaturated fatty acids.
Results: The concentration of polyunsaturated
fatty acids (PUFA) of the disease group was
statistically significantly lower than the control
group (p <0.05): C18:2n-6 (14,9 £ 5,6 pg/mL vs.
37,3 + 10,7 pg/mL); C18:3n-3 (0,1 + 0,1 pg/mL
vs. 0,36 = 0,18 pg/mL); C20:2n-6 (0,09 £ 0,04
pg/mL vs. 0,31 + 0,19 pg/mL); C20:4n-6 (0,88 =
0,32 pg/mL vs. 1,36 = 0,19 pg/mL); C20: 5n-3
(0,1 + 0,046 pg/mL vs. 0,35 £ 0,12 pg/mL);
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C22:6n-3 (0,4 £ 0,28 pg /mL vs. 1,73 = 0,66
pg/mL). Concentration of PUFA correlated with
dialysis time, BMI and CRP. Conclusion: PUFA
concentration of the patient group was lower than
that of the control group (p <0.05). EPA, AA,
DHA and the ratio EPA + DHA / AA are
positively correlated with BMI; negatively
correlated with dialysis time and CRP
concentration.

Key words: Chronic renal failure, unsaturated
fatty acids.

I. DAT VAN DE

Cac acid béo khong bdo hoa nhiéu nbi doi
nhu omega 3 va omega 6 c6 tac dung cai
thién hiéu qua bénh tim mach, chéng xo vira
dong mach, giam suy nhugc... Va muc
PUFA trong huyét trong thap cé lién quan
dén muc do suy giam chirc nang than [1].
Theo nghién ctru cua Nakamura va cong su
(2008) trén d6i twong bénh nhan BTM
LMCK [2], nong do céc acid béo khdng bao
hoa nhiéu néi doi trong huyét twong & bénh
nhan BTM LMCK giam so véi nhom ngudi
khoe manh (p<0,05). Cac nghién cuau quan
sat va can thiép di cho thdy c6 sy lién quan
cia nong do va ty 1é omega 3/omega 6 Véi
thoi gian loc méu, chi s6 BMI hay CRP trong
huyét twong [3]. Tuy nhién tai Viét Nam
chuwa c¢6 mot bdo cdo nghién ciru toan dién
nao vé acid béo khdng bo hoa nhiéu ndi doi
trong huyét tuong cua nhém ddi twong trén.
Vi vay, tdi thuc hién dé tai nay véi muc tiéu
xac dinh ndng do mot sé acid béo khdng béo
hoa nhiéu ndi d6i va méi lién quan véi mot
sb dic diém l1am sang, can 1am sang o bénh
nhé&n bénh than man loc méu chu ky.

1. DOI TUONG VA PHUO'NG PHAP NGHIEN CU'U

2.1 Péi twong nghién ciru

Gom 32 ngudi binh thuong khoe manh va
32 bénh nhan bénh than man loc mau chu ky
tir 12/2019 — 5/2020 tai khoa Than Tiét niéu,
Bénh vién Quan Y 103. Bénh nhan BTM
LMCK duogc lua chon theo tiéu chuan do
nhiéu nguyén nhan khac nhau nhu viém cau
than man tinh, viém than bé than man tinh,
dai thdo duong...dugc LMCK > 3 thang.
C4c bénh nhan nay déu dugc loc mau du,
kiém soét huyét ap, diéu tri thiéu méau theo
huéng dan caa Hoi Than hoc Qudc té. Loai
trir cac bénh nhan mic céc bénh ac tinh hoic
ding thudc anh huong dén chuyén hoa lipid.
Nhoém ching la nguoi binh thuong khoe
manh dén kham stc khoe dinh ky tai khoa
Kham bénh, Bénh vién Quéan y 103.

2.2 Phwong phap nghién ciru

Kham lam sang, xét nghiém can lam sang
dé lya chon bénh nhan theo tiéu chuan. Lay
mau 3 mL méu tinh mach chdng dong bang
heparrin vao budi sang trudc an va trudc lan
loc mau dau tién trong tuan voi nhém bénh.
Dinh lugng hemoglobin (HGB), triglyceride,
cholesterol toan phan, LDL-C, HDL-C trén
may AU 5800 st dung kit cua héng
Beckman. Pinh lugng ndng do acid béo
khong bdo hoa nhieuf ndi déi trén hé thdng
GC/MS Thermo Scientific theo phuong phap
sic ky khi voi dau do ion hoéa ngon lua
(FID).

Xt ly s liéu st dung phan mém SPSS
22.0.
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Ill. KET QUA NGHIEN cU'U

Dic diém vé tudi va gisi cua nhém bénh va nhoém ching duoc chi ra ¢ bang 3.1.

Bdng 3. 1. Pdc diém vé tudi va gidi gisa nhom bénh va nhém chiing

Nhom Nhom bénh Nhom chirng P
Chi sb n=32 n=32
Tudi 37,2249,6 36,28+18,3
) X , X >0,05
(Nho nhat-Lén nhat) 21-59 17-69
. Nam (N%) 56,3% 81,3%
Gioi - >0,05
Nt (N%) 43,7% 18,7%

Nhu dugc chi ra ¢ bang 3.1, nhém chung c6 do tudi twong wng véi nhém bénh(p>0,05).
Sy khéc biét giira tudi trung binh va ti 1& giéi tinh gitta cac nhom khong c6 ¥ nghia thong ké

(p>0,05).

Mot sé dic diém héa sinh gitra nhém bénh va nhém chiing trong nghién ctu duoc trinh

bay trong bang 3.2.

Bdng 3. 2. Bdc diém hda sinh gizza nhém bénh va nhém chirng

Nhém bénh Nhém ching
Chi s6 (n=32) (n=32) P
X+sD X+sD

HGB (L/L) 97,5+18,36 147,56+10,7 <0,05
CRP (mg/L) 5,35+6,64 1,63+3,47 >0,05
TC (mmol/L) 4,47+1,14 5,55+1,74 >0,05
TG (mmol/L) 1,68+0,77 1,97+0,94 >0,05
HDL-C (mmol/L) 1,15+0,35 1,34+0,36 >0,05
LDL-C (mmol/L) 2,88+0,8 3,36+0,69 >0,05

Qua bang 3.2 cho thay tat ca cac chi sb trén (trir HGB) gitra nhém bénh va nhoém ching

khong c6 su khéc biét.

Nong d6 cac acid béo trong huyét twong giita hai nhém nghién ciu dugc trinh bay ¢ bang

3.3.

Bdng 3. 3. Nong dé cdc acid béo trong huyér nirong gitra hai nhém nghién ciru

7T Acid béo Ndng d6 acid béo (“+SD, pg/mL) P
Nhom bénh Nhom ching
1 C18:2n-6 (LA) 14,9456 37,3+10,7 <0,05
2 C18:3n-3 (ALA) 0,120,1 0,36+0,18 <0,05
3 C20:2n-6 0,09+0,04 0,31%0,19 <0,05
4 C20:4n-6 (AA) 0,88+0,32 1,36+0,19 <0,05
5 C20:5n-3 (EPA) 0,1+0,046 0,35+0,12 <0,05
6 C22:6n-3 (DHA) 0,4+0,28 1,73+0,66 <0,05
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Qua bang 3.3 cho thiy cac omega 3 nhu ALA, EPA, DHA c6 xu huéng giam & nhém
bénh so v&i nhdm chimg (p<0,05). Cac omega 6 nhu LA va AA déu c6 xu huéng giam &
nhém bénh so vm nhém chang khac biétco y l’lghla théng ké (p<0,05).

Danh gia mdi lién quan giita ndng d6 mot sé acid béo khong b&o hoa voi nhdm tudi trén
nhém bénh dugc trinh bay trong bang 3.4 dudi day.

Bdng 3.4. Mdi lién quan giiza nong dé mét sé acid béo khéng bao hda véi nhém tugi trén
nhom bénh

Acid béo Nﬁng do acid béo (K:ESD, ug/fnL) P
> 40 tudi (n=22) < 40 tuoi (n=10)

C20:4n-6 (AA) 0,915+0,35 0,815+0,29 >0,05
C20:5n-3 (EPA) 0,10+0,05 0,085+0,043 >0,05
C22:6n-3 (DHA) 0,417+0,3 0,35+0,2 >0,05
(EPA+DHA)/AA 0,52+0,18 0,51+0,13 >0,05

Qua bang 3.4 c6 thé thay nong d6 cac acid béo khong co su khac biét giita 2 nhém tudi
(p>0,05).

Panh gia tuong quan pearson giira ndng do omega 3, omega 6, ty 1¢ omega3/6 vai mot sb
dic diém can 1am sang & nhém nghién cau trinh bay trong bang 3.5.

Bdng 3.5. Sw twong quan giiva nong dg omega 3, omega 6, ty 1é omega 3/6 vdi mét sé dac
diém can 1am sang

Nong do Acid béo (“+SD,ug/mL), =32

Yéu td
EPA DHA AA (EPA+DHA)/AA

nguy co

r p r p r p r p

HGB 0,24 >0,05 0,275 >0,05 0,314 >0,05 0,2 >0,05
CRP -0,41 <0,05 | -0,391 | <0,05 | -0,532 <0,05 -0,234 >0,05
TG 0,11 >0,05 0,02 >0,05 0,15 >0,05 -0,38 >0,05
HDL-C -0,07 >0,05 -0,11 >0,05 -0,34 >0,05 -0,09 >0,05

LDL-C | 0,129 | >0,05 | 0,09 | >0,05 | 0,107 >0,05 0,12 >0,05
TC 0,184 | >0,05 | 0,113 | >0,05 | 0,18 >0,05 0,104 >0,05
BMI 0,86 | <0,05 | 0,928 | <0,05 | 0,812 <0,05 0,855 <0,05

TGLM | -0,917 | <0,05 | -0,842 | <0,05 | -0,864 | <0,05 -0,702 <0,05

* 1 : Hé sb tuong quan, p <0,05

Qua bang 3.5 cho thay chi s6 BMI twong quan thuan véi ca 3 nong d6 EPA, AA, DHA Vi

mitic ¥ nghia p<0,05. TGLM tuong quan nghich véi nong d6 EPA, AA, DHA (p<0,05). CRP
trong quan nghich, mic d6 vira véi nong do EPA, AA, DHA (p<0,05), véi ti I¢
(EPA+DHA)/AA (p>0,05). HGB, triglycerid, HDL-C, LDL-C, cholesterol khong c6 tuong
quan véi nong do cac omega.
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IV. BAN LUAN

Trong nghién ciu cua ching t6i, nong do
PUFA ¢ bénh nhan BTM LMCK giam so
véi nhom chuang (p<0,05) (bang 3.3):
C18:2n-6 (14,9 £ 5,6 pg/mL vs. 37,3 £ 10,7
pg/mL); C18:3n-3 (0,1 £ 0,1 pg/mL vs. 0,36
+ 0,18 pg/mL); C20:2n-6 (0,09 + 0,04
pg/mL vs. 0,31 + 0,19 pg/mL); C20:4n-6
(0,88 £ 0,32 pg/mL vs. 1,36 + 0,19 pg/mL);
C20:5n-3 (0,1 £ 0,046 pg/mL vs. 0,35+ 0,12
pg/mL); C22:6n-3 (0,4 =+ 0,28 pg /mL vs.
1,73 £ 0,66 pg/mL). Diéu nay phi hop véi
cac béo céo trén thé gi6i di cong bd nhu cua
Nakamura vs cong su (2008) [2] hay
Gollasch va cong su (2008) [4]. Su giam cac
acid béo khong bdo hoa ndi chung so véi
nhom chang song song vai giam triglyceride
c6 thé do suy dinh dudng, viém va xo vira
dong mach [5]. Béi véi bénh nhan BTM
LMCK, qua trinh loc c¢6 thé anh huong dén
cac enzyme desaturase va elongase tao ra cac
omega nay. Hoat dong cua desaturase dugc
bo c4o la giam & bénh nhan tiéu duong [6],
n6 ciing c6 thé bi anh huong bai cac bénh
khac nhu bénh than giai doan cudi. Ngoai ra
c6 mot sé 1y do dé giai thich rang omega 3,
dic biét 1a EPA va DHA thap trong huyét
twong nhom bénh, qué trinh LMCK c6 thé
dan dén ting qua trinh peroxy héa omega 3
[7]. Cubi cing din dén pha v& cau trac acid
béo va mat chirc ning sinh hoc. Bén canh do,
su hap thu acid béo omega 3 c6 thé bi giam
do hau qua caa bénh than - lién quan dén han
ché an kiéng kali.

Nong do cac omega, ty 16 omega 3/omega
6 tuong quan nghich véi thoi gian loc mau
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(p<0,05) (Bang 3.5). C6 thé do qué trinh
viém & bénh nhan BTM LMCK xay ra théng
qua su giam PUFA. Nhiing bién d6i chiém
wu thé 1a su chuyén hoa cua GLA (C18: 3n-
6) thanh DGLA (C20: 3n-6) va AA (C20:
4n-6). Khi bénh than man tién trién, cuing voéi
céc chi sb nhan tric hoc x4u di va ting thai
trr K+, hoat dong cua 6-desaturase giam,
lam giam tong hop EPA va DHA, ty Ié C18:
3n-6 / C22: 4n-6 giam manh sau 5 nam. Chi
s6 nay cd thé dugc st dung dé chan doan
tién trién cua bénh [3]. Ngoai ra, mot sé yéu
t6 c6 thé gop phan vao thanh phan FA bi
thay d6i nay: mat cam giac thém an va / hoic
han ché cua thuc hién ché do an kiéng, su
hién dién cua bénh déng mic, mat omega 3
vao dich loc...

Chi s6 CRP twong quan nghich véi ti Ié
EPA, DHA, AA (p<0,05). Rasic-Milutinovic
va cong su (2007) cling da nghién ctru tac
dung cua axit béo omega 3 (EPA + DHA 2,4
g / ngay) trong 8 tuan & 35 bénh nhan chay
than nhan tao (tudi trung binh 54,50 + 11,99
tudi) cho thay két qua 1a c6 sy giam dang ké
nong do cua tat ca cac diu hiéu viéem (p =
0,01 ddi v6i TNF-a, p= 0,001 d6i véi IL-
6, p= 0,001 ddi voi hs-CRP vap= 0,01 dbi
véi ferritin), trugc Khi thuc hién nghién cau
ong ciing khao sat thdy twong quan nghich
gitta EPA, DHA véi CRP. Dya vao két qua
nghién cau cua minh, tac gia ciing cho két
luan tuong tu [8].

Pong thoi nong do6 acid béo EPA, DHA,
AA va omega 3/omega 6 huyét tuong c6 méi
tuong quan nghich véi chi s6 BMI (p<0,05).
Piéu nay ph hop véi nhiéu nghién ctu ca
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thuan tap Ian can thiép. Theo nghién ctu caa
Sikorska-Wisniewska va cong su (2017)
danh gia su twong quan gita chi sé6 m& co
thé va nong d6 mot sé omega cho nghién ciu
can thiép cua Kooshki va cong su (2011) trén
34 nguoi truong thanh (21 nam va 13 ni)
duogc bo sung hang ngay 4 vién omega 3
duong udng (mdi vién chia 310 mg EPA va
210 mg DHA), két qua duoc danh gia sau 10
tuan cho thay c6 sy ting nhe chi s6 BMI cua
dbi twong nghién ctu (tir 19,5 + 3 1én 20 *
3) mac du sy khéc biét nay khong c6 y nghia
théng ké (p>0,05) c6 mbi twong quan thuan
gitta ching véi hé s twong quan r=0,95,
p<0,05 [9].

V. KET LUAN

Nong do PUFA cia nhém bénh thip hon
so voi nhdm chang (p<0,05). EPA, AA,
DHA va ty 1&¢ EPA+DHA/AA tuong quan
thuan muc d6 chat ché véi BMI; tuong quan
nghich muac d6 chat ché véi thoi gian loc
mau va tuong quan nghich mac d¢ vua vai
nong d6 CRP.

TAI LIEU THAM KHAO
1. Lauretani F, et al. Plasma polyunsaturated

fatty acids and the decline of renal function.
Clin Chem 2008; 54(3): 475-81.

2. Nakamura N, et al. Serum lipid profile and
plasma  fatty acid  composition in
hemodialysis  patients-comparison  with
chronic kidney disease patients. In vivo 2008;
22(5): 609-611.

3. Szczuko M, et al. The C18: 3n6/C22: 4n6
ratio is a good lipid marker of chronic kidney
disease (CKD) progression. Lipids in Health
and Disease 2020; 19: 1-14.

4. Gollasch, B, et al. Effects of hemodialysis on
blood fatty acids. Physiological Reports 2020;
8(2): e14332.

5. Pecoits-Filho R, Lindholm B, and
Stenvinkel P. The malnutrition,
inflammation, and atherosclerosis (MIA)

syndrome-the heart of the matter. Nephrology
Dialysis Transplantation 2002; 17(suppl 11):
28-31.

6. Brenner RR. Hormonal modulation of A6
and A5 desaturases: case of diabetes.
Prostaglandins, leukotrienes and essential
fatty acids 2003; 68(2): 151-162.

7. IKizler T, et al. Plasma F2-isoprostane levels
are elevated in chronic hemodialysis patients.
Clinical nephrology 2002; 58(3): 190-197.

8. Rasic-Milutinovic Z, et al. Effects of N-3
PUFAs supplementation on insulin resistance
and inflammatory biomarkers in hemodialysis
patients. Renal failure 2007; 29(3): 321-329.

9. Sikorska-Wisniewska M, et al. Disorders of
serum omega-3 fatty acid composition in
dialyzed patients, and their associations with
fat mass. Renal failure 2017; 39(1): 406-412.

95


../../../Administrator/Downloads/NGHIÊN%20CỨU%20N%20Đ%20MỘT%20SỐ%20ACID%20BÉO,%20ĐÃ%20SỬA.docx#_ENREF_9

HO!I NGHI KHOA HOC TOAN QUOC LAN THUP 24 - HOI HOA SINH Y HOC VIET NAM - 2020

NGHIEN C’U NONG PO HIGH SENSITIVITY C REACTIVE PROTEIN
(hs-CRP) O’ BENH NHAN SUY THAN MAN LOC MAU CHU KY
TAI BENH VIEN BUU PIEN

Tran Vin Baol, Vii Manh Thiy?, Nguyén Binh Manh!,
Trén vin Thinh!, Hoang Thi Minh2, Pham Vin Tran?.

TOM TAT

Muc tiéu: Xac dinh ndng d6 CRP d6 nhay
cao (hs-CRP) & bénh nhan suy than man giai
doan cudi loc mau chu ky. Péi tweng va
phwong phap: Nghién ciru md ta cat ngang trén
92 bénh nhan suy than giai doan cudi loc mau
chu ky tai Bénh vién Buu dién tir thang 9 nam
2019 dén 12 nam 2019. Két qua: Nong do trung
binh hs-CRP 1a 5,16+6,61mg/L, trong do gidi
nam la 4,69+551mg/L, gioi nit la
5,79+7,91mg/L. Theo nhém tudi; nhém 20-40
tudi la 3,43+3,85mg/L, tur 41-60 tudi la
4,30+518mg/L, nhém trén 60 tudi 1
8,85+9,92mg/L. Két luan: Nong d¢ hs-CRP ting
cao trong nhom suy than giai doan cudi loc mau
chu ky.

Tir khéa: suy than, hs-CRP, loc mau chu ky.

SUMMARY
STUDY ON HIGH SENSITIVITY C
REACTIVE PROTEIN (hs-CRP)
CONCENTRATION IN PATIENTS
WITH END-STAGE RENAL FAILURE
ON DIALYSIS AT HANOI POST
HOSPITAL

'Beénh vién buu dién;

2B¢énh vién Quan y 103 - Hoc vién Quan y
Chiu trach nhiém chinh: Tran Van Bao
Email: trvbao1964@gmail.com

Ngay nhan bai: 15.10.2020

Ngay phan bién khoa hoc: 20.10.2020
Ngay duyét bai: 28.10.2020
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Objective: To determine the hs-CRP
concentration in patients with end-stage renal
failure on dialysis. Objects and methods: Cross-
sectional study on 92 patients with end-stage
renal failure on dialysis at Ha Noi Post Hospital
from September to December 2019. Results:
Average hs-CRP concentration was
5.16+6.61mg/L, in which, men : 4.69+5.51mg/L,
female : 5.79+7.91mg/L. By age group; 20-40
years old group : 3.43+3.85mg/L, from 41-60
years old : 4.30£5.18 mg/L, group over 60 years
: 8.85£9.92 mg/L. Conclusion: hs-CRP level
was elevated in the end-stage dialysis group.

Key words: renal failure, hs-CRP, cyclic
dialysis.

I. DAT VAN DE

Suy than giai doan cudi 1a hau qua cudi
cung caa cac bénh than man tinh do tén
thuong than man tinh 1am giam sat tir tir 6
lugng nephron va sau do6 suy giam chuc nang
than, hau qua cudi cuing 1a suy than hay bénh
than giai doan cudi va khéng hdi phuc. Qua
trinh nay dan dén nhiéu bién chimg, dac biét
la bién chting tim mach[5]. Nhiéu tac gia cho
rang, ty 1& bénh nhan bénh than man chét vi
tim mach hon bénh nhan than man don thuan
[1]. Diéu tri bénh than giai doan cubi c6 3
phuong phép; diéu tri noi khoa duy tri, loc
mau chu ky va ghép than. Trong cac phuong
phap diéu tri 1a loc mau chu Ky, né ciing c6
mot s6 bién ching dic biét 1a vin dé dé boi
nhiém trong qua trinh loc mau.
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Viét Nam tuy chua c6 s liéu théng ke,
song udc tinh cd khoang 5 triéu nguoi bi suy
than va hang nam khoang 26.000 nguoi bi
suy than man tinh giai doan cudi phai chay
than nhan tao c6 khoang 8.000 ca mic bénh
mai. Tai khoa Than-Loc mau bénh vién Buu
dién hién c6 18 may chay than, loc mau chu
ky cho 112 bénh nhan bénh than giai doan
cudi chia 1am 3 ca trong ngay. Tuy vay, viéc
danh gia xét nghiém hs-CRP con han ché.
Nham gép phan nang cao hiéu qua va phdi
hop diéu tri triéu chiing 1am sang, ching toi
trién khai dé tai nay voi muc tiéu khao sat
chi s6 hs-CRP & bénh nhan bénh than giai
doan cudi loc mau chu ky.

II. Ol TUQONG VA PHUO'NG PHAP NGHIEN CU'U
2.1. Poi twong nghién ciu
Nghién cau thuc hién trén 92 bénh nhéan
bénh than man loc mau chu ky (53 nam va
39 ntt) tai khoa Than - Loc mau bénh vién
Buu dién. Loai trir nhitng bénh nhan dang
dung khéang sinh, corticoid...

Il. KET QUA NGHIEN cU'U
3.1. Pic diém ddi twong nghién cieu

2.2. Phwong phap nghién ctu

Phuong phap mo ta cit ngang, ldy mau
thuan tién. Thu thap sb liéu qua hd so bénh
an. LAy mau huyét thanh lac déi truge khi
loc mau. Phan tich dinh lugng hs-CRP trén
may sinh héa tu dong Olympus AU400.
Péanh gia néng do hs-CRP theo Phan loai
nguy co tim mach dya vao néng do hs-CRP
huyét thanh theo Trung tdm kiém soat va
phong ngura bénh tat Hoa Ky va Hoi tim
mach Hoa Ky nam 2002 (CDC/AHA-2002)
1 - ,

Nguy co thap: nong do hs-CRP huyeét
thanh < 1,0 mg/L.

Nguy co trung binh: ndng d6 hs-CRP 1,0
mg/L.-3 mg/L

Nguy co cao:
thanh > 3,0 mg/L.

2.3.Phwong phap xir ly s6 liéu

S6 liéu thu thap duogc xr Iy bang céac thuat
toan thdng ké y hoc theo chuong trinh SPSS
version 22.0.

néng d6 hs-CRP huyét

Bdng 3.1. Ddc diém tuéi, gidi ciia déi trong nghién cizu.

Gi6i tinh
Nhém tudi Nam (n=53) Nir (n=39) Chung (n=92) p
n % n % n %
<20 tudi 0 0.0 1 2.6 1 1.1
20-40 tudi 24 45.3 12 30.8 36 39.1
40-60 tuqéi 19 35.8 13 33.3 32 34.8 S 0.05
> 60 tudi 10 18.9 13 33.3 23 25.0 '
Tong 53 100.0 | 39 100.0 92 100.0
X +SD 46.96+13.38 51.13+15.82
Tubi (51%) (49%) 48801454 | 405
Min-Max 27-78 14-83 14-83

Nhgn xét: Khong co sy khac biét tudi trung binh gitra nam va nit véi p >0.05. Theo nhém
tudi 20-40 chiém 39 %, nhém tudi 40-60 chiém 35%, nhom trén 60 tudi 1a 25%, co 1 truong

hop dudi 20 tudi chiém 1%.
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3.2. Nong @9 hs-CRP ciia ddi twong nghién ciu
3.2.1. Nong d hs-CRP cia ddi twong nghién ciru theo nhém tudi
Bdng 3.2. Néong dg hs-CRP ciia nhom nghién crru theo nhém tugi.

Nhoém tudi
HS.CRP < 20 tudi 20-40 tudi | 40-60 tudi > 60 tudi Chung
(n=1) (n=36) (n=32) (n=23) (n=92)
(mg/L) X%SD XZSD XZSD “X+SD X+SD
9.67%0.0. 3.43+3.85 4.30+5.18 8.85+9.92 5.16+6.61
p p <0.05

Nhdn xét: Gia tri hs-CRP trung binh c6 su khac biét c6 ¥ nghia thong ké giira cac nhom.
Trir nhém < 20 tudi do c6 1 mau khdng tham gia so sanh.
3.2.2. Nong @9 hs-CRP cia ddi tweng nghién ciru theo gidi.
Bdng 3.3. Néong dg hs-CRP nhém nghién citu theo gidi.

Giéi tinh
Gigy; Nam(n=53) | Nu(n=39) | Chung(n=92) | hs-CRP Trung binh
i ~ " -
hs-CRP X 25D X£SD X £SD (2mg/L)
(L-3mgl) |_469%551 | 579791 | 516661 >
p>0.05 p < 0.001

Nhgn xét: Gia tri hs-CRP trung binh 12 5.16 + 6.61mg/L ting c6 y nghia théng ké vai gia
tri trung binh cua nguoi binh thuong la 2mg/L (p <0.001. Gié tri trung binh cia nam 4.69
+5.51, gid tri trung binh caa nir 5.79 +£7.91. Khong c6 su khac biét gitra nam va nir (p >0.05).

3.2.3.Twong quan giira hs-CRP va tudi

Déi vai ndng do hs-CRP huyét thanh, két qua nghién ctru cua cia ching toi (Biéu d6 3.1)
cho thay & nhém bénh nhan bénh than man c6 loc mau chu ky c6 twong quan thuan véi tudi
muc d6 vira (p = 0.008, r = 0.274).

30.00-] o o

3

25.00— o

20.00- o

hs = 15.00-
CRF i

10.00— o

5.00-]

00—}

T T T ¥
20 40 60 80

Biéu do 3.1. Biéu do twong quan giita hs-CRP véi tuoi.
Nhgn xét: hs-CRP c6 twong quan thuan véi tudi. Phuong trinh twong quan hs-CRP =
0.125*Tudi — 0.926. Hé sb twong quan r = 0.275, p =0.008.
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IV. BAN LUAN

4.1. Pic diém tudi, giéi cia nhom doi
twong nghién ciu

Do tudi mic bénh than man va nhat 1a
bénh than man giai doan cudi c6 khuynh
huéng ting dan vi cac 1y do duoc giai thich
nhu: tudi tho trung binh cia nguoi dan ting
din va quan trong hon 13 ngay nay voi su
tién bo cua céc thé hé may, cac ky thuat loc
mau tién tién ra doi c6 hiéu qua, da gop phan
lam cho tudi tho cua bénh nhan bénh than
man kéo dai hon.

Dé tai nghién ctru duoc thuc hién trén 92
bénh nhan bénh than man giai doan cudi tai
khoa Than Loc Mau Bénh vién Buu Dién,
thoi gian tir thang 09-12/2019. P tudi trung
binh trong nghién ctru cua chang t6i la 48.80
+ 14.54, tuo6i thap nhat 1a 14 va cao nhat 1a
83. So sanh vai nhitng nghién ciru khac ¢
trong nudc trudc ddy khong thay cd su khac
biét. Két qua vé do tudi trung binh caa ching
to1 twong tu VGi Cac tac gia khac nhu: Pham
Xuan Thu 12 43.18 + 14,80 Huynh Van Diing
|3 48.14+ 14.70,[5].

Trong tong s6 92 bénh nhan tudi nho nhat
14, 16n nhat 83 tudi. trong d6 gom 53 bénh
nhan nam voéi tudi trung binh 46.96+13.38
nho nhat 27 tudi, 16n nhat 78 tudi. S6 bénh
nhan nit 1a 39 tudi trung binh 51.13+15.82.
Bénh nhan nho nhat 14 tudi, 16n nhat 83 tudi.
Theo nhém tudi thdy nhom tudi tir 20-40
chiém 39%, nhém tudi 40-60 chiém 35% va
trén 60 tudi 1a 25%. Nhu vay trong nhém
nghién ctu chang toi thay ty 1¢ nam nir la
trong dwong nhau (p > 0.05), tudi trung binh
cua nhom theo gidi ciing khong c6 su khac
biét véi (p > 0.05) (bang 3.1). Diéu nay gidp
trong qua trinh danh gia cac gia tri xet
nghiém khong bi anh huong boi yéu té gigi
tinh va tudi.

Trong phan loai nhdm tudi, chang t6i thay

ltra tudi 20 - 40 chiém ty 1¢ kha cao 39%, va
nhom 40-60 chiém 35%. Déi twong nay la
dbi tuong tru cot trong gia dinh ciing nhu 1a
luc lwong san xuat chinh cua xa hoi. Do vy,
rat can t6i su quan tim dén suc khoe dé sang
loc ciing nhu diéu trj.

4.2. Nong d9 hs-CRP ciia nhdm nghién
curu.

4.2.1. Gia tri ndng dé hs-CRP theo gid.

Két qua nghién ciru( bang 3.3) phan tich
nong do hs-CRP theo gidi két qua cho thiy:
Nong do hs-CRP trung binh caa nam 4.69 +
5.51 mg/L, ndng do trung binh cua nit gisi 1a
5.79 + 7.91 mg/L, gié tri trung binh chung la
5,16 £ 6.61 mg/L. Gitra hai nhom nam va nix
su khéac biét gia tri trung binh khéng cé y
nghia théng ké (p>0.05).

Két qua cua chung t6i twong tu nhu tac
gia Nguyén Vian Tuin. Nong d6 hs-CRP
trong nghién ctiru nay khong cé su khac biét
gitta nam so vai nir & ca nhém bénh nhan
bénh than man ¢c6 MLCT < 60ml/ph/1,73m2,
nhom bénh nhan bénh than man ¢6 MLCT >
60ml/ph/1,73m2 va nhém nguoi binh thuong
[4]. Theo Truong Phi Hung va Bang Van
Phuéc trén ngudi binh thudng ciing cho thay
khong c6 su khac biét vé nong d6 HSCRP
gira nam so vai ni. Khi nghién ctu trén
bénh nhan bénh than man chua loc mau tac
gia Georgi Abraham ciing nhan thiy khong
c6 mdi lién quan co y nghia thong ké gitra
nong do hs-CRP véi yéu té gisi ¢ bénh nhan
bénh than man chwa loc méau [1].

4.2.2. Gia tri nong a9 hs-CRP trung
binh

Suy chirc nang than gan lién véi sy gia
tang cac dau an sinh hoc ciia viém, bao gom
hs-CRP, IL-6,... Su gia ting ndy xuét hién
ngay ca khi khong c6 cac bang chung 1am
sang hoic cac bang chang ton thuong tim
mach. Viém xuit hién sém trong bénh ly
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than man va thuc day qua trinh hinh thanh xo
vira dong mach. Su gia ting nong do cac dau
an sinh hoc cua viém trong bénh Iy than man
c6 thé do tang tong hop, giam thanh thai
hoac ca hai co ché trén. Suy chitc ning than
c6 thé truc tiép gdy ra ting cac ddu an sinh
hoc ctia viém thong qua co ché ting tinh
trang oxy hoa dan dén tich luy cac san pham
chuyén hoa dau cudi cua glycation (AGES).
Nong do cac chat nay ting khi muc loc cau
than giam gay ra hoat hoa bach cau don nhan
va tong hop cac cytokin bao gém hs-CRP.

Két qua nghién cu cua chang téi cho
thdy c0 su gia ting c6 ¥ nghia thong ké nong
dd hs-CRP & bénh nhan bénh than man loc
mau chu Ky so vai gia tri quy chiéu vé nguy
co tim mach. Gi4 tri quy chiéu binh thuong
c6 néng do hs-CRP <Img/L, tir 1-3mg/L c6
nguy co nhe, trén 3mg/L cd nguy co cao veé
tim mach. Trong nhdm nghién ctu vai n=92
, gia tri trung binh hs-CRP la 5.16%
6.61mg/L, tang c6 y nghia véi p < 0,001
(bang 3.2).

Dbi voi nhom tudi. Gia tri hs-CRP huyét
thanh cta nhom bénh nh&n nghién cuu chia
theo nhém tudi 1a: nhém 20-40 tudi (n=36)
nong do hs-CRP trung binh 13 3.43 + 3.85
mg/L, nhém tudi 40-60 13 4.30 + 5.18 mg/L,
nhom trén 60 tudi 12 8.85 + 9.92 mg/L. C6 su
khéc biét c6 y nghia thong ké gitra cac nhom
tudi (p<0.05), rieng nhém < 20 tudi (n=1)
khong dua vao kiém dinh. C6 thé thay, tudi
cang cao thi ndng do trung binh cua hs-CRP
cang tang.

Mot s6 két qua nghién ciu & nhom ngudi
binh thuong va nhom nguoi suy than man
chua loc cho két qua nguoc lai. Két qua
nghién ctu cia Truong Phi Hung va Pang
Van Phudc trén nguoi binh thuong ciing
nhan thay khong c6 su khac biét nong do hs-
CRP huyét thanh giira 3 nhém tudi trén[6].
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Nghién cuau cua Abraham Georgi trén
bénh nhan bénh than man chua loc mau ciing
nhan thiy khéng cd méi lién quan gitta ndng
d6 hs-CRP véi tudi[1]. Trong nhém nghién
ctru cua ching t6i dbi twong 1a nhitng bénh
nhan bénh than giai doan cubi dang loc mau
chu ky chdng t6i nhan thay cé su twong quan
thuan giira tudi véi nong do hs-CRP. Diéu
nay co su khac biét vai nghién ciu cua cac
tdc gia & nhom bénh nhan bénh than man
chua chay than. Diéu khéc biét d6 chung toi
cho rang; c6 sy tuong quan nay 1a do thoi
gian loc mau tién hanh trong nhiéu niam, cac
bién chung bénh than man nhu suy kiét do
ché do an han ché dam, thiéu mau do bi uc
ché erythropoietin...dd lam suy giam chirc
ning mién dich cia co thé, cd thé mot sd
bién ching nhiém tring xuat hién nhu viém
da, viém phoi hay trong qué trinh ky thuat
loc m&u bénh nhéan luén duoc dat luu ¢b dinh
“cau tay” c6 thé la mot trong nhitng nguyén
nhan lam tang thém yéu té viém phéi hop.

4.2.3. Ting nong d9 hs-CRP véi nguy
co tir vong tim mach & bénh nhéan bénh
than giai doan cudi.

Tang hs-CRP dugc xac dinh la c6 gia tri
du bao nguy co bénh tim mach. O giai doan
cudi cua suy than, xo vita dong mach la
nguyén nhan hang dau gay tr vong ¢ nhém
bénh nhan nay[10]. Bénh nhan bj than man
giai doan cubi van d& lién quan dén hoi
chatng ure mau cao gdy ra giai phéng
cytokine viém dan dén suy chirc ning noi
mac cling nhu gy tinh trang viém kéo dai
bao gom ting hs-CRP khoang 20% dén 65%
ty ting nghién ctu[2]. Anh huéng cua hs-
CRP tai chd la lam giam tong hop nitric
oxid(NO), ting boc 16 thy thé angiotensin II
trong té bao co tron thanh mach, biét héa té
bao bing cach hoat hda yéu té nhan kappa
B(NF-kB), giai phong yéu t6 co mach co
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ngudn goc noi mach endothelin-1, giam hoat
tinh cua nitric oxid trong t& bao ndi mach
dong mach [7]. Vi vay, viém gay ra giam
chirc ning than bang cach thuc day suy chirc
nang t& bao ndi mo, giy xo vira dong mach,
cao huyét ap, tiéu duong va tén thuong cau
than. Cubdi cung, diéu tri khang viém cho
thidy c6 hiéu qua trong viéc bao ton chirc
nang than[8].

V. KET LUAN

Khao st nong d6 hs-CRP huyét thanh &
92 bénh nhan bénh than giai doan cudi loc
mau chu ky tai khoa Than — loc mau Bénh
vién Buu dién, tir thang 9/2019 dén 12/2019,
ching tai rat ra két luan sau:

- Nong d6 hs-CRP trung binh:
5.16+6.61mg/L ting cd y nghia so vai gia tri
quy chiéu vai p < 0.001.

- Nong d6 hs-CRP caa nam:
4.69+5.51mg/L va cua nir : 5.79+7.91mg/L

- Khong c6 sy khac biét vé nong do hs-
CRP gitta nam va nir (p > 0.05).

KHUYEN NGHI

hs-CRP la mot chi diu danh gia nguy co
bénh tim mach , su gia tang hs-CRP cd lién
quan téi tinh trang viém va boi nhiém khac
do tinh trang dinh dudng kém. Chinh vi vay,
trong didu tri loc mau can két hop ding
khang sinh, chéng viém phl hop, theo ddi
chat ch& bién chimg nguy co tim mach.
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NGHIEN CU’'U NONG PO KEM HUYET THANH O’ BENH NHAN
THIEU MAU THIEU SAT TAI BENH VIEN BACH MAI

Nguyén Thi Thay*, Bui Tuian Anh*, Ngo Thi Mai Phwong*

TOM TAT

Thiéu mau do thiéu sat (IDA) 1a mot van dé
I6n cua stuc khoe cong dong, dic biét 1a ¢ nhitng
Qudc gia kém phat trién va dang phét trién. Kém
la yéu té dong hoat dong cia mot s6 enzym dong
vai tro trong chuyén héa sat, vi vay thiéu kém cé
lién quan dén IDA. Trong nghién ctiu nay ching
t6i xac dinh nong do k&m huyét thanh & 40 bénh
nhan thiéu méu thiéu sit va so sanh véi 40 nguoi
& nhom ching. Két qua: nong do kém huyét
thanh trung binh cua nhém IDA la 9,0 + 4.2
pmol/L, thip hon ctia nhém chung (10,7 £ 5,5
pmol/L), vai p <0,05. Khéng ¢6 su tuong quan
gitta ndong d6 kém huyét thanh voi mic do thiéu
mau. CO sy tuong quan nghich c¢6 y nghia gitra
nong d6 kém va ferritin trong huyét thanh vai r=
-0,533: p<0,05.

Két luan: 1) Nong d6 kém huyét thanh &
nhitng bénh nhén thiéu mau thiéu sit thap hon
¢6 ¥ nghia so vdi ¢ nhitng ngudi nhom chung. 2)
C6 sy twong quan nghich cé y nghia gitra nong
d6 kém va ferritin huyét thanh & bénh nhan thiéu
méu do thiéu sat.

Tir khoa: Thiéu méu thiéu sit (IDA), nong do
k&m huyét thanh

SUMMARY
STUDY ON SERUM ZINC LEVELS IN
PATIENTS WITH IRON DEFICIENCY
AMEMIA AT BACH MAI HOSPITAL

*Bénh vién Bach Mai

Chiu trach nhiém chinh: Bui Tuan Anh
Email: anhbuituanhs@yahoo.com
Ngay nhan bai: 5.10.2020

Ngay phan bién khoa hoc: 20.10.2020
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Iron deficiency anemia (IDA) is a major
public  health  problem, especially in
underdeveloped and developing countries. Zinc
is the co-factor of several enzymes and plays a
role in iron metabolism, so zinc deficiency is
associated with IDA. In this study, we measured
the level of serum zinc in IDA then compare our
result with those of a healthy control group.
Results: we found that serum zinc levels were
significantly lower in IDA patients (9.0 + 4.2
pmol/L) than in the control subjects (10.7 + 5.5
pmol/L; p < 0.05). In the IDA patient group,
there was no statistical correlation between the
levels of anemia and serum zinc levels. There
was a significant inverse correlation between
serum zinc and ferritin  concentrations.
Conclusion: 1) Serum zinc levels were
significantly lower in iron deficiency anemia
patients than in the control subjects (p < 0.05). 2)
There was a significant inverse correlation
between serum zinc and ferritin concentrations in
iron deficiency anemia patients.

Key words: serum zinc,
anemia.

Iron deficiency

I. DAT VAN DE

Thiéu sit 12 mot trong nhitng van dé dinh
dudng phd bién nhat va c6 lién quan dén cac
van dé stc khoe bao gébm su phét trién bat
thuong vé tam than va van dong & tré so
sinh, giam kha nang lam viéc, tang nguy co
sinh non, va trong cac truong hop thiéu mau
tram trong, ting tr vong ¢ Me Va tré so sinh
[1]. Chan doan, phong ngira va diéu tri thiéu
sat 12 mot muc tiéu 16n trong stc khoe cong
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ddng, dic biét 1a & nudc c6 thu nhap trung
binh.

Kém duogc tim thiy trong cdu tric cua
metalloprotein va hon 300 loai enzym. Kém
la yéu t6 dong hoat dong cua mot sb cac
enzym va dong moét vai tro quan trong trong
viéc on dinh mang té bao, tong hop protein,
ting trudng cac md binh thuong va chuyén
hoa axit nucleic [2]. Sat va k&m 1a mot sb
chit vo co can thiét cho su phat trién binh
thuong va duy tri hoat dong sinh hoc [3].
Kém c6 chirc nang nhu chat xdc tac trong
chuyén héa sit, hoat dong cua axit enzyme
alpha - aminolevulinic dehydratase, hoat
dong nhu mot chit diéu hoa chinh trong su
phat trién cua té bao hong cau bang céch
diéu chinh sy biéu hién gen cu thé di véi
chudi erythroid, thyc hién quy dinh phién ma
tao hong cau, hd trg sy ting sinh cua cac
nguyén bao hong cau chua truong thanh, va
tao hong cau binh thudng bing cach dong
mot vai tro tiém niang trong sy phat trién noi
tiép cua cac té bao gbc tao mau va té bao
megakaryocytes [4].

Cho dén nay ¢ Viét Nam van chua co
nhiéu nghién cau vé nong d6 kém & bénh
nhan thiéu méu thiéu sat. Do vay chung toi
thuc hién d¢é tai: “Nghién ctau nong do kém &
bénh nhan thiéu mau thiéu sat tai Bénh vién
Bach Mai” vdi 2 muc tiéu:

1. Khao sat nong dé kém huyét thanh cua
bénh nhan thiéu mau thiéu sat tai bénh vién
Bach Mai so véi nhdm cheng.

2. Panh gid sw lién quan giira nong do
kém huyét thanh véi cac théng sé Hoa sinh
va huyét hoc ¢ nhizng bénh nhan thiéu mau
thiéu sdt.

I. DO TUONG VA PHU'ONG PHAP NGHIEN cU'U
2.1. Pdi twong nghién ciu

T4t ca bénh nhan thiéu mau thiéu sit duoc
kham va diéu trj tai Trung tdm Huyét hoc va
truyén mau bénh vién Bach Mai.

Thoi gian: tir thang 3 dén thang 9 nim
2020

Pia diem: khoa Héa sinh bénh vién Bach
Mai; Trung tdm Huyét hoc va truyén mau
bénh vién Bach Mai.

2.2. Phuwong phap nghién ciu

- Thiét ké: nghién ciru md ta ct ngang

- Mau nghién cau:

+ Chon mau thuan tién

+ Tiéu chudn lwa chen bénh nhan: bénh
nhan duoc chan doan 1a thiéu méu thiéu sat:

Hb<130 (nam) , Hb<120 (n&r) Hb<110
(tré em), MCV <80 fL,MCH <26 pg / té bao,
Fe huyét thanh <8 pmol/L, ferritin huyét
thanh <30 ng/ mL.

+ Tiéu chudn logi trie; Bénh nhan bj bénh
ac tinh, phu nir mang thai hoac cho con bu,
bong dién rong, viém da troc vay, hoi chung
kém hap thu duong rudt, nghién ruou, nhiém
HIV, suy giép, bénh than man tinh hoac dang
mac bénh ly nhiém

- Chi tiéu nghién cau:

+ Chi tiéu chung: Tudi, giéi

+ Chi tiéu can 1dm sang: Cong thicc méu,
hoa sinh mau

- Thu thdp sé liéu: Mau mau duogc lay
vao chéng dong bang lithiumheparin va ly
tam ¢ téc d6 3500 vong / pht trong 10 phut,
va cac mau huyét twong duoc bao quan ¢ am
80°C cho dén ngay phan tich. Phan tich nong
d6 kém dugc do bang phuong phap so mau
trén may phéan tich AU 5800 cua héang
Beckman Coulter tai khoa Ho6a sinh bénh
vién Bach Mai.

Xi ly sé ligu: Phan mém SPSS 20.0
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Ill. KET QUA NGHIEN CU'U

3.1. Pic diém cia déi tweng nghién ciru

3.1.1 Phan bé nhém IDA theo giéi

Dic diém vé giéi & cac bénh nhan nhém thiéu méu thiéu sit va nhém ddi chimg duoc thé
hién ¢ Bang 3.1.1.

Béng 3.1.1. Pdc diém vé gidi 6 nhom bénh nhan thidu mau thiéu sdit

Nhoém bénh
n %
‘e Nam 8 20
Gioi Nir 32 80
Téng 40 100

Két qua bang 3.1.1 cho thay ty I¢ IDA & nit (80%) cao hon so v&i nam (20%).

Dic diém Vvé tudi va gidi ¢ cac bénh nhan nhém thiéu méu thiéu sit va nhom dbi ching
duoc thé hién o Bang 3.1.2.

Bdang 3.1.2: Pdc diém tudi va gidi giita nhém IDA va nhém déi chimg

Nhém
Bénh Chung P
. Nam 8 8
Gioi

Nir 32 32

<19 5 4

Tubi (nim) > 19 35 36

Trung binh 41,45 + 30,47 47,25 + 34,02 0,112

Két qua & bang 3.1.2 cho thiy khdng c6 su khéc biét vé tudi va gisi giira nhom IDA va
nhom chung

3.2. Nong dd kém huyét thanh cia déi twong nghién cieu

3.2.1. Sw lién quan néng dé kém véi nhom tudi va mike dé thiéu mau ¢ bénh nhan IDA

Dic diém nhém tudi va mirc do thiéu méu ¢ bénh nhan IDA dugc thé hién ¢ Bang 3.2.1.

Bdng 3.2.1: Péc diém nhom tugi va mize dp thiéu mau ¢ bénh nhan IDA

Nhém bénh
N Zn p
(umol/L)

Y <19 tudi 5 10,8 4,1
Nhom tuoi >19 tudi 35 8,8 +38 0,038

o Nhe (90 - 120 g/L) 22 9,24 + 4,0
Mire g‘é t(h'/eL‘; AT Vira (60 - <90 g/L) 15 8,43 + 3,5 0,141

g Nang (<60 /L) 3 10,83 + 4,9

Két qua bang 3.2.1 cho thay nong d6 kém ¢ nhém <19 tudi cao hon nhém >19 tudi, sy
khéc biét c6 y nghia thong ké. Nong do kém khdng co su khéc biét & cac mirc do thiéu mau
Vi p>0.05.
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3.2.2. Nong dd kém trung binh ¢ nhém bénh IDA va nhém dbi ching
Nong d6 k&m trung binh & nhom bénh IDA va nhém dbi chimg duoc thé hién & Bang

3.2.2.
Bdng 3.2.2. Nong dp kém trung binh ¢ nhém bénh IDA va nhém doi chirng
Nhém
Théng s6 XN Bénh IAD Chiing p
(umol/L) (umol/L)
Zn 9,0+4,2 10,7+5,5 0,004

Két qua ¢ bang 3.2.2 cho thiy nong d6 k&m huyét thanh cua nhém bénh nhan IDA thap
hon so v&i nhom ddi ching, sy khac biét c6 ¥ nghia thong ke.

3.2.3. Suwr twong quan kém huyét thanh véi cac thong sé can 1am sang

Sy twong quan k&m huyét thanh véi céc thdng sé can 1am sang duoc thé hién & Bang

3.2.3.

Bdng 3.2.3. Sw twong quan kém huyét thanh vgi cac thong sé cdn 1am sang

" A Nhom bénh

Thong so XN
R p

HC -0,047 0,773
Hb 0,182 0,261
MCV -0,01 0,953
MCH -0,153 0,388
Fe 0,011 0,946
TIBC 0,254 0,113
Ferritin -0,533 0,000

Két qua ¢ bang 3.2.3 cho thdy néng d6 kém huyét thanh & nhém bénh twong quan nghich

VGi ndng do ferritin,

IV. BAN LUAN

4.1. Pic diém chung cia ddi twong
nghién cau

Nghién ciru cua chung toi cling co ty 1€ nir
mac IDA cao hon nam va khong c6 su khac
biét vé do tudi va gisi cua nhom IDA va
nhom chang.

4.2. Nong d6 kém trong huyét thanh
bénh nhan IDA

Két qua nghién ciu cia ching tdi cho
thdy c6 su khéc biét gitra nong do kém voi
nhom tudi bénh nhan. Nhém <19 tudi co
nong d6 kém trung binh 12 10,8 + 4,1

(umol/L), nhém >19 tudi la 88 + 3,8
(umol/L), su khac biét co ¥ nghia thong ké.
Nong d6 kém trung binh cua nhom IDA la
9,0 + 4.2 (umol/L) thap hon ctia nhém ching
la 10,7 = 5,5 (umol/L) voi p<0,05. Két qua
nay phd hop véi mot sé nghién ciu: Nam
1997, Ece va cong su di nghién ciru ndng do
kém trong huyét thanh ¢ nhitng tré em thiéu
sit. Két qua cho thidy ndng do kém trong
huyét thanh & nhom IDA thap hon so véi
nhom di chung (p = 0,017) [5]. Nam 2016
Kelkitli va cong su cho thay rang c6 su khac
biét c6 ¥ nghia thong ké gitra nhém bénh
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nhan IDA c6 ndéng d6 k&m huyét thanh
(103,51 pg / dL) thap hon so vé6i ddi véi cac
nhom ddi ching khoe manh (256,92 pg / dL)
[6]. Hon nita, ndam 2019 Ahmed Y nghién
ctru néng do6 kém & 30 bénh nhan thiéu mau
thiéu sit va danh gia mdi tuong quan giira
nong do kém véi cac triéu ching 1am sang
cho thiy c6 ndng d6 k&m & nhom bénh 43,4
+7,9 mg/dL thip hon nhom ching 1a 94,7
16,75 mg/dL; p < 0,0001.

Trong nghién ctu cua chung t6i cling
khao sat mdi lién quan gitra nong do kém va
céc chi sé hoa sinh va huyét hoc, trong d6
nong do k&m c6 twong quan nghich chat véi
ferritin va sy khac biét c6 y nghia thong ké.

V. KET LUAN

Dua trén két qua NC sy thay d6i nong do
kém trong mau trén 40 bénh nhan thiéu mau
thiéu sit tai BV Bach Mai tir thang 3/2020
dén thang 9/2020, chung toi dwa ra mot s6
két luan sau:

1. Nong d6 kém huyét thanh ¢ nhiing
bénh nhan thiéu mau thiéu sit thip hon mot
cach c6 y nghia hon so vdi nhitng nguoi &
nhom chng.

2. C6 su twong quan nghich c6 y nghia
gitta ndng do6 kém va ferritin huyét thanh &
bénh nhan thiéu mau thiéu sit.
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PANH GIA TINH TRANG THIEU MAU THIEU SAT & PHU N¥
MANG THAI PEN KHAM VA QUAN LY THAI NGHEN
TAI BENH VIEN PHU SAN HAI PHONG

Pham Thi Thu Trang*, Trin Vin TAm*, Lwu Vii Diing*

TOM TAT

Thiéu mau thiéu sit gay hau qua ning né véi
sic khoe nguoi 16n dac biét 1a thai phu va su
phat trién cua thai nhi, ting nguy co tai bién va
tor vong me trong ca thoi ky mang thai va sinh
nd. Muc tiéu: 1. Khao sat nong d6 Hemoglobin,
Hematocrit va Feritin & nhitng phu nir &én kham
va quan ly thai nghén tai bénh vién Phu san Hai
Phong. 2. Panh tinh trang thiéu sit thiéu mau
thiéu sit ¢ nhitng phu nit ¢én kham va quan ly
thai nghén tai bénh vién Phu san Hai Phong. DPéi
tuwgng va phwong phap nghién ciru: nghién ciu
mo ta cit ngang trén 4296 phu nit dén kham va
quan ly thai nghén tai bénh vién phu san Hai
Phong tir 1-6/2020. Két qua: Gia trj trung binh
cua Hemoglobin, Hematocrit 1a: 120.98 + 0.16
(g/L), 35.12 + 0.04 (%) va gia tri trung vi cia
Ferritin: 54.87 (ug/L). Bénh nhan thiéu mau
thiéu sit 1a 233 (5.43%), trong d6 bénh nhan
0.75% la thiéu mau trung binh du trit st can kiét
(n=32, 92.47+ 6.0), 2.47%, thiéu mau nhe du trit
sat can kiét (n=106, 104.94 + 2.9) va 0.11% thiéu
mau trung binh thiéu du trit sit huyét thanh (n=5,
92.80+ 5.8), 2.1% thiéu mau nhe thiéu duy trir sat
huyét thanh (n=90, 105.94+ 2.8). C6 mdi tuong
quan cao c6 y nghia gitta Hb va Hct (= 0.957,
p< 0.001). Két luéin: Ty 1é thiéu mau thiéu sit &
phu nit dén kham va quéan 1y thai nghén tai bénh

*Bénh vién san Hai Phong

Chiu trach nhiém chinh: Pham Thi Thu Trang
Email: phamtrangshyhp@gmail.com

Ngay nhan bai: 27.10.2020

Ngay phan bién khoa hoc: 27.10.2020

Ngay duyét bai: 28.10.2020

vién Phu san Hai Phong 1a 5.43% va co6 mdi
tuong quan cao giita néng do Hemoglobin va
Hematocrit trong danh gia mirc d6 thiéu mau.

SUMMARY

ASSESSEMENT OF IRON
DEFOCIENCY ANEMIA IN
PREGNANT WOMEN WHO COME
FOR MEDICAL EXAMINATION AND
MANAGEMENT AT HAIPHONG
OBSTETRICS HOSPITAL

Iron deficiency anemia has  serious
concequences on the health of adults, especially
pregnant women and fetal development,
increasing the risk of complications and maternal
mortality during pregnancy and childbirth.
Subjects and method: Cross sectional
descriptive study on 4296 pregant women who
come for examination and management at
Haiphong Obtetrics Hospital from 1-6/2020.
Purposes: 1. Evaluate the concentration of
Hemoglobin, Hematocrit and Ferritin of subjects.
2. Assessement of iron deficiency anema
situation of subjects. Results: Average of
Hemoglobin, Hematocrit, Ferritin values were:
120.98 + 0.16 (g/L), 35.12 + 0.04 (%) and 54.87
(ug/L). The patients who have iron deficiency
anemia were 233 (5.43%). There was a
significant high correlation between Hb and Hct
(r=0.957, p<0.001). Conclusion: The incidence
of iron deficiency anemia in women who visited
and managed pregnancy at Haiphong Ostetrics
Hospital was 5.43% and there was a high
correlation  between the  concentrationof
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hemoglobin and Hematocrit in assessing the
situation of anemia.

I. DAT VAN DE

Thiéu mau do nguyén nhan thiéu sit la
loai thiéu mau dinh dudng hay gip, bénh
thuong xay ra ¢ phu nit c6 thai va tré nho
[1]. Theo WHO 2008, hon 1,6 ty nguoi trén
toan cau bj thiéu mau thi 50% la thiéu mau
do thiéu sit va mot nta cac truong hop thiéu
mau & phu nit ¢6 thai la do thiéu sit [2]. Bao
cao cua Vién Dinh dudng, 2009-2010 cho
thay ty Ié thiéu mau & phu nit tudi sinh dé la
28,8%, phu nir mang thai la 36,5%. Nguyén
nhan chinh thiéu mau phu nir Viét Nam la do
thiéu sat, chiém tir 22-86,3% & mot s6 vung
ndng thén va mién nai [5]. Hau qua caa thiéu
mau thiéu sit rat nang né déi voi sac khoe
ngudi 16n va su phat trién caa thai nhi, tang
nguy co tai bién va tir vong me trong ca thoi
ky mang thai va sinh no [4]. Véi cac anh
huong nang né ciaa thiéu mau do thiéu sat
trén phu nir mang thai, viéc phong ngtra, phat
hién sém va c6 ké hoach diéu tri kip thoi s&
la can thiép co hiéu qua trong viéc nang cao
suc khoe va giam ty 1€ tir vong ¢ ba me va

2.5.1. Pdnh gid tinh trgng thiédu mdu:

tré em. Vi vdy, chung t6i tién hanh nghién
clru muc tiéu:

1. Khdo sat nong dé Hemoglobin (Hb),
Hematocrit (Hct) va Feritin ¢ nhitng phu nir
dén kham va quan Iy thai nghén tai bénh vién
Phuy san Hai Phong.

2. Danh tinh trang thiéu sdt thiéu mdu
thiéu sdt ¢ nhitng phy nit dén kham va qudn
ly thai nghén tai bénh vién Phu san Hai
Phong.

1. DOI TUONG VA PHUO'NG PHAP NGHIEN CU'U

2.1. Doi twong nghién ciru (PTNC): tit
ca phu nir dén kham va quan 1y thai nghén tai
bénh vién Phu san Hai Phong tai bénh vién
Phy san Hai Phong tir 1-6/2020.

2.2. Thoi gian va dia diém: Bénh vién
Phu san Hai Phong tir 1-6/2020.

2.3. Thiét ké nghién ciru: Nghién ciru mo
ta cat ngang co st dung dit liéu hdi ctru

2.4. C& miu: Chon toan b bénh 4n du
tiéu chuan nghién ctru trong thoi gian trén.

2.5. Cac chi s6 nghién ciu va tiéu
chuan danh gia

Thiéu mau Hb < 11,0 (g/dL) & Het < 30%

Thiéu méau nhe

Thiéu mau trung binh

Thiéu mau nang

Hb

10-10,9

7,0-9,9

<7,0

2.5.2. Chén dozn thiéu mau thiéu sit: PTNC c6 thiu mau va thiéu sat [4].

Ferritin (pg/L)

Du trix st thap

Thiéu du trix sat Ferritin huyét thanh

Du trit sit can kiét

<30

15-30

<15

2.6. Phan tich s6 liéu: Sé liéu duoc thu thap va phan tich bang phan mém SPSS 20.0.
2.7. Pao dirc nghién ciu: Moi thdng tin vé dbi twong déu duogc git bi mat va chi phuc vu

cho muc dich nghién ctu khoa hoc.
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I1l. KET QUA NGHIEN cU'U
3. 1. Pic diém ddi twong nghién ciu
Béng 3. 1. Piic diém déi twong nghién crru

N= 4296 Mean + SD
Tubi (ndm) 28.34 +4.93
Chiéu cao (cm) 157.51 + 4.66
Can ning (kg) 56.06 + 8.391

BMI 22.63 +3.09

Nhdn xét: tudi trung binh cia PTNC: 28.34 +4.93, chiéu cao trung binh: 157.51 + 4.66,
can nang trung binh: 56.06 + 8.391 va BMI trung binh: 22.63 + 3.09.
3.2. Pic diém thiéu mau caa déi twong nghién cieu
Bdng 3.2. Péc diém chi s6 Hb ciia PTNC
n Mean
4296 120.98 + 0.16
Nhdn xét: Gia tri trung binh ciia Hb cia PTNC la: 120.98 + 0.16 (g/L)

Hb (g/L)

100
%

su

86.9

60
40

20 111 Hb (g/L)

2
: ] —_ 0
Khéng thiéu mau( > 110) Thiéu nhe (100-110) Thiéu trung binh (70-99)  Thiéu ning (<70)

Hinh 3.1. Dic diém thiéu mau theo Hb ciia PTNC
Nhén xét: 85 DPTNC bi thiéu mau trung binh (2%, Hb: 70-99 g/L), 478 DTNC bi thiéu
mau nhe (11.1%, Hb: 100-110 g/L), 3733 DTNC khéng bi thiéu méau (86.9 %, Hb > 110 g/L).
Bdng 3.3. Pdc diém chi sé Hct ciia PTNC
n Mean+SD
4296 35.12+0.04
Nhdn xét: Gia tri trung binh ctia Het cua DPTNC la: 35.12 + 0.04 (%).

Hct (%)
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100 | % 9/.1
80
60
40
20

0

Hct
2.9

Khong TM >30% Thiéu mau <30%

Hinh 3.2. Dic diém thiéu mau theo Hct ciia PTNC
Nhin xét: Theo chi s6 Hct, 4170 DPTNC khong thiéu méau chiém 97.1% (Het>30%) va 126
DTNC thiéu mau chiém 2.9% (Hct<30%).
Bing 3.4. Phan logi thiéu méu theo Hb va Hct ciia PTNC

Hct (%0) Tong
. Khong thiéu
Thiéu mau (<30) méu (>30) 0 %
Mikc d6 thiéu mau n % n %
Trung binh (70-99)
X £SD:92.22 £ 6.4 76 18 o 0.2 J 20
Hb Nhe (100-110)
@) | x+SD: 1058+ 28 50 1.2 478 10.0 428 | 111
Khéng thiéu mau
(>110) 0 00 | 3733 | 869 3733 | 86.9
X +SD:123.6 £8.5
Tong 126 3.0 | 4170 97.0 4296 | 100.0

Nhin xét: Theo Hb (<110g/L), Hct (<30%), c6 126 DTNC (3.0%), trong d6 thiéu mau
nhe c¢6 50 DTNC (1.2%), thiéu mau trung binh c6 76 DTNC (1.8%). Theo Hb<110g/l, Hct
>30% c6 487 DTNC (10.2%), trong d6 thiéu mau nhe c6 478 DTNC (10.0%), thiéu mau
trung binh c6 9 DTNC ( 0.2%). PTNC khong thiéu mau (Hb>110g/L, Het >30%) c6 3733%
(86.9%).

3.3. Tinh trang sit caa ddi twong nghién ciru
Bing 3.5. Pic diém nong dp Ferritine ciia PTNC
Ferritin (ng/L)
n Trung vi
4296 54.87
Nhdn xét: Nong do Ferritine trung vi cia DPTNC: 54.87, gié tri cao nhat 1a 9801.0 pg/L va
gia tri nho nhat 13 5.01 pg/L
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%
100
80 71.3
60
40
18.8
20 99
; — i
Binh thudng 230 Thiu du trif sat huyét thanh 15- Dur trif sat can kiét <15
30

Hinh 3.3. Pic diém mirc d¢ sit ciia PTNC
Nhdn xét: 3063 DPTNC c6 tinh trang duy trit sit binh thuong (71.3%, 88.73 pg/L). 806
DTNC c6 tinh trang thiéu duy trit sat huyét thanh (18.8%, X + SD 22.04 + 4.24, gia trj trung vi:
22.06 pg/L). 427 DTNC c6 tinh trang du trit sit can kiét (9.9%, X + SD:11.6 + 2.28, gi4 tri
trung vi: 11.92 pg/L).
Bing 3.6. Dic diém thiéu mdu thiéu sit DTNC

Hb (g/L)
Ferriti /L iéu mé , Té
erritin (ng/L) Thicu MY Thidu mau nhe | Binh thuong ons
trung binh

<15 % 0.75 2.47 6.72 9.94

X+SD | 92.47+6.0 | 104.94+2.9
Thiéu duy trit ferritin huyét, N S 90 711 806

thanh % 0.11 2.1 16.55 18.76
(15-30) X+SD | 92.80+5.8 | 105.94+2.8

Binh thudng n 48 282 2733 3063

(>30) % 1.12 6.57 63.62 71.31

Nhdn xét: 427 bénh nhan du trir st can kiét (9.94%), trong d6 0.75% la thiéu mau trung
binh (n=32, 92.47+ 6.0), 2.47% thiéu mau nhe (n=106, 104.94 + 2.9). 806 bénh nhan thiéu dy
trit sit huyét thanh (18.76%), trong d6 0.11% thiéu mau trung binh (n=5, 92.80+ 5.8), 2.1%
thiéu mau nhe (n=90, 105.94+ 2.8).

Bing 3.7. Mbi twong quan giiva mirc dp chi sé6 Hb, Hct va Ferritin clia PTNC

Ferritin Hb Hct
Ferritin 1 r=-0.015 r=-0.029
p=0.331 p=0.062
Hb r=-0.015 1 r=0.957
p=0.331 p< 0.001

Nhdn xét:
- Khong c6 méi twong quan cé ¥ nghia giira Ferritine va Hb, Hct (p>0.05)
- C6 mdi twong quan rat cao gitta Hb va Het (p<0.001)
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IV. BAN LUAN

4.1. Piac diém chung cia DPTNC:
Nghién ctru trén 4296 phu nit dén kham va
quan ly thai nghén tai bénh vién phu san Hai
Phong trong thoi gian tir 1-6/2020, tudi trung
binh cia DTNC: 28.34 +4.93, chiéu cao
trung binh: 157.51 &+ 4.66 cm, can nang trung
binh: 56.06 + 8.391 kg, BMI trung binh:
22.63 + 3.09 (Bang 3.1). Két qua nghién ctru
cao hon so v6i véi két qua nghién ctu cua
Nguyén Thi Diép Anh, 2018. Do PTNC cua
Nguyén Thi Diép Anh la nhitng phu nita c6
thai lan dau, séng tai huyén Cam Khé Phu
Tho [4].

4.2. Tinh trang thiéu mau ciia PTNC

* Ty 1& thiéu mau: Gia tri trung binh cta
Hb cua 4296 BDTNC la: 120.98 + 0.16 (g/L)
va gia tri trung binh cua Hct la: 35.12 + 0.04
(%) (Bang 3.2, 3.3). Gia tri Hb cua nghién
cru nay thip hon v&i nghién ctu cua
Nguyén Thi Diép Anh, 2018 (129.0 + 1,2
(9/L)) va binh Thi Phuong Hoa, 2013 (13.0
+1,2 (g/L)). Picu nay co thé 1y giai do su
phan bd dan cu & cac khu vuc khac nhau, dac
diém huyét hoc ciing khac nhau [4, 5].

* Ty 1¢ thiéu mau: Theo chi s6 Hb, nghién
ctru khong c6 DTNC thiéu mau ning, 2% bi
thiéu méau trung binh (n=85), 11.1% bi thiéu
mau nhe (n=478) va 86.9% khong bi thiéu
méu (n=3733) (Hinh 3.1). Theo chi sé Hect,
2.9% thiéu méau (n=126) va 97.1% khong
thiéu mau (n=4170) (Hinh 3.2). Két hop Hb
va Het, 3.0% thiéu méau (n= 126), trong do6
1.8% thiéu mau trung binh (n=76) va 1.2%
thiéu mau nhe (n=50) (Bang 3.4). Khi
Hb<110g/1, Het >30%, 0.2% thiéu mau trung
binh (n=9), 10.0%, thiéu mau nhe (n=478)
(Bang 3.4). DTNC khong thiéu mau
(Hb>110g/L, Hct >30%) la 86.9% (n= 3733)
(Bang 3.4).
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Néu chi can ct vao Het <30% s& bo sot
10.2% bénh nhan thiéu mau va 10.0% bénh
nhan duogc xép vao nhom thiéu méau nhe véi
(Hb<110g/l, Hct> 30%). Nghién ctru da
ching minh cé sy tuong quan cao va co y
nghia thong ké gitra chi s6 Hb va Hct danh
gia tinh trang thiéu mau cua DTNC (r=
0.957, p<0.0001) (Bang 3.7, Hinh 3.4).

Theo chi s6 Hb, khong c6 DPTNC thiéu
mau ning, cha yéu 1a bi thiéu mau nhe
(n=478, 11.1%) va chi c6 2% bi thiéu mau
trung binh (n=85) (Hinh 3.1). Két qua nghién
ctru twong ty két qua nghién ciu cia Pinh
Thi Phuong Hoa, 2013 phan 16n la thiéu mau
nhe (90/105), chi c6 14% la thiéu mau vira
va khong c6 thiéu mau ning [5]. Piéu dang
cha y la thiéu mau nhe thudng khong cé biéu
hién 1am sang vi thé cac DTNC ciing nhu
bac si 1am sang c6 thé khdng dé y, quan tam
dén. Vi vay viéc kham, xét nghiém sang loc
la rat quan trong nham phat hién sém thiéu
Mau va ¢6 giai phap phong va diéu tri thich
hop.

4.3. Tinh trang thiéu mau thiéu sit cia
PTNC: Ferritin huyét thanh 13 mot chi s6
duoc sir dung dé danh gia luong sat du trit vi
ferritin lién hé chit ch& véi ca tong luong sét
dy trir trong mo, tuy xuong. Nong do ferritin
cua nghién ctru cao hon so véi nghién ctu
cia Nguyén Thi Diép Anh (42.8ug/L),
Truong Hong Son, 2012 trén nhom phy nir
tudi sinh dé 18-35 tuoi, 2012 (31.2ug/L) va
két qua diéu tra tai 6 tinh trén toan qudc,
2009 (28.8ug/L)[4]. C6 thé la do vung
nghién cuu 6 tinh nam 2009 ciing nhu ving
nghién cau caa Truong Hong Son (6 Lai
Chéau va KonTum) la nhtng vung dac biét
kho khan trong ca nudc, van con kha pho
bién tinh trang thiéu an, chit luong bira an
con kém. Ty Ié thiéu sat du trir va ndng do
ferritin dy trit sat can kiét trong nghién ctu



TAP CHi Y HOC VIET NAM TAP 496 - THANG 11 - SO CHUYEN BE - 2020

nay la 28.7% thap hon so véi két qua nghién
ciu cuia Nguyén Thi Diép Anh, 2015
(37.9%), nhung cao hon so véi két qua cua
Truong Hong Son, 2012 (23.8%) va két qua
téng diéu tra trén toan quéc, 2014-2015 do
vién Dinh dudng tién hanh (23,6%) (Hinh
3.3) [4, 7].

4.4. Tinh trang thiéu mau thiéu sit caa
DTNC:

Nong d6 Hb trung binh cua nhom phu nix
bi thiéu mau trung binh du trir sat can kiét 1a
92.47+ 6.0 g/L (9.94%), nhdm thiéu mau nhe
du trit sét can kiét 12 2.47%. (104.94 + 2.9).
Pong thoi nhom thiéu mau thiéu dy trir sat
huyét thanh 1 0.11% (92.80= 5.8), thiéu mau
nhe thiéu du trir sat huyét thanh 1a 2.1%
(105.94+ 2.8). Vay ty 1& bénh nhan thiéu
mau thiéu sit trong nghién ctu 1a 233
(5.43%) va bénh nhan c6 thiéu méau nhung
du trir sit binh thuong 1a 330 (7.69%). Két
qua nghién ctru ctia sb bénh nhan thiéu mau
va thiéu mau thiéu sat thdp hon so (13.13%,
5.43%) voi nghién ctru cia Nguyén Thi Diép
Anh, 2015 (20.7%, 9.2%)[4]. Nghién ctru da
chi ra méi twong quan cao giita Hb va Hect
tuy nhién khong c6 méi twong quan cé ¥
nghia gitra Hb va Hect véi Ferritin nhu két
qua nghién ctru cua tac gia Nguyén Thi Diép
Anh (r = 0,128 p =0,011), két qua khac biét
nay c6 thé do dic diém DTNC va dia du
khac nhau, thoi gian cia hai nghién cuu
(Bang 3.7) [4].

Nhu vy, ty 1& phu nit mang thai bi thiéu
mau thiéu sat tuy khdng cao nhu mot s6 bao
cao trudc nhung bac si lam sang cling nhu
bénh nhan c¢6 thé dé chu quan va bo qua vi
chwa c6 biéu hién 1am sang giai doan nay.
Do vay, viéc bb sung sit cho nhom dbi tuong
nay la rat can thiét, vi nhitng phu nix nay khi
c6 thai, nhu cau tang thém 29mg sit moi
ngay s& lam tang nguy c6 bi thiéu mau.

V. KET LUAN

- 4296 phu nir dén kham va quan 1y thai
nghén tai bénh vién phu san Hai phong trong
thoi gian tir 1-6/2020, tudi trung binh cua
DTNC: 28.34 +4.93, chiéu cao trung binh:
157.51 £ 4.66 cm, can nang trung binh:
56.06 = 8.391kg, BMI trung binh: 22.63 *
3.09.

- Gié tri trung binh cta Hb la: 120.98 *
0.16 (g/L), gia tri trung binh cua Hct la:
35.12 + 0.04 (%) va gia tri trung vi cua
Ferritin: 54.87 (ug/L).

- Bénh nhan thiéu méu thiéu sit la 233
(5.43%), trong d6 bénh nhan 0.75% 1a thiéu
mau trung binh du trit sat can kiét (n=32,
92.47+ 6.0), 2.47%, thiéu mau nhe du trit sat
can kiét (n=106, 104.94 = 2.9) va 0.11%
thiéu mau trung binh thiéu du trir sit huyét
thanh (n=5, 92.80+ 5.8), 2.1% thiéu mau nhe
thiéu dy trit st huyét thanh (n=90, 105.94+
2.8).

- C6 mbi twong quan cao ¢ y nghia giita
Hb va Hct (r=0.957' p< 0.001).
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diéu tri, c6 chi dinh 1am cac xét nghiém bo m&
mau tai Khoa khdm bénh Pa khoa, bénh vién
H&u Nghi Viét Tiép thang 12/20109.

Két qua: Nong d6 LDL-C do tryc tiép va tinh
toan bing cong thuc Friedewald cé su tuong
quan manh (r = 0.786, p<0.01). So v&i phuong
phap do truc tiép, LDL-C néi suy thip hon
khoang 0.72 mmol/L, chénh léch nay ting dan
theo nong do Triglyceride (TG), dat 0.48 mmol/L
& nhém TG thap (dusi 4.5 mmol/L) va 0.89
mmol/L & nhdm TG cao (trén 4.5 mmol/L); toan
bo ¢ ¥ nghia théng ké voi p<0.01.

Két luan: LDL-C noi suy thip hon hon so
Vi phuong phap do truc tiép (0.72 mmol/L), hai
phuong phap c¢6 su twong quan manh (r = 0.786,
p<0.01). Nén do noéng d6 LDL-C bang phwong
phép truc tiép néu cé thé, tranh viéc anh huéng
dén chan doan 1am sang cua bénh nhan.
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SUMMARY

COMPARISON OF LDL-C LEVELS
DIRECTLY-MEASURED VERSUS
FRIEDEWALD-ESTIMATED AT
VIETTIEP HOSPITAL

There are two methods which determine the
concentration of Low-Density Lipoprotein
cholesterol (LDL-C): Friedeward formula and
measured directly method.

Purposes: Comparing
Lipoprotein  cholesterol
measured directly versus
Friedeward formula.

Subjects and Methods: A retrospective
descriptive  study was conducted using
retrospective data from patients having total lipid
profile diagnotic test at Viet Tiep Hospital in
12/2019. LDL-C truc tiép huyét thanh/ huyét
twong dugc loai bo cholesterol gin véi cac
lipoprotein khac LDL va do trén may ADVIA
1800

Results: LDL-C acquired by direct
measurement and calculated by Friedewald
formula was highly correlated (r = 0.786,
p<0.01). Compared with Friedewald LDL-C,
direct LDL-C was higher by 0.72 mmol/L, this
disparity increased along with Triglyceride level,
being at 0.48 mmol/L among low Triglyceride
group (under 4.5 mmol/L) and 0.89 mmol/L
among high Triglyceride group (over 4.5
mmol/L); all p<0.01.

Conclusion: Recommendation to use direct
LDL-C measurement whenever possible to avoid
hindering clinical diagnosis.

Low-Density
(LDL-C)  levels
calculated using

I. DAT VAN DE

Hién nay co hai phuong phap xac dinh
nong d6 Low - Density Lipoprotein
cholesterol (LDL-C): uwéc lwong nong do
LDL-C theo cbéng thic va phuong phap do
nong d6 LDL-C tryc tiép.

Trén thé gii da c6 mot sé nghién ctu da
chi ra cong thic Friedeward c6 mot s6 han
ché: nong d6 LDL-C da thip hon thuc té ¢
nhitng bénh nhan c6 muc TGcao [1] va cao
hon thyc t& & nhitng bénh nhan c6 muc TG
thip [2]. Két qua LDL-C tinh toan ciing bi
anh huong véi nhitng mau bénh pham chua
nhiéu chylomicron va bénh phdm cua bénh
nhan méc rdi loan chuyén héa lipid mau [3].
Cong thuc nay da duoc bao cao khdng nén
ding cho mot s6 nhdm bénh nhan, dién hinh
nhu bénh nhan dai thao duong, bénh nhén
bénh ly gan hoic than ké ca khi nong do
Triglycerid dudi 400 mg/dL [4].

S6 lugng nghién ciru dénh gia vai tro cua
hai phuong phap xac dinh nong d6 LDL-C
con han ché tai Hai Phong, vi vay dé tai thuc
hién vai muc tiéu:

So sanh gi4 tri nong d6 LDL-C trén tat ca
bénh nhan dén kham tai Khoa Kham bénh
Pa khoa cuia Bénh vién Viét Tiép bang
phuong phap do tryc tiép véi phuong phap
udc lugng su dung cong thic Friedeward.

1. DOI TUONG VA PHUO'NG PHAP NGHIEN CU'U

2.1. Poi twong nghién cizu: Nhiing bénh
nhan dén kham va diéu tri, c6 chi djnh lam
cac xét ngiém bd md mau (Cholesterol TP,
TG High density lipoprotein (HDL-C), LDL-
C) tai Khoa khdm bénh Pa khoa Bénh vién
htru nghi Viét Tiép thang 12/2019.

2.2. Thoi gian va dia diém nghién ciu:
Bénh vién Horu nghi Viét Tiép, Hai Phong
thang 12/20109.

2.3. Thiét ké nghién ciru: Nghién ctru mo
ta cat ngang co st dung dit liéu hdi ctru.

2.4. C& mdu: Chon toan b bénh an du
tiéu chuan nghién ctru trong thoi gian trén.
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2.5. Can cir nghién ceiru:

- Cong thtc tinh LDL-C tir cholesterol
toan phan (TC), HDL-C va triglycerid:

LDL-C = TC — HDL-C - TG /2.2
(mmol/L) [5]

- Phuong phap do LDL-C truc tiép trong
huyét thanh/ huyét tuong thong qua viéc loai
bo cholesterol gian véi cac lipoprotein khéc
LDL va do ndng d6 LDL-C bing may
ADVIA 1800.

2.6. Phén tich sé ligu: S6 lidu dugc phan
tich bang phan mém SPSS 20.0.

2.7. Dao dvrc nghién ciru: Moi thong tin
déu giir bi mat cho muyc dich nghién ctu.

IlIl. KET QUA NGHIEN CU'U

3.1. Pic diém caa ddi twong nghién ciu
(PTNC)

Bing 3.1. Pic diém chung PTNC

N=119 (n, %)
Nam 55 (46.2%)
Nir 64 (46.2%)
Tudi trung binh 62.1+11.5

Nhgn xét: tudi trung binh ciia 119 DTNC:
62.1 + 11.5, trong d6 bénh nhén 46.2% la
nam (n=55), 53.8% la n&t (n=64).

Bing 3.2. Pic diém nong dp Triglycerid
(TG)

TG > 4.5 mmol/L 68 (57.1%)

Mean + SD 4.1+ 257
Nhgn xét: Nong do6 TG trung binh: 4.1 +
2.57, 68 BTNC c6 nong do TG >4.5 mmol/L
(57.1%)

3.2. Két qua so sanh cong thic
Friedeward va phwong phap do truc tiép
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xac dinh nong @6 LDL-C
Triglyceride < 4.5 mmollL
r=0.886

LDL tryc tiép

00 200 400 6.00 800

LDL néi suy
Biéu dé 3.2. Sw twong quan giira 2 phwong
phap do khi néng dé Trig < 4.5 mmol/L

Triglyceride = 4.5 mmoliL
r=0.663

6.00

LDL truec tiép
-]

200

0o
0o 200 400 6.00

LDL néi suy
Biéu dé 3.3. Sw twong quan giira 2 phwong
phap do khi néng dé TG > 4.5 mmol/L

Nhgn xét: nhém DTNC c6 nong do TG
<4.5 (mmol/L), c6 su twong quan manh gilra
két qua LDL do tryc tiép va LDL ndi suy (r
= 0.886). Su twong quan nay giam xubng khi
néng d6 TGting lén (>4.5 mmol/L) (r=
0.663).
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Bing 3.3. So sanh giita hai két qud do ¢ nhém Trig< 4.5 mmol/L

LDL-C truc tiep | LDL-C ngi suy . v vA p
TG(mmol/L) |  n% (mmol/L) (mmol/L) C::;‘:: ;‘Zh [95%
Mean + SD Mean + SD j Cl]
<15 17 (33) 2.82 +1.06 2.44 +0.97 0.38+0.15 | <0.01
1.5-<3 25 (49) 3.22+1.28 2.67 +1.02 0.55+0.4 | [0.32
3-<45 9 (18) 3.47+1.13 2.99 + 2 048+1.22 | -
Téng 51 (100) 3.13+1.19 2.65 + 1.22 0.48 +0.56 | 0.64]

(Str dung Paired T-test)
Nhgn xét: so sanh LDL noi suy va LDL do truc tiép & nhém TG thap (duéi 4.5 mmol.L),
chénh léch tuyét dbi cua hai phuong phap nay 1a 0.48 £ 0.56mmol/L. Nong d6 LDL-C noi
suy (2.65 % 1.22 mmol/L) thap hon phwong phép do truc tiép (3.13 + 1.19 mmol/L). Chénh
léch tuyét ddi tang khi ndng d6 TGtang, su khac biét co y nghia théng ké (p<0.01).
Bing 3.4. So sanh két qud do ¢ nhém TG> 4.5 mmol/L

L'D L-C truc LDL-C néi suy Chénh Iéch 0
TG(mmol/L) | (n,%) tiep (mmol/L) (mmol/L) fuyét d.f')i [95% CI]
Mean + SD Mean + SD j
<45-<55 23 (34) 265+1.72 1.88 +1.05 0.78+0.5
55-<6.5 | 19(28) 2.41+0.76 174 +1.34 0.66+ 1.3 30621
265 26 (38) 2.41 +0.93 1.25+1.24 1.16+0.88 [1: 11]_
Tong 68 (100) 2.49 +0.98 16+1.22 0.89+0.93

(Str dung Paired T-test)
Nhgn xét: LDL-C noi suy thip hon gia tri do truc tiép, véi chénh léch tuyét dbi 12 0.89 +
0.93 (mmol/L). Su chénh léch thé hién 16n nhat khi TG > 6.5 mmol/L (1.16 + 0.88 mmol/L).
Sy khéc biét nay c6 ¥ nghia thong ké (p<0.01).

Bdng 3.5. Chénh léch

ifta hai két qud do trén toan b PTNC

TG LDL-C truec tiép | LDL-C ndi suy Chénh léch | P [95%
mmoi) | " (mmol/L) (mmol/L) tuyétddi | CI]
Mean + SD Mean + SD *
<15 17 2.82+1.06 2.44 +0.97 0.38+0.15
15-<3 25 3.22+1.28 2.67+1.02 0.55 + 0.4
3-<45 9 3.47 £1.13 299 +2 0.48+122 | <001
<4.5-<55 23 2.65+1.2 1.88 +1.05 0.78+0.5 [8'.2(73]
5.5-<6.5 19 2.41+0.76 1.74 +1.34 0.66 +1.3
>6.5 26 2.41+0.93 1.25+1.24 1.16+0.88
Tong 119 277+1.12 2.05+1.32 0.72+0.82

(St dung Paired T-test)
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r=0.786

LDL true tiép
L]

00

-200 00 200 400 6.00 8.00

LDL néi suy
Biéu dé 3.4. Sw twong quan giira hai két
qud do LDL-C trén toan bp DTNC.

Nhén xét: két qua do LDL-C tryc tiép va
LDL-C ndi suy c6 chénh léch tuyét ddi la
0.72 £ 0.82 (mmol/L). Sy chénh Iéch ting
dan theo néng dd TG, cao nhat & nhom TG>
6.5 mmol/L, c6 tuong quan khd manh (r =
0.786). Su khac biét nay c6 ¥ nghia thong ké
(p<0.01), trong ddng vai két qua nghién ciru

cua Lindsey va cong su [6].

IV. BAN LUAN

Nghién ctu 1a so sanh gia tri nong do
LDL-C bang phwong phap do tryc tiép véi
phuong phap st dung cong thirc Friedewardt
rén 119 mau mau.

Do tudi trung binh 1a 62.08 + 11.45, 55
DTNC 1a nam (47%), 62 DTNC la nir gidi
(53%).

Két qua cho thdy mdi twong quan kha
manh gitra hai phuong phap do dugc nghién
ciu, két qua thu dugc bang cong thic
Friedewald c6 xu hudng thap hon két qua do
tryc tiép. Xu hudng nay ting 1én theo ndng
do TG.

Nhém Triglyceride thdp, c6 su tuong
quan manh giita két qua hai phwong phép do,
tuy nhién LDL noi suy van thip hon 0.48 +
0.56 mmol/L. Sy chénh léch nay ting dan
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theo ndéng do TG, 16n nhat & nhém TG cao
hon 6.5 mmol/L (1.16 + 0.88). Két qua caa
nghién ctu nay hoan toan twong ddng Voi
Lindsey va cong su, 19343 mau huyét tuong
da duoc phan tich va do truc tiép bang may
Olympus AU640 theo phuong phdp thu
nghiém dong nhat (homogenous assay) [6].
Két qua ciia nghién cau nay cho thdy LDL
tinh todn bang cong thic Friedewald thip
hon do tryc tiép 0.51 + 0.31 mmol/L va hé s6
twong quan manh (r = 0.94). Theo nghién
ctu dugc thuc hién boi Mora S. va cong su,
nong d6 LDL-C do tryc tiép thap hon LDL-
C ngi suy tur 0.13 — 0.49 mmol/L [7]

V. KET LUAN

Két qua nong d6 LDL-C do truc tiép va
tinh toan bang codng thuc Friedewald cd su
tuong quan manh (r = 0.786, p<0.01). So vai
phuong phap do truc tiép, LDL-C noi suy
thiap hon khoang 0.72 mmol/L, chénh léch
nay ting dan theo nong do Triglyceride, dat
0.48 mmol/L & nhom Triglyceride thap (dudi
45mmol/L) va 0.89mmol/L ¢ nhém
Triglyceride cao (trén 4.5 mmol/L); toan bo
¢6 y nghia théng ké voi p<0.01.

KHUYEN NGHI:

Nén do ndng d6 LDL-C bang phuong
phép truc tiép néu co thé, tranh viéc anh
huong dén chan doan 1am sang cua bénh
nhan.
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NGHIEN CU’'U CONG THUC TiNH LDL-CHOLESTEROL
VA SO SANH GIA TRI CUA NO VO'I GIA TRI CUA
CAC CONG THUC THUONG PU’QO'C SO DUNG
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LDL-C Ia mét chi s6 xét nghiém quan trong
trong viéc danh gia nguy co tim mach va la myc
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tim mach. Muc tiéu: danh gia méi twong quan
giita két qua LDL-C tryc tiép voi 4 cong thirc
cia Cordova, Friedewald, Chen va Vujovic
thuong dugc sir dung trén thé gici, tir d6 c6 thé
dua ra cong thuc tinh t6i wu cho xét nghiém
LDL-C. Pdi twong & phwong phap: 1002 maiu
méu 1am xét nghiém lipid méau & nguoi dén kham
bénh tai bénh vién da khoa MEDLATEC,
phuong phap nghién ctru md ta cit ngang. Két
qua: sy tuong quan giira két qua LDL-C tryc tiép
vai c&c cong thuac cua Cordova, Friedewald,
Chen va Vujovic lan luot 1a r =0,68; 0,88; 0,80;
0,84 trong d6 cong thuc cua Friedewald dugc
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danh gia 1a hiéu qua nhét trong 4 cong thuc tinh,
Cong thuc dugc rut ra tir nghién cau 1a LDL gian
tiép = 0,89*Cholesterol — 0,30*Triglycerid —
0,51*HDL-C + 0,09. Két luan: cong thac méi
dugc tinh toan c6 d6 nhay d¢ dac hiéu, do chinh
Xé&c can bang va F1 score cao, ¢ thé dugc dua
vao sir dung trong lIam sang tuy nhién can c&
mau lon hon dé tham dinh lai phuong phap, cong
thic cia Friedewald nén dugc st dung vi ¢cé gia
tri cao nhat trong ngudng chan doan 1am sang.

SUMMARY

STUDY ON THE FORMULA FOR LDL-
CHOLESTEROL CALCULATION AND
COMPARE ITS VALUE WITH THAT
OF THE COMMONLY USED
FORMULAS

LDL-C is an important indicator in the
evaluation of cardiovascular risk and a primary
target in the management of cardiovascular
diseases. Objective: Evaluating the correlation
between direct LDL-C results with 4 commonly
used formulas: Cordova, Friedewald, Chen and
Vujovic, from which to give the optimal formula
for LDL-C test. Subjects: 1002 blood samples of
patients who had lipid profile test at
MEDLATEC General Hospital. Methods:
descriptive cross sectional study. Results: the
correlation between direct LDL-C results with
the formulas of Cordova, Friedewald, Chen and
Vujovic are r = 0.68; 0.88; 0.80; 0.84 in which
Friedewald's formula is considered to be the
most effective among the 4 formulas. The
formula drawn from the study is indirect LDL =
0.89*Cholesterol - 0.30*Triglycerid -
0.51*HDL-C + 0,09. Conclusion: the newly
calculated formula has high specificity and
sensitivity, equal accuracy and high F1 score,
which can be used for clinical purpose, however,
a larger sample size is required to validate the
method. Friedewald's formula should be used
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because it has the highest value within the
clinical diagnostic range.
Tir khéa: LDL-C, Cholesterol, lipid

I. DAT VAN DE

Low-density lipoprotein (LDL) la mét
trong bbn thanh phan Lipid thuong duoc sir
dung dé theo ddi néng do lipid mau gém:
Cholesterol, Triglicerid, HDL-C va LDL-C.
LDL-C mang cholesterol tir gan, qua mau,
dén cac mod cua co thé, noi né duge luu trix
[1]. Nong do cholesterol LDL (LDL-C) trong
huyét thanh cao c6 lién quan dén ty 1& mac
bénh mach vanh va bénh mach vanh (CHD)
la nguyén nhan gay tir vong hang dau trén
toan thé gisi [2]. T6 chac NCEP ATP I
(National Cholesteron Education Program -
Adult Treatment Panel IIT) da khuyén céo sir
dung LDL-C la théng sé chinh dé dénh gia
nguy co tim mach va la muyc tiéu diéu tri
chinh [3] Do d06, viéc do luong chinh xac
LDL-C la rat quan trong dé phong ngira va
quan ly c&c bénh tim mach (CVD).

Tiéu chuan vang dé do LDL-C la phuong
phap siéu ly tdm va taa polyanion [4].
Phuong phép nay t6n kém va khéng thuan
tién cho phong thi nghiém théng thuong, vi
vay nO chi gigi han trong cac phong thi
nghiém phén tich lipid chuyén biét. Viéc do
truc tiép LDL-C bang xét nghiém hoa sinh
van con dat doi véi phong xét nghiém & cac
nude dang phat trién nhu chiing ta. Ngoai ra,
phuong phap do truc tiép cho thay kém hiéu
qua v6i mic ndong d6 TG cao boi viéc anh
huong caa chinh nong d6 lipid 1én phuong
phap do. Bé giai quyét nhitng vin dé nay,
nhiéu cong thirc khac nhau dé tinh LDL-C da
duogc phét trién. Trong sb nay, cong thac caa
Friedewald cho thay hiéu suat tét hon, vi vay
n6 da dugc cac phong thi nghiém trén toan
thé giéi sir dung rong réi [5]. Cong thic nay
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dugc tinh tir HDL-C, cholesterol toan phan
(TC) va TG, vai cong thac LDL-C (mg/dl) =
TC- HDL- (TG/5) va LDL-C (mmol /L)=
TC— HDL- (TG/2,2 ) [5]. Tuy nhién, cOng
thire nay c6 do chinh xac thap dbi véi céc
trudng hop ndng d6 TG cao do sy hién dién
cua chylomicrons, sy hién dién cua rdi loan
phan tw lipid (tang lipid mau loai I11) hoac &
nhitng bénh nhan mac cac bénh kém theo
bao gom suy than, tiéu dwong va bénh gan.
Vi vay ching t6i tién hanh nghién cau cong
thire tinh LDL-C tir cac két qua LDL-C duoc
do tryc tiép trén hé théng tu dong cua Abbott
va so0 sanh véi mot s6 ¢ong thic tinh thuong
duoc str dung trén thé giéi véi cac muc tiéu
sau.

1. So sanh twong dong gia két quad
phan tich truc tiép va 4 cong thic cua
Cordova, Friedewald, Chen va Vujovic
thuwong dwoC Sur dung.

2. Xay dung mét cong thic phu hop dé
ap dung cho cdc phong Lab khéng c6 diéu
kién chay tryec tiép.

Il. KET QUA NGHIEN cU'U

1. DOI TUONG VA PHUO'NG PHAP NGHIEN CU'U
2.1 Poi twong va dia diém nghién ciru
Gom 1002 miu mau dwoc thu thap tur

bénh nhan va nguoi kham swtc khoe dén

kham bénh tai Bénh vién Da khoa

MEDLATEC tir thang 1.2019 dén thang

9.2020.

2.2 Phwong phap nghién ciru

- Phuong phap mo ta cit ngang. Cac ddi
tugng dén kham bénh tai bénh vién da khoa
MEDLATEC dong y tham gia nghién ctu
duogc thu thdp cac miu mau dé lam xét
nghiém bo m& méau gom 4 thdng sb:
Triglicerid, Cholesterol, HDL-C va LDL-C.

- Phuong phap phan tich: cac mau mau
sau khi dugc thu thap duoc phén tich trén
may hda sinh tu dong Achitech cua Abbott.

- Phan tich s liéu: cac s6 liéu duoc phan
tich trén phan mém SPSS 20.0 dé tinh céc
chi s6 nhu Mean, SD, do tin cay p, chi s6
tuong quanr.

3.1 Panh gia chi s6 trung binh caa céc chi so lipid
Tir 1002 s6 lidu nghién ctiu chiing toi phan tich cac chi s6 trung binh nhu sau:
Bdng 1. Pdnh gid trung binh cdc chi s6 xét nghiém lipid mau

Giatri | Mean + SD .. . Phan vi
Chi s6 (mmoiyL)y | P | Mimimum | Maximum 0 T e T 75%
Triglycerid 3,35+ 2,39 0,47 17,67 | 1,95 | 2,71 | 4,19
Cholesterol 5,23 + 1,08 2,16 10,00 | 4,53 | 5,07 | 6,00
HDL- Cholesterol 1,12+ 0,29 0,27 2,43 1,00 | 1,00 | 1,23
LDL tryc tiép 3,17+1,01 0,14 8,14 2,51 | 3,10 | 3,80
LDL_Cordova 3,08+0,80 | 0,000 1,08 6,50 2,56 | 3,03 | 3,56
LDL_Friedewald | 3,44 +0,93 | 0,000 1,11 7,71 2,81 | 3,43 | 3,99
LDL_Chen 3,37+0,87 | 0,001 1,20 7,25 2,79 | 3,35 | 3,88
LDL_Vujovic 3,60+ 0,94 | 0,000 1,30 7,90 2,96 | 3,58 | 4,17
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Bang 1 cho thdy gi4 trj trung binh cua LDL-C 1a 3,17 mmol/L v&i khoang 50% gia tri nam
trong khoang tir 2,51 — 3,80 mmol/L. So sénh véi gia tri LDL duoc udc tinh gian tiép tir cong
thirc Cordova c6 gid tri trung binh thdp hon 1a 3,08 va khoang 50% gia tri nam trong khoang
2,56 dén 3,56 mmol/L. Trong khi d6 gia tri LDL duoc woc tinh bang céng thic Chen,
Friedewald va Vujovic c6 gi4 tri trung binh cao hon nhom wdc tinh truc tiép véi gid tri cu thé
3,37 mmol/L, 3,44 mmol/L va 3,60 mmol/L tuong tng véi p < 0,001.

3.2 Phan tich twong quan giita Cholesterol véi LDL tryc tiép

LDL Cholesterone truc tiép

84

74

)
f

o
L

N
L

©

N

RLCH Lipid

P i

AWNaO

r=0.74

2 4

6
Cholesterone

8 10

Biéu dé 1: Moi lién quan gizza Cholesterol toan phan véi LDL-C truc tiép
3.3 Phan tich twong quan giiva LDL-C tinh gian tiép véi LDL-C truc tiép
Tir huéng dan caa Bo Y té vé chan doan roi loan Lipid mau, ching t6i phan loai cho ra 5

mitc d6 rbi loan chuyén hda lipid véi mirc 0 1a khdng cé chi s6 nao réi loan, va tinh trang roi

loan chuyén hda lipid ¢ cac murc twong tng tir 1 dén 4 chi sé bi rdi loan.
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LDL Cholesterone wéc tinh bang céng thite Cordeva

Biéu do 2: Méi lién quan giita LDL-C truc
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Biéu dé 3: Méi lién quan giva LDL-C truc
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LDL Cholesterone truc tigp

s
LDL Cholesterone wéc tinh bang céng thirc Chen

RLCHLipid

Biéu do 4: Méi lién quan giita LDL-C truc

tiép véi cong thirc Chen

4 8
LDL Cholesterans wéc tinh bing céng thitc Vujovic

LDL Cholesterone tri

RLCHLipid
1

Biéu dé 5: Méi lién quan giita LDL-C truc

tiép véi cong thirc Vujovic

Bdng 2: Gia tri hé s6 twong quan tuyén tinh giiza LDL-C tryc tiép véi céc cong thire tinh

Cong thirc r

LDL-C tryc tiép 1
Cong thic Cordova 0,68
Cong thuc Friedewald 0,88
Cong thie Chen 0,80
Cong thirc Vujovic 0,84

Tir ca 4 biéu do cho thdy mic twong quan gitra LDL-C truc tiép véi cac cong thic gian
tiép co twong quan chat chu yéu trong khoang nho hon 4 ddi véi cong thic cua Cordova va
nhé hon 5 d6i vai 3 c¢ong thirc con lai. Bang 2 cho thay hé sé twong quan cua két qua phan
tich truc tiép véi cac cong thirc tinh dao dong tir 0,68 dén 0,88.

3.4 MO0 hinh du béo

Tir 1002 két qua xét nghiém triglycerid, Cholesterol, HDL-C va LDL-C ching tdi xay
dung mé hinh udc tinh chi sé LDL-C két qua cho thay:

Bdng 3. M6 hinh dir béo chi sé LDL-C

LDL-C truc tiép
Du bao Beta 95% CI p df
(Intercept) 0,09 -0,06 — 0,25 0,242 998
Triglycerid (mmol/l) -0,30 -0,31--0,29 <0,001 998
Cholesterone (mmol/l) 0,89 0,86 — 0,92 <0,001 998
HDL-C (mmol/l) -0,51 -0,61 --0,41 <0,001 998
n 1002
R? 0,828
Tur do ta cod cong thurc tinh: thich duoc 82,8% cac dao dong cua gia tri
LDL gian tiep = 0.89*Cholesterol - LDL-C. ]
0.30*Triglycerid - 0.51*HDL-C + 0,09 3.5 Danh gia chat lwgng cua cac gia tri
(MEDLATEC, Predict). M6 hinh nay giai dw béo
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Theo khuyén céo cua ASC 2019 céc
ngudng cua LDL-C thyc sy dang quan tam la
ngudng Ién hon 1,8 mmol/L khuyén céo vé
thay d6i ché do dinh dudng va str dung thudc
khi can thiét voi nhom cé tir 5 yéu té nguy
co tré 1én va nhdm nguy co cao va rat cao co
chi dinh sir dung thuéc. Gié tri LDL-C 12 2,6
mmol/L va 3,0 mmol/L ciing la cac ngudng
gia tri quan trong trong khuyén cdo chan

100%

94 3% 94 1%

95%

5% ]2 0%

77.6%

6.9%

75%

70%

Chen Cordova

= 1.8 mmol/l

Friedewald

=2 6mmol/l

doan va st dung thudc diéu tri rdi loan
chuyén héa lipid. Tir ¢6 chung t6i sir dung 3
nguong cua LDL-C la 1,8mmol/L, 2,6
mmol/L va 3,0 mmol/L dé danh gia cac
ngudng quyét dinh 1am sang sé& thay doi nhu
thé nao néu s dung cdng thic uwéc tinh
LDL-C.

3.5.1 Panh gia ngudong Iam sang theo
d9 nhay va d¢ dac hiéu

96.8%

94 8%

93 8%

91.9%
89.2%%
81.4%
73.5%

Predict

84.6%

9.2%%

Vujovic

= 3 0mmol/l

Biéu dé 6: Panh gid quyét dinh lam sang theo d¢ nhay

100%%

Cordova

Chen

= 1.8 mmol/l

Friedewald

=2 6mmol/l

95.9%

92.9% 93.0
87.7 882
69.7

Predict Vujovic

= 3 Ommol/1

Biéu do 7: Panh gid quyét dinh lam sang theo d¢ ddc hiéu
Tir 2 biéu d6 trén cho thay cong thiic ciia ching tdi co gid tri cao nhat vé do nhay cho viéc
danh gia quyét dinh 1am sang va cong thuc cia Friedewald cho gia tri cao nhat vé do dac
hiéu & ca 3 ngudng cho viéc quyét dinh 1am sang.
3.5.2 Panh gia ngudng I&m sang theo BAC va F1 Score

124



TAP CHI Y HOC VIET NAM TAP 496

- THANG 11 - SO CHUYEN BE - 2020

95.0%

90.0%

85.0%

80.0%

75.0%

70.0%

65.0%

62.2

60.0%

Chen Cordova

Friedewald

Predict Vujovic

m].8 mmol/l =2 6mmol/l =3 0mmol/l

Biéu d6 8: Danh gic quyét dinh lam sang theo BAC
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Biéu d6 9: Panh gid quyét dinh lam sang theo F1 score

Biéu d6 8 cho thay gia tri du bao bang md
hinh cua ching tdi (predict) cho chi sé
Balanced accuracy (BAC) dat mac cao nhat
& ca 3 ngudng quyét dinh 1am sang 1a 1,8
mmol/L, 2,6 mmol/L va 3,0 mmol/L. Biéu
dd 9 cho thay gié tri du bédo bang md hinh
cua ching t6i cho chi sé F1 score dat muc
cao nhat & ca 3 ngudng quyét dinh 1am sang.

IV. BAN LUAN

Lipid luu hanh trong mau ¢ dang van
chuyén lipoprotein. Céc c6 5 dang
lipoprotein dugc phén chia theo trong luong
phan tr va thanh phan cac lipid bao gom:
CM, VLDL, IDL, LDL, HDL. Trong dé

LDL-C la mét yéu t6 quan trong nhét trong
viéc danh gia nguy co tim mach va viéc
quyét dinh diéu tri bang viéc diéu chinh ché
d6 an hay phai can thiép bang thudc va theo
déi trong qué trinh dang thudc. Viéc danh
gia khong chinh xac c6 thé lam sai so trong
viéc phan loai diéu tri va tién luong bénh
nhan [3]. Két qua phan tich tryc tiép ciing c6
nhung sai s6 nhat dinh. Cac mau ¢ nong do
triglyceride >1,293 mg/dL (14,61 mmol/L)
khong nén sir dung dé dinh luong LDL-C.
Xét nghiém LDL-C clng c¢6 nguy co bi
nhidu boéi cac chat nhu: ascorbic acid,
bilirubin, gamma globulin, va hemoglobin
(package insert Abbott). Vi vay viéc do
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luong chinh xac két qua LDL-C rat c6 gié tri
cho quyét dinh 1am sang, ngoai ra viéc thiét
lap dugc cong thire tinh cling c6 gia tri giam
chi phi va cé thé khic phuc duoc tinh trang
nhiéu khi do ludng tryc tiép.

Két qua phan tich tir bang 1 cho thiy gia
tri trung binh trong nhém déi twong nghién
ctu 14 c6 ndng do trung binh LDL-C la 3,17
+ 1,01 mmol/L. Két qua nay co su khac biét
dang ké voi nghién cau cia Azam
Karkhaneh [6] LDL-C la 2,53 + 0,63
mmol/L & quan thé nguoi Iran. Theo téc gia
Nishtha Wadhwa [7] nong d6 LDL-C trung
binh 13 3,11 + 1,05 mmol/L twong dong Véi
nghién ciru cia ching t6i. Nhu vay nong do
lipid trung binh & cac quan thé nguoi khéc
nhau c6 thé c6 két qua khdng giéng nhau, vi
vay can co cac ngudng quyét dinh 1am sang
khac nhau theo tirng quéc gia.

Tir biéu do 1 cho thdy c6 sy twong quan
gitta ndng do Cholesterol va nong d6 LDL-C
kh& chat, tuy nhién & muc Cholessterol >6
mmol/L thi viéc do ludng truc tiép co thé bi
anh huong hoic ty Ié thanh phan trong phan
tir LDL-C c6 thé khong con tuong quan véi
nong d6 Cholessterol. Tir biéu d6 2; 3; 4; 5
cho thdy ca 4 cdng thic tinh toan LDL-C cua
Cordova, Friedewald, Chen va Vujovic déu
c6 mbi tuong quan kha tot véi két qua chay
tryc tiép vai r tir 0,68 dén 0,88 tuy nhién mai
twong quan chi chat ch& khi nong ¢6 LDL-C
<4-4,5 mmol/L. V&i mac nong do LDL cao
cong thuc tinh ¢ thé dua lai mot két qua hitu
ich hon cho viéc quyét dinh 1am sang. Vi vay
ching ta nén thiét 1ap cong thic theo phan
chia muc nong do cua triglycerid va
cholesterol.

Dua theo 4 tiéu chi dé danh gia quyét dinh
lam sang la sensitivity, specificity, BAC va
F1 score chdng toi thdy rang mé hinh ching
t0i tu x&y dung dem lai d6 chinh xac cao hon
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& ¥ chi s6 danh gia chit lwong mo hinh.
Trong d6 c6 chi sb sensitivity c6 gia tri dén
quyét dinh 1am sang c6 hay khong diéu tri.
Chi s6 F1 score, BAC danh gia mirc d6 can
bang cia mo hinh déu cho thiy tinh wu viét
cua mo hinh do chung toi xay dung.

Tuy nhién, han ché caa md hinh nay la c&
méu chwa thuc sy 16n (1002 d6i twong) va
chua c6 kiém ching lai trén nhom doc 1ap
khéc. Tir nghién ctiu ndy, ching toi s& tiép
tuc thuc hién nhitng nghién ctu I6n hon dé
tir 46 c6 thé dua ra dugc cdng thirc udce tinh
phU hop nhét véi nguoi Viét Nam.

Nham muc dich dua ra khuyén nghi cho
cdng thic st dung trong thoi diém hién tai,
chung toi xét dén céc cong thuac da co sén,
trong nhém nay ching tdi thay rang cong
thac Friedewald thé hién wu viét nhat do co
ca 4 chi sd 1a sensitivity, specificity, BAC va
F1 score déu dat & muc cao. Cong thic
Friedewald khéng nhitng gitip han ché nhiing
truong hop am tinh gia bi bo sot diéu tri ma
con giup loai bo nhing truong hop duong
tinh gia bi diéu tri khi chua c6 chi dinh.

V. KET LUAN

1. Céng thuc tinh todn cho xét nghiém
LDL-C dugc tinh tr ngudon mau phan tich
LDL gian tiép = 0.89*Cholesterol -
0.30*Triglycerid - 0.51*HDL-C + 0,09 co
thé duoc ap dung véi do nhay va do dac hiéu
cao.

2. COng thtrc cua Friedewald dugc danh
gia t6i uu nhat trong 4 cong thie da st dung
trude do, vi vay c6 thé st dung cdng thuc
cua Friedewald trong khi thdm dinh lai cong
thirc maéi duoc tinh toan.

Khuyén nghi

Can kiém ching lai cong thac trén mot
nhom doc lap khac trude khi dua vao s
dung.



TAP CHi Y HOC VIET NAM TAP 496 - THANG 11 - SO CHUYEN BE - 2020

TAI LIEU THAM KHAO

1. Colpo A. LDL cholesterol: “bad” cholesterol
or bad science? J Am Physicians Surg 2005;
10(3): 83.

2. Sanchis-Gomar F, Perez-Quilis C, Leischik
R, et al. Epidemiology of coronary heart
disease and acute coronary syndrome. Ann
Transl Med 2016; 4(13): 256.

3. Expert Panel on Detection E. Executive
summary of the third report of the National
Cholesterol Education Program (NCEP)
expert panel on detection, evaluation, and
treatment of high blood cholesterol in adults
(Adult Treatment Panel III). JAMA 2001;
285(19): 2486.

4. Rifai N, Warnick GR, Dominiczak MH.
Handbook of lipoprotein testing. Amer Assoc
for Clinical Chemistry 2000.

5. Puavilai W, Laoragpongse D. Is calculated
LDL-C by wusing the new modified
Friedewald equation better than the standard
Friedewald equation? J Med Assoc Thail
2004; 87(6): 589-593.

6. Azam Karkhaneh, Molood
Bagherieh, Solmaz Sadeghi, et al.
Evaluation of eight formulas for LDL-C
estimation in lIranian subjects with different
metabolic health statuses. Lipids in Health
and Disease 2019; 231: 18.

7. Nishtha Wadhwa, Radhika Krishnaswamy
(2016). Comparison of LDL-Cholesterol
Estimate using Various Formulae with
Directly Measured LDL-Cholesterol in Indian
Population. Journal of Clinical and Diagnostic
Research 2016; 10(12): 11-13.

NGHIEN C(’U NONG PO NEUTROPHIL GELATINASE ASSOCIATED
LIPOCALIN (NGAL) NIEU O’ BENH NHAN PAI THAO PUONG TYPE 2

Ha Nguyén Twong Van*, Phan Thi Minh Phwong*,
Tran Hiru An*, L& Thi Thu Ha*, Nguyén Phiic Duy Quang*

TOM TAT

Pai thao duong gay ra nhiéu bién ching &
bénh Iy tim mach, mét, mach mau, than kinh
nhung bénh than do dai thio duong la bién
chung thuong gip véi ty 18 cao. Péi tweng: 75
bénh nhan dai thdo duong type 2 duoc chan doan
va diéu tri tai Bv TW Hué. Phwong phap:
Nghién ctru mé ta cat ngang, Muc tiéu: Xac dinh

*Bénh vién Trung wong Hué

Chiu trach nhiém chinh: Lé Thi Thu Ha
Email: thuha91964@gmail.com

Ngay nhan bai: 20.10.2020

Ngay phan bién khoa hoc: 26.10.2020
Ngay duyét bai: 28.10.2020

nong d6 NGAL niéu va khao sat méi twong quan
gitta ndng d6 NGAL niéu véi creatinin huyét
thanh, mac loc cau than. Két qua: Nong do
NGAL niéu caa nhdm bénh nhan BTD type 2 co
ton thuong than cao hon nhém khong cé ton
thwong than, (p < 0,01. Nong d6 NGAL niéu
trung binh & bénh nhan cé thoi gian phat hién
DTD tir 5 ndm tré 1én cao hon & bénh nhan co
thoi gian phat hién bénh BTD duéi 5 nam, (p <
0,05). C6 su twong quan thuan muac do vira gitra
nong d6 NGAL niéu véi ndng do creatinin huyét
thanh (r = 0,401; p = 0,010) va tuong quan
nghich mac do vira véi mic loc cau than
(MLCT) (r = - 0,419; p = 0,007) & nhém bénh
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nhan DTD type 2 c6 ton thuong than. Nong do
NGAL niéu cb su tuong quan nghich mic do
vira véi MLCT (r = - 0,419; p = 0,007) & nhom
bénh nhan DTD type 2 c¢o ton thuong than. Két
luan: Nong do NGAL niéu trung binh caa nhém
bénh nhan BTD type 2 ¢ ton thuong than cao
hon nhém khong c6 ton thuong than c6 y nghia
thong ké. Co sy twong quan thuin muc do via
gitta nong do NGAL niéu véi nong do creatinin
huyét thanh va tuong quan nghich muc do vira
véi mac loc cau than.

SUMMARY

RESEARCH ON URINARY
NEUTROPHIL GELATINASE-
ASSOCIATED LIPOCALIN
CONCENTRATION (NGAL) IN TYPE 2
DIABETIC

Diabetes mellitus causes many complications
in cardiovascular, ocular, vascular, neurological
diseases, but diabetic nephropathy is a common
complication with high rates. Subjects: 75
patients with type 2 diabetic patients were
diagnosed and treated at Hue Central Hospital.
Methods: A cross-sectional descriptive study.
Objects: To determine urinary NGAL
concentrations and to investigate correlations
between urinary NGAL concentrations and
serum creatinin, glomerular filtration level.
Results: The concentration of the uUNGAL was a
higher in the type 2 diabetic with renal injury
than the group without renal injury, (p < 0.01).
The average concentration of the uNGAL in
patients with period of detection diabetic over
five years was higher than in patients with a
period of detection of disease less than five
years, (p < 0.05). There is correlation
proportional to medium level between the
UNGAL concentrations and the concentration of
serum creatinin (r = 0.401; p = 0.010) and
correlation contrast level with a kidney filter
level (MLCT) (r =-0.419; p = 0.007) in the type 2
patients group who had renal injury. The

128

concentrations of the urinary NGAL have a
moderate correlation with MLCT (r =-0.419; p =
0.007) in the type 2 diabetic group that had
kidney damage. Conclusions: The average
urinary NGAL concentration was significantly
higher in of type 2 diabetic patients with renal
injury than that those without significant renal
impairment. There was a moderate correlation
between urinary NGAL concentration and serum
creatinin concentration and inverse correlation
with glomerular filtration level.

I. DAT VAN DE

Bénh dai thao duong la mot trong nhitng
van dé khan cap vé sic khoé toan cau lon
nhat trong thé ky XXI [1]. Bénh dai thao
duong gay ra nhiéu bién chung trong do6
bénh than do dai thdo duong 1a bién chang
thuong gap voi ty I¢é cao, gia ting theo thoi
gian phéat hién bénh [2]. Pay 1a nguyén nhan
hang dau cua suy than giai doan cudi, loc
than va ghép than ¢ cac nudc phat trién [3].
Neutrophil gelatinase associated lipocalin
(NGAL) la mét protein co trong lugng phan
tr 25 kDa thuoc nhom lipocalin, chu yéu do
té bao biéu mé bng than tiét ra, duoc loc tu
do qua cau than, va duogc tai hap thu boi éng
luon gan. NGAL niéu 12 mot ddu 4n sinh
hoc c6 lién quan tdi mac loc cau than va
muc do ton thuong ong than [4], ting ngay
ca ¢ nhirng bénh nhan dai thao duong khong
c6 albumin niéu. Vi vay ching t6i tién hanh
thuc hi¢n dé tai nham muc tiéu: “Xac dinh
nong d6 NGAL niéu va khao sat méi tuong
quan gitra ndng d6 NGAL niéu véi creatinin
huyét thanh, mac loc cau than huyét tuong
trén bénh nhan dai thao duong type 2 c6 ton
thuong than tai Bénh vién Trung wong Hué”.

II. DOl TUONG VA PHUO'NG PHAP NGHIEN CU'U
1. Péi twong nghién ciu: Lay mau thuan
tién 75 bénh nhan dai thao duong type 2



TAP CHI Y HOC VIET NAM TAP 496 -

THANG 11 - SO CHUYEN BE - 2020

duoc chan doan va diéu tri tai Bénh vién
Trung Uong Hué chia 1am 2 nhém:

+ Nhom 1: 40 bénh nhan déi thdo duong
type 2 c6 ACR >30 mg/g

+ Nhom 2: 35 bénh nhan déi thdo duong
type 2 ¢c6 ACR < 30 mg/g

1.1. Tiéu chuin chon ddi twong:

Chan doan DTP theo tiéu chuén cua Hiép
hoi BTD Hoa Ky (ADA) nam 2017, ap dung
hai tiéu chi theo chuan cua ADA 2017 [5]:
Glucose huyét twong lic d6i > 126 mg/dL
(7mmol/L), sau tbi thiéu 8 gio nhin d6i; va
HbAlc > 6,5%.

1.2. Chan doan dai thao dwdng type 2:
Bénh nhan di duoc chin doan trude dod va
dang duoc diéu tri theo huéng DTD type 2.

1.3. Chan do4n ton thwong than

- Khong t6n thuong than khi:

+ Albumin niéu binh thuong: ty
albumin/creatinin niéu (ACR) < 30mg/g

lI. KET QUA NGHIEN cU'U

- DAu 4n ton thwong thin theo KDIGO
2012 khi:

+ C6 albumin niéu: ACR > 30mg/g [6]

1.4. Tiéu chuan loai trir

- Bénh nhén dai thao duong co cac bién
chimg ning, cdp tinh nhu: DTP nhiém toan
ceton, PTD tang ap luc tham thau, dot qui
nio giai doan cip tinh.

- Bénh nhan nhiém tring dudng tiéu

- Phu ni¥ ¢6 thai

- Nguoi dang st dung thudc lam ting
glucose mau.

- Nguoi mic cac bénh vé mau nhu thiéu
mau, thalassemia,...

- Bénh nhan khoéng dong y tham gia
nghién cuu.

2. Phuwong phap nghién cuu:
ctru mo ta cat ngang

3. Xir Iy s6 liéu: Luu trit va xa ly sb liéu
trén Microsoft Office Excel 2010.

Nghién

1. Nong d9 NGAL niéu trén dbi twong nghién ciru

Chi s6 NGAL ni¢u Duong tinh NGAL niéu
(>131,7 ng/mL) Am tinh (< 131,7 ng/mL)
Nhém n Ty 18 (%) n Ty 18 (%)

Nhom 1

(ACR > 30 mg/a) 21 52,5 19 47,5
Nhom 2

(ACR < 30 mg/g) 0 35 100.0
Chung 21 28,0 54 72,0

Két qua nghién ctru ciia chung t6i cho
thdy néng d6 NGAL niéu cta nhom bénh
nhan DTD type 2 ¢6 ton thuong than cao hon
nhom khéng c6 ton thuong than (163,78 +
240,06 ng/mL so voi 16,20 = 15,57). Su
khac biét co y nghia thong ké (p < 0,01);
nong d6 NGAL niéu trung binh & cac dbi
tuong c6 két qua duwong tinh (277,71 +

287,37 ng/mL) cao hon han & cac ddi tugng
c6 két qua am tinh (23,82 £ 26,04 ng/mL).
bac bi¢t c6 21 truong hop NGAL nicu
dwong tinh (> 131,7 ng/mL), va tat ca déu
thuoc nhém bénh nhan DTD type 2 cb ton
thuong than, chiém ty 1& 52,5% trong nhém
bénh nhéan nay. Pong thoi 100% nhém bénh
nhan TP type 2 khong c6 ton thuong than
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déu c6 NGAL niéu 4m tinh (< 131,7 ng/mL).
(2009) nghién cuu
cho két qua NGAL niéu ting dan theo cac

Bolignano D. va cs

nhom tor nhom ching khée manh, nhom
bénh nhin DBTDP c¢6 albumin niéu binh
thuong, albumin ni¢u luong vira va cao nhét
0 nhém bénh than BTD [6,5 ng/mL (1,8 -
22,3)]; [51,1 ng/mL (6,2 - 170,9)]; [105,9
ng/mL (45,8 - 300,6)]; [255,6 ng/mL (133,3 -
768,2)]. Va su khac biét gitra cac nhom c6 y
nghia thong ké (p < 0,05).

Téac gia Woo K.-S. va cs (2012) nghién
curu trén 31 bénh nhan bénh than DT man
tinh va 36 ngudi khoe manh thiy nong do
NGAL ni¢u & nhéom bénh than DPTPman tinh
cao hon han nhém ching c6 ¥ nghia thong
ké (96.0 [2,7 - 975,2] ng/mL so véi 18,8 [1,3
-81,9] ng/mL; p =0,02) [7].

Cén Luong Thang cung cong su (2016)
nghién ctru trén 66 bénh nhan DTD type 2
chia 1am hai nhom c6 ton thuong than, khong
c6 ton thuong than va nhém thir ba gom 30
ngudi khoe manh cho két qua ndng do
NGAL ni€u gitra ba nhom c6 sy khac biét co
y nghia thong ké (p < 0,05) v6i cac ndng dd
tuong ung la 48,1 + 77,6 ng/mL; 37,0 + 65,2
ng/mL; 10,6 £ 9,6 ng/mL [4]. De Carvalho J.
A. M. va cOng su (2016) nghién ctru trén 117
bénh nhan DTD type 2 chia ra [am ba nhém
dya vao ACR: dudi 10 mg/g (29,5 + 8,8
ng/mL), 10-30 mg/g (51,7 + 10,9 ng/mL) va
trén 30mg/g (71,0 = 9,6 ng/mL) Su khac biét
vé nong d6 NGAL niéu giira cac nhom cé y
nghia thong ké (p < 0,001) [9]. Theo nghién
ctru ciia nhom tac gia Wu J. va cdng sy nam
2017 cho r?mg néng d0 NGAL niéu cao hon
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dang ké trong nhom bénh nhan DTD type 2
c6 albumin ni€u binh thuong, luong vira va
lwong nhiéu so véi nhom ching, va nong do
NGAL ni¢u lién quan doc lap véi albumin
niéu & bénh nhan DTP type 2. Két qua nay
cling tuong tu tac gia Kim S. S. va cs (2012)
[10]. Tac gia Kaul A. va cong su (2018)
nghién curu gia tri cia NGAL mau va NGAL
niéu trén nhom chuing khoéng bi bénh DTD
va ba nhom bénh nhin bi DTD type 2 c6
creatinin huyét thanh binh thuong (nhém
albumin ni¢u binh thudng, albumin niu
lugng vira, va nhém albumin ni€u lugng
nhiéu). C6 sy khac biét dang ké vé gia tri
trung binh cia NGAL mau va NGAL ni¢u
gitta bénh nhan DTD so vdi nhom ching
khoe manh. Diéu nay cho thdy NGAL c6 thé
1a d4u 4n hitu ich dé phat hién giai doan dau
cua bénh than BDTD ngay cad khi creatinin
huyét thanh 13 binh thuong. Két qua nghién
ctru cua chung t61 cling nhu cta cac tac gia
khac, cho thiy ndéng do trung binh cia
NGAL niéu c6 khac nhau gitra cac cong trinh
nghién ctru, mot phan 1a do d6i twong nghién
ctru khac nhau vé chung toc, dia 1y cling nhu
phuong phap chon mau, ¢c& mau, phan loai
mau va phuong phép khac nhau giita cac tac
gid. Tuy nhién néng do trung binh cua
NGAL niéu c6 su khac biét co y nghia théng
ké gitta nhém bénh nhan DTD type 2 c6 ton
thwong than so v&i nhém khéng co ton
thuong than. Nhu vdy NGAL niéu co thé 1a
mot ddu 4n dé phat hién ton thuong than sém
¢ bénh nhan DTD type 2.
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2. Phin bd ndng do NGAL niéu trung binh theo tudi & bénh nhian PTP type 2

Tudi (nim) N NGAL niéu (ng/mL) (X +SD) P
<45 2 10,75+ 9,12
Tir 45 dén dudi 60 16 50,38 + 57,71 > 0,05
> 60 57 110,36 + 213,51
Téng 75 94,91 + 189,67

Nhom bénh nhan cua ching to6i co6 75
bénh nhan DT type 2 c6 d6 tudi trung binh
1a 66,12 + 11,14 tudi. Nong d6 NGAL niéu
trung binh ¢ nhom bénh dudi 45 tudi 1a
10,75 + 9,12 ng/mL; nhom bénh tir 45 dén
dudi 60 tudi 1a 50,38 * 57,71 ng/mL; va &
nhém bénh tir 60 tudi tré 1én 1a 110,36 +
213,51 ng/mL. Trong két qua cua chungtdi
ghi nhan c6 su ting 1én cua ndng d6 NGAL
niéu cing voi su ting 1én cia do tudi. Tuy
nhién ndng do trung binh ciia NGAL niéu
gilta cac nhom tudi khac nhau khong co ¥
nghia théng ké (p > 0,05). Diéu nay c6 thé ly
giai 13 tudi tho con ngudi cang tang thi cang
gia ting bénh tat, déng thoi chiic ning thin
cling suy giam theo thoi gian vi nhiéu
nguyén nhan khac nhau. NGAL niéu lai la
mot chi diém phat hién ton thuong than sém
va tang 1én khi chirc ndng than giam.

Theo nghién ciru cta ching toi thi nong
do NGAL niéu trung binh ¢ giéi tinh nam
(110,46 + 250,20 ng/mL) cao hon & gidi tinh
nir (85,10 + 141,26 ng/mL). Va su khéc biét

nay cling khong c6 ¥ nghia théng ké (p >
0,05). Theo tac gia Gala-Btadzinska A. va
cong su (2017) nghién ciu trén 115 bénh
nhan DTD type 2 ¢6 d6 tudi trung binh 60,0+
15,5 tudi, véi ACR < 300 mg/g va MLCT >
60 ml/phat/1,73 m2

tai phong khdm chuyén khoa thin tir nam
2014-2015. Khong c6 su tuong quan gitra
noéng d6 NGAL niéu va tudi. Xét vé gidi tinh
thi bénh nhan DTD type 2 nit [18,3 (8,7 —
44.8) ng/mL] c6 né)ng d0 NGAL niéu cao
hon bénh nhan nam [14,2 (6,1 — 24,8)
ng/mL]. Va su khac bi¢t ndy cé y nghia
thdng ké (p = 0,035) [13]. Néu so vé nong do
NGAL ni€u trung binh cua nam va nit ¢ tac
gia Gala-Bladzinska A. thi két qua ciia chung
t6i cao hon nhiéu, c6 thé do cach chon dbi
tugng nghién ctu khac nhau. P6i tuong
nghién ctru cua chung t61 1a bénh DTD type
2 ¢6 ton thuong than va khong ton thuong
than; con & tac gia chi giéi han 6 nhom BDTD
type 2 ¢c6 ACR < 300 mg/g va MLCT > 60
ml/ phat/1,73 mz.

3. Phin b6 néng d9 NGAL niéu trung binh theo thdi gian phat hién bénh & bénh

nhian DTD type 2
Thoi gian phat hién N NGAL Eiéu (ng/mL) 0
bénh PTD X +SD
<5 (nim) 40 43,40 + 58,93 <008
> 5 (nim) 35 153,77 + 260,05
Téng 75 94,91 + 189,67
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Két qua nghién ctru cia chung t6i cho
thiy nong 46 NGAL niéu trung binh & bénh
nhan co6 thoi gian phat hién bénh DTD tur 5
nam trd 1én (153,77 £ 260,05 ng/mL) cao
hon ¢ bénh nhan co6 thoi gian phat hién bénh
DTD dudi 5 nam (43,40 + 58,93 ng/mL). Va
su khac biét ndy co y nghia théng ké (p <
0,05). Pidu nay cé thé dugc 1y giai do bénh
nhan DTD type 2 ¢6 ton thuong than roi vao
nhom co6 thoi gian phat hién bénh tr 5 nam
tré 1én c6 23 bénh nhan chiém dén 57,5%
trong tong s6 bénh nhian PTP type 2 ma
ching t6i nghién ctru. Pong thoi thoi gian
phat hién bénh cang lau thi tan suit va mirc
d6 xay ra cac bién chimg cang ning, trong d6
c6 bién chimg than.

Két qua cua chiing toi twong dong véi két
qua cua tac gia Kaul A. va cs (2018) c6 su
tuong quan thuan gitta NGAL ni¢u voi thoi
gian phat hién bénh. Nguogc lai thi c6 cac tac
gia cho két qua khong co su khac biét co y
nghia thong ké giita ndng 46 NGAL niéu véi
thoi gian phat hién bénh nhu nhom tac gia
Wu J. va cOng su nghién citu nam 2017 trén
293 bénh nhan BTD type 2 (p = 0,051); ciing
nhu nghién ciru cua tic gia Zylka A. nim
2018 (r = 0,19, p = 0,1) [57]. Tuong tu cod
Gala-Btadzinska A. va cong su (2017)
nghién cuu trén 115 bénh nhan BTD type 2
ciing khong c6 su tuong quan giita ndng do
NGAL ni€u véi thoi gian phat hién bénh.

4. Twong quan giira ndong d0 NGAL niéu véi creatinin huyét thanh & nhém bénh

nhan PTP type 2 ¢ ton thuong thin
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Trong nghién ctru clia chung t6i nong do
NGAL niéu c6 sy tuong quan thuadn muc do
vira véi creatinin huyét thanh (r = 0,401; p =
0,010); theo phuong trinh y = 0,2227x +
81,869 & nhom bénh nhan PTD type 2 6 ton
thuong than.

Téac gia Bolignano D. va cs nghién cuu
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trén 56 bénh nhan BDTD type 2 ndm 2009 cho
thiy nong do NGAL niéu tuong quan thuan
v6i mirc do kha chit ché véi creatinin huyét
thanh (r = 0,65; p < 0,05). Theo tac giad Yang
Y.-H. va cong sy nghién ctu nam 2009,
nong d6 NGAL niéu twong quan thuin mtc
d6 kha chat ché v6i ndng do creatinin huyét
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thanh (r = 0,57; p < 0,001). Theo nghién ctru
cia nhoém tac gia Wu J. va cfng su nam
2017 trén 293 bénh nhan DTD type 2 cho
thiy c6 mdi trong quan thuan giita nong do

NGAL niéu vé6i néng do creatinin huyét
thanh. Tuy nhién méi twong quan nay & mirc
do it (r=10,187; p <0,001)

5. Twong quan giira nong dd NGAL niéu v6i MLCT & nhém bénh nhian PTD type 2

c6 ton thwong than
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Két qua nghién ctu cua chang t6i cho
thidy nong do NGAL niéu c6 su twong quan
nghich mtrc d¢ vira véi MLCT (r = - 0,419; p
= 0,007) theo phuong trinh y = - 0,0348x +
56,229 ¢ nhom bénh nhan DTD type 2 ¢o ton
thuong than.

Két qua nghién ciru cta Bolignano D. va
cs ndm 2009 cho thiy néng d6 NGAL niéu
trong quan nghich voi muac do rat chat véi
MLCT (r=-10,72; p < 0,005) [26].

Theo tac gia Woo K.-S. va cs (2012) cling
ghi nhén c6 su twong quan nghich muc do
khé chat ché gilra néng d0 NGAL niéu va
MLCT (r = - 0,5634; p < 0,0001). Theo tac
gia Yang Y.-H. va cs nghién ctru ndm 2009,
noéng d6 NGAL niéu twong quan nghich mirc
d6 kha chit ché véi nong do creatinin huyét
thanh (r =-0,57; p <0,001).

V. KET LUAN

1. Nong d9 NGAL nigu trén bénh
nhén dai thao dwdng type 2

- Nong d6 NGAL niéu trung binh cua
nhém bénh nhan DTD type 2 ¢6 ton thuong
than cao hon nhom khong cé ton thuong than
c6 ¥ nghia thong ké (163,78 £ 240,06 ng/mL
so vo1 16,20 = 15,57 ng/mL; p <0,01).

- C6 su tang 1én cua néng do NGAL niéu
cing voi sy ting 1én cua do tudi. Tuy nhién
nong do trung binh ciia NGAL niéu giita cac
nhom tudi khac nhau khong c6 y nghia thng
ké (p > 0,05).

- Nong ¢ NGAL niéu trung binh ¢ bénh
nhan c6 thoi gian phat hién bénh DTD tir 5
nam tr¢o lén (153,77 £ 260,05 ng/mL) cao
hon ¢ bénh nhan co6 thoi gian phat hién bénh
DTD dudi S nam (43,40 + 58,93 ng/mL). Va
su khac biét nay c6 y nghia théng ké (p <
0,05).
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2. Méi lién quan va twong quan giira
NGAL niéu v6i creatinin huyét thanh va
mirc loc cAu than.

- C6 sy tuong quan thuan mic do via
gitta ndng d6 NGAL niéu véi albumin niéu
(r = 0,408; p = 0,009), véi ndng do creatinin
huyét thanh (r = 0,401; p = 0,010) va twong
quan nghich mtc d¢ vua véi MLCT (r = -
0,419; p = 0,007) & nhom bénh nhan BTD
type 2 ¢6 ton thuong than.

- C6 sy twong quan thuan mirc d6 rat chat
gitta nong d6 NGAL niéu véi ACR (r =
0,801; p < 0,001) & nhém bénh nhan DTD
type 2 c6 ton thuwong than.
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NG DUNG PHU'O'NG PHAP SIX SIGMA
TRONG KIEM SOAT CHAT LUO'NG XET NGHIEM HBA1C

Tran Thi Anh Thu*, Nguyén Hitu Huy*,

Nguyén Thi Bing Swong*/** Nguyén Hoang Bac*/**

TOM TAT

Pat vin dé: Hemoglobin Alc (HbAlc) la
thanh phan chinh cia hemoglobin gan duong, di
dugc sir dung dé theo ddi duong huyét trong
nhiéu niam va trong chin doan bénh dai thao
duong ngay nay. Six Sigma 1a su két hop cua do
chéch, d6 chum va tong sai s6 cho phép nhim
danh gia chét lugng xét nghiém.

Muc dich: Panh gia hé théng quan ly chat
luong cta cac xét nghiém HbAlc trén may
TOSOH G11 va Premier théng qua gia tri Six
Sigma va ti Ié chi s6 muc tiéu chat luong (QGI).

Phwong phap: Gia tri Six Sigma dugc Xac
dinh boi gié tri bién thién (CV) lay tir két qua noi
kiém tra, bias lay tir két qua ngoai kiém tra. Néu
gia tri Six Sigma > 6, tir 3 dén 6, va < 3 duoc
danh gia lan luot 1a dang cap thé gidi, tot va
khdng thé chap nhan. Ti Ié chi s6 muc tiéu chat
luong dugc tinh dua trén gia tri Bias% va CV%
ctia moi xét nghieém.

Két qua: TOSOH c6 gia tri Six Sigma >5.
Premier ¢6 gia tri Six Sigma dat mic 3 ¢ nong
d6 1. Chi s6 QGI chi ra van dé & xét nghiém nay
la d6 dung va do lap lai.

Két luan: Co6 thé st dung thang Sigma dé
thuong xuyén danh gia hiéu nang cua cic xét
nghiém duya trén cac dir liéu noi kiém va ngoai

*Dai hoc Y Duoc TP. HCM.
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kiém sin c6 cua phong xét nghiém. Hiéu ning

cua cac xét nghiém dua trén thang Sigma con

hitu ich dé so séanh sy twong dong cua cac xét

nghiém duoc thuc hién trén hai hay nhiéu may.
Tar khoa: Six Sigma, HbA1C

SUMMARY
APPLICATION OF SIGMA
METRICS FOR THE ASSESSMENT
OF QUALITY CONTROL
IN HBALC TEST

Background: Hemoglobin Alc, (HbAlc)
which is the major constituent of glycated
hemoglobin, has been used in the follow-up of
retrospective glycemia for years and in the
diagnosis of diabetes mellitus nowadays. Sigma
metrics is the combination of bias, precision and
total allowable error that ensures a general
evaluation of analytical quality.

Objects: The assessment of quality control
system of HbalC test in TOSOH and Premier
analyzers by Sigma metrics and the Quality Goal
Index ratio (QGI).

Methods: CLIA is used for Total Allowable
Error (TEa). Sigma values were determined from
coefficient of variation (CV) from Internal
Quality Control (IQC) results and bias resulting
from External Quality assessment (EQA) results.
If the sigma values are >6, between 3 and 6, and
<3, they are classified as “world-class”, “good”
and “unacceptable”, respectively. QGI ratio is
calculated by Bias% and CV% of each assay.

Results: Tosoh analyzer has a Sigma value
>5, but Premier has Sigma value 3 in level 1.
QG ratio show that this problem is accuracy and
precision.
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Conclusion: The anlytical method
performance can be frequently assessed by
Sigma metrics based on the available data of
internal and external quality control in clinical
laboratory. The sigma values of the method is
also useful for comparability assessement
between instruments.

Keywords: Six sigma, HbA1C

I. DAT VAN DE

Hemoglobin Alc (HbAlc) la mot phén
nhom cua HbA1, trong d6 valin c¢6 chudi N
tan (N-terminal Val) cua phan tir hemoglobin
nay sé phan ng véi glucose théng qua phan
g glycosyl héa khdng can enzym xuc tac
va khéng thuan nghich dé tao nén san pham
amadori goi la HbAlc bi glycosyl hoa (hay
HbA1c)[1].

HbAlc quan trong dé theo ddi tinh hiéu
qua cua viéc kiém soat ché do an va qua
trinh diéu tri bénh tiéu duong. Vi tudi tho
trung binh ciia mot té bao hong cau khoang
120 ngay, nén gia tri do hemoglobin Alc co6
thé phan anh néng do6 glucose mau trung
binh hang ngay trong hai dén ba thang trudc
va cung cap chi béo kiém soat duong huyét
t6t hon nhiéu so véGi xét nghiém glucose méu
hoic nudc tiéu. Quan trong hon, chi sd
HbAlc con dy bao nguy co bién ching vi
mach, va viéc ha thap nong d6 HbAlc (bang
cach kiém soat chat duong huyét) lam giam
c6 y nghia tbc do tién trien cua cac bién
chtrng vi mach [2].

Six sigma 1a cong cu méi nhat ¢ thoi diém
hién tai cho viéc quan i chat lugng phong
xét nghiém. Thang diém Six Sigma dugc
diung dé do luong chat luong khach quan
bang sb liéu, thdng qua gia tri sai s6 toan bo
cho phép (TEa), bias va CV. Phuong phép
Six Sigma dwoc ap dung rong rai trong cac
nganh céng nghiép, kinh doanh va y té trong

136

qua trinh danh gia va quan Ii chat luong
nham giam gia thanh san pham, don gian hoa
quy trinh, han ché cac 13i c6 thé xay ra. Six
Sigma huéng dan quan Ii va cai thién qua
trinh phan tich [3]. Gia tri Six Sigma chi ra
bao nhiéu I3i ¢ thé xay ra, diém Six Sigma
cang cao thi it 15i xay ra hon. Do 14 1i do Six
Sigma trg thanh giai phap tét nhat cho van
dé quan Ii chat lugng phan tich.

Bén canh d6, dé dat duoc sy cai tién chat
luong cho cac xét nghiém ty dong nay,
chiing ta can hiéu rd nguyén nhan gdc ré cua
cac 15i c6 thé mac phai trong hé thdng quan
Ii chat lugng, ti 18 chi s6 muc tiéu chat luong
(QGI) s& chi ra 16i nam & d6 dung hay d lap
lai. Trén thé gidi, phuong phap sigma (Sigma
quality metrics) dugc 4p dung vao danh gia
hiéu nang phuong phap cua cac xét nghiém
ho& sinh tir nhimg nam 2000 [4]. Tuy nhién,
tai Viét Nam viéc ap dung thang Sigma trong
quan ly chat luong xét nghiém con kha méi
mé, dac biét & nhom xét nghiém HbALC. Vi
thé, trong nghién ctu nay, ching toi tap trung
vao giai doan phan tich vai muc dich:

e Tinh gia tri Six Sigma cua xét nghiém
HbALC trén hé théng may phan tich TOSOH
G11 va Premier

e Tinh ti 18 chi sé muc tiéu chat luong
clia phan tich dé danh gia két qua trén hé
théng may phan tich TOSOH G11 va
Premier nham huéng dan ky thuat vién xac
dinh dng van dé chat luong con ton dong tai
phong xét nghiém.

Il. VAT LIEU VA PHUONG PHAP

e Nghién cau hdi ctru, duoc thuc hién tai
Khoa Xét Nghiém— Bénh vién DPai hoc Y
Duoc Thanh phé H6 Chi Minh. Dt liéu duoc
hoi cau tir thang 11/2019 dén 5/2020 .

e Dit liéu thu thap bao gém: gia tri noi
kiém tra (IQC) - gia tri bién thién (CV%),
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téng sai so toan b cho phép (TEa) cho xét
nghiém HbAL1C. Nghién ctru dugc thyc hién
trén may phan tich TOSOH G11 va Premier

Céc bién sb va chi sb trong nghién cieu

- Panh gia do chum (precision): cta xét
nghiém théng qua SD, CV thu duoc tir két
qua ndi kiém trong cua toan bo dir liéu noi
kiém.

- Panh gia do xac thuc (accuracy): cua
xét nghiém thong qua B 1éch (Bias) tur trung
binh két qua ngoai kiém trong 6 thang.

- Tinh todn gi4 tri Sigma cho céc
phuong phap xét nghiém duya trén Sai s6 toan
bo cho phép TEa (%), CV (%) va Bias (%).

- Thang do Six Sigma dugc tinh bang
cong thuc: Sigma= (TEa — Bias%)/ CV%

-Téng sai s6 toan b cho phép (TEa): Su
bién thién t6i da co thé chap nhan duoc cua
mot két qua xét nghiém so vai gia tri ding ma
khong 1am anh huong dén ¥ nghia 1am sang
cua két qua xét nghiém. Gia tri TEa dugc cung
cap boi chuong trinh (Clinical Laboratory
Improvement Amendments — CLIA) nam 2019
cho xét nghiém HbA1C la 10%.

-Bias: 1a sy khéc biét giira két qua cua
nhoém ngoai kiém va két qua cua phong xét
nghiém

-CV (hé sé bién thién) thu thap tur két
qua noi kiém, duoc tinh theo cdng thic:

CV=SD/Meanx100

- Ti 1& chi s6 muc tiéu chéat lweng
(Quality goal index - QGI): chi s6 QGI thé
hién mot cach twong d6i do ding va do lap
lai d4p wng cho cac muc tiéu chit lwong. Chi
s6 dugc dung dé phan tich van dé 1a do do
dang hay d6 lap lai hoac ca hai. Ti I¢ QGI
duoc tinh theo cdng thuec:

QGI= Bias%/(1,5 X CV%)®

Thyuc hién tinh ti 1€ QGI khi cac xét
nghiém duogc danh gia la khong dat theo
thang diém Six Sigma:

e QGI<0,8 : xét nghiém c6 van dé vé do
lap lai

e QGI=0,8-1,2: xét nghiém c6 van dé
vé do lap lai va do dung

e QGI > 1,2: xét nghiém c6 van dé do
ding

Pao dic nghién ciru. Nghién cuu thuc
hién vi myc dich khoa hoc. Vat li¢u sir dung
la cac miu QC va miu ngoai kiém, khong
phai 13 cac mau bénh pham.

Ill. KET QUA NGHIEN CU'U

Gia tri Six Sigma cita xét nghiém
HbALC. Gia tri Six Sigma cao ¢ ca 2 level
trén may Tosoh tuy nhién may Premier co
level 1 dat mac Sigma & mac téi thiéu chap
nhan duoc. Gia tri Six Sigma xét nghiém
HbA 1c duoc thé hién ¢ bang dudi:

Bdang 1. Gia tri bias, CV va Six Sigma cua xét nghiém HbA1C

Xét nghiém Ir:;r:gcﬁ::l? Tr“FE')g(Nbi”h Bias | CV Sigm Quy luat QC
Tosoh - L1 5.56 5.58 04 | 166 | 577 | 3 ZNiszl Rids
Tosoh — L2 12.23 12.00 18 | 0.72 | 11.28 1:35 N=2
Premier — L1 6.39 6.60 33 | 214 | 316 | L39/22s/RiAsiALs
/8:x N=4
Premier — L2 12.34 12.35 01 | 178 | 557 | ¥ ZNESZ/ Rids
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Hinh 1. Biéu dé quyét dinh phwong phdp ciia xét nghigm HbA1C
Nhgn xét: Xét nghiém HbA1C trén may TOSOH nam trong ving c6 muac Sigma tir 5 tré
Ién cho thay xét nghiém nay c6 chat luong tot, tin suat xay ra 15i thap va can it quy luat QC
dé kiém soét chat lugng trong khi d6 level 1 cua may Premier chi dat mic Sigma 3.16 can &p

dung nhiéu luat kiém soat chat luong hon.

Ti 1é chi s6 muc tiéu chat lwong ciia phén tich dé danh gia két qua trén may Premier
Bdng 2. Ti 1 QGI theo ¢ mitc néng dé 1 trén may Premier

Xét nghiém Bias%o CV%

Sigma Vén dé

QGlI

Premier — L1 3.3 2.14

3.16 1.02

Do lap lai va do ding

Nhgn xét: Chi s6 QGI chi ra van dé ¢ cac mic nong do 1 trén may Premier 1a do 1ap lai va
d6 ding. Can thyc hién cai tién hiéu nang phuong phap.

IV. BAN LUAN

HbAlc rat quan trong véi bénh nhan dai
thao duong vi no phan anh tinh trang glucose
méu trong 3 thang giup bac si didu tri c6 ké
hoach diéu tri kip thoi, phong ngira cac bién
chang. Vi thé viéc quan ly chat lwong xét
nghiém HbAIC la hét stc can thiét. Chlng
t61 da thu thap di liéu vé cac gia tri noi kiém
tra va ngoai kiém tra chat luong xét nghiém
trong khoang thoi gian 11/2019 dén 5/2020
dé tinh toan gia tri Sigma cua théng sé
HbALC trén hé théng méy phan tich TOSOH
G11 va Premier. Dé danh gia do dung va do
l3p lai coa cac xét nghiém, noi kiém tra va
ngoai kKiém tra duoc tién hanh ¢ hai muc
nong d6 khac nhau. Gia tri Six Sigma la mot
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trong nhitng cong cu dé danh gia hiéu ning
cac xét nghiém dua trén tinh toan thdng ké.
Phuong phap Six-Sigma cho phép so sanh
cac xét nghiém dinh lugng cua cdc may phéan
tich tu dong, phong thi nghiém va phuong
phap khac nhau trén khip thé giai [5].

Trong nghién ctu caa chang téi, gia tri
Six Sigma cao ¢ ca 2 level trén may Tosoh
tuy nhién may Premier co level 1 dat muc
Sigma & muc téi thiéu chap nhan duoc. Theo
nghién ctu cua Yuzhu Huang va cong su
(2018) danh gia mac Sigma cua 1066 phong
xét nghiém tai Trung Québc thi may Tosoh
G7/G8 la may c6 muc sigma trén 3 dat ty 1€
cao nhat 46.84%( 89/190) va bén canh d6
80.21% (855/1066) phong xét nghiém can
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phai cai thién hiéu nang xét nghiém HbA1C
va chi c6 2.63% (28/1066) phong xét nghiém
dat dang cap thé gigi [6]. Su khac biét giita
dir liéu thong ké cua ching tdi va cac nghién
khac 1a do sy khac biét trong cac mau QC
cling nhu thiét bi va phuong phap va lua
chon tong 15i cho phép. Thuc vay, khi dung
tiéu chuan bién thién sinh hoc (TEA 1a 3%)
thi sigma cua xét nghiém HbA1C s¢ dudi 3,
con ap dung tiéu chuan caa CLIA thi hiéu
ning phuong phap lai hoan toan chap nhan
dugc. Pay ciing chinh 13 kho6 khan cho phong
xét nghiém khi quyét dinh lva chon tiéu
chuan TEa. Koen Hens va cong su goi ¥ ¢6
thé lya chon TEA tir nhiéu ngudn khac nhau
va phong xét nghiém co thé dua trén kinh
nghiém thuc tién vé thuc hanh va chuyén
moén dé lya chon TEa cho phi hop. Mét sé
nghién ctu danh gia hiéu nang phuong phap
dwra trén thang sigma str dung tiéu chuan TEa
ciia CLIA cho thay phan 16n céc xét nghiém
c6 sigma Ién hon 3 va thyc té chiing minh
cac xét nghiém nay dap tng nhu cau thyc
hanh 1am sang [7]. Nhu vay, cac phong xét
nghiém hoan toan cé thé lya chon sir dung
c4c tiéu chuan chat luong c6 thé dat duoc va
duy tri dugc khi &p dung thang sigma trong
kiém soét chat lugng.

V. KET LUAN

Nghién ctru da tinh toan dwoc gia tri Six
Sigma dya vao gia tri noi kiém va ngoai
kiém sin c6 cua phong xét nghiém. May
TOSOH G11 c6 gia tri Six Sigma cao hon so
véi méay Premier. Chi s QGI nham xac dinh
nguyén nhan cia van dé hiéu suat phan tich
& cac xét nghiém co gia tri Six Sigma thap

trg thanh ngudn tu liéu tham khao cho véan dé
quan li va cai tién chat lwong xét nghiem.
Hiéu nang cua cic xét nghiém dya trén thang
Sigma con hitu ich dé so sanh su twong dong
cua cac xét nghiém dugc thuc hién trén hai
hay nhiéu may.
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PANH GIA HIEU QUA CUA PHUONG PHAP TIEP CAN SIGMA
TRONG QUAN LY CHAT LUUONG PHONG XET NGHIEM

TOM TAT

Muc tiéu: Panh gia hiéu qua nang cao chat
lugng xét nghiém hoda sinh thdong qua cong cu
Sigma. P6i twong va phwong phap: Muoi chi
sd: Glucose, Ure, Creatinine, Cholesterol,
Triglyceride, GOT, GPT, GGT, Uric, Bilirubin
duge xét nghiém trén thiét bi AU5S811 va ap
dung phuong phap Sigma dé cai thién chit
luong. Qua trinh cai tién gdm 4 giai doan. Giai
doan 1: thuc hién theo ding quy trinh hang
khuyén céo va hién trang phong xét nghiém; Giai
doan 2: 4p dung cai tién trong quy trinh kiém
soat hoa chat, chat chuan, chat kiém chuan, va
ting cudng giam sat bao dudng, thay thé vt tu
tiéu hao; Giai doan 3: tdng cuong mirc do bao
dudng dua vao s luong miu chay trén mdi thiét
bi va ting tan suit chay kiém chuin dwa vao
phan tich biéu d6 Youden; Giai doan 4: kiém
soat va duy tri mutrc chét luong di dat duoc. Két
qua: O giai doan 1 c¢6 2 xét nghiém dat diém
Sigma trén 6 ddi v6i ca 2 mirc nong do cta chét
chuin (mtrc QC) 1a Triglycerid va GGT, c6 2 xét
nghiém chi c6 mot mic QC dat trén 6 sigma,
riéng Cholesterol c6 diém Sigma dudi 2. O giai
doan 2, 5 xét nghiém ca 2 muc QC dat trén 6
sigma, 2 xét nghiém c¢6 1 muc QC trén 6 sigma
va khong c6 diém sigma dudi 3. O giai doan 3,
c6 9/10 xét nghiém c6 ca 2 mirc QC dat trén 6

*Trung tam Xét nghiém - Bénh vien TWQOP108.
Chiu trach nhiém chinh: Quéach Xuan Hinh
Email: xuanhinh108@gmail.com

Ngay nhan bai: 23.10.2020

Ngay phan bién khoa hoc: 25.10.2020

Ngay duyét bai: 28.10.2020
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sigma, va khong co diém Sigma duéi 4. O giai
doan 4, két qua khong khac biét nhiéu so voi giai
doan 3. Két luan: Chi sé Sigma 1a mot cong cu
hiéu qua trong danh gia chit luong xét nghiém
héa sinh.

Tir khéa: chét lugng xét nghiém, chi sé Six
Sigma, quy tic Westgard.

SUMMARY

EVALUATION OF THE EFFICIENCY
OF SIGMA METRIC IN THE QUALITY
MANAGEMENT OF MEDICAL
LABORATORY

Objectives: Evaluating quality of clinical
biochemistry by using sigma metric. Subjects
and Methods: 10 biochemistry tests including
Glucose, Urea, Creatinine,  Cholesterol,
Triglyceride, GOT, GPT, GGT, Uric acid, and
total Bilirubine were measured using AU5811
(Beckman Coulter). Sigma metric was used for
evaluating the improvement of laboratory
quality. The present study was conducted in 4
stages. In the stage 1, test performance was
followed the manufacture instruction and lab
protocol. We applied the quality management
system at the stage 2 with controlling chemicals,
standard substances, equipment mainternance,
and changing consumables. In the following
stage, we enhanced mainternance based on the
amount of samples and increased frequence of
using internal control based on the Youden
figure. We controlled and maintained the
laboratory quality for the stage 4. Results: Sigma
level of Triglycerid and GGT were over 6 at the
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stage 1 for both levels of quality control samples,
meanwhile only 1 quality control sample of 2
tests was over 6 sigma and sigma of Cholesterol
was below 2. After performing interventions,
sigma metric of 5 tests were over 6 with both
quality control samples, 2 tests had only one
level of quality control sample getting over 6 and
no value of the tests was below 3. In the stage 3,
sigma of 9 out of 10 tests were over 6 with both
levels of quality control samples and none was
below 4. There was no significantly difference
between state 3 and stage 4. Conclussions:
Sigma metric is a useful tool for evaluating
quality of clinical biochemistry tests.

Keywords: Quality of laboratory test, six
sigma index, Westgard rules.

. DAT VAN DE

Nang cao chat lugng xét nghiém luén 1a
mot nhu cau can thiét ciia bat ky phong xét
nghiém nao. Hién nay, mot trong nhiing
phuong phap tiép can phd bién nhat dé cai
tién chat luong 1a phuong phép Sigma.

Trong linh vyc xét nghiém, khi dat Six
Sigma gitip mang lai két qua xét nghiém gan
nhu chinh xac tuyét dbi cho bénh nhéan (ti 1€
3,4 16i trong mot triéu 1an xét nghiém). Six
Sigma dugc chia thanh cac cap do tuong tung
v6i ty 18 16i giam dan [4], [5]. Céc tiéu chi
danh gia chat lugng xét nghiém bao gém noi
kiém (IQC) va ngoai kiém (EQC) la nhiing
yéu td dé dam bao do tin cdy cho két qua xét
nghi¢m trudc khi tra cho lam sang. Tuy
nhién, sy phat trién y hoc doi hoi do chinh
xac cao dan dén nhitng thach thirc gia ting
lién quan dén kiém soat chat luong (QC).
Phan 16n cac phong xét nghiém str dung luat
da quy tic ctia Westgard dé kiém soat sai sd,
tuy nhién viéc str dung luat da quy tic khién
phong xét nghiém gap kho khan trong vigc
lwra chon gifta: tim nguyén nhén, khic phuc

va thoi gian chay mau xét nghiém cho bénh
nhan. Vi thé, mot hé thong tich hop, danh gia
chinh x4c giai quyét duoc cac van dé va cai
tién quy trinh 1 diéu phong xét nghiém nén
lam [2].

Six Sigma c6 mdi twong quan véi luat da
quy tic cta Westgard di duoc Jame
Westgard phan tich va dua Six Sigma thanh
quy tic quan ly duoc goi la “Quy tic
Westgard Sigma TM” [5], [6]. Quy tic duoc
ap dung nhu sau:

- Chat luwong xét nghiém dat tr 6 diém
Sigma tro 1én chi yéu cau mot quy tic duy
nhat 13 lss v6i 2 phép do ¢ mdi mic QC
trong 1 lan chay.

- Khi dat 5 diém Sigma yéu cau 3 quy tic:
1as/ 226/ Ras. Khi dat 4 diém Sigma yéu cau 4
quy tac: 13/ 226/ Ras/ 41s. Khi dat du6i 4 diém
Sigma yéu cau 4 quy tac, ddng thoi s& thém
quy tic 8X v6i 2 mirc QC trong 4 1an chay.

- Néu khong ap dung Six Sigma s& phai
tun thii du ca 6 qui tic Westgard[6].

Khi dat dugc ching nhan Six Sigma chét
luong xét nghi¢ém luén dugc dam bao voi
chit luong cao, giam thiéu t6i da sai sot.
Pong thoi giam thiéu thoi gian khac phuc
16i, sur cé, giam thiéu chi phi hoa chét va sinh
pham [1], [3].

Do do6 chung t61 ap dung quy trinh Sigma
vao 10 chi s6 xét nghiém dé nang cao chat
luong.

1. DOI TUONG VA PHUO'NG PHAP NGHIEN CU'U

2.1. Doi twgng:

- Tién hanh nghién ctru trén 10 chi tiéu
xét nghiém bao gém: Glucose, Ure,
Creatinine, Cholesterol, Triglyceride, GOT,
GPT, GGT, Uric, BilirubinT. Chi s6 Sigma
dugc tinh cho mdi chi tiéu bdi 2 mau noi
kiém tra (QC) c6 ndéng d6 khac nhau, thuc
hién trén may AU 5811 tai khoa Sinh hoa-

141



HO!I NGHI KHOA HOC TOAN QUOC LAN THUP 24 - HOI HOA SINH Y HOC VIET NAM - 2020

Trung tAm Xét nghiém — Bénh vién TUQD
108. Dua vao phuong phép tiép cin Sigma
chung t6i chia ra lam 4 giai doan nhu sau:

+ Giai doan 1: (tr 11/02/2020 dén
20/03/2020) thuc hién theo cac quy trinh cua
nha san xuét. Két thuc giai doan 1, ghi nhan
phan tich dit liéu va dua ra cai tién ma s&
duoc thuc hién & giai doan 2.

+ Giai doan 2: (tr 21/03/2020 dén
06/05/2020) thyc hién nhu giai doan 1 va ap
dung cai tién trong kiém soat hoa chat, chat
chuan, chat kiém chuan, ting cudng giam sat
bao dudng, thay thé vat tu tiéu hao.

+ Giai doan 3: (tr 16/05/2020 dén
15/06/2020) thuc hién nhu giai doan 2 va
thém ting cuong tan suat bao dudng dua vio
sd lugng mau chay trén mdi thiét bi va ting
tan suat chay kiém chuan dya vao phan tich
biéu d6 Youden.

+ Giai doan 4: (tr 15/06/2020 dén
30/08/2020): kiém soét va duy tri.

- Két qua diém Sigma duogc tinh theo
cong thirc:

Sigma = (% Tea-%Bias) / (%CV).

I1. KET QUA NGHIEN cU'U

Vi : % Bias = (Bias / TV) x 100

Trong do:

e %TEa (sai sé tong cho phép) ngudn:
CLIA, CAP, WLSH, NYS, AAB.

* % bias (d6 chéch) duoc tinh theo két qua
ngoai kiém hang thang.

¢ % CV (hé s6 bién thién) duoc tinh theo
két qua noi kiém hang thang.

* Trang thiét bi va hoa chit sinh pham:

- May xét nghiém AUS5811 (hang
Beckman Coulter), May li tam, pipet...

- Hoa chét: cic hoa chat xét nghiém cia
h&ng Beckman Coulter (M¥).

- Sinh pham: Chét ndi kiém tra chat luong
cia hang Beckman Coulter (My), v&i ma
sinh pham 1a ODC0003 va ODC0004; sb lot
1033,1034

2.2. Phwong phap:

- Phuwong phap nghién ciru: mo ta cat
ngang, theo ddi doc va tién ciru.

- Cac chi tiéu nghién ctru: %CV; %Bias;
diém Sigma.

2.3. Xir Iy s6 liéu: trén phan mém excell.

Giai doan 1 thyc hién theo cic quy trinh cia nha san xuat két qua nhu sau:
Bing 1: Két qui QC va Sigma khi thuc hién theo ISO 15189:2012

. ‘A . Giai doan 1
Xét nghiém | Muc QC TEa A : 3
%CV Do chéch (bias) Piém Sigma
1 10 2.74 -1.10 3.24
GLU
2 10 2.87 -1.10 3.10
Ure 1 15.55 4.27 3.70 2.77
2 15.55 4.06 3.70 2.92
1 15 3.05 1.60 4.39
CRE
2 15 2.19 1.60 6.12
1 10 3.51 3.50 1.85
CHO
2 10 3.57 3.50 1.82
TRI 1 25 2.66 1.50 8.83
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2 25 2.77 1.50 8.48

1 20 3.85 1.60 4.78
AST

2 20 4.20 1.60 4.38

1 20 3.51 1.60 5.25
ALT

2 20 3.63 1.60 5.07
GGT 1 20 2.48 1.20 7.57

2 20 2.39 1.20 7.86

1 17 3.42 0.20 491
UA

2 17 3.37 0.20 4.98

1 20 6.44 -0.20 3.07
BILT

2 20 3.09 -0.20 6.41

Két qua tir bang 3.1 cho thay c6 2 xét nghiém dat diém Sigma trén 6 d6i voi ca 2 mirc la
la Triglycerid va GGT, c6 2 xét nghiém chi c6 mot miac QC dat trén 6 Sigma. Co6 mot xét
nghiém 1a Cholesterol c6 diém Sigma dudi 2.

C6 hai yéu t6 gop phan 1am diém Sigma ciia xét nghiém Cholesterol thap 1a %CV cao va
d6 chéch (Bias) 16n (déu 1a xung quanh murc 3.5%). V& nguyén nhan dan dén Bias 16n — do
anh huong cia két qua ngoai kiém, 13 do cac thiét bi xét nghiém, dung cu pha chit chuin
dang c6 sai s6 hé thong, khoa xét nghiém di tién hanh khic phuc.

i
i
¢
i
A
;%i

B 9 o 11 12 | 2 3 4 5 [ 7 B8 9 Lo T B | 2 3

Sample Number
Hinh 1: Két qud ngoai kiém xét nghi¢gm Cholesterol.

Nguyén nhan thtr hai dan dén diém Sigma cta xét nghiém Cholesterol thip 1a d6 chum
kém. Tién hanh phan tich Youden dé danh gia nguyén nhan bién thién ciia xét nghiém. Nhin
trén biéu do co thé thiy duoc do lap lai ciia xét nghiém rat tét so v6i do bién thién cua xét
nghiém gitra cac ngay (0.98% so v6i 3.4%), do d6 c6 thé thay dugc nguyén nhan chinh gay ra
hién tugng CV cao ciia xét nghiém Cholesterol 1a sy bién thién gitta cac ngay.
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Hinh 2: Biéu do Youden phan tich két qua QC Cholesterol

Qc midre 1

(Puong mau do: d6 1ap lai. Puong mau xanh: d6 bién thién giira cac ngay.)
Bing 2: DPiém Sigma ciia cdc xét nghiém qua cdc giai doan

Xét nghiém| Mirc QC TEa Giai.doan 1 Giai.doan 2 Giai-doan 3 Giai-doan 4

Sigma Sigma Sigma Sigma

GLU 1 10 3.24 5.72 6.21 6.26

2 10 3.10 4.89 6.67 6.62

Ure 1 15.55 2.77 4.91 6.33 6.43

2 15.55 2.92 5.32 6.70 8.29

CRE 1 15 4.39 4.63 5.33 5.76

2 15 6.12 6.64 6.87 6.78

CHO 1 10 1.85 3.55 6.82 6.12

2 10 1.82 3.90 6.62 6.72

TR| 1 25 8.83 12.85 10.33 9.26

2 25 8.48 12.52 9.78 13.07

AST 1 20 4.78 6.71 6.03 6.33

2 20 4.38 6.39 6.25 8.98

ALT 1 20 5.25 5.87 6.26 6.46

2 20 5.07 6.72 6.81 6.61

GGt 1 20 7.57 10.98 7.96 10.15

2 20 7.86 11.42 12.91 11.83

UA 1 17 491 8.61 14.14 15.22

2 17 4.98 9.23 14.53 14.61

BILT 1 20 3.07 6.84 6.97 8.87

2 20 6.41 9.36 10.83 9.92
S6 murc trén 6 Simga 6 12 19 19
S6 mudc dudi 3 sigma 4 0 0 0

Str dung biéu d6 xuwong ca Ichikawa dé phan tich nguyén dan dén hién tuong bién thién két
qua QC gitra cac ngay cao cho xét nghiém Cholesterol va cac xét nghi¢m khac.
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1.Bénh phim

2. Con nguwoi

3. Mi trwong phong
xét nghi¢m

Xac dinh cic moi

Xét nghiém

nguy co tiém An

khong chinh xac

4. Thuée thix

5. H¢é thong may
phén tich

Hinh 3: Biéu do phén tich xwong cd

Sau khi phan tich biéu do xwong ca Ichikawa 5 thanh phan theo hudéng dan IQCP cua

CLIA, nhom dam bao chat luong cia khoa nhéan thdy rang mot sé nguyén nhan c6 thé dan

dén hién tugng bicn thién ket qua QC gilra cac ngay cao. Tur cac nguyén nhan: mau, nguoi st

dung, hoa chat, thiét bi va moi truong phan tich va tim ra cac giai phap khic phuc.

Giai doan 2: tr 21/03/2020 dén
06/05/2020, tir cac két qua dat dugc & giai
doan 1 va dya vao phan tich biéu d6 xuong
ca Ichikawa 5 thanh phan dé dua ra cac cai
tién pht hop. Pong thoi ap dung chit ché
quy trinh kiém soat hoéa chat, chit chudn,
chat kiém chuén, ting cudng giam sat bao
dudng, thay thé vat tur tiéu hao.

Tuong ty nhu giai doan mot, két thuc giai
doan 2, dir liéu dugc thu thdp va phan tich,
va dua ra cai tién. Két qua Sigma cac giai
doan dugc thé hién & hinh 4.

So vé1 giai doan 1, da c6 5 xét nghiém ca
2 muc QC dat trén 6 Sigma, 2 xét nghiém c6
1 muc QC trén 6 Sigma va khong co diém
Sigma nao dudi 2.

Giai doan 3: (tr 16/05/2020 dén
15/06/2020) tiép tuc duy tri nhu giai doan 2
va cai tién ting cuong tin suit bao dudng
dwa vao sb luong mau:

- Rira W1 (rira hang ngdy bang dung
dich Wash solution): tir 1 1an vao cubi gid

chiéu 1én 2 1an vao dau gio sang va cudi gio
chiéu hang ngay.

- Rira W2 (hang tuan bang dung dich
HCILN hodc Cleaning solution 10%): tir 1 1an
vao chiéu thir 6 1én 2 1an vao chiéu thir 3 va
chiéu thir 6 hang tuan.

Két qua so véi giai doan 2, c6 9/10 xét
nghiém co6 ca 2 mic QC dat trén 6 Sigma, va
khong co xét nghiém nao co6 diém Sigma
dudi 4.

Giai doan 4: (tr 15/06/ d&én hét thang
08/2020) kiém soat va duy tri quan 1y chét
luong nhu giai doan 3. So véi giai doan 3 két
qué hau nhu khong c6 nhiéu bién doi.

IV. BAN LUAN

So sanh diém Sigma giita cac giai doan c6
thé thay duoc diém Sigma da dugc nang cao
qua mdi giai doan, thé hién qua s6 xét
nghiém c6 ca 2 mirc QC déu dat trén mirc 6
Sigma tang 1én (2 xét nghiém & giai doan 1,
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5 xét nghi¢ém & giai doan 2 , va dac biét giai
doan 3 c6 9 xét nghi¢ém cd 2 mic QC déu
trén 6 Sigma va khong cé xét nghi€ém nao cé
diém Sigma dudi 4).

Diém Sigma ting 1én rd rét nhat 1a sau khi
ap dung cai tién 1an 1- tic ¢ giai doan 2, giai
doan thyuc hién cai tién trong quy trinh kiém
soat hoa chat, chat chuin, chét kiém chuin,
va tang cuong giam sat bao dudng, vé sinh
may va thay thé vat tu tiéu hao.

Vi xét nghi€ém Cholesterol, khi chua cé
bat ky hanh dong cai tién nao ca 2 mic QC
déu c6 diém Sigma dudi 2, sau khi thye hién
nhiéu bién phap cai tién ¢ giai doan 2 va giai
doan 3 thi diém Sigma ctia xét nghiém nay
da trén 6 Sigma.

Pa s cac xét nghiém sau giai doan 3 da
dat diém 6 Sigma gitp danh gid ndi kiém
don gian va tiét kiém thoi gian hon chi bang
mot quy tic 13s cia Westgard.

Phong xét nghiém khoa Sinh hoéa bénh
vién TWQD 108 dang tiép tuc tién hanh cac
budc nhu danh gia hiéu qua cua tang tan suat
Calibration cac xét nghi¢m... nham dat duoc
thang diém Sigma cao va bén vimng hon.

V. KET LUAN

Qua nghién ctru 4p dung phuong phép
tiép can Sigma dé nang cao chat luong xét
nghiém tai khoa Sinh hoa bénh vién TWQD
108 cho thiy, day 1a mot phuong phap rat
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hiéu qua trong viéc nang cao chét luong xét
nghiém, giam thoi gian xtr ly 16i, gidm chi
phi hoa chét va sinh pha‘im phuc vu noi kiém.
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KHAO SAT GIA TRI CUA XET NGHIEM TSI TRONG CHAN POAN
BENH CU’O'NG GIAP DO THAI KY

Lwong Quynh Hoa*, Hoang Kim U'éc*, Nguyén Thi Tan*

TOM TAT

TSI (Thyroid Stimulating Immunoglobulin) la
xét nghiém dinh lugng khang thé kich thich
tuyén gidp TRSAb (Thyrotropin Receptor
Stimulating Antibody), vi vay dac hiéu hon xét
nghiém TRAD trong chan doan bénh Basedow,
cO gia tri chan doan phan biét bénh Basedow &
phu nit mang thai va bénh cuong giap do thai ky.
Muc tiéu: Khao sét gia tri chin doan phan biét
cua xét nghiém TSI & bénh nhan cudng giap do
thai ky voi bénh nhan Basedow mang thai.Déi
twong &phwong phap: M0 ta, theo ddi doc trén
30 bénh nhan cuong gidp do thai ky diéu tri noi
trd tai Bénh vién Noi tiét Trung wong tir 03/2018
— thang 12/2019. Két qua: 30 bénh nhan cudng
giap do thai ky c6 két qua TSI nho hon 0,55 TU/L
va két qua TRAb I6n hon 1,58 TU/L. Két luan:
TSI c6 gi4 tri chan doan dic hiéu hon so vai xét
nghiém TRAD trong chin doan bénh cudng gidp
do thai ky.

Twr khéa: TSI, TRAb, cuong giap do thai ky,
Basedow.

SUMMARY
THE VALUES OF TSI TEST IN THE
DIAGNOSIS OF PREGNANT-INDUCED
HYPERTHYROIDISM.
The TSI test is a quantitative test for
antibodies that stimulates the thyroid gland

*Bénh vién Ngi tiét Trung wong

Chiu trach nhi¢ém chinh: Luong Quynh Hoa
Email: hoa_luongquynh@yahoo.com

Ngay nhan bai: 5.10.2020

Ngay phan bién khoa hoc: 15.10.2020
Ngay duyét bai: 28.10.2020

TRSAD, so it is more specific than the TRAD test
in the diagnosis of Basedow disease, and it is
valuable for distinguishing Basedow disease in
pregnant  women and  pregnant-induced
hyperthyroidism.  Objectives: to indentify
differential diagnostic value of TSI assay in
pregnant-induced hyperthyroidism. Subjects &
Methods: longitudunal study of 30 pregnant-
induced hyperthyroidism were diagnosed at the
National Hospital of Endocrionogy from 3/2018
to 12/2019. Results: TSI levels in pregnant-
induced hyperthyroidism patients negative ( <
0,55 IU/L) (n=30) and TRAD levels in pregnant-
induced hyperthyroidism patients positive ( >
1,58 IU/L) (n=30). Conclusions: TSI test is
more specific than the TRAD test in the diagnosis
of pregnant-induced hyperthyroidism.

Keywords: TSI, TRAb, pregnant-induced
hyperthyroidism, Basedow.

I. DAT VAN DE

Cudng giap thai ky 12 mot bénh tuong dbi
phd bién ¢ phu nit mang thai, nguyén nhan
do tang cao gia tri PHCG trong mau cua
nhitng phu nir dang mang thai gay ra tinh
trang nhiém doc giap thai ky. Cuong giap
thai ky la mot bénh cuong gidp thoang qua,
khong can diéu tri bang thudc khang giap
trang va khong lién quan dén cac két qua thai
ky bat loi [1] nhung nhiéu khi lai rat kho
phan biét vai bénh Basedow. Bénh Basedow
la bénh mac khéa phd bién ¢ phy nit trong d6
tudi sinh san (0,5% - 1,0%) trong d6 c6 phu
nit mang thai [2]. Bénh gay ra cac rdi loan,
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anh huong dén chuyén hoa, tim mach va
nhiéu bién chiing nguy hiém néu khéng duoc
chan doan va diéu tri kip thoi. Bé chan doan
phan biét 2 bénh trén doi khi gap khé khan vi
cac dac diém 1am sang va can 1am sang (xét
nghiém chirc ning tuyén giap, siéu am...)
gan gidng nhau. TRADb 1a xét nghiém phat
hién ca 3 loai tu khang thé xuit hién trong
bénh Basedow: TRSAb c6 tadc dung kich
thich, TRBAb ¢ tac dung wrc ché va TRNAb
khong anh huong dén hoat dong chirc ning
cia té bao tuyén giap. Xét nghiém TRADb
dinh luong ca 3 loai khang thé nén cé thé
cho két qua duong tinh gia trong mot sé
truong hop dan téi sai s6t trong chan doan va
diéu tri cho bénh nhan. Pé khic phuc duoc
nhuge diém trén, xét nghiém TSI la xét
nghiém chi dinh luong khang thé kich thich
tuyén giap TRSAD, vi vay dic hiéu hon xét
nghiém TRAb trong chan doan bénh
Basedow, c0 gi4 tri chan doan phan biét bénh
Basedow ¢ phu nir mang thai va bénh cuong
giap do thai ky. O Viét Nam hién nay chi c6
rat it nghién ctu vé gia tri cua xét nghiém
TSI trong chan doan bénh cudng giap do thai
ky. Vi vay ching toi thuc hién dé tai nay voi
muc tiéu: Khao sét gia tri cua xét nghiém
TSI trong chan doan phan biét bénh nhan
cuong giap do thai ky véi bénh nhan mic
Basedow mang thai.

Il. DOl TUONG VA PHU'O'NG PHAP NGHIEN CU'U
1. Pdi twong va thoi gian nghién ctru
- Péi twong nghién ciu: 30 bénh nhan da
dugc chan doan xac dinh cuong giap thai ky
(bénh nhan cé thai co tinh trang nhiém doc
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giap, xét nghiém TSI am tinh), cac bénh
nhan khéng diéu tri thudc khéng giap trang,
dugc theo doi 1d&m sang va xét nghiém, chirc
nang tuyén gidp tré vé binh giap tir sau tuan
thir 20 cua thai ky tai Bénh vién Noi tiét
Trung vong.

— Tiéu chuén chon bénh nhan

+ Duogc chan doan xé4c dinh c6 thai.

+ Puoc chan doan cudng giap thai ki.

+ Co6 xét nhiém TSI va TRADb; xét
nghiém TSI am tinh.

+ Pong y tham gia nghién ciru.

~ Tiéu chuan loai trir: bénh nhan khong
tiép tuc tham gia nghién ciru, cac van dé lién
quan dén dinh chi thai ky.

2. Phuwong phap nghién ciru

- Nghién ctru mo ta theo doi doc.

- Thiét ké nghién cau: chon 30 bénh
nhan dugc chan doan xac dinh cuong giap do
thai Ky, loai trir tat ca cac nguyén nhan thyc
thé gay ra cuong giap khac, bénh nhan dugc
khai thac théng tin chung (tuan thai, sé lan
mang thai, s6 thai, tién st mac bénh tuyén
giap), triéu chung co nang, triéu chang lam
sang, siéu am tuyén giap, lam xét nghiém
danh gia chic ning tuyén giap (FT3, FT4,
TSH), xét nghiém TRAD, xét nghiém TSI cé
két qua &m tinh. T4t ca cac bénh nhan khdng
diéu tri thuéc khang giap trang, duoc theo
ddi cac triéu chang 1&m sang va can 1am sang
cho dén khi cac triéu ching 1am sang hét va
xét nghiém tré vé binh thuong.

-S4 lieu duoc xir ly bang phan mém
SPSS 20.0.
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Ill. KET QUA NGHIEN CcU'U
1. Dic diém chung ciia nhém nghién ciu khi vao vién
Bing 1. Pic diém chung ciia di twong nghién civu (khi vao vién)

Dic diém Két qua

Tudi trung binh X = SD (tubi) 29,10 + 4,75

S6 tudn thai trung binh X + SD (tun thai) 13,23 £5,72
. _ Lan dau 9 (30%)

Lan mang thai X
Lan>2 21 (70%)
1 27 (90%)
S thai 2 2 (6,7%)
3 1 (3,3%)
Tién sir mac Basedow 5 (16,67%)

Tién str mac bénh tuyén giap khac 6 (20%)

Nhgn xét: Tudi trung binh ctia nhom d6i tugng NC 1a 29,10 + 4,75 tudi. S6 tuan mang thai
trung binh 1a 13,23 + 5,72 tuan. 70% bénh nhan mang thai con lan 1. 70% bénh nhan mang 1
thai. 16,67% bénh nhan c4 tién sir mic Basedow trude d6 (da diéu tri khoi) va 6 bénh nhan c6
tién sir mac 1 s6 bénh tuyén giap khac nhu budu nhan tuyén giép.

2. Pic diém 1am sang va cin 1am sang cia doi twong nghién ciru khi vio vién

Bdng 2. Pdc diém 1am sang ciia doi twong (khi vao vign)

Pic diém 1im sang N % Pic diém 1im sang N %
Mat ngii 3 10,0 C6 nhan tuyén giap 7 23,33
Hoi hop/danh trd Tiéng thoi tai tuyé
01 hop/danh trong 1 36,67 iéng 01 ai tuyén ) 6.67
nguc giap
Run chan tay 10 33,33 Run tay 12 40,00
Nhip tim nhanh (>90
Stt can 11 36,67 Ip tim nhanh ( 26 | 86,67
tan so/phut)
Nghén nhiéu 20 66,67 Lo6i mat 0 0
X Phu niém trud
Nén/budn non 19 63,33 o T FTee 0 0
xuong chay
R4i loan tiéu hoa 2 6,67 Ngon tay dui trong 0 0
S can sit trung binh | 4,23 + 2,32 (2-10)
Nhip tim trung binh 101,04 £ 9,69

Nhdin xét: Céc triéu chimg co niang hay gip nhit & nhém dbi tugng nghién cau 1a nghén
nhiéu, ndn/budn ndn, sit can, hoi hop/danh tréng nguc, run tay chan ...Cac triéu ching thuc
thé thuong gap 1a nhip tim nhanh, run tay, ¢4 nhan tuyén giép. ..
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Béng 3. Phin dé va dic diém buéu cé (khi vao vign)

Mirc d6 Buéu cb n % Pic diém Buéu cb n %
Budu cb 46 TA 2 6,7 Budu to lan toa 24 80,0
Budu c6 do IB 26 | 86,7 Nhan thuy phai tuyén giap 1 3,3
Budu cb 4o II 2 6,7 Nhan 2 thuy tuyén giap 5 16,7

Nhin xét: 86,7% bénh nhan c6 tuyén giap to do IB. 80% bénh nhén c6 tuyén giap to lan
tda, con lai 6 bénh nhéan tuyén giap to do c6 nhan tuyén giap.
Bdng 4. Gid tri xét nghiém FT3 FT4 TSH (khi vao vién)

Xét nghiem Chi'so Tr;nigsbl:l)nh Trung vi Thép nhét Cao nhit
FTs(pmol/L) 9,08 + 5,08 7,30 2,91 26,94
FTa (pmol/L) 31,43 £19,61 24,90 12,40 100,00
TSH (U/mL) 0,028 + 0,013 0,03 0,01 0,07

Nhdn xét: Gia tri trung binh FT3 va FT4 déu tang (FT3: 9,08 + 5,08 pmol/L, FT4: 31,43 +
19,61 pmol/L). Gié tri trung binh TSH giam la 0,035 + 0,041 U/mL.

Tat ca cac bénh nhan déu c6 két qua TSH dudi 0,1 U/mL.

Bdng 5. Pdc diém chirc ning tuyén giap (khi vao vién)

Pic diém n | %
Nhiém doc giap rd (FT3/FT4 ting) 24 | 80
Nhiém doc giap dudi lam sang(FT3, FT4 binh thuong) 6 20

Nhdén xét: C6 24 bénh nhan (80%) nhiém doc giap 13 (ting két qua FT3 hoic FT4 hoic ca
2 chi s6, TSH dudi 0,11U/L). C6 6 bénh nhan (20%) nhidm doc giap dudi 1am sang (két qua
xét nghiém FT3, FT4 binh thuong, chi c6 TSH dudi 0,1 IU/L).

3. Xét nghi¢ém TRAD va TSI trong chan do4n bénh cwong giap thai ky khi vao vién

Bdng 6: Gia tri xét nghigm TRAb va TSI

TSI <0,1(UI/L) 0,1 < TSI < 0,55(UI/L)

TRAD < 1,58(UI/L) 0 (0%) 0 (0%)

TRADb > 1,58(UI/L) 22 (73,33%) 8 (26,67%)
TRAD trung binh 2,75 + 0,67 (n=22) 4,53 + 2,47 (n=8)

(nho nhat-16n nhét) (1,74 — 4,29) (2,78 - 10,38)

Nhdn xét:

~ Tat ca bénh nhan nghién ctiru déu c6 két
qua xét nghiém TRAD l6n hon ngudng gia tri
tham chiéu 1,58 UI/L. Két qua TRAD trung
binh 1a 3,23+ 1,56 UI/L, thip nhat 1a 1,74
UI/L, cao nhat 12 10,38 UI/L.

- C6 73,33% (22) bénh nhan ¢ két qua
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TSI dudi nguong phat hién (<0,1 UI/L).
26,67 % (8) bénh nhén cd xét nghiém TSI
nam trong khoang gi4 tri 0,1 — 0,55 UI/L.

- Gia tri TRADb trung binh & nhom TSI
nho 0,1 UI/L thap hon so véi nhém TSI tir
0,1 - 0,55 UI/L véi p< 0,05.
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4. Pic diém 1Am sang va cin 1am sang
cia bénh nhan khi ra vién

- S6 tuan thai trung binh khi ra vién:
20,46 + 5,68 (tuan).

- Lam sang: cac triéu ching co nang va
thuc thé cua hoi chimg cuong giap am tinh.

~ Can lam sang: chuac niang tuyén giap cua
30 bénh nhan vé binh giap (FT3/FT4/TSH
trong giGi han binh thuong). Két qua trung
binh FT3: 5,26 + 1,20 pmol/L, FT4: 15,60 +
3,41 pmol/L, TSH: 2,20 + 1,08 U/mL.

IV. BAN LUAN

1. Pic diém chung caa nhém nghién
ciru

S6 tuin thai: thoi diém khoi phat va biéu
hién rdm 10 céc tridu ching lam sang cia
nhom d6i tugng nghién ciru thuong quanh
tuan thai thi 10 (13,23 + 5,72 tuan), phi hop
véi co ché sinh bénh hoc cta bénh.

Céc triéu chimg xuat hién trong giai doan
nira dau thai ky, sau d6 tu thuyén giam dan,
nguyén nhan 14 do su thay d6i va dap tng
qua muc véi su tang cao cua PHCG trong co
thé nguoi phy nit khi mang thai chir khong
phai do bénh noi tai ciia tuyén giap gay ra.
S6 tuan thai trung binh khi ra vién 13 20,46 +
5,68 (tuan). Bénh nhan hét triéu ching sém
nhat vao tuan thai thtr 15 va mudn nhat vao
tuan thai thir 26. Pa sd cac bénh nhan hét
triéu chimg xoay quanh tuan thai thtr 20, cac
biéu hién cuong giap kéo dai sau tuan thai 20
chi xuit hién & 4 bénh nhan — diéu nay co thé
giai thich do tinh trang da thai, hoic c6 yéu
t6 tu mién tiém tang trong huyét thanh. ..

S6 thai: S6 thai dugc chimg minh c6 lién
quan truc tiép t6i su ting PHCG cao va kéo
dai, nguyén nhan gay ra cac biéu hién tridu
chuing cuong giap trén 1am sang.

Tién sir miac Basedow: Mot s6 bénh nhan
c6 tién sir mic mot s6 bénh tuyén giap nhu

basedow (da diéu tri khoéi), buou da nhan,
budu don nhan...

2. Pic diém l1am sang caa doi twong
nghién ctru

Céc triéu chung 1am sang gip nhiéu nhat
I nghén nhiéu, nén/budn ndn, sut can, hdi
hop/danh tréng nguc, run tay chan, nhip tim
nhanh, run tay ...Mot s triéu chimg it gip
hon nhu mét ngu, r6i loan tiéu hoa, mét
moi... Cac dau hiéu ngoai giap (16i mat, phu
niém trudc xuong chiy, ngodn tay dui tréng)
déu 4m tinh. Cac ddu hiéu ngoai giap c6 do
dic hiéu cao dé chian doan mic Basedow, tuy
nhién khi am tinh ciing chua thé chian doan
loai trir do ty 1€ gap cua céc tri€u ching nay
khong cao.

Pa sb cac bénh déu c6 tir mot dén nhiéu
biéu hién ciia hdi ching nhiém doc giap (lo
lrfmg, run tay chan, r6i loan dung nap nhiét,
st can hodc ting cAn nhe, nhin doc tuyén
gidp...). C6 11/30 bénh nhan trong nhom
nghién ciru c6 triéu ching sut can, s can sut
trung binh 1a 4,23 + 2,32 kg, ca biét c6 bénh
nhan sut té1 10 kg. Day la mt truong hop
bénh nhan nit, 24 tudi, khong co tién sur
basedow, mang thai lan dau, 13 tun, mang
thai ba, c6 két qua xét nghiém: FT3 17,5
pmol/L; FT4 77,1 pmol/L; TSH 0,03 pmol/L,
xét nghiém PHCG: 493433 UI/L. Biéu hién
lam sang ram rd cang doi hoi mot chan doan
va diéu tri chinh xac, & truong hop thai ba
nay, bénh nhan dugc theo doi — 1am sang va
can 1am sang tré vé binh thuong vé & tudn
thai thur 26.

Tuyén giap ctia nhém cudng gidp do thai
ky thuong to (d6 IB), to lan toa (80%), tuong
ddi déu, mat do c6 thé mém, dan hdi hodc
hoi cimg, c6 thé xuat hién tiéng thoi tm thu
tai budu.

Nhu vdy c6 thé thdy cic ddu hiéu 1am
sang va siéu 4m thuong khong dic hiéu dé
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chan doan nguyén nhan gy ra tinh trang
cuong giap.

3. Pic diém cin 1Am sang caa ddi twong
nghién ctru. Khi mang thai, nong d6 TSH
trong huyét thanh thay ddi phu thudc vao sb
tudn thai. T4t ca cac bénh nhan trong nhoém
nghién ctru déu ¢ két qua TSH < 0,1 U/mL.
Két qua nay cho phép chin doan bénh nhin
mic cuong giap. Két qua nghién ctru gidng
v6i két qua cua tac gia Gietka-Czernel: NC
35 bénh nhan nhiém doc giap thai déu co két
qua TSH du6i 0,1 U/mL [3].

Gia tri xét nghiém FT3 va FT4 trung binh
cua nhém bénh nhan nghién ctu ting cao
hon so voi gid tri tham chiéu. C6 4 bénh
nhan c6 muc ting chi sé FT3/FT4 rat cao
(FT3 > 15 pmol/L, FT4 > 50 pmol/L) dac
biét c6 1 bénh nhan c6 két qua xét nghiém
FT3: 26,94 pmol/L, FT4: 100 pmol/L, TSH:
0,01 U/mL (bénh nhan nay cé két qua TSI
am tinh, TRAb 2,45 UI/L). Tac gia Gietka-
Czernel NC 35 bénh nhan cuong giap thai ky
cho két qua 19/35 bénh nhan (54%) co ting
chi s6 FT3/FT4 [3].

80% bénh nhan dugc chin doan nhiém
doc giap lam sang (FT3/FT4 tang, TSH
giam); 20% bénh nhan nhiém doc giap dudi
lam sang (FT3, FT4 binh thuong, chi co
TSH giam). Tac gia J.Y.L. Tan va CS (2002)
nghién ctu 39 bénh nhan nhiém doc giap
thai ky ¢6 hoi chimg nghén ning déu c6 gia
tri FT4 ting cao va trd vé binh thuong sau
tuan thai thir 15 [4].

Xét nghiém danh gia chic ning tuyén
giap phan anh muac do cudng gidp cua bénh
nhan. Mic du bénh nhén c6 thé biéu hién hoi
chimg cudng gidp ning hodc rat ning trén
lam sang va xét nghiém nhung chua du bang
chimg dé khiang dinh chic chin bénh nhan
mic Basedow.

4. Xét nghi¢ém TRAb va TSI trong chin
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doan bénh cwong giap thai ky. TRADb la
mot xét nghiém dugce st dung kha phé bién
dé chan doan bénh Basedow. Trong nghién
ctru ciia ching toi, tt ca bénh nhan nghién
ctru déu c6 két qua TRAD 16n hon 1,58 UL/L.
C6 2 trudng hop c6 két qua TRAb 16n hon 5
UI/L, gid tri TRAD cao nhét 1a 10,38 UI/L.
Trong khi d6, tit ca bénh nhan cuong giap
thai ky trong nhém nghién ctru déu co két
qua TSI nho hon 0,55 IU/L — 1a ngudng chan
doan bénh Basedow, diéu nay cho phép loai
trir chan doan cac bénh nhan méc Basedow.

Do dic diém cua nguyén 1y phuong phap
dinh Iugng TRAD la dinh lugng ca 3 thanh
phan: TRSAb, TRBAb va TRNAb nén trong
nhig truong hgp trén do dac hiéu cua xét
nghiém bi han ché, dan dén két qua duong
tinh gia. Trong nhém nghién ctu, tat ca bénh
nhan déu c6 két qua TRAD ting nhung c6 thé
khong ting that sy thanh phan TRAb c6 tac
dung kich thich thu thé TSH tuyén giap
TRSADb hoac ty I1¢ TRSAb/TRBAb < 1, do
vdy TRAb duong tinh (véi ngudng chan
doan 1,58 1U/L- gia tri tham chiéu ciia nguoi
truong thanh khoe manh) chwa du dé chan
doan mic Basedow trén ddi tuong bénh nhan
mang thai ¢ hoi chiing nhiém doc giap.

Gia tri TRAD ting cao hon 3 — 4 lan so
VGl Qid tri trén cua ngudng binh thuwong
(khoang 5 1U/L) thuong dugc khuyén céo sir
dung dé tién luong kha ning mac bénh ly
tuyén giap o bao thai va tré so sinh [5].

Trong 30 bénh nhan nghién ctu co 22
bénh nhan (73,33%) c6 két qua TSI dudi
ngudng phéat hién. Gia tri TSI dudi 0,1 UI/L
cho phép loai trir chan doan bénh Basedow
cho nhom nay.

Nhu vay mac du cd triéu chirng 1am sang,
xét nghiém chirc ning tuyén giap, dac diém
siéu am va xét nghiém TRADb > 1,58 IU/L
déu huéng toi chin doan méc Basedow
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nhung dua vao két qua TSI &m tinh khing
dinh hoi chiang nhiém doc gidp ¢ nhém
nghién ctu 1a do thai ky, khdng can diéu tri
thudc khang giap trang, sau qua trinh theo
doi cac triéu chung 1am sang am tinh va két
qua xét nghiém chirc ning tuyén giap tro vé
binh thuong.

8 bénh nhan cé két qua TSI nam trong
khoang 0,1 — 0,55 UI/L. Tat ca bénh nhan c6
tién sir miac Basedow (da diéu tri khoi) déu
nam trong nhém 8 bénh nhan nay. Két qua
TRAD trung binh cua 8 bénh nhan nay cling
cao hon so v&i nhom con lai (4,53 £ 2,47 so
V6i 2,75 £ 0,67; P <0,05).

Qua do c6 thé thay, ¢ nhitng bénh nhan
nay, viéc chi dinh xét nghiém TSI la can
thiét dé loai trir dugc chan ddan Basedow,
dic biét 14 nhitng bénh nhan co tién s
Basedow trudc d6. Néu dua vao tién st, triéu
chang 1am sang, can l1am sang va két qua
TRAD, nhitng bénh nhan nay c6 thé s& duoc
chan doan va diéu tri theo hudng Basedow,
dan toi diéu tri khéng chinh xac va anh
huong bat loi téi thai nhi. Ngoai ra, nén lam
thém xét nghiém A-TPO dé phat hién nhiing
bénh ly viém giap tu mién khac ¢ nhom dbi
tuong nay.

5. Theo déi diéu tri

Dua vao két qua xét nghiém TSI &m tinh,
nhoém ddi twong nghién ciu dugc chan doan
xac dinh cuong giap do thai ky, dugc theo
ddi céc triéu chung I&m sang va can lam
sang. Khi hét triéu chiing 1am sang, bénh
nhan duoc Xxét nghiém FT3, FT4, TSH d¢
kiém tra tinh trang chic ning tuyén giap.
Khi ra vién, cac triéu chirng cua hoi ching
cuong gidp &m tinh, chirc nang tuyén giap vé
binh giap (FT3/FT4/TSH binh thuong, két
qua trung binh FT3: 5,26 + 1,20 pmol/L,
FT4: 15,60 + 3,41 pmol/L, TSH: 2,20 £ 1,08
U/mL). Sé tuan thai trung binh khi ra vién:

20,46 + 5,68 (tuan). Bénh nhan hét triéu
chang sém nhat vao tuan thai the 15 va
muon nhat vao tuan thai tht 26.

V. KET LUAN

TSI ¢6 gia tri chan doan dic hiéu hon so
v6i xét nghiém TRAD trong chan doan bénh
cuong giap do thai ky.

Xét nghiém TRADb vé co ban van la xét
nghiém c6 gia tri trong chan doan bénh
Basedow trén d6i twong nguoi truong thanh
véi do nhay va do dac hiéu cao. Tuy nhién,
trong mot sé truong hop nhiém doc giap dac
biét nhu phu nit mang thai, dic biét 1a c6 tién
st mic Basedow trudc d6, can xem xét lai
ngudng gia tri chan doan cho bénh nhan,
tranh nhitng gid tri duong tinh gia gay ra
nham 1an trong chan doan va diéu trj bénh.
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NGHIEN CU’'U NONG PO IGE HUYET TWONG VA MOT SO YEU TO
LIEN QUAN TREN BENH VIEM DA CO PIA

Nguyén Thi My Lé*, Nguyén Thi Binh Minh*,

TOM TAT

Muc tiéu: Viém da co dia (VDCP) la bénh
viém da man tinh gap & moi lua tudi, hay tai
phét, ty 1¢ bénh ngay cang gia ting & tat ca cac
nud6c trén thé gioi. Co ché bénh sinh cho thay su
két hop nhiéu yéu td trong d6 co vai tro cua IgE
huyét twong. Muyc tiéu cua nghién cau 1a xéac
dinh ndng do IgE va mot sé yéu té lién quan trén
bénh VDCD. Phwong phap nghién ciru: mo ta
cit ngang trén 234 bénh nhan diéu tri VDCD tai
khoa Noi, bénh vién E. Két qua: Gia trj trung vi
nong do IgE huyét twong trén bénh nhan VDCD
la 264,7 1U/mL, c6 méi lién quan véi tudi, tién
st mac bénh co dia khac va mic do ning cua
bénh. C6 sy twong quan thudn rat chit gitra nong
d6 IgE huyét twong véi thang diém SCORAD (r=
0,756, p<0,001) va tuong quan muc do trung
binh voi nong do bach cau &i toan (r= 0,315,
p<0,001). Két luan: Pinh luong IgE huyét tuong
la mot xét nghiém hitu ich gop phan chan doan
va danh gia muc d6 nang cta bénh viém da co
dia.

Tir khoa: IgE, viém da co dia, thang diém
SCORAD.

SUMMARY
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RELATED ELEMENT IN PATIENTS
WITH ATOPIC DERMATITIS

Objective: Atopic dermatitis (AD) is chronic
relapsing skin condition found at all age with an
increasing number of patients all over the world.
Symptoms shows the combination of many
factors in which plasma IgE plays an important
role. The objective of this study is to determine
plasma IgE level and investigate some IgE-
related factors in patients with atopic dermatitis.
Material and Method: A cross-sectional
descriptive study with 234 atopic dermatitis
patients treated at internal medicine department,
E hospital.Result: The plasma IgE median of
atopic dermatitis is 264,7 IU/mL. There is an
association between plasma IgE levels with ages,
the history of other atopy disease and the severity
of the disease.There is a positive correlation
between plasma Ig E level with the SCORAD
index (r=0.756, p<0.001) and moderate
correlation with eosinophil concentration (r=
0.315, p<0.001). Conclusion: The measurement
of plasma IgE level is a good laboratory indicator
for the detection of atopic dermatitis and its
severity.

I. DAT VAN DE

Viém da co dia la bénh viém da man tinh
tai phat, lién quan dén co dia di ung. Bénh
khai phat sém véi hon 60% truong hop xuit
hién trong nam dau tién cua cudc sdng va
40% phét trién dén khi truong thanh.Ty 18
hién mac 7-20% dan s6 [7].C6 t6i 80% bénh
nhan VDCP c6 ndng d6 IgE trong mau cao
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[6]. Co ché ting IgE trong VDCP do
histamin tic dong 1én thy thé H2 cua bach
cau, 1am cho chic ning cua bach cau suy
yéu, giam chuyén dang lympho. Té bao
lympho mang thu thé H2 c6 chirc ning san
xuat yéu t6 wc ché san xuét IgE do histamin
phat dong, do vay khi thiéu yéu t6 nay IgE
dugc san xuat ting. Nhiéu nghién ctru cho
thdy IgE ting & ca giai doan phat bénh va lui
bénh c6 thé do tong hop IgE vin chua tré vé
gi6i han binh thuong mac du trén lam sang
t6n thuong da da duoc cai thién. Sy tong hop
qua mic IgE trong VDCD lién quan dén
“gen” co dia va rdi loan mién dich [6]. Tuy
nhién vai trd ctia IgE trong co ché bénh sinh
ctia bénh VDCPD van con tiép tuc dugc ban
ludn. Mot vai tac gia cho rang c6 mdi lién
quan gitra nong d6 IgE voi mirc do ning cia
bénh nhung van chua rd rang. Vi vay, chung
t6i tién hanh nghién ciru: “Nghién ctru nong
d6 IgE huyét twong va mot sb yéu td khac
trén bénh viém da co dia”’véi muc tiéu cua
nghién ciru 1a xac dinh ndng do IgE va mot
sb yéu to lién quan trén bénh VDCPD sé& gop
phan cung cdp thém bang chimg vé vai trd
IgE trong bénh VDCD.

II. DOl TUONG VA PHU'O'NG PHAP NGHIEN CU'U

2.1. Péi twong nghién ciru

GOm 234 bénh nhan VDCP diéu tri noi
trd tai khoa Noi bénh vién E trong thoi gian
tir 12/2019 dén 6/2020

Tiéu chuan chon déi tweng nghién ciu:

II. KET QUA NGHIEN cU'U

Nhitng bénh nhan duoc chin doan VDCD
dya trén theo tiéu chuin Hanifi & Raika nam
1980 (can dat it nhat 3 tiéu chuan chinh va 3
tiéu chuan phu)

Tiéu chuin loai trir: bénh nhan bi céc
bénh ngoai da gdy ngaa ma khdéng phai
VDCD, bénh nhan dang diéu tri thubc ma tac
dung phu la ngtra, bénh nhan dugc chan doan
VDCD dang str dung corticoid.

2.2. Phuwong phap nghién ciu

Thiét ké nghién ciu: md ta cit ngang

Phwong phap thu thip va danh gia két
qua: Bénh nhan du tiéu chuan nghién cau
duoc thu thap théng tin theo mau bénh an
nghién ctru. Sau d6 phan loai mac d6 nang
cia bénh theo thang diém SCORAD
(Scoring Atropic Dermatitis). B§ nang cua
bénh duoc phan thanh 3 mutc, dya vao
SCORAD: Nhe:< 25 diém; Vira: tir 25 - 50
diém; Nang:> 50 diém

Cac ky thuat sir dung trong nghién ciu

- Pinh luong ndng d6 IgE huyét twong
theo phuong phép dién hoa phat quang trén
may Cobas €601 cua Roche

- Pinh luong Zn bang phuong phap so
mau, do diém cudi trén may AU 680 cua
Beckman Counter

- Xac dinh s lwong phan trim bach cau &i
toan trén mady DXH 800 cua Beckman
Counter

Phuwong phap xir ly sb ligu: S ligu duoc
thu thap va xir Iy theo phan mém SPSS22.0.
Két qua trinh bay dudi dang bang biéu.

Bang 3.1. Mot sb diic diém chung ciia déi tweng nghién ciru

Pic diém n Ty 1é (%)
Gisi Nam 85 36,3
Nit 149 637
. <20 15 6.4
Nhom tudi 20-50 103 44.0
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| >50 116 | 49,6
X +SD
Tubi (nim) 49,16+ 20,03, Min = 12, Max = 92
IgE (1U/mL) 264,7

Nhdn xét: - Tudi trung binh céc bénh nhan nghién ctu 1a 49,16 + 20,03, cao nhét 1a 92
tudi, it tudi nhat 1a 12 tudi. Nhom tudi > 50 tudi chiém ty 1& cao nhét (49,6 %), nhém tudi <
20 tudi chiém ty 18 thap nhit (6,4%).Gigi nit chiém ty 1& cao hon nam

- Gié tri trung vi cua ndng d6 IgE 14 264,7 IU/mL

Bdng 3.2.Méi lién quan néng dé IgE va mét sé yéu té

Céc yéu té N Nong do IgE (1U/mL) P
<20 15 1496, 43+ 4207,16
Nhom tudi 20-50 103 241,45+ 316,97 0,001
>50 116 386,26 + 806,21
L Nam 85 602,43 + 1946,84
Giai . 0,05
Nir 149 274,60 + 444,47
Thoi gian <6 110 326,58 + 766,55
méc bénh 6-12 67 581,17 + 2047, 60 0,34
(thang) >12 57 302,79 + 408,5
Tién sir bénh Co 112 400,2 + 462.71 0.001
co dia khac Khong 122 187, 23+ 246,69 ’
o Nhe 119 95,06 + 81,01
Mb‘;g‘-’ Trungbinh | 62 283,52 + 192,27 0,0001
i Niing 53 1193,03+ 2422,55

Nhdn xét: Nong do IgE huyét twong co su khac biét giira cac nhém tudi, cao nhat & nhém
tudi tré < 20 tudi; gitra cacmire do bénh theo thang diém SCORAD, cao nhat & nhém muc do
nang. Nong do IgE huyét twong cao hon ¢ nhém bénh nhan ¢ tién sir bénh co dia khac va
khdng c6 su khéc biét gitra hai gidi va thoi gian mac bénh.

Moi twong quan giita IgE va diém
y=10.999x - 128.6 SCORAD

R?=0.5709
2500
2000 o . ®
1500 o ooy
= 1000 S e
= 8

500 o
@ .. e® ©®
0

o0 O 20 40 60 80 100 120
Piém SCORAD
Hinh 3.1. Twong quan giita nong dé 1gE véi diém SCORAD
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Nhgn xét: Nong do IgE huyét twong va diém SCORAD c6 méi tuong quan thuan rat chit

ché véi hé s6 r= 0,756, p<0,001.

Moi twong quan giira diém SCORAD va
bach cau ai toan

y 38.0605){-2.0439
R7=0.1661

15

10

BCAT

0 20 40

60 80 100 120

Piém SCORAD

Hinh 3.2. Twong quan giita nong djp BCAT véi diém SCORAD
Nhgn xét: BCAT va diém SCORAD c6 méi twong quan thuan mic do trung binh véi hé

sb r= 0,408, p<0,001.

Bdng 3.3. Méi twong quan néong dj |\QE huyét twong va mét sé chi sé xét nghiém

Chi s6 xét nghiém mau Nong d6 IgE huyét twong

X +SD r P
Zn (Mmol/L) 9,97 + 3,29 0,085 0,194
BCAT (%) 4,01 £+ 3,62 0,315 <0,001

Nhgn xét: cac chi s6 hda sinh mau nam trong gisi han binh thuong va khdng c6 méi lién
hé véi nong do IgE mau trir chi so BCAT ¢d moi twong quan thuan muace d6 trung binh véi hé

s6 r= 0,315, p<0,001

IV. BAN LUAN

Pic diém ciia ddi twong nghién ciru

Trong nghién ctru cta ching t6i, dic diém
cta ddi tuong nghién ctru duoc trinh bay &
bang 1. Két qua cho thiy tudi trung binh cua
nhom d6i tugng nghién ctu 1a 49,16 + 20,03,
trong d6 lra tudi dudi 20 tudi chiém ty 18 it
nhit va ciing c6 biéu hién ning nhat. Két qua
nay c6 thé 1y giai vi dbi twong bénh nhan
khoa No6i cua bénh vién E chu yéu l1a nguoi
lon. Ty 1€ méc bénh cua nit/nam la 1,75
(63,7%: 36,3%). Két qua nay tuong dong véi
két qua nghién ctru tai 8 qudc gia trén thé

gidi nam 2018, ty 1& méic bénh cua nit gidi
cao hon rd rét so voi nam gidi. VDCD hay
gip & nit gidi hon nam gidi c¢6 thé do anh
hudng cuia hormon trong qua trinh mang thai
va sinh dé, mot yéu t6 khoi phéat va 1am ning
bénhVDCD. Ngoai ra nit gidi thuong nhay
cam va dé bi stress hon.

Khao sat nong @9 IgE huyét twong

IgE c6 trong huyét twong ngudi véi khdi
lwong rat nho, nong do c6 thé tang nhiéu lan
khi phan tng véi cac kich thich cu thé. Bénh
nhan méc cac bénh di tng di truyén san xuat
IgE sau khi tiép xdc voi chat gay di tng
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ngoai mdi truong [3]. VDCD 1a bénh da man
tinh lién quan dén co dia di tng voi co ché
chinh do sy tac dong cua 4 yéu té: di truyén,
réi loan hang rao bao vé da, thay ddi mién
dich va méi truong. IgE gop phan vao qua
trinh téng hop IL-1, IL-3, IL-4, IL-5, IL-6,
GM-CSF va TNF-a va giai phong boi su két
hop vé6i bach ciu wa base va tuong bao.
Nhirng cytokine nay dong vai tro quan trong
trong pha muon caa phan ung di ang [4]. IL-
4 c6 tac dung kich thich té bao lympho B
chuyén tir san xuat IgM sang san xuat IgE, la
mot yéu té lam tiang IgE huyét thanh. Theo
két qua o bang 1, gia tri trung vi nong do IgE
0 bénh nhan VDCD la 264,7 IU/mL cao hon
gia tri tham chiéu cua nong o IgE & nguoi
binh thuong 1a <100 1U/mL. Két qua nay
tuong duong vdi nghién ciu cta Sandipan
Dhar va cong su (278,29 + 324,85 IU/mL)[8]
va nghién cau cua Hoang Thi Thay Huong
(247,6+ 266,1 1U/mL) [1]. O bénh nhan
VDCD c¢6 sy tang phan tng cia cac
cytokine cua té bao T hd tro type 2 (Th2) di
kém theo sy giam san xuét interferon gamma
IFN-Y', tao sy thay ddi trong cac phan {ng
mién dich qua trung gian té bao va co thé
thiic ddy qua man qua trung gian IgE [7].

Nong d9 IgE huyét twong va mdt sé yéu
t lién quan

Nong d6 IgE huyét trong co su khac biét
gifta cic nhom tudi, cao nhat & nhom tudi <
20 tudi, loa tudi chiém ty 18 it nhat trong
nghién ctru. Nong d6 IgE huyét tuong &
nhitng nguoi c6 tién st bénh co dia khac cao
hon & nhimg ngudi khong c6 tién sir bénh
v6i p <0,001. Nhiéu nghién ctru ciing nhan
thdy c6 mdi lién quan giita tang IgE véi tién
sir bénh atopy khac nhu hen phé quan, viém
khép di ung [6].Su tong hop qua muc IgE
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trong VDCD do nhiéu yéu t6. Cac yéu td co
dia nhu gen nam trén NST 11q13, gen cho
thu thé IL-4 tryc tiép hodc gian tiép anh
huong 18n sy tong hop IgE [4]. Theo két qua
bang 2, ndong d6 IgE huyét twong nhom
VDCD murc 36 nhe 1a 95,06 + 81,01 1U/mL,
muc do trung binh la 283,52 + 192,27
IU/mL, cia nhom mtc d6 nangla 1193,03 +
2422,55 IU/mL. So sanh véi két qua nghién
ctru ciia Magda Blessmann ndng d6 IgE giita
cac nhém lan lugt 1a 279;347 va 952 IU/mL
Trong do, nhém bénh nhan mrc d6 nang cod
nong do IgE cao hon rd rét so voi hai nhom
con lai (p<0,001)[6]. PO nghiém trong cua
bénh VDCP duoc danh gia bang thang diém
SCORAD. Thang diém nay dugc tao ra va
phé chuan bdi mot nhom cac chuyén gia
chau Au vé VDCDP tir nam 1993 [5]. Cho dén
nay chua c6 mot dau an cu thé nao danh gia
d6 nang ciia VDCD nhung nong do cao IgE
va BCAT thuong xuyén duoc tim thiy &
bénh nhan VDCD. Mgt vai nghién ctu cho
ring BCAT c¢6 thé sir dung nhu chat chi
diém phan biét VDCP ndi sinh va ngoai sinh
va nhitng nghién ctru khac chi ra ring BCAT
co lién quan véi mic d0 nang cua bénh va
nong do IgE. Vi véy, nghién ciu ciia ching
t6i tién hanh tim hiéu mdi lién quan nay.
Theo két qua hinh 1 va 2, chi sd diém
SCORAD c¢6 méi twong quan rat chit ché
v6i nong d6 IgE (r= 0,756, p<0,001), mirc do
trung binh v6i sé luong bach cau ai toan (r=
0,408, p<0,001). Theo nghién clru cua
Kumar, Singh va Patel (2014) danh gia mdi
lién quan cua dac diém 1am sang, bach cau &i
toan va IgE vo1 muc dd ndng cua bénh da chi
ra rang IgE ting & 66% bénh nhan va c6 mbi
lién quan véi mic do nang cua bénh. Theo
Thijs (2015) mot sd luong 16n cac du 4n
sinh hoc di dugc tim thiy c6 lién quan mirc
dd nang cia bénh VDCD nhu bach cu ai
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toan, IgE, sIL-2R. Laske va Niggemann thuc
hién nghién ctru hdi ciru trén 345 bénh nhan
VDCP va két luan rang thang diém
SCORAD c¢6 mdi lién quan c6 ¥ nghia voi
néng do IgE (2004) [4]. Nghién ctru cua
Raquel Leao Orfali ciing cho thdy mdi lién
quan BCAT vo6i muc do nang cua bénh voi
r= 0,362, p<0,001. Didu nay gbp phan Iy giai
cho nhimg trudng hop c6 tén thuong da ning
va lan rong trén 14m sang c6 thé do co su
ling dong nhiéu ECP (duoc giai phong tir
cac hat cia BCAT hoat hoa) ¢ gian bao gay
hay hoai t6 chtrc, gop phan cing cac yéu tb
khac tao nén d6 ning ctia viém da va lam ton
thuong da lan rong. IL-5 c6 tic dung kich
thich tuy tang sinh BCAT va hoat hoa
BCAT, c¢6 1€ vi vay ma trong VDCD c6 tang
BCAT [8]. M6t s6 nghién ctru cho thay thiéu
kém 1am suy giam chirc niang té bao lympho
T hd trg (Th1) gbp phan vao sy mat can bang
cac cytokin cua Thl va Th2, tao ra su thay
doi trong cac phan tmg mién dich qua trung
gian té bao va c6 thé thic day qua man qua
trung gian IgE. Tuy nhién, trong nghién ctru
clia chiing toi & bang 3 cho thiy kém nam
trong giéi han binh thuong va khong co6 moi
twong quan v6i nong do Ig E, chi ¢6 chi sd
BCAT c6 lién quan mtrc do trung binh véi
nong do IgE (r= 0,315, p<0,001). Két qua
ndy tuong tu nghién ctru ciia Nguyén Thi Lai
(2001), nghién ctru trén 45 bénh nhan VDCD
v6i r=0,32, p<0,05[2]

V. KET LUAN

Pinh luong IgE huyét tuong 1a mot xét
nghiém hitu ich gép phan chan doan va danh
gia mac d6 nang cua bénh viém da co dia
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GIA TRI TIEN LUO'NG CUA NONG PO NT-PROBNP HUYET TUONG
VO'I THO'I GIAN SONG THEM &' BENH NHAN NHI NHIEM KHUAN NANG,
SOC NHIEM KHUAN TAI BENH VIEN PA KHOA PHU THO

Bui Thi Thu Hwong*, Mai Anh Tuin*, Pao Thi Thiy Hing**

TOM TAT

Nhiém khuan ning va séc nhiém khuan Ia
tinh trang bénh ly nang thuong gép o tré em va la
nguyén tir vong chinh & cac don vi hoi stc cip
ctru. Nong d6 NT-proBNP huyét thanh gidp tién
luong trong nhidém khudn, nhiém khuan ning
va sé¢ nhiém khuan & tré em.

Muc tiéu: Déanh gia gia tri tién lugng cua
nong d6 NT-proBNP huyét thanh téi tir vong do
nhiém khuén, nhiém khuin nang va s6c nhiém
khuén & tré em tai Khoa Nhi, Bénh vién da khoa
tinh Pht Tho.

Phwong phap: M0 ta cit ngang tat ca tré em
duoc chan doan, nhiém tring ning va séc nhiém
trang va diéu tri nhiém trung (nhom ddi ching)
tai khoa nhi caa Bénh vién Da khoa Phu Tho tir
thang 11 nam 2016 dén thang 7 nam 2019. NT-
proBNP huyét thanh dugc dinh lugng béng
phuong phap mién dich dién hoa phét quang.

Két qua: Gia tri nong do NT-proBNP huyét
thanh trong tién lugng tor vong 28 ngay cua
nghién ctru nay 1a t6t véi dién tich dudi duong
cong ROC la 0,928 (95% CI: 0,877-0,980) véi
p<0,05. Piém cut-off cia gia tri NT-proBNP
trong phan chia giira nhém séng voi nhom tir
vong 1a 1699,0 pmol/L, d6 nhay la 82,8% va do
dac hiéu 84,6%. Thoi gian séng sot trung binh

*Truong Dai hoc Y Duoc Thai nguyén
**Benh vién da khoa tinh Phu Tho

Chiu trach nhiém chinh: Bui Thi Thu Huong
Email: huongbuithithu@tnmc.edu.vn

Ngay nhan bai: 27.10.2020

Ngay phan bién khoa hoc: 27.10.2020

Ngay duyét bai: 28.10.2020
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cia nhom tré c6 xét nghiém NT-ProBNP <1699
pmol/l 12 ~17 ngay cao hon han nhém >1699 (~7
ngdy) véi p<0,05. Két qua mé hinh hdi quy Cox
phan tich da bién, ndng d6 NT-ProBNP huyét
tuong anh huéng doc 1ap dén thoi gian séng cua
tré nhiém khuan. Ty s6 nguy co Hz cua NT-
proBNP la 6,25 khoang 95% CI: 2,21-17,71 vo&
p<0,05.

Két luan: NT-proBNP huyét tuong c6 gia tri
tién luong tir vong & bénh nhan nhiém tring
huyét, nhidm triing nang va séc nhiém trang.

Tir khoa: NT-proBNP, nhiém tring niang, séc
nhiém tring

SUMMARY

THE QUANTITY VALUE OF THE
ULTIMATE NT-PRoBNP INCREASED
BY ADDITIONAL LIFE TIME IN
DEATH THAT DISEASE AND
EXAMINATION RISK IN PHUTHO
GENERAL HOSPITAL

Severe infections and septic shock are
common severe illness in children and a major
cause of death in emergency care units. Serum
NT-proBNP concentrations are prognostic in
childhood infections, severe infections and septic
shock.

Objective: To evaluate the prognostic value
of serum NT-proBNP concentration to death due
to sepsis, severe infection and septic shock in
children at the Pediatric Department, PhuTho
General Hospital.

Methods: Cross-section description of all
children diagnosed with severe infection and
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septic shock and infection treatment (control
group) in the pediatric department of PhuTho
General Hospital from November 2016 to July
year 2019.

Results: The serum NT-proBNP
concentration value in this study's 28-day
mortality prognosis was good with the area under
the ROC curve of 0.928 (95% CI: 0.877-0.980)
with p <0.05. The cut-off score of NT-proBNP
values in the living-mortality group was 1699.0
pmol / L, the sensitivity was 82.8% and the
specificity was 84.6%. The mean survival time of
the group of children with NT-ProBNP test
<1699 pmol / | was ~ 17 days, much higher than
the group> 1699 (~ 7 days) with p <0.05. Results
of Cox regression model analyzed multivariate,
plasma  NT-ProBNP  concentrations that
independently affected survival time of infected
children. The risk ratio Hz for NT-proBNP was
6.25 approximately 95% CI: 2.21-17.71 with p
<0.05.

Conclusion: The NT-proBNP serum has
prognostic value in patients with sepsis, severe
sepsis, and septic shock.

Keywords: NT-proBNP,
septic shock

severe infection,

I. DAT VAN DE

Nhiém khuan niang (NKN) va séc nhiém
khuan (SNK) 1a tinh trang bénh 1y ning
thuong gap ¢ tré em va la nguyén tir vong
chinh & cac don vi hdi sirc cdp ciru. Theo T6
chic Y té thé gidi, hing nim c6 khoang tir
60 - 80% tré em méc cac bénh 1y lién quan
dén tinh trang nhiém khuin trong d6 c6
khoang 20% phai diéu tri hoi strc tich cyc.
Téng ty 18 tr vong tai bénh vién cua bénh
nhan nhiém tring huyét nang hodc sbc nhiém
tring 1a 40,4% [2]. Tai Viét Nam chua c6 s6
lidu thong ké day du vé ty 1& méac va tir vong
ctia NKN va SNK trén toan qudc, tuy nhién,

theo Tran Minh Dién (2010), ty 1¢ tr vong do
SNK tai khoa hi sirc cip ciru Bénh vién Nhi
Trung Uong 1a 65,7% [1].

Trong cac bénh 1y nhidm khuin dic biét
12 SNK nong d6 NT-proBNP huyét thanh
tang, tuy nhién thay d6i ndong do va gia tri
tien luong cua NT-proBNP trong nhiém
khuén, NKN va SNK & tré em con it dugc dé
cap. Chan doan va xac dinh mac do nang o
giai doan som sbc nhidm khuan rat kho khin
vi triéu ching 1am sang khong dac hiéu dac
biét trén d6i twong 1a tré em. Vi vay chung
toi thuc hién nghién ctru nay nham muc tiéu:
Pdnh gid gid tri tién heong ciia nong do NT-
proBNP huyét thanh t6i tir vong do nhiém
khudn, nhiém khudn ndng va séc nhiém
khudn & tré em tai Khoa Nhi, Bénh vién da
khoa tinh Phu Tho.

II. D8I TUQONG VA PHUONG PHAP NGHIEN CU'U

2.1. P6i twong nghién ciru

81 bénh nhi tir 1 thang dén 15 tudi dugc
chan doan c6 nhiém khuan, NKH va SNK
diéu tri tai khoa Nhi - Bénh vién da khoa tinh
Pht Tho.

* Tiéu chuin chon bénh nhin nghién
cliru

- Bang ching nhidém khuén: ¢é cdy mau
duong tinh, nhud¢m soi tuoi, PCR, hodc co
hoi ching 14m sang lién quan dén kha ning
nhiém tring cao: kham 1am sang, chan doan
hinh anh hoac cac xét nghi€ém nhu cé bach
cdu mau trong dich v khuan cua co thé,
thing tang réng, X quang 1ong nguc ¢ hinh
anh viém phéi, ban xuét huyét hoac tir ban.
Bénh nhan dugc chi dinh vao nhom dbi
ching hodc nhém viém toan than dua trén sy
hién dién hoac Véng mit cia cac ddu hiéu
lam sang. Bénh nhan duogc coi 1a dbi ching
néu ho khong c6 hodc chi c6 mot dau hiéu
cua hoi ching dép ung viém toan than
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(SIRS): nhiét d6 >38°C hoidc <36°C, nhip
tim, nhip thé nhanh > 2SD, s6 lugng bach
cau (WBC) > 12000 6/mm?®hodc <4000
6/mm3,

* Tiéu chuin chin doan nhiém khuén
nang (Severe sepsis)

C6 tinh trang nhidm khuan (TTNK) va
mot trong cac dau hiéu sau: hoi ching suy ho
hap cip nguy kich, hodc suy chuc ning tir 2
tang trd 1én [2].

* Tiéu chuan chan doan séc nhiém khuan
(septic shock)

Bénh nhan ¢6 TTNK + biéu hién suy tudn
hoan

Suy tuan hoan: c6 1 trong cac dau hidu
sau mac du da bu > 40 ml/kg dich NaCl 9%o
trong 1 gid. Tiéu chudn chan doan sbc
nhiém tring néu bi nhiém tring huyét ning
két hop véi cac diu hiéu sdc, duoc xac dinh
1a huyét ap trung binh toan than (MAP) <60
mmHg sau khi hdi stc day du, hodc can
dung dopamine hodc epinephrine MAP> 60
do nhiém tring.

* Tiéu chuén loai trir

- Bénh 1y tim mach dugc x4c dinh trudc
d6 (tim bam sinh, bénh co tim, suy tim).

2.2. Thoi gian va dia diém nghién ciru:

Tir thang 11 nam 2016 dén thang 07 nam
2019, Tai khoa Nhi - Bénh vién da khoa tinh
Phu Tho.

2.3. Phwong phap nghién ctiru

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

- C& mau va phuong phap chon méiu:

+ C& mau: lay tat ca bénh nhan tudi tir 1
thang dén 15 tudi nhap khoa nhi dugc chan
doan 1a nhiém khuan niang va sdc nhiém
khuén va mot s bénh nhan dugc chan doan
12 nhiém tring 1am nhém chtng tir thang 11
nam 2016 dén thang 07 nam 2019.

+ Phuong phap chon mau: thuan tién.
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Chi tiéu nghién ctru:

- S6t: Than nhiét trung tam > 38°5 hodc <
36°C.

- Nhip tim nhanh, trén 2 d¢ léch chuén
(SD) theo tudi.

- Tan s6 tho trén 2SD theo tudi hodc phai
thong khi nhan tao do céc tinh trang bénh
cap, khong lién quan dén bénh nhan than
kinh co hodc thudc giy mé.

- Bach cdu mau ting hodc giam theo tudi.
(khong phai ha bach cau thi phat sau tri liéu)
hay >10% bach ciu trung tinh chua trudong
thanh

- Bang chimg cta nhiém tring bao gém
cac dau hiéu lam sang, chan doan hinh anh
hodc cac xét nghiém (nhu 13 c6 bach ciu
mau trong dich v6 khuédn cua co thé, thing
tang, X-quang 10ng nguc c¢6 hinh anh viém
phéi, ban xuat huyét hoic tir ban).

- IS (inotrope score): Cong thirc tinh chi
s6 thube van mach [3]

IS = Dopamin dose (pg/kg/min)
+ Dobutamin dose (pug/kg/min)
+ 100 x Epinephrine dose (ug/kg/min)

Chi s6 thudc van mach duoc chia lam 2
nhom: nhém thap véi IS < 20 va nhém cao
voi [S>20

- Nong do CRP: don vi mg/l 1ay theo két
qua xét nghiém.

- Nong d6 procalcitonin: CRP don vi
mg/ml l4y theo két qua xét nghiém.

- Lactate: lay theo xét nghiém mau, don vi
mmol/I.

- Bach ciu mau ngoai vi: ldy theo xét
nghiém mau.

- Puong méu: 1ay theo xét nghiém mau.

- Chirc ning than: chi sb creatinin ly theo
két qua xét nghiém sinh hoa méau.

- Can ndng: tinh theo can ndng cua bénh
nhan, don vi kg...

Cich thu thép sb li¢u
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- Céac thong tin duoc thu thap qua mau
bénh 4n thong nhét.

- Kham lam sang do cac bac sy tai khoa.

- TAt ca cac xét nghiém duoc lay tai thoi
diém 24h bénh nhan nhap khoa.

- Ky thuat xét nghiém nong dd NT-
ProBNP

Phwong phap dinh lwgng NT-proBNP

Bénh pham: mau toan phan chéng déng
bang heparin dugc thu thap trong 24 gid dau
bénh nhan nhdp khoa nhi, ly tdm tach huyét
tuong, bao quan & -20°C cho dén khi phan
tich.

NT-proBNP huyét thanh duoc dinh luong
bang phuwong phap mién dich dién hoa phat
quang trén may Cobas €601 tai khoa Sinh
héa bénh vién da khoa tinh Pht Tho.

Gi61 han phat hién cua xét nghiém la 4
pg/mL (0,6 pmol/L). Khoang tuyén tinh cta
ky thuat la: 4- 35000 pg/mL (0.6- 4130
pmol/L).

Céc xét nghiém khéac dugc lam tai trung
tam xét nghiém cua Bénh vién

Xir 1y s6 liéu: S4 liéu sau khi thu thap s&
duoc mi hoa theo mau, nhép va phan tich $6
liéu bang phan mém SPSS 25.0.

2.4. Dao dirc trong nghién ciru

- Nghién ctru da duwoc Hoi dong Y duc
Truong Dai hoc Y Dugc Thai Nguyén thong
qua.

Ill. KET QUA NGHIEN CU'U

Trong thoi gian tir thang 11 ndm 2015 dén
thang 7 nam 2019 c6 81 bénh nhan vao khoa
Nhi du tiéu chuin dwa vao nghién ctu.
Trong d6 ty 1¢ bénh nhi bi nhiém khuan 1a
27,2%, ty 1& shock nhidm khuan 1a 40,7% va
nhiém khuan ning 1a 32,1%. Trong nhom tré
nghién ctu lra tudi dudi 1 tudi chiém ty 16
cao nhat 55,5% (45 bénh nhan) va nhém tudi
it gap nhat 1a trén 5 tudi chiém 9,9% (8 bénh
nhan); Nong d6 NT-proBNP cé phan b
khong chuan (léch phai) voi gia tri trung
binh la 2897,987 + 4377,551 pmol/L (gia tri
nho nhidt & 4 pmol/L va 16n nhat 1a
16330,000 pmol/L).

Bing 1. Piém cit ciia NT-proBNP trong tién lwong tir vong 28 ngay ciia nhém NKN va

SNK
NT-proBNP D§ nhay Pj dic hi¢u ChisbJ
pmol/L
4.00 1 0 0
143550 0.828 0.808 0.64
1512.00 0.828 0.827 0.65
1699.00 0.828 0.846 0.67 (max)
1861.50 0.793 0.846 0.64
2046.50 0.759 0.846 0.60
16331.00 0 0 0

Nhén xét: Chi sb J cao nhit bang 0,67 twong tmg véi diém cut-off cua gia tri NT-proBNP
trong phan tach giita nhém sdng véi nhom tir vong 1a 1699 pmol/L. Diém cit niy tuong tng

v6i do nhay va do dic hiéu toi wu nhat, 1an luot 1a 82,8% va 84,6%.

163



HO!I NGHI KHOA HOC TOAN QUOC LAN THUP 24 - HOI HOA SINH Y HOC VIET NAM - 2020

Bing 2. Phén tich thoi gian séng sét tich luy theo diém cut off ciia NT-ProBNP

NT-ProBNP pmol/L Thoi gian séng sét trung binh (ngay) p
> +
>1699 6,6 +1,92 <005
<1699 17,4 £1,62
Tong 14,6 +2,6

* Log rank test

Nhin xét: Két qua phan tich sdng sot & bénh nhan nhidm khuin ning va sdc nhiém khuan
theo gia tri NT-proBNP trén hodc dudi 1699 pmol/L cho thiy thoi gian séng sot trung binh
ctia nhom tré ¢6 xét nghiém NT-ProBNP <1699 14 ~17 ngay cao hon han nhom >1699 (~7
ngay). Su khac biét giira thoi gian séng s6t & 2 nhom 1a c6 ¥ nghia thong ké (p<0,05).

Survival Function for patterns 1 - 2

Cum Survival

bnple99

—IM>=1699
T =l1699

I

T T
Rulul 10.00

T
20.00

T T
30.00 4000

songaydieuri

Biéu do 1. Thoi gian séng tich luy theo diém cut-off ciia NT-proBNP (1699 pmol/L)
ctia mé hinh héi quy COX.
Nhdn xét: Sau khi da loai bo cac yéu t6 khac (tudi, gidi, CRP) bang mé hinh hdi quy Cox
phan tich da bién, chi co6 NT-ProBNP doc 1ap anh huong dén thoi gian séng cia tré nhiém
khuén. Ty ) nguy co Hz cua NT-proBNP 1a 6,25 khoang 95% CI: 2,21-17,71. Su khac biét

¢6 ¥ nghia thdng ké véi p<0,05.

IV. BAN LUAN

Két qua bang 1 cho thiy: Gia tri ndong do
NT-proBNP huyét twong trong tién lugng tir
vong 28 ngiy ciia nghién ctru nay 1a tdt voi
dién tich dudi duong cong ROC la 0,926
(95% CI: 0,874-0,979) véi p<0,05. Chi s6 J
cao nhat bang 0,67 twong Gng voi diém cut-
off cua gia tri NT-proBNP trong phan tach
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giita nhom séng véi nhom tir vong 1a 1699
pmol/L. Diém cit nay twong Gmg véi do nhay
va d6 ddc hiéu t6i vu nhat, 1an luot 1a 82,8%
va 84,6%.

Két qua xac dinh diém cit nay cua chung
t6i cao hon két qua nghién ciru cua Lin, C.
W(2016) & nhitng bénh nhan nhiém tring
huyét ning va séc nhiém tring, cac gia tri cit
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chan doan t6i wu lan luot 13 1368 ng/L va
1525 ng/L [7]; Samransamruajkit va cong su
(2014) dién tich dudi duong cong ROC Ia
0,93 (95% CI: 0,79-1) diém cut-off 1a 11200
pg/ml (1321 pmol/L) d6 nhay 85,7% va do
dac hiéu 1a 90% [5]; Mot nghién ciru khac
cua Brueckmann va cong su (2005) & bénh
nhan nhidm khuan huyét c6 gia tri cit ndng
d6 NT-proBNP [a 1400 pmol/L [4]. Biéu nay
cho thdy su can thiét phai xdy dung & mdi
mot don vi mot gia tri cat thich hop.

Két qua phan tich ciia ching t6i ¢ bang 2
vé thoi gian sdng sot tich liy theo diém cut
off ctia ndng d6 NT-proBNP huyét tuong &
bénh nhan nhiém khuan ning va séc nhiém
khuén cho thay: thoi gian sdng sét trung binh
cia nhom tré¢ c6 xé nghiém NT-
ProBNP<1699 1a ~17 ngdy cao hon han
nhom NT-proBNP>1699 (~7 ngay), su khac
biét c6 y nghia théng ké (p< 0,05). Sau khi
da loai bo cac yéu to khac (tudi, gisi, CRP)
bang mé hinh hdi quy Cox phan tich da bién
(biéu @6 1), chi c6 NT-ProBNP doc lap anh
huong dén thoi gian sdéng cta tré nhiém
khuan. Ty s6 nguy co Hz ctia NT-proBNP 2
6,25 khoang 95% CI: 2,21-17,71. Su khac
biét c6 ¥ nghia thdng ké voi p<0,05. Nhu
vay két qua nghién ctru ciia ching toi ciing
phtl hop véi hau hét cac nghién ctru trén thé
gidi déu cho thdy NT-proBNP c6 thé dong
vai tro nhu mot yéu td dy bao doc lap tir
vong trong 28 ngay &bénh nhan nhiém
trung huyét [6].

Nghién clu gia tri cia ndng do6 NT-
proBNP huyét tuong trong tién luong tir
vong nhiém khudn ning va sdc nhiém khuan
& tré em 1a mot nghién ciru rit méi trong linh
vuc hoi stc Nhi khoa. Nghién ctru khong

1am anh huéng dén qua trinh diéu tri, khong
tén kém vé thoi gian, kinh t& va co thé tiép
tuc tién hanh voi cac nghién ctiru sau hon dé
mang ¥ nghia t6t hon.

Can c6 nhitng nghién ctru tiép theo ciing
duoc thyc hién da trung tam cho tat ca cac
bénh nhan nhap khoa hdi stc cdp ctru véi
thoi gian tién hanh dai hon d& c6 sb lugng
mau 16n hon méi hy vong dua ra dugc nhing
két luan chinh x4c hon vé gia tri néng do
NT-proBNP huyét trong va vai tro trong tién
luong tir vong ddi v6i bénh nhan ning.

V. KET LUAN

Thoi gian sdng sot trung binh ctia nhom
tré co xét nghiém NT-ProBNP <1699 pmol/I
1a ~17 ngdy cao hon han nhém >1699 (~7
ngdy) voi p<0,05. Két qua mo hinh hdi quy
Cox phan tich da bién, nong do NT-ProBNP
huyét twong anh hudng doc 1ap dén thoi gian
sdng cua tré nhidm khuan. Ty s nguy co Hz
cua NT-proBNP la 6,25 khoang 95% CI:
2,21-17,71 v¢& p<0,05.

LO1 CAM ON

Xin trin trong cam on Ban Giam ddc,
Khoa Nhi, Khoa Xét nghiém, Bénh vién da
khoa tinh Phti Tho da gitp chung t6i hoan
thanh nghién ctru nay.
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NGHIEN C(*U NONG PO BETA 2-MICROGLOBULIN TRONG HUYET
TUONG O BA NHOM BENH NHAN: SUY THAN MAN TiNH,
U LYMPHO AC TiNH VA PA U TUY XUONG

TOM TAT

Muc tiéu: Panh gia su thay doi ndng 46 B2M
trong huyét tuong & 3 nhém bénh nhan (BN) la
suy than man tinh (STMT), u lympho ac tinh
(ULAT) va da u tay xuong (DUTX). Péi tweng
va phwong phap: 314 BN gom STMT (23),
ULAT (202) va PUTX (89) dugc xét nghiém
B2M huyét twong. Két qua: Nong d6 B2M
huyét twong & nhoém ching 1a 1,49 + 0,34 mgl/L,
& cac nhom BN STMT, ULAT va DUTX lan
luot 12 22,25 + 3,98 mg/L, 2,49 + 1,39 mg/L va
426 + 2,92 mg/L. Két luan: Nong d6 B2M
huyét twong trung binh & nhém BN STMT cao
nhat, tiép dén lan luot 1a nhém BN DUTX,
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Email: lethanhhahs@yahoo.com

Ngay nhan bai: 1.10.2020
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ULAT va 3 nhém déu cao hon nhém ching (p <
0,05). 100% BN STMT, 49% BN ULAT va
79,78% BN DUTX ting ndng do B2M huyét
tuong so vai nhom ching.

Ter khoa: Suy than man tinh, u lympho &ac
tinh, da u tay xwong, beta 2-microglobulin

SUMMARY

STUDYING CONCENTRATION OF
BETA 2-MICROGLOBULIN IN THREE
PATIENT GROUPS: CHRONIC RENAL

FAILURE, MALIGNANT
LYMPHOMAS AND MULTIPLE
MYELOMA

Aim of research: To measure blood
concentration of beta 2-microglobulin (B2M) on
chronic renal failure, malignant lymphomas and
multiple myeloma patients. Objects and
Methods: 314 patients with chronic renal failure
(23), malignant lymphomas (202) and multiple
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myeloma  (89) were measured B2M
concentration. Results: The B2M concentration
in the control group is 1.49 + 0.34 mg/L, in
chronic renal failure patients is 22.25 + 3.98
mg/L, in malignant lymphomas patients is 2.49 +
1.39 mg/L, in multiple myeloma patients is 4.26
+ 2.92mg/L. Conclusion: The average
concentration of B2M in the group of patients
with chronic renal failure is highest, followed by
the patients with multiple myeloma, malignant
lymphomas; and all these three groups are higher
than the control group (p <0,05). 100% of
chronic renal failure patients, 49% of malignant
lymphomas patients and 79.78% of multiple
myeloma patients had increased plasma B2M
levels compared to the control group.

Key words: Chronic renal failure, malignant
lymphomas; multiple myeloma, beta 2-
microglobulin

I. DAT VAN DE

Suy than man tinh (STMT) la hau qua cua
cac bénh ly man tinh ¢ than gay giam sut tu
tir s6 lwong nephron chirc ning lam giam dan
mac loc cau than. Tai Viét Nam chua c6
nghién ctiru & quy md toan qudc vé ty 1é méc
STMT, cha yéu la cac két qua bao cao mang
tinh chat dich t& cia mot vang. BN STMT dé
xuit hién cac bién chimg lién quan nhu suy
tim man tinh, bénh 1y xuong khép, trong do
phai ké dén bién chung & dong beta-2
microglobulin (B2M). Vai tro cua p2M trong
chan doan phan biét nhiing rdi loan chirc
nang than va theo ddi dong hoc qua trinh tién
trién bénh ly than dwoc luu ¥ mot cach dic
biét. Nhiéu nghién ciru nhan thiy nhan thy
nong d6 B2M huyét thanh ting cao trong
nhiéu bénh ly than nhu: viém cau than cap va
man tinh, than da nang, ton thwong than do
tang huyét &p, bénh than do dai duong [2, 6].

U lympho ac tinh (ULAT) la mot nhom
bénh ly 4c tinh caa t6 chirc lympho, c6 thé 1a
tai hach hodc c6 thé 1a ngoai hach. Bénh
ULAT duogc phén chia thanh 2 loai chinh:
Bénh ULAT non-Hodgkin va bénh ULAT
Hodgkin. Bénh ULAT thuong biéu hién voi
cac triéu chimg 1am sang nhu hach to, sét, ra
md hdi trom, gay sdt can, ngira va co thé c6
cac triéu chirng khac. Theo wdc tinh tai Viét
Nam, ULAT dung thir 6 trong tong sé bénh
ung thu & nam; dung thir 11 trong téng sé
bénh ung thu & nir va bénh ngay cang c6 xu
hudng ting 1én. Nong d6 B2M trong mau cé
vai trd quan trong khi sy bién doi cua né la
dau hiéu dé tién lugng, theo ddi tién trién cua
bénh va danh gia hiéu qua diéu tri bénh
ULAT [1, 5].

ba u tuy xuong (DUTX) 1a mot bénh tang
sinh c6 tinh chat 4c tinh cia twong bao
(plasmocyte) ¢ tay xuong va mot s6 co quan
khac. Tang sinh tuong bao dan dén ting cac
globulin mién dich trong mau, tao thanh
nhiéu 6 tiéu xuong dan dén giy xuong bénh
ly, réi loan chirc ning nhiéu co quan: suy
than, thiéu mau, ting canxi méu, cac triéu
chung than kinh... Ty & mic caa bénh
khoang 3 - 4/100.000 dan va chiém 1 - 2%
cac bénh ly &c tinh. B2M mau c6 thé duoc
chi dinh & bénh nhan da dugc chan doan bj
PUTX dé danh gia giai doan bénh, hoat
dong caa bénh, theo ddi hiéu qua diéu tri, doi
khi dugc chi dinh & nguoi bi BPUTX hoac
lymphoma dé tién luong bénh [4].

Beta-2 microglobulin (B2M) lan dau tién
duoc Berggard phat hién vao nam 1964.
B2M 1a mot protein mang cd khdi luong
phén tu khoang 11,8 kDa. Binh lugng B2M
c6 thé duoc sir dung nhu mot dau 4n ung thu
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trong PUTX, cac u hach &c tinh, bénh bach
cau lympho man va ciing c6 thé dugc st dung
nhu mot dau an sinh hoc trong danh gia cac roi
loan chirc ning loc va tai hap thu caa than.
Trén thé giéi da c6 nhiéu nghién cau vé
néng ddo B2M ¢ cac BN STMT, ULAT va
DPUTX. Tuy nhién, tai Viét Nam, nhing
nghién ciru nay con it va chua diy da. Vi
vay, nghién ctru nay dugc thuc hién vai muc
tiéu danh gia su thay ddi ndng do B2M huyét
tuong & cac BN STMT, ULAT va bUTX.

II. D8I TUQONG VA PHUONG PHAP NGHIEN CU'U

2.1. Poi twong nghién ciru

Nhém nghién cau gom 314 bénh nhan
(BN) dugc chia thanh 3 nhém: Nhém STMT
(23 BN: 19 nam, 4 n&r), nhom ULAT (202
BN: 124 nam, 78 n&r), nhém DUTX (89 BN:
44 nam, 45 ntr).

Nhom d6i chimg 1a 343 nguoi khoe manh
goém 222 nam, 121 nit.

Il. KET QUA NGHIEN c(’'U VA BAN LUAN

2.2. Phwong phap nghién ciru

- M0 ta cit ngang két hop véi hoi cau dua
vao tra cttu hd so bénh an tai Bénh vién
Quan y 103 tir thang 06/2019 dén thang
06/2020.

- Pinh luong ndng d6 B2M huyét tuong
trén hé théng méay AUG680 cua hing
Beckman Coulter, Hoa Ky. Ly 2 ml mau
tinh mach lic doi, chéng doéng heparin, ly
tam, tach lay huyét tuong dé 1am xét nghiém.
Nguyén 1y dinh luong ndng d6 B2M huyét
tuong theo phuong phap héa mién dich do
d6 duc: B2M trong huyét tuong két hop voi
khang thé khang B2M c6 trong thudc thur,
qua trinh phan ung s€ tao phuc hgp khang
nguyén - khang thé khong hoa tan tao do
duc; nong d6 B2M ty 1é véi d6 duc va dua
trén duong chuan tinh dugc nong do B2M.

Sé lieu nghién ciu duoc xi ly theo
phuong phéap thong k& y hoc theo chuong
trinh SPSS 23.0.

3.1. Pic diém tudi va giéi cac nhém nghién ciru
Bdng 1. Ddc diem tuai va gigi cac nhom nghién ciru.

Tudi va gi6i tinh 2. Gidi tinh
Tuoi -
. (X + SD) _ Nam SEAL
boi twgng Soluong | Tylé% | Soluong | Tylé %
STMT (n=23) 44,9 + 16,5 19 82,6 4 17,4
ULAT (n=202) 55,8 + 15,0 124 61,4 78 38,6
bUTX (n=89) 63,2+ 13,0 44 49,4 45 50,6
Nhom chiing (n=343) 44,3 + 35,2 222 64,7 121 35,3
3.2. Nong (‘:l(f) B2M huyét tu’,O'ng 6 nhom STMT
Bdng 2. Nong do B2M huyeét twong 6 nhom STMT.
. B2M (mg/L) Min - Max X +SD D
Doi twong
STMT (n=23) 13,24 — 26,44 22,25 + 3,98 <0.001
Nhoém chiing (n=343) 0,96 — 3,83 1,49 +£0.34 '
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Bing 3. Ty I¢ ting B2M huyét twong & nhém BN STMT (gid tri tham chiéu la giéi han

trén X = 28D ciia nhom déi chirng).

Nhom STMT
B2M (mg/L) S6 luwgng (n) Ty 1€ (%) Gia tri gioi han trén X +
Binh thuong (£2,16) 0 0 2SD ctia B2M mau ¢
Ting (>2,16) 23 100 nhém d6i chimg 142,16
Toéng 23 100

Nhoém BN STMT c6 néng d6 B2M huyét
tuong trung binh cao hon nhom chang véi p
< 0,001 (Bang 2) va 100% sé BN nay c6
nong do B2M huyét twong ting cao hon so
véi nhom chirng (Bang 3).

Mumtaz A va CS [6] da nghién ctu trén
BN STMT c¢6 loc mau cho két qua nong do
B2M huyét twong 1a 92,6 + 17,1 mg/L, Tran
Kim Cuong [2] nghién cou 32 BN STMT,

nong d6 B2M huyét tuong 13 66,75 + 14,66
mg/L. So véi c&c nghién ctu trong va ngoai
nudc, két qua nong do B2M huyét tuong &
nhém BN STMT & nghién ctu nay thap hon.
Ly do giai thich cho su khac biét nay vi dbi
tugng BN STMT & céc nghién ctru khac déu
& giai doan cudi, phan Ién phai tién hanh loc
méu chu ky nén anh hudng dén viéc o dong
cao B2M huyét tuong.

3.3. Nong d B2M huyét twong & nhém ULAT
Bing 4. Nong dp B2M huyét twong 6 nhém ULAT

. B2M (mg/L) Min - Max X +SD P
Doi twgng
ULAT (n=202) 1,08 - 12,83 2,49 +1,39 005
Nhom chimg (n=343) 0,96 — 3,83 1,49+ 0.34 !

trén X £ 28D ciia nhém doi chirng).

Bing 5. Ty I¢ ting B2M huyét twong 6 nhém BN ULAT (gid tri tham chiéu la gidi han

Nhém ULAT o
B2M (mg/L) S6 lugng (n) TV 18 (%) CE ;r]g gidi ge.;r&/ltrer{X
Binh thuong (<2,16) 103 51 =25 cua BV mad
¢ nhom doi chimg la
Ting (>2,16) 99 49 216
Téng 202 100

Nong do B2M trung binh trong huyét
twong & nhom ULAT cao hon nhom dbi
chang, su khéc biét co ¥ nghia thng ké voi
p < 0,05 (Bang 4) va 49% sé BN nay c6
nong do B2M huyét twong ting cao hon so
véi nhdm chirng (Bang 5).

Theo két qua nghién ctru cua Miyashita K

va CS (2015) [5], Nguyén Thi Minh Phuong
va CS [1], B2M huyét tuong 1a mot yéu té
tién lugng & BN ULAT khi diéu tri theo phéac
d6 R-CHOP. Nong d6 B2M huyét tuong
ting 13 do tang sinh cac té bao ac tinh, dic
biét lién quan dén dong té bao lympho (nhu
bénh ULAT). B2M huyét tuong co vai trd
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theo ddi, diéu tri bénh nhu mot yéu té doc
lap trong tién luong thoi gian song cua BN
ULAT. Nghién cuau cua Federico va CS
(2007) [3] trén 236 BN ULAT thiy rang
35% BN c6 chi s6 B2M huyét tuong ting.
Ting B2M huyét twong la ddu hiéu tién
luong kém trong tat ca cac giai doan bénh
ULAT. Céc tac gia cho rang nhiing BN giai

doan I, II c6 ndng d6 B2M huyét tuong cao
sé cO ty I¢ tai phat cao hon so vai BN ¢o
nong d6 B2M huyét twong binh thuong; BN
giai doan Ill, IV c6 nong d6 B2M huyét
tuong ban dau > 3,5 mg/L c6 tudi tho ngin
hon nhitng nguodi c6 nong d6 B2M huyét
turong ban dau < 3,5 mg/L mot cach dang ké.

3.4. Nong do B2M huyét twong é nhém PUTX
Bing 6. Nong dp B2M huyét twong ¢ nhom PUTX

. B2M(MO/L) | \jin - Max X + SD D
Doi twong
PUTX (n=89) 1,38 16,2 4,26+ 2,92 00t
Nhém chimg (n=343) 0,96 3,83 1,49 +0.34 |

Bing 7. Ty 1¢ ting B2M huyét twong ¢ nhém BN PUTX (gid tri tham chiéu la gidi han

trén X = 28D ciia nhom déi chirng).

hom bUTX
B2M (mg/L) S0 lwgng (n) Ty 1€ (%) Gia tri gidi han trén X +
Binh thuong (<2,16) 18 20,22 2SD cﬁg B2M méu ¢
Ting (>2,16) 71 79,78 nhom do1i chung 1a 2,16
Tong 89 100

Noéng d6 B2M trung binh trong mau &
nhém PUTX cao hon nhéom dbi ching, su
khac biét c6 y nghia théng ké véi p < 0,05
(Bang 6) va 79,78% BN DUTX c6 ndéng do
B2M huyét twong ting cao hon so véi nhom
chung (Bang 7).

Nghién ctru cua Jae-Pil Yun va CS (2006)
[4] trén 167 BN DUTX thiy nong d6 B2M

trung binh trong mau la 5,5 mg/L. Nghién
ctru chi ra rang néng do B2M trung binh
trong mau khong c6 y nghia & nhitng bénh
nhan c6 d§ thanh thai creatinin cua than > 30
mL/phut, gia tri tién lugng cia xét nghiém
B2M chu yéu lién quan dén chirc ning than
suy giam.

3.5. So sanh néng d B2M huyét twong & nhém STMT, ULAT va PUTX
Bing 8. Nong dp B2M ¢ nhém STMT, ULAT va PUTX

mg/L) .
£ - +
DPoi tuwgng Min - Max X+3D Y
1. STMT (n=23) 13,24 — 26,44 22,25+ 3,98 p12 < 0,001
2. ULAT (n=202) 1,08 — 12,83 2,49 + 1,39 p13< 0,001
3. DUTX (n=89) 1,38 - 16,2 4,26 +2,92 P23 <0,05
P1234 < 0,05
4. Nhom chimg (n=343) 0,96 — 3,83 1,49 + 0.34
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Nong d6 B2M huyét twong trung binh &
nhom BN STMT cao nhét, tiép dén 1an luot
la nhom BN DUTX va nhém BN ULAT; ca
ba nhém BN nay déu c6 B2M huyét twong
trung binh cao hon nhém ching (Bang 8).

V. KET LUAN

Qua nghién ctu nong d6 B2M & cac BN
STMT, ULAT va DUTX, ching t6i nhan
thay:

- Nong do B2M huyét twong trung binh &
ca ba nhom BN nay déu cao hon nhom dbi
chimg (p < 0,05); trong d6 nhom BN STMT
c6 nong do B2M trung binh cao nhat, tiép
dén lan luot 1a nhéom BN PUTX va nhom
BN ULAT.

- 100% BN STMT, 49% BN ULAT va
79,78% BN PUTX ting nong d6 B2M huyét
tuong so vai nhdm ching.
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NGHIEN CU’U NONG PO ALPHA 2 MACROGLOBULIN
O’ BENH NHAN XO GAN DO RU'Q'U
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TOM TAT
Muc tiéu cua dé tai 1a xac dinh ndng do alpha
2 macroglobulin (A2M) & bénh nhin (BN) xo

'Triong Cao dang Y té Ha Péng
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gan do ruou. Poi twong va phwong phap
nghién cwu: Nghién ctu trén 100 ngudi tinh
nguyén chia hai nhém: Nhoém chang gom 50
nguoi binh thuong khoe manh va nhdm bénh
gém 50 BN xo gan do rugu. Tuyén chon BN,
ngudi tinh nguyén, lay mau dinh luong ndng do
A2M huyét twong theo phuong phap hoa mién
dich do d6 duc. Két qua: ty 16 BN xo gan do
ruou & nam | cha yéu ti 16 49/1 so véi & nit, gap
tudi trung nién 40-60 (76%). Ty lé BN c6 triéu
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chung chan an, mét moi, tuan hoan bang h¢, c6
truéng, xuat huyét tiéu hoa 1a 100%, 98%,
48,0%, 62%, 56,0%. Nong d6 A2M & BN xo gan
do ruou (2,04+ 0,45g/1) cb su khac biét vai nhdm
chung (1,57 + 0,33 g/l), p<0,001.Diém cat cua
A2M 1a 1,918 voi d6 nhay va do dac hiéu lan
luot 12 52% va 100%; gia tri chan doan duong
100%; gia tri chan doan 4m 67,18%.

Két luan: Nong do alpha 2 macroglobulin
huyét tuong ting caoco gia tri trong chan doan
x0 gan do rugu.

Ter khéa:
macroglobulin.

Xo gan do ruou, Alpha-2

SUMMARY

STUDY OF ALPHA-2 MACROGLOBULIN
CONCENTRATION IN ALCOHOL
CIRRHOSIS

The objective to determine of alpha-2
macroglobulin ~ (A2M)  concentration  in
patientswith alcoholic cirrhosis. Methods: The
study was done on 100 volunteers divided into
two groups: The control group consisted of 50
normal healthy persons and the disease group
included 50 patients with alcoholic cirrhosis. The
selection of patients, volunteers and the
guantification of the concentration of A2M in
plasma are based on to the immunochemical
method to measure turbidity. Results: the rate of
patients with alcoholic cirrhosis is mainly found
in men (49/1) compared with women, and the
average age of alcoholic cirrhosis is 50.84 +
8.67. The rate of patients with symptoms of
anorexia, fatigue, collateral circulation, ascites,
gastrointestinal bleeding was 100%, 98.0%,
48.0%, 62.0%, 56.0%. A2M concentration in
patients with alcoholic cirrhosis (2.04 + 0.45g / I)
was different from the control group (1.57 £ 0.33
g/l), p <0.001. The A2M cut-off point is 1,918
with 52% and 100% sensitivity and specificity,
respectively; positive diagnostic value 100%;
negativediagnosticvalue 67.18%. Conclusion:
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Blood alpha 2 macroglobulin levelsis higher in
patients with alcoholic cirrhosis in comparation
with the control group.
Keywords: Alcoholic
macroglobulin.

cirrhosis, alpha 2

I. DAT VAN DE

Xo gan la mdt bénh gan man tinh dugc
dic trung boi su thay thé té bao gan bang mo
X0 se0, tao cac ndt tan sinh dan dén mat chuc
nang gan, tang ap luc tinh mach ctra. Xo gan
c6 thé gay ra bién chang trén nhiéu co quan
nhu bénh ndo gan, hoi chirng gan than, hoi
ching gan phoi, xuat huyét tiéu héa do gian
V& tinh mach thyc quan, ung thu hoa... c6 thé
dan dén tir vong. Xo gan do nhiéu nguyén
nhan khac nhau giy ra, trong dé6 nhiém virus
viém gan B/C va rugu la 2 nguyén nhén
chinh.

O Viét Nam ty 1& lam dung ruou va
nghién ruou trong cong dong rat cao. Theo
nghién ctru ctia Vién strc khoé tim than, ty 18
nghién rugu trong nhan dan & mot s6 dia
phuong tir 1,7-6,4% dan s6[1]. Xo gan la
nguyén nhan gay tir vong dung thir 8 & nam
gid1 va thor 9 ¢ nit gidi trong do 65% truong
hop 1a xo gan do rugu [2]. O bénh nhan xo
gan ruou do suy giam chirc ning gan din dén
giam tong hop protein, dic biét trong d6 c6
alpha 2 macroglobulin (A2M). A2M 1a mdt
protein huyét twong phan tir 16n tim thay
trong mau, dugc san xuat cha yéu tai gan,
ngoai ra con co nguén géc tir dai thuc bao,
nguyén bao soi, té bao vo thuong than.

A2M c6 thé bat hoat hau hét proteinase
(bao gom ca serinecystein,
asparticvametalloproteinase). = A2M  hoat
dong nhu mot chit chdng huyét khéi boi tc
ché plasmin va Kallikrein, né trc ché dong
mau bang ca chiric ché thrombin. A2M c¢6
kha ning hoat dong nhu mdt protein van
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chuyén, no lién két vé6i rat nhiéu yéu to ting
truong va phan bao nhu yéu t6 tiéu cau,yéu
t6 ting trudng nguyén bao soi co ban, TGF-
B, insulin valL-1p. Tac dong va trc ché chirc
ning ctia hé théng bach huyét. A2M c6 tac
dung chdng xo hoa ddi véi sy tong hop mang
luoi do TGF gay ra trong qua trinh xo hda
gan. Do d6, nong d6 A2M s& thay d6i nhat
dinh trong bénh 1y xo gan, nhit 1a & giai doan
x0 gan nang khi chiic ning chuyén hoa protein
cua gan bi anh huong nghiém trong [6].

Trén thé gioi da c6 mot sé nghién ciu ve
chi s6 A2M va méi lién quan cia nd V6i
bénh nhan xo gan. O Viét Nam chua cé
nghién ciu vé alpha 2 macroglobulin trén
bénh nhan xo gan do rugu. Vi vy dé tai
nghién cru nham muc tiéu xac dinh nong do
alpha 2 macroglobulin ¢ bénh nhan xo gan
do ruou.

II. O TUQONG VA PHUO'NG PHAP NGHIEN CU'U

2.1. Poi twong nghién ciru:

Nghién ctru trén 100 nguoi tinh nguyén,
chia thanh hai nhém. Nhém chang gém 50
nguoi binh thuong khoe manh va nhém bénh
gom 50 BN xo gan do ruou duge diéu tri tai
khoa Tiéu hoa bénh vién 103 tir thang
10/2019- 5/2020. Bénh nhan xo gan dugc lya
chon dua trén hoi ching suy chirc nang gan,

INl. KET QUA NGHIEN cU'U
3.1. Pic diém ddi twong nghién ciru.
3.1.1. Phén bo bénh nhén theo tudi, gidi.

hoi ching tang ap luc tinh mach ctra, siéu am
gan va két qua sinh thiét gan. Xac dinh
nguyén nhan xo gan do ruou dya vao tién s
lam dyng rugu:Chin doan nghién ruou dya
vao bo cau hoi AUDITcua WHO: Nam > 8
diém, nix > 4 diém.

Tiéu chudn logi trie: Loai trir cac bénh
nhan nhiém virus viém gan B/C, HIV, ¢ cac
bénh két hop khéc.

Nhém ching lea chon 50 nguoi binh
thuong, khoe manh c6 cac chi s nhan tric
twong duong véi nhom bénh, tinh nguyén
tham gia nghién cuu.

2.2. Phuwong phap nghién ctru.

- Lap hd so bénh an, tuyén chon BN,
ngudi tinh nguyén khoe manh, lay 2 ml mau
TM IGc doi, chéng dong heparin. Ly tam,
tach lay huyét tuong lam xét nghiém.

-Dinh lugng nong A2M trong huyét tuong
theo phuwong phép héa mién dich do do duc
st dung kit cua hang dialab trén hé théng
Au5800 (Beckman Couter, Ha Noi, Viét
Nam).

- S ligu nghién ciru dugc xu ly theo
phuong phép thdng ké y hoc theo chuong
trinh SPSS (Statistical Package for the Social
Sciences) 23.0 va hd trg cua phan mém excel
2016.

Bdng 1. Phan bé bénh nhéin xo gan theo tuéi, gidi

Gioi Nam Nir Tong sé
Nhom tudi S6 BN(n) | Tilé(%) | S6 BN(n) | Tilé(%) | S6 BN(n)| Tilé(%)
<40 3 6,0 1 2,0 4 8,0
40 - 60 38 76,0 0 0 38 76,0
> 60 8 16,0 0 0 8 16,0
Téng sé 49 100,0 1 2,0 50 100
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Nhgn xét: - Xo gan ruou gap nhiéu nhat & nhém tudi trung nién 40-60 tudi.
- Tubi trung binh 50,76 + 8,69.

- Chu yéu gap ¢ nam gidi ti 16 49/1.

3.1.2. Pic diém lim sang, cén lam sang 6 bénh nhéin xo gan do rwou.

Triéu chirng 1am sang

Cétruc’mg I 62
Tuan hoan bang hé NI 48
Xudt huyét titu héa I 56
Réiloanythic m 2
Ban tayson IS 38
Phu s 31.1
Sao mach IS 34
Vang da, niém mac I 30
Xam da I 33
R&i loan tiéu héa I 44
Chéan an I 100
Mét moi I | 98

Thue thé

Co nang

0 20 40 80 100 120

Tile pﬁgn %
Biéu do 1: Péc diém 1am sang bénh nhén xo gan ruwou
Nhgn xét: - Triéu ching co nang gap nhiéu nhat 1a chan an, mét moi.
- Triéu chang thuc thé biéu hién nhiéu nhat: ¢ truéng, tuan hoan bang hé, xuat huyét tiéu
hoa.
Bdng 2. Hogt do AST, ALT, GGT ciia nhom xo gan do ruou

Hoat db AST (U/L) ALT (U/L) GGT (U/L)
o n % n % n %

Khoéng tang 5 10,0 21 42,0 6 12,0
Téang nhe 38 76,0 29 58,0 25 50,0
Tang vua 6 12,0 0 0 4 8,0
Tang cao 1 2,0 0 0 15 30,0

T phanvil 65,27 27,68 68,59
Trung vi 102,17 42,70 155,99

T phan vi 3 154,97 59,36 635,04
Min-Max 19,33-555,86 5,25-184,29 15,6-1679,7

Nhgn xét: - Hoat 6 AST huyét twong chi yéu ting nhe tir 40-200U/L.

- Hoat @6 ALT huyét twong chi gip khong ting (<40 U/L) va ting nhe (40-200U/L).
Khdng gap bénh nhan hoat do ALT tang vira (200-400U/L) va tang cao (>400U/L)

- Hoat d6 GGT huyét twong chu yéu 1a ting nhe (50-250U/L) va tang cao (>500U/L).

3.2. Nong d9 A2M & bénh nhan xo gan do ruwgu.
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Bdng 3. Nong dp A2M & déi twong nghién cieu véi nhom ching

2M . Trung vi _
Nhom Min-Max x +SD p
Nhém xo gan do ruou 1,36-3,07 1,93 2,04+ 0,45 <0.001
Nhom chimng thuong 1,14-1,92 1,63 1,57+ 0,33 ’

Nhdn xét: Nong d6 Alpha 2 Macroglobulin trung binh huyét twong & nhdm bénh khac biét

S0 v&i nhdm ching (p<0,001).

Budng cong ROC

|

1- B9 dac hiéu

Hinh 1. Puwong cong ROC cia nong dg A2M giita nhém xo gan do rweu va nhom
chieng: Gia tri dién tich dudi dwong cong (AUC): 0,79 vadi p<0,001; gia tri A2M c0 kha nang
phan biét tot gitta nhém xo gan rirou va nhém chitng thirong. Dung chi s6 Youden(Youden
index) J tim diém cat:J=max(se+sp-1)=0,52 diém cat cia A2M la 1,918.

Bang 4. Gia tri A2M trong chin don xo gan do ruwou

Nhom|  Nhém xo gan do ruwou Nhém ching
S6 lwong Tilé Sélwong | Tilé P
AzM (n) (%) () (%)
Binh thuong (<1,918) 24 48,0 50 100
Téng (?1,918) 26 52,0 0 0 <0,001
Tong 50 100 50 100

IV. BAN LUAN

Bang 1 cho két qua xo gan do ruou gap
nhiéu nhit & nhom tudi trung nién 40-60 tudi
(76,0%). Tudi trung binh 50,84 + 8,67. Két
qua nay thap hon két qua nghién ctu cua
Pham Thi Dung (2018) nghién cuu ¢ 60
bénh nhan xo gan do ruou tai khoa Tiéu hda,
bénh vién Quan y 103, c6 do tudi trung binh
1a 52,73 + 8,35[3]. Tuong duong két qua
nghién cau cua tac gia Louvet A (49,7 tudi)
[7]. Cao hon két qua nghién ctu cua Sylvie

Naveau va CS (2008) trén 218 bénh nhan xo
gan rugu Vai tudi trung binh (47 + 0,7) [9].
Triéu chimg 1am sang thwong gap la: chan
an, mét moi, ¢ trudng, xuat huyét tieu hoa,
tuan hoan bang hé. Twong duong két qua
cua tdc gia Pham Thi Dung (2018) nghién
ctu trén 60 bénh nhan xo gan rugu: mét moi
thuong xuyén (100,0%); xam da (73,3%);
pht 2 chi dudi (48,3%); rdi loan tiéu hoa
38,3% [3]. Két qua bang 2 bénh nhan xo gan
rugu hoat do0 ALT khong tang (<40 U/L)
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hoic ting nhe (40-200U/L). Két qua nay
trong duong két qua cua Pham Thi Dung
(2018) trén bénh nhan xo gan ruou: da phan
bénh nhan xo gan (chiém 78,3%) khong ting
hoic chi ting nhe nong do enzym ALT <
80U/L, chi c6 21,7% ALT > 80U/L (>2
lan), trong khi c6 toi 75,0% s bénh nhan
tang enzym AST > 80U/L(> 2 lan) [3]. Két
qua nghién ciu ¢ bang 2 cho thiy hoat do
AST, ALT (AST/ALT >2) 1a phil hop véi
dic diém ting enzym gan & bénh nhin xo
gan do rugu theo y van. Hoat do GGT trong
méu rat nhay cam véi mic do udng ruou.
Khi udng mot luong ruou nhod cling co thé
lam ting GGT (theo co ché cam @ng tong
hop enzym). Tang cao hon dugc tim thiy
trong lam dung ruou, nghién rugu.Nong do
Alpha 2 Macroglobulin trung binh trong
mau ¢ nhdm bénh 1a 2,04 + 0,45 g/l cao hon
so véi nhdm chang la 1,57 + 0,33g/l su khéc
biét c6 y nghia thong ké (p<0,001). Két qua
nghién ctiu caa ching t6i thap hon so voi két
qua nghién ciru ndng d6 A2M cta Pham Vin
Trén (2012) trén bénh nhan xo gan do virus
HBV véi A2M trung binh 1a 2,18 + 0,6 g/l
cao hon nhom chung thuong 1,57+0,31g/1
[4]. Thap hon két qua nghién ctiu cua tac gia
Atanasova va Cs (2015) trén bénh nhan viém
gan C ndng do trung binh A2M la 3,17
+1,01 g/L [5]. Tuong ty két qua cua tac gia
Munteanu va Cs (2004) da nghién ctu gid tri
cua Fibrotest ¢ bénh nhan xo gan trong do
c6 két qua cho thdy nong do trung binh A2M
tang 2,15 + 0,78 g/L so véi nhom chung
1,77 +0,43 g/L [8].

V. KET LUAN

Nong d6 alpha 2 macroglobulin  huyét
tuong tang cao co gia tri trong chan doan xo
gan do rugu.

176

TAI LIEU THAM KHAO

1.

Bui Thé Khanh(1997), "Nghién ctu tinh
hinh dich té hoc 1am sang lam dung ruqu,
nghién rugu tai xa Quét bong", Y hoc thuc
hanh, 12, 40-42.

. Hoang Trong Thang (2006), "Xo gan", Nha

xuét ban 'Y Hoc 315-329.

Pham Thi Dung, Dwong Quang Huy(2018),
"Nghién ciru nong d6 homocystein huyét
tuong & bénh nhan xo gan do rugu", Y dugc
hoc Quéan sy 8-TV, 27-31.

Trinh Quéc Pat,Pham Vin Tran (2012),
"Nghién ctru néng do Apolipoprotein Al va
Alpha 2- Macroglobulin trong huyét tuong &
bénh nhan xo gan c6 nhiém Virus viém gan
B", Tap chi Y hoc Viét Nam, 8, 77-81.

Ata. E. M .t al (2015), "Alpha-2
Macroglobulin Is The Simplest Serum
Biomarker For Liver Fibrosis And
Fibrogenesis In Chronic Hepatitis C",
Medical and Dental Practice (2), 153-164.
Bond J. E., Cianciolo G. J., Pizzo S. V.
(2007), "Incorporation of low molecular weight
molecules into alpha(2)-macroglobulin by
nucleophilic exchange”, Biochem Biophys Res
Commun, 357(2), 433-8

Louvet A, et al. (2007), "The Lille model: a
new tool for therapeutic strategy in patients
with severe alcoholic hepatitis treated with
steroids", Hepatology, 45(6), 1348-54.
Munteanu M., et al. (2004), “Intra-
individual ~ fasting  versus  postprandial
variation of biochemical markers of liver
fibrosis (FibroTest) and activity (ActiTest)",
Comp Hepatol, 3(1), 3.

Naveau S., et al. (2009), "Diagnostic and
prognostic values of noninvasive biomarkers
of fibrosis in patients with alcoholic liver
disease", Hepatology, 49(1), 97-105.



TAP CHi Y HOC VIET NAM TAP 496 - THANG 11 - SO CHUYEN BE - 2020

SU KET HO'P GIT*A ADA VA MOT SO CYTOKINE TRONG DICH CO
TRUO'NG GOP PHAN CHAN POAN SOM LAO MANG BUNG

TOM TAT

Pit van dé: ADA va cac cytokine nhu IL- 1
B (Interleukin 1B), IL-2, Interferon gama (IFN-y)
va tumor necrosis factor alpha (TNF-o) dich
choc do 1a céng cu c6 gia tri trong chan doan
sém cac thé lao ngoai phdi. Muc tiéu: Khao sat
gia tri ADA va mot sé cytokine trong dich choc
do dé phat hién lao mang bung (LMB). Déi
twong & phwong phap: nghién ciu md ta cat
ngang 47 bénh nhan tir 16 tudi tro 1én bi tran
dich mang bung trong d6 c¢6 20 bénh nhén lao va
27 bénh nhan khéng do lao. Cac bénh nhan duoc
ldy dich choc do lam céc xét nghiém phat hién vi
sinh vat, hoa sinh. Két qua: Biém cut-off cua
ADA, IFN-y, TNF-o dich mang bung twong tng
la 30.2U/L, 2.0 ng/mL va 56.8 pg/mL cho d¢
nhay, lan lugt 13 100%, 80.0% va 80.0 %, do dic
hiéu 88.9%, 92.6% va 74.1%, két hop ADA va
IFN-y d6 nhay, gia tri du doan 4m tinh dat tGi
100%. Két luan: ADA, IFN-y, TNF-a dich choc
dod 1a mot chi diém hitu ich trong chan doan lao
mang bung.

Tir khéa: ADA, cytokine, IL-1p, IL-2,
Interferon gama, tumor necrosis factor alpha, lao
mang bung

SUMMARY
COMBINATION OF ASCITE FLUID
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INTERFERON GAMA AND TUMOR
NECROSIS FACTOR ALPHA
CONCENTRATIONS FOR THE
DIAGNOSIS TUBERCULOUS
PERITONITIS

Background: ADA and some cytokines such
as IL- 1 B (Interleukin 1B), IL-2, Interferon gama
(IFN-y) va tumor necrosis factor alpha (TNF-a)
in fluid are value tools for early diagnostic of
extrapulmonary tuberculosis (TB). Objectives:
To determine the value of ADA and some
cytokines concentrations in ascites fluid for the
diagnosis of tuberculous peritonitis. Subjects &
Methods: A cross-sectional study was carried
out 47 patients over 16 yeas old who have
ascites, 20 patients has TB and 27 patients non
TB. All of them were performed microbiological
and biochemical detection tests. Results: Using
of a cut off value of ADA, IFN-y, TNF-o were
30.2 U/L, 20 ng/mL and 56.8 pg/mL,
corresponding gave sensitivity of 100%, 80.0%
and 80.0 %, specificity of 88.9%, 92,6 % and
74.1%, in addition ADA and IFN-y tests,
sensitivity, negative predictive value reach 100.
Conclusion: ADA, IFN-y, TNF-o concentrations
in Ascite fluid are useful diagnostic tests for
tuberculous peritonitic.

Keywords: ADA, cytokine, IL-18, IL-2,
Interferon gama, tumor necrosis factor alpha,,
tuberculous peritonitic.

I. DAT VAN DE

Lao mang bung (LMB) chiém 1% dén 2%
trong tat ca cac biéu hién 1am sang cua lao,
31% dén 58% cua lao bung va 3,5% truong

177


mailto:hienshbvtn@gmail.com

HOI NGHI KHOA HOC TOAN QUOC LAN THU 24 - HOI HOA SINH Y HOC VIET NAM - 2020

hop ¢6 lién quan dén lao phéi. Bién chang
hay gap cua lao mang bung Ia nhiém triing
mau, tac rudt cap tinh, vo sinh & phu nit, ty 18
tir vong caa n6 dao dong tir 15% dén 31%,
do d6 LMB la mot van dé stic khoe can duoc
quan tam dac biét 1a & cac khu vuc luu hanh
[1]. Trong nhimg nim gan day, mac du ty 1&
mac lao giam dan nhung bénh lao van 1a 1a
mdi de doa nghiém trong cho stc khoe cong
ddng. Céc nghién ctu trude day di chi ra
raing két qua cua bénh lao mét phan phu
thuoc vao kha nang mién dich cua vat chu
bang cach kich hoat c4c té bao mién dich va
tao ra nhimng thay doi céc cytokine phac tap.
Phéat hién quan thé té bao lympho va céc
cytokine lién quan ¢ bénh nhan lao c6 thé
md ta cac phan ang nay, mot phan tir mién
dich hodc dap tng mién dich 1a mot dau an
sinh hoc hitu ich dé theo di phan ung diéu
tri bénh lao [2]. Pay 1a co s& thuc hién
nghién ctiru véi muc tiéu

Xac dinh gi tri caa ADA, IL-1p, IL-2,
IFN-y, TNF-o trong dich ¢ trudng trong
phét hién lao phic mac

II. D8I TUONG VA PHUO'NG PHAP NGHIEN CU'U

1. Poi twong nghién ciru

- Déi twong nghién ciru: 47 bénh nhan
tran dich mang bung (TDMB) diéu tri tai
bénh vién Phdi Trung Uong, bénh vién Phoi
Ha Noi va bénh vién Thanh Nhan tir thang
1/2019 — 8/20109.

- Tiéu chudn logi tree: tré em < 16 tudi.
Bénh nhan c6 kém céc bénh vé mau, bénh tu
mién.

2. Phuong phap nghién ciru

- Nghién ctru mé ta cit ngang.

- Nong do IL-1p, IL-2, IFN-y, TNF-a
trong dich ¢6 trudéng dugc xac dinh bing
phuong phép Elisa trén hé thong Biotek. Hoa
chat Human SimpleStep ELISA® Kit cua
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Abcam (My). Ky thuat duoc thuc hién tai
khoa Hoa sinh bénh vién Thanh Nhan.

- Hoat do cua ADA trong mau va dich
dugc xac dinh theo phuong phap dong hoc
enzym thuc hién trén may Beckman Coulter
AU 680

- Nubi cay vi sinh vat duoc thyuc hién trén
mdi truong long MGIT hé thong BATEC
960

- Céc chi s6 khac (AFB dom, Giai phau
bénh) dugc thuc hién theo quy trinh chuin
tai bénh vién Phéi Trung Uong

- Xac dinh cac nguyén nhan Viém phdi-
mang phoi, bénh ac tinh, xo gan theo tiéu
chuan cua Bo Y té.

- Mau bao quan & nhiét do thuong trong
2h, & -35°C trong 3 thang, thir nghiém cho
thiy mau dich néu bao quan ¢ nhiét d6 2-7°C
sau 24h c6 thé 1am sai léch két qua.

- S ligu duoc xir ly bang phan mém
SPSS 22.0.

Il. KET QUA NGHIEN cU’'U VA BAN LUAN
1. Pic diém chung cia nhom nghién
cwu
BIEU DO PHAN BO TY LE CAC NHOM BENH TRONG NGHIEN CU

chan doan xac dinh

Wiz

[0 gan

Clbenh Iy ac tinh
nguyen nhan khac

Hinh 1: Biéu dé ty 1¢ cac nhom nguyén
nhéan gay tran dich mang bung (TDMB)
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Nhgn xét: Trong sé cac nguyén nhan gdy do ung thu di cin phac mac, cac nguyén
TDMB ¢6 20 truong hop (chiém 42.6%) 1a  nhan khac nhu bao gém suy tim, hoi ching
do lao, xo gan c6 10 trudng hop (chiém Pick, viém phdc mac..co6 7 trudng hop
21.3%), ¢6 10 truong hop (chiém 21.3%) la  chiém 14.9%.

Bdng 2. Mgt sé dic diém nhom nghién ciku

TDMB
Pic diém Lao Khong lao
n =20 n=27 P
Giai
Nam (%) 14 (70%) 17 (62.9%) 05
N (%) 6 (30%) 10 (37.0%) '
Tuoi
Min+Max 21+79 28+78
Median (IQR) 54.5 (28.0) 56.0 (19.0) 0.2
Cac triéu chikng 1am sang
SHt 10 (50.0%) 6 (22.2%) 0,06
Gay sut 5 (40.0%) 4 (18.5%) 0,3
Chudng bung 12 (60.0%) 21 (77.8%) 0,2
Pau bung 6 (30.0%) 8 (29.6%) 0,6
Xét nghiém can lam sang
Trong mau (median — IQR)
Bach cau (G/L) 6,4 (2.6) 7.3 (8.8) 0.3
CRP (mg/L) 36.8 (71.5) 21.3 (86.6) 0.1
Trong dich mang bung (median — IQR)
LDH (U/L) 231.5 (265.0) 193.9 (114.0) 0.04
Protein (g/L) 55.2 (27.9) 21,6 (23.7) 0.001
Té bao (TB/mm?®) 2790 (4770) 370 (710) 0.001
% lympho 70.0 (17.0) 63.0 (30.0) 0.02
ADA (U/L) 63.5 (23.8) 17.7 (13.7) <0,001
IL-18 (pg/mL) 189.7 (234.0) 49.9 (158.8) 0,01
IL-2 (pg/mL) 92.0 (217.9) 53.6 (43.1) 0,02
TNF-a (pg/mL) 103.1 (366.1) 4.7 (157.0) <0,001
IFN-y (ng/mL) 2.8 (L.5) 0.5(0.9) <0,001

IQR: interquatile range (Khoang tir phan vi)

Nhgn xét: khong c6 su khac biét gita 1am sang hay gap nhu sdt, sat can, dau bung,
trung binh tudi, ty 18 giéi nam va nit gitta chudng bung (p > 0.05).
TDMB do lao va khong lao (p > 0.05). Hoat do ADA dich mang bung ctia nhom
Khong c6 sy khac biét vé céc triéu chang lao mang bung cao hon cac nhém TDMB do
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nguyén nhan khéc bao gém: xo gan, bénh Iy
ac tinh di can mang bung,... Sy khac biét nay
¢6 ¥ nghia théng ké (p < 0,001). Két qua nay
trong ty mot s nghién ciu khac. Nghién
ciu tai Nam Phi trén 178 bénh nhan tran
dich mang bung: ADA cua nhom lao mang
bung la 61,6 (17,5-115) U/L; cac nhdém
nguyén nhan khac bao gom xo gan 14 6,5 (0-
83,5) U/L, bénh ly &c tinh Ia 16,2 (4,4-100,9)
U/L. Su khéac nhau c¢6 ¥ nghia théng ké véi p
< 0,05 [3]. Nghién cuu tai Ai Cap trén 41
bénh nhan tran dich mang bung, trong do
34% la lao mang bung: hoat d6 ADA trung
binh nhém lao mang bung (70,3 £ 26,3 U/L)
cao hon nhom tran dich do nguyén nhan
khac 24,1 + 7,4 U/L (p < 0,001) [4].

Nong do IL-1B, IL-2 & nhém lao mang
bung cao hon so vdi cadc nguyén nhan khac,

su khac biét nay khong c6 ¥ nghia théng ké
vai p>0.05.

Theo Hamed E. A (2004), nong do TNF-
o & bénh nhan TDMP do lao cao hon nhom
TDMP do ung thu véi p<0.001[5]. Nguyén
ctu cua cac nha khoa hoc Thd Nhi Ky trén
77 bénh nhan mic bénh cb truéng va 20
nguoi khoe manh. C&c bénh nhan dugc chia
thanh ba nhém: nhom ac tinh, xo gan va lao.
Két qua cho thdy nong 6 TNF-a trong dich
cd truéng cua nhom bi lao 12 65.5+18.4
ng/mL cao hon so vdi nhém 4&c tinh la
29.6+£7.1 ng/mL va nhom xo gan 30.3+6.4
ng/mL, sy khéc biét cé y nghia théng ké véi
p<0.001. Nong d6 TNF-a khac biét khdng co
y nghia thong k& ¢ bénh nhan xo gan va
bénh ly ac tinh. Nong do IFN-y trung vi
trong nhom TDMB do lao cao hon nhom
khong do lao.

2. Gia tri cia ADA, IL-1p, II-2, IFN-y, TNF-a dich ¢é trwéng trong chin doan LMB

ROC Curve

o

Sensitivity

——TNFa

0.4 06
1 - Specificity

Hinh 2: Biéu do ROC dénh gid gid tri phén biét ciia ADA, 1L-18, IL-2, IFN-y, TNF-a
trong chén dodn LMB

AUC 95% Cl p
ADA (U/L) 0,96 0,89 1.0 <0,001
IL-1B (pg/mL) 0.72 0.57 - 0.87 0.01
IL-2 (pg/mL) 0.73 0.57 — 0.89 0.006
TNF-o (pg/mL) 0.77 0.63 - 0.91 0.002
IFN-y (ng/mL) 0.89 0.79 - 0.99 <0.0001
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Nhgn xét: Xét nghiém ADA va IFN-y co
dién tich dudi duwong cong cao trén 0.8, ADA
va IFN-y c6 gia tri phan biét tét lao mang
bung (p<0.05).

IL-1B, IL-2, TNF-o cO dién tich dudi
duong cong tir 0.6 dén 0.8 c6 gi4 tri phan
biét lao mang bung ¢ muc tam duoc
(p<0.05). Theo két qua cua Tao.Lin (2014)

Bing 3: Gid tri mgt sé xét nghiém trong chin dodn lao mang bun

tong hop trén 17 nghién cau va 1797 doi
tuong cho thdy AUC cia ADA dich mang
bung trong chan doan lao 1a 0.977. ADA
duoc coi 1a tiéu chi quan trong trong chén
doan lao [6]. Sharma S. K (2006) cho thiy
AUC cua IFN-y va ADA 1a 0.99 va 0.98 voi
p<0.05 [7].

Xét nghiém Bénh phim n > Sp | PPV NPV ACC
j ) % % % % %

ADA (=30,2U/L) DMB 47 100 | 88.9 | 86.9 | 100 | 93.6
IL-1B (>112.8 pg/mL) DMB 47 | 75.0 | 629 | 60.0| 77.3 | 70.2
IL-2 (> 86.0 pg/mL) DMB 47 75 85.2 | 789 | 82.1 | 80.9
TNF-o (= 56.8 pg/mL) DMB 47 | 80.0 | 741 | 69.6 | 83.3 | 76.6
IFN-y (> 2.0 ng/mL) DMB 47 | 80.0 | 926 | 889 | 86.2 | 87.2
ADA + IFN-y* DMB 47 100 | 85.2 | 83.3 ] 100 | 915
TNF-a + IFN-y* DMB 47 | 90.0 | 70.3 | 69.2 | 90.5 | 78.7
Nhudm soi truc tiép tim AFB Pom 25 7.6 91.7 50 | 47.8 | 52.0
L2 DMB 47 | 333 | 100 | 100 | 65.0 | 72.3

Nuo6i cay MGIT < .
Tat ca 47 | 38.1 | 96.2 | 889 | 529 | 723
Giai phiu bénh Mo sinh thiét | 17 | 88,9 | 100 | 100 | 88,9 | 94.1

(Se: @6 nhay. Sp: do dac hiéu. PPV: gia tri du doan dwong tinh. NPV: gia tri du doan am

tinh, ACC gia tri phuong phap chan doan).

* Gia tri dwong tinh khi c6 it nhat mot trong hai test > gia tri cut off, &m tinh khi ca hai déu

< gia tri cut off.

Nhgn xét:

Veé gia tri ADA: ngudng ADA 30,2 Ul/L
d6 nhay la 100%; do dac hiéu la 88,9%, gia
tri du doan duong tinh 1a 86.9%, am tinh la
100%.

Nghién ctru tai Nam Phi sir dung ngudng
cut-off 30 U/L cho d6 nhay 94%, d6 dac hi¢u
92%, PPV 57%, NPV 99% [3]. Nghién ctru
tai Ai Cap su dung ngudng cut-off 35 U/L
cho do nhay 100%; do dac hi¢u 92,6%; PPV

87,5%; NPV 100% [4]. Mot nghién ctru ctua
Han Qudc ciing cho thdy do nhdy chan doan
cia ADA dbi véi viem phic mac do lao 1a
94,2% va gia tri tién doan duong cua no la
75% [8]. Theo Liu R. voéi nguong ADA
31.5U/L d6 nhay, do dac hiéu cho chan doan
lao 1 88.6% va 92.1%. Nghién ciru cia Tran
Thi Khanh Tuwong va cong su su dung
nguong cut-off 40 U/L, d6 nhay va d¢ dac
hiéu déu dat 100% [9]. Mot phan tich gop
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dia trén 16 nghién ciu da duoc cdng bd co
lién quan dén ADA trong chan doan lao
mang bung da duoc thyc hién. C& mau trung
binh cta cac nghién cau la 49 (41-368).
Ngudng cut-off cia ADA dich mang bung >
30 (30-40) U/L duoc st dung trong 14
nghién ctu va < 30 U/L dugc st dung trong
2 nghién cu (bao gom 21 va 7 U/L). Do
nhay va do dac hiéu dugc xac dinh la 93%
(95%Cl: 89-95%) va 96% (95%CI: 94-97%)
[10].

Tuy nhién nghién ciru ciia My cho rang
hoat 30 ADA dich ¢ trudng c6 do nhay kém
va d6 dic hiéu han ché & khu vuc khong luu
hanh lao va xo gan tiém an 14 ph bién.

Vé gia tri chan doan caa IL-1p: Diém
cut-off 112.8 pg/mL cua IL-18 mang lai gia
tri chan doan lao mang bung véi do nhay, do
dac hi¢u gia tri du doan duong tinh, gia tri
du do4n 4m tinh, gi4 tri chan doan dung lan
luot la: 75.0%, 62.9%, 60.0%,77.3%,70.2%.
Trong s6 10 ca duwong tinh gia ¢ ba truong
hop viém phic mac do gram (-), nhirng
truong hop nady cd sé lwong dich khong
nhiéu, triéu chiang nhiém trung 18, 7 truong
hop khac thi c6 5 trrong hop ¢ nhom xo gan,
mot truong hop ¢ nhdm bénh ly &c tinh.

Vé gia tri chan doan cuia IL-2: Diém
cut-off 86.0 pg/mL cua IL-2 mang lai gia tri
chan doan lao mang bung véi do nhay, do
dac hiéu, gia tri du doan duong tinh, gia tri
du doan 4m tinh, gi4 tri chan do4n dung lan
lwot la: 75.0%, 85.2%, 78.9%, 82.1%,
80.9%. Trong s6 4 ca duong tinh gia c6 2
truong hop viém phuc mac do gram (-), triéu
chting nhiém trung rd, truong hop nay ting
ca IL-1p. Hai truong hop con lai c6 mot
trrong hop 1a xo gan, mot truong hop la
bénh ly ac tinh.

Vé gia tri chan doan cia TNF-a: Diém
cut-off 56.8 pg/mL cua TNF-a mang lai gia
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tri chan doan lao mang bung véi do nhay, do
dac hiéu, gia tri du doan duong tinh, gia tri
du doan am tinh, gia tri chan doan ding lan
luot 1a 80.0%, 74.1%, 69.6, 83.3, 76.6.

Chung t6i chua thay ¢6 cong bd nao danh
gi4 vé gia tri IL-1p, IL-2, TNF-a trong chan
doan lao mang bung.

Vé gia tri chian doan cta IFN-y: Véi
nguong IFN-y trong dich mang bung la 2.0
ng/mL, d6 nhay la 80.0%; d6 dac hiéu la
92.6%, gia tri du doan am tinh 1a 86.2%, gia
tri du doan duong tinh la 88.9%, d6 chinh
xac la 87.2%.

Nghién cau cua Sharma S. K. trén 31
bénh nhan TDMB do lao va 88 bénh nhan
TDMB khong do lao, véi ngudng IFN-y 112
pg/mL cé d6 nhay va d6 dic hiéu lan luot 12
0.97 va 0.94, dé phan biét lao mang bung va
TDMB do bénh ly &c tinh [7]. Saleh M. A
(2012) nghién cuu trén 14 bénh nhén lao
phic mac va 27 bénh nhan TDMB do
nguyén nhan khac cho thay do nhay, do dic
hiéu, gi4 tri chan doan duong tinh, gia tri
chan doan am tinh cia IFN-y trong chan
doan lao 1an luot 12 92.9%, 100%, 100%,
96.4% [4]. Nghién ctu cta Zhou, L. cling
cho thay gia tri ciia IFN-y trong chan doan
lao 1a rat cao véi do nhay 91.7%, d6 dic hiéu
76.5%, gia tri du doan duong tinh la 84.6%
[11].

Céc nghién ctu cho thay gia tri chan doan
phan biét TDMB do lao caa IFN-y déu cao.

Vé gi4 tri chan doan khi két hop cac
test:

- Khi két hgp ADA va IFN-y gia tri chan
doan thip hon khi chi sir dung ADA. Céc
nghién cuau cta Sharma S. K [7], danh gia
dong thoi hoat d6 ADA va nong do IFN-y
déu cho rang ADA va IFN-y 1a nhiing xét
nghiém c6 gia tri cao trong chan doan lao
mang bung véi d6 nhay, do dac hiéu trén
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90%, va cac nghién ctru déu khong dwa ra y
kién vé su két hop hai marker nay trong chan
doan. Chung t6i ciing cho rang véi mot xét
nghiém co6 do nhay t6t nhu ADA viéc két
hop thém mot xét nghiém khac sé tang thém
gid tri du doan am tinh.

- Khi két hop TNF-a va IFN-y thi d6 nhay
chan doan tang 1én 90%, gia tri du doan am
tinh 12 90%, khi ca hai test déu thip hon gia
tri cut off nguy co bj lao Ia rat thap.

Gia tri chan doan ting 1én khi két hop
nhiéu test, khi tat ca cac test cting duong tinh
nguy co bi 1ao ¢6 thé dén100% nguoc lai néu
cling 4m tinh nguy co bi lao 12 rat thap.

V. KET LUAN

ADA, IFN-y, TNF-a dich choc do la mot
xét nghiém hitu ich trong chan doan lao
mang bung.
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NGHIEN CU*'U TAC DUNG PIEU CHiINH ROI LOAN LIPID MAU CUA CHE
PHAM PHYTOSOME CURCUMINOID TREN MO HINH THU’C NGHIEM

TOM TAT
Curcumin 1a hoat chat quy hiém duoc chiét
xuat tr ca nghé vang. Bot Phytosome

curcuminoid 1a san pham do cac nha khoa hoc
ctia Hoc vién Quan y bao ché. Pay 1a ché pham
dugc dung dé hd tro diéu tri réi loan lipid mau.
Trong nghién ctru nay, ching t6i danh gia tac
dung diéu tri rdi loan lipid mau cua ché pham
trén thuc nghiém, két qua cho thiy Phytosome
curcuminoid ¢ tac dung ha lipid mau trén dong
vat thuc nghiém. Khi cho uéng & muc liéu 50
mg/kg thé trong va 150 mg/kg thé trong lién tuc
trong 4 tuan trén chuot cdng trang chung Wistar
gay rdi loan lipid méu thuc nghiém, céc chi sé
sinh héa mau nhu cholesterol toan phﬁn,
triglycerid, LDL-C du giam, con chi sé6 HDL-C
mau khong thay doi.
Tir khoa: r6i loan lipid mau, curcumin

SUMMARY
RESEARCH ON THE EFFECTS OF
PHYTOSOME CURCUMINOID ON
BLOOD LIPID DISORDERS IN
EXPERIMENTAL MODEL
Curcumin is a rare active ingredient extracted
from yellow turmeric. Phytosome curcuminoid is
a product prepared by scientists of Vietham

'Bénh vién da khoa Péng Anh, Ha Noi

2B¢énh vién Quan y 103 - Hoc vién Quan y

Chiu trach nhiém chinh: Nguyén Thi Thiy Nga
Email: ngathuyaaa@gmail.com

Ngay nhan bai: 1.10.2020

Ngay phan bién khoa hoc: 10.10.2020

Ngay duyét bai: 28.10.2020
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Nguyén Thi Thiy Ngal, Pham Vin Tran?,
Pam Thi Phwong Lan?, Nguyén Viin Long?

Military Medical University. It is used for
supportive treatment of dyslipidemia. In this
study, we evaluated the therapeutic effect of this
product for dyslipidemia on experimental study.
The results showed that Phytosome curcuminoid
has hypolipidemic effects in mouse with
dyslipidemia. As oral administration of
Phytosome curcuminoid at 50 mg/kg body and
150 mg/kg bodyweight for 4 consecutive weeks,
blood biochemical indicators of Wistar albino
rats with dyslipidemia such as astotal cholesterol,
triglycerides, LDL-C were reduced significantly,
but HDL-C was not change.
Key words: dyslipidemia, curcumin

I. DAT VAN DE

Réi loan lipid mau (RLLPM) la bénh ly
ngay cang pho bién va tré hoa hién nay. Cac
nhém thudc Tay y tuy dat hiu qua diéu tri
nhat dinh nhung ciing kém theo mot s tac
dung khéng mong muén va gia thanh cao so
véi thu nhap cia nguoi Viét Nam. Xu hudng
diéu tri RLLPM hién nay huéng t6i sir dung
cac thudc c6 ngudn gbc thao duge di duoc
chang minh hiéu qua diéu tri va tinh an toan,
ddng thoi giam dugc chi phi diéu tri cho
ngudi bénh. Curcuminoid chiét xuat tir nghé
(bao  gom  gdm  curcumin  (Cur),
demethoxycurcumin (DMC), va
bisdemethoxycurcumin (BDMC) c6 tac dung
ha lipid mau nhung nhugc diém la kém hip
thu, chuyén hoa nhanh va thai trir khoi co thé
nhanh nén sinh kha dung rét thap. Ché pham
Phytosome curcuminoid do Hoc vién Quan y
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nghién ctiru san xuat 1a san pham c6 dang bao
ché tién tién hién nay, gilp hoat chat c6 tinh
6n dinh cao va ting sinh kha dung cua hoat
chit so vai chiét xuat thong thuong. Dé dam
bao hiéu qua diéu tri cua ché pham, viéc
danh gia tac dung sinh hoc la rat quan trong.
Trong nghién ctru nay, ching toi danh gia tac
dung diéu chinh réi loan lipid mau cua ché
pham Phytosome curcuminoid trén dong vat
thuc nghiém. Két qua caa nghién ciu s& gop
phan khang dinh hiéu qua diéu tri cua ché
pham Phytosome curcuminoid khi dua ra thi
truong.

1. DOl TUONG VA PHU'O'NG PHAP NGHIEN CU'U

* Poi twong nghién ciu:

+ Thuéc nghién cau: Phytosome
curcuminoid do Vién nghién ciru Y Duoc
hoc quan su, Hoc vién Quan y san xuat dat
tifu chuian co soé; thudc d6i ching:
Atorvastatin vién nén 10mg (Lipistad 10—
Viét Nam); Cholesterol tinh khiét (Merck —
Puc); dau lac (Cong ty Trudng An — Viét
Nam); Propylthiouracil vién nén 50mg (Biét
duoc Rieserstat® — Rudolf Lomapharm
Lohmann GmbH KG -buc); Acid cholic
(The British drug houses LTD - England);
hoa chat sinh héa Dialab (Ao)

+ Pong vat thuc nghiém: Chuodt cdng
trang chung Wistar: 50 con giéng duc, khoe
manh, trong lugng 160- 180g. Bong vat
nghién cau cia Hoc vién Quan y cung cép,
dugc nudi trude khi lam thi nghiém 7 ngay
dé thich nghi méi truong song.

* Phuwong phap nghién cuu:

Chuét cdng tring duoc chia thanh 5 19,
mdi 16 10 con. Chudt & cac 16 duoc ubng
thudc hang ngay bang kim dau td trong 4
tuan nhu sau:

- Ld 1 (Chiing sinh hoc): Ubng nudc cat
véi thé tich 10 mL/kg thé trong.

- L6 2 (Md hinh): Ubng hdn hop dau
cholesterol 0,5mL/100g thé trong + udng
nudéc cat 10 mL/kg.

- Lo 3 (Atorvastatin): Udng hdn hop dau
cholesterol  0,5mL/100g thé trong +
atorvastatin 10 mg/kg/ngay véi thé tich
1mL/100g.

- L6 4 (ché pham liéul): udng hdn hop
dau cholesterol 0,5mL/100g thé trong + ché
phdm Phytosome curcuminoid lidu 50mg
/kg/ngay (liéu c6 tac dung twong dwong lidu
du Kién trén ngudi, tinh theo hé sé 6) vai thé
tich ImL/100g.

- L& 5 (ché pham liéu 2): Ubng hén hop
dau cholesterol 0,5mL/100g thé trong + ché
pham Phytosome curcuminoid liéu 150mg
/kg/ngay véi thé tich 1mL/100g.

Trong 1mL hdn hop dau cholesterol chua:
0,1g cholesterol; 0,019 acid cholic va 0,005g
propylthiouracil. Thuéc thtr va thubc ching
duong duoc udng 2 gio sau khi udng hdn
hop dau cholesterol.

Tién hanh can trong lugng va ldy méu
chuot & tat ca cac 10 tai thoi diém truéc
nghién ctu, sau 2 tuan va sau 4 tuan. Dinh
luong cac chi sé lipid mau: cholesterol toan
phan (TC), triglycerid (TG), HDL-
cholesterol  (HDL-C), LDL-cholesterol
(LDL-C) str dung kit cua Dialab (Minh Tam,
Ha Noi, Viét nam) trén may BTS 350
(Biosystem, Ha Noi, Viét Nam).

* Phuong phap luu trir va xu ly so liéu:
S6 lidu dugc luu tri trén excel, xir Iy s ligu
bang phan mém SpSS 20.0.

INl. KET QUA NGHIEN CU'U

Su thay ddi trong lwong cua chudt trong
qua trinh nghién ctru dugc thé hién ¢ Biéu dd
1. O 16 md hinh, sau 2 tuan va 4 tuan udng
hén hop dau cholesterol, trong luong chuot
giam c6 ¥ nghia théng ké so voi 16 chang
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sinh hoc (p < 0,05 va p < 0,01) nghia théng ké so vai 16 md hinh tai tat ca
Cac 16 udng atorvastatin  10mg/kg, thoi diém nghién ciu (p > 0,05). Khong ¢6
Phytosome curcuminoid lidu 1 sy khéc biét vé trong luong chudt giita cac 16

(50mg/kg/ngay) va lidu 2 (150mg/kg/ngdy) udng Phytosome curcuminoid va 16 udng
khong lam thay doi thé trong chugt c6 y  atorvastatin.

200 -

Cin nang (gam)

Lh
(=)
|

Trude udng thude Sau 2 tuan udng thude Sau 4 tuan udng thude

O Chirng sinh hoc @MJ0 hinh @ Atorvastatinl Omg/kg

@ phytosome curcumin liéu 1 @phytosome curcumin lidu 2

Ghi chi: Khac biét so véi 16 ching sinh hec: *: p< 0,05; **: p< 0,01
Biéu do 1. Sw thay déi trong lweng ciia chugt ¢ mod hinh sau 2 tudn

va 4 tudn nghién ciru (n = 10, X £5D, g)
Bdng 1.1. Néng dp céc chi sé lipid mdu trwéc khi nghién ciru
TG TC HDL-C LDL-C

(n =10) (X + SD, mmol/L)
L6 1: Chung sinh hoc 1,04 £ 0,33 1,07 £0,27 0,46 + 0,06 0,64 +0,10
L6 2: MO hinh 0,98 £0,29 1,04 + 0,20 0,49 + 0,06 0,68 +£0,08
L0 3: Atorvastatin
10mg/kg
L0 4: Phytosome
curcuminoid liéu 1 0,93+0,30 1,18 £ 0,28 0,50+ 0,09 0,71+0,13
(50 mg/kg/ngay)
L6 5: Phytosome
curcuminoid liéu 2 1,12 £ 0,77 1,19 + 0,26 0,48 + 0,09 0,66 + 0,08
(150 mg/kg/ngay)
P p>0,05 p > 0,05 p > 0,05 p > 0,05
Nhgn xét: Tai thoi diém trudc khi nghién ctu, tat ca cac chi sé lipid mau ¢ cac 16 1,2,3,
4,5 khong c6 su khac biét co ¥ nghia thong ké (p>0,05).

L6 nghién cau

0,98 + 0,29 1,07 £0,13 0,49 £ 0,06 0,62 + 0,08
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* Két qua danh gia sy thay d6i cua céc chi sb lipid mau gitra 16 1 (chiing sinh hoc) va 16 2
(md hinh) sau 2 tun va sau 4 tuan duoc trinh bay & bang 3.2
Bdng 1.2. So sdnh thay déi ciia cac chi sé lipid mau giga 16 1 (ching sinh hec) va 16 2
(md hinh) sau 2 tudn va sau 4 tuan

Chi s6 lipid (mmol/L) TC TG HDL -C LDL-C
Lo Truéc 1,07+027 | 1,04+033 | 046+0,64 | 0,64+0,1
1:ching Sau2tudn | 1,23+035 | 1,19+0,40 | 049+0,62 | 0,74+ 0,07
sinh hec Sau 4 tuan 1,48+0,32 | 1,34+0,32 | 0552+0,05 | 0,81+0,13
Truéc 1.04+0,20 | 0,98+0,29 | 0,49+0,06 | 0,68+ 0,08

.| sau2tudn | 1,96+038 | 1,71+065 | 059+007 | 120,12
"thir;hmo Sau4tudn | 306+041 | 27+062 | 068+006 | 1,73+0.27

Psau 2 tuin - truéc p<0,01 p <0,05 p<0,01 p<0,01

Psau 4 tuan — truéc p<0,01 p<0,01 p<0,01 p<0,01

P21 sau 2 tuan p < 0,001 p>0,05 p<0,01 p < 0,001

P21 sau 4 tuan p < 0,001 p<0,01 p < 0,001 p < 0,001

Nhgn xét: Sau 2 tuan uéng hdn hop dau  nhung su khac biét chua ¢ y nghia thong ké
cholesterol da gy dwoc tinh trang RLLPM  (p >0,05).

trén chudt cong trang, thé hién & muc ting
nong d6 TC, HDL — C, LDL —C ¢ 16 2 (md
hinh) so véi 16 1 (ching sinh hoc) trong cung
mot thoi diém 1a khéc biét co y nghia thong
ké (p<0,05). Nong d6 TG ciing ¢ sy gia
tang sau 2 tuan nghién ciu ¢ 16 2 (Md hinh)

2.5

N

1.

do mmol/I
(03]

=

noéng

o
&

Sau 4 tuan ubng hdn hop dau cholesterol,
& 16 m6 hinh, chudt bi RLLPM rd rét hon so
vé6i thoi diém udng cholesterol 2 tuan, ca 4
chi s6 TC, TG, HDL-C, LDL-C déu ting cao
hon va c6 su khac biét rd rét so vai 16 ching
sinh hoc (p < 0,01 va p < 0,001).

sk
ii “ i' “ ilini

Biéu dé 2. Tac dung ciia ché pham Phytosome curcuminoid trén md hinh
gay réi logn lipid mau sau 2 tugn uéng thuéc
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Ghi chu: Khéac biét so vai 16 ching sin
hoc: *: p< 0,05; **p< 0,01; ***: p< 0,001

Khac biét so vai 16 mo hinh: +: p< 0,05
Nhan xét: O 16 udng atorvastatin 10 mg/kg,
nong do TC va LDL-C giam rd rét (p < 0,05)
S0 Vi 16 mo6 hinh; TG ¢6 xu hudng giam so
véi 16 md hinh, tuy nhién su khac biét chua
c6 ¥ nghia thng ke.

O 16 ubng Phytosome Curcumin liéu 1va
lidu 2, ca 3 chi s6 TG, TC va LDL-C déu c6 xu
hudng giam so véi 16 mo hinh, tuy nhién su
khac biét chua c6 y nghia théng ké (p > 0,05).

Nong do HDL-C & cac 16 udng
atorvastatin, Phytosome Curcuminoid liéu
1va lidu 2 khong c6 su khéc biét so véi 16 md
hinh (p > 0,05).

Bdng 1.3. Sw thay déi nong dp lipid méau chuét cong sau 4 tuan uéng thuéc

) TG TC HDL-C LDL-C
L6 nghién cau < .
(n=10) (" £ SD, mmol/L) (% thay doi so véi 6 m6 hinh)
L6 1: Chang sinh hoc | 1,34+0,32 1,48 + 0,32 0,52 £ 0,05 0,81+0,13
L6 2: M6 hinh 2,7+0,61 3,06 £0,41 0,68 + 0,06 1,73+0,27
L6 3: Atorvastatin 2,13+0,64 2,47 £ 0,66 0594 0.1 1,26 + 0,28
10mg/kg (tham chiéu) | (124,07%) (119,44%) T (127,01%)
P3-2 p > 0,05 p <0,05 p > 0,05 p <0,05
L6 4: Phytosome
A 2,32+£0,5 2,60 £ 0,59 1,39+ 0,33
curcuminoid lieu 1 (50 ’ o ’ . 0,63 +0,08 ’ .
ma/ka/ngay) (113,89%) (114,87%) (119,84%)
P4-2 p>0,05 p > 0,05 p > 0,05 p <0,05
P4-3 p>0,05 p>0,05 p>0,05 p>0,05
cb?cﬁmﬁzé/fgi?gez 2102063 | 2542069 | 60, g7 | 130203
V] 0 ' - 0
(150ma/ka/ngay (122,07%) (116,93%) (121,46%)
Ps-2 p <0,05 p>0,05 p > 0,05 p <0,05
Ps-3 p>0,05 p > 0,05 p > 0,05 p > 0,05
P5-4 p>0,05 p > 0,05 p > 0,05 P>0,05
Nhgn xét: biét chua co y nghia thong ké (p > 0,05).

- O 16 udng atorvastatin 10 mg/kg, nong
d6 TC va LDL-C giam rd rét so vai 16 mb
hinh (p < 0,05), TG c6 xu hudng giam so véi
16 m6 hinh, tuy nhién sy khac biét chua c6 y
nghia thong ké (p > 0,05).

- O 16 ubng Phytosome Curcumin liéu 1,
chi s6 LDL-C giam rd rét so véi 16 md hinh
(p < 0,05), chi s6 TG va TC déu c6 xu huéng
giam so véi 16 mé hinh, tuy nhién sy khac
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O 16 udng Phytosome Curcumin liéu 2,
chi s6 TG va LDL-C giam rd rét so véi 16
md hinh (p < 0,05), chi s TC ¢6 xu huéng
giam so va&i 16 mé hinh, tuy nhién sy khac
biét chua c6 y nghia théng ké (p > 0,05).

Nong d6 HDL-C ¢ cac 16 udng
atorvastatin, Phytosome Curcuminoid liéu
1va lidu 2 khong c6 su khéc biét so véi 16 md
hinh (p > 0,05).
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IV. BAN LUAN

M6 hinh gay rdi loan lipid mau ¢ day
duoc tién hanh trén chudt cdng tring vi day
1a loai dong vat an tap, thanh phan thic an
gan giéng véi ngudi, do d6 s& cho két qua
dang tin cdy hon. BS sung acid cholic va
PTU trong hdn hop dau cholesterol 1a mot
bién phap dé 1am ting hap thu cholesterol va
lam giam chuyén hoa cholesterol thanh acid
mat, vi vay gay duoc md hinh c6 d6 6n dinh,
d6 dong nhat cao hon va rat ngan thoi gian
nghién cuu. Atorvastatin - thubc diéu tri
RLLPM thudc dan xuét statin duoc chon lam
thuéc ching duong. Chung toi chon licu
ding ¢ chudt coéng trong nghién ctu la
10mg/kg/ngay (liéu c6 tac dung twong duong
véi lieu khuyén céo téi da trén ngudi, tinh
theo hé sb 6). Pay ciing 1a liéu atorvastatin
duogc sir dung lam thudc chimg dwong trong
mot s6 nghién ctiru khac trén thé gisi[5],[6].

Lieu du kién dung trén ngudi cua
Phytosome curcuminoid la 300mg bot
DL/kg/ngay. Chang t6i chon hai licu
Phytosome curcuminoid: liéu thap 1a 50mg
bot duoc lidu/kg/ngay (lidu co tac dung
trong duong lidu ding dy kién trén nguoi,
tinh theo hé sé 6) va liéu cao 1a 150mg bot
duoc lieu/kg/ngay (cao gap 3 lan lidu trén).
Téc gia Ke Lin (2020) da phan tich tong hop
dap ung liéu luong dy doan lidu lugng hiéu
qua cua curcumin tir 0 dén 347 mg/kg thé
trong mdi ngay la an toan[3] nén muc liéu
chang tdi sir dung trong pham vi an toan.

Trudc nghién cau, trong lugng va céc chi
s6 lipid méau cuaa chudt cong trang khong co
su khéc biét gitra cac 16 (biéu do 1.1 va bang
1.1). Trong thoi gian nghién cau, trong
lugng chudt ¢ 16 md hinh giam c6 y nghia
thdng ké so véi 16 ching; quan sat thay chuot
an udng it hon, c6 1& do udng hdn hop dau
cholesterol nhiéu ngay lién tiép, din dén

chuét c6 hién twong chan an, gdy sdt can.

Atorvastatin d3 thé hién rd tac dung diéu
chinh RLLPM sau 4 tuan ubng thuéc, 1am
giam c6 ¥ nghia nong do TC va LDL-C so
véi 16 md hinh (TC giam 30,8%, LDL-C
giam 44,8%), su khac biét co y nghia thong
ké cao (p < 0,001). Nong do TG sau 4 tuan
¢6 xu hudng giam so véi 16 mo hinh, nhung
su khéc biét chua c6 ¥ nghia thdng ké. Két
qua nay phi hop véi dic diém tac dung caa
nhom statin, trong l1am sang dugc vu tién lya
chon trong truong hop tang TC, LDL-C méau
va chi thé hién rd tac dung sau 4 tuan diéu tri.

Sau 2 tuan nghién cau, 16 udng
Phytosome curcuminoid liéu 1(50mg bét
duoc lidu/kg/ngay) va liéu 2(150mg bot duoc
lieu/kg/ngay) c6 xu huéng giam cac nong do
lipid mau TC, TG, LDL-C so vdi 16 md hinh
tuy nhién sy khéc biét chua c6 y nghia thong
ké (p > 0,05). Sau 4 tuan nghién ctu, 16 uéng
Phytosome curcuminoid liéu 1 1am giam rd
rét chi sé LDL-C (19,84 %, p < 0,05). Ld
udng Phytosome curcuminoid lidu 2 lam
giam rd rét chi s6 TG (| 22,07 %, p < 0,05)
va LDL-C (| 21,46 %, p < 0,05 ); chi s6 TC
giam chua c¢6 y nghia thong ké. Nong do
HDL-C & 16 udng atorvastatin va 2 16 udng
Phytosome curcuminoid khong khac biét so
v4i 16 mo hinh (p < 0,05).Nhu vay tac dung
lam ha lipid mau cuaa 16 uéng Phytosome
curcuminoid liéu 2 rd rét hon 16 liéu 1 va
tuong duong véi 16 udng atorvastatin. Két
qua nay phu hop véi nhiéu nghién cau trén
thé gisi. [2],[3]

Téc dyng lam giam nong d6 TG, TC,
HDL-C, LDL-C cua curcumin trén thé gioi
c¢6 nhiéu ly giai nhu sau: Qiaohua Kang va
cong sy (2009) thay rang Curcumin 1am tc
ché thy thé LDL (LDLR) trong céc HSC (té
bao hinh sao ¢ gan), 1am giam cholesterol té
bao[1]. Minji Kim va Yangha Kim (2010) da
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nghién ctu co ché tac dung ha cholesterol
méu cta curcumin bang cach do cholesterol
Ta-hydroxylase (CYP7AL), mot enzym gidi
han tdc d6 trong qua trinh sinh téng hop axit
mat tir cholesterol, & miac mRNA. Két qua
cho thdy ché d6 an curcumin di ting muc
mMRNA CYP7A1 ¢ gan dugc diéu chinh Ién
2,16 1an, so véi nhom d6i ching p ( p <0,05).
Nhitng phat hién nay cho thiy rang su gia
tang biéu hién gen CYP7A1 c6 thé giai thich
mot phan cho tac dung ha cholesterol mau
caa curcumin.[4] Su-Kyung Shin va céng su
(2011) cho thdy curcumin lam giam
cholesterol huyét tuwong, triglyceride, LDL-
C, lam ting HDL-C trong huyét twong va
biéu hién Apo Al ¢ gan, twong ty nhu diéu
tri bang lovastatin. Curcumin gay ra su wc
ché phién mi cia HMG-CoA reductase,
khéng phu thudc vao biéu hién ACAT1 va
ACAT2. Biéu hién PPARa va LXRa ¢ gan
dugc diéu chinh bang cach diéu tri bang
curcumin. Diéu tri curcumin dai han 1am
giam cholesterol trong huyét twong, ngin
chan cé4c ton thuong xo vita dong mach sém
teong duong véi tdc dung bao vé cua
lovastatin. Tac dung chéng xo vira cua
curcumin thdng qua nhiéu co ché bao gém
thay doi lipid, cholesterol va biéu hién gen
mién dich.[7]

V. KET LUAN

Trén mo hinh gay réi loan lipid mau bang
uéng hdn hop dau cholesterol, Ché pham
Phytosome curcuminoid lidéu 50mg/kg/ngay
c6 tac dung lam giam rd rét LDL- cholesterol
(19,84 %) so véi 16 mo hinh.

Ché pham Phytosome curcuminoid liéu
150mg/kg/ngay c6 tac dung diéu chinh rdi
loan lipid mau rd rét hon mac lidu 50
mg/kg/ngay, thé hién qua giam nong do
triglycrerid (22,07%), cholesterol toan phan
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(16,93%) va LDL- cholesterol ( 21,46%) so
v6i 16 md hinh sau 4 tuan udng thudc thu.
Tac dung lam giam ndng d6 cholesterol toan
phan, triglycrerid, LDL- cholesterol cua
Phytosome curcuminoid liéu 150mg/kg/ngay
tuong duong atorvastatin 10 mg/kg/ngay.
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NGHIEN CU'U NONG PO CYSTATIN C HUYET TUONG O BENH NHAN PAI
THAO PU'O'NG TYP 2 TAI BENH VIEN TRUNG UONG THAI NGUYEN

Nguyén Thu Giang*, Cao Xuin Cwong*, BUi Thi Thu Huwong**

TOM TAT

Muc do cystatin C huyét twong co thé cho
phép du doan nguy co phét trién bénh than man,
do d6 c6 vai tro bao hidu mét réi loan chirc ning
than & giai doan tién 1am sang.

Muc tiéu: Khao sat nong d6 Cystatin C huyét
tuong va moi lien quan véi mot sé chi sé sinh
héa khac ¢ bénh nhan dai thao duong typ 2 tai
Bénh vién Trung wong Thai Nguyén.

Poi twong nghién ciu: 89 bénh nhan dai
thao duong typ 2 diéu tri ngoai trd tai Khoa
kham bénh Bénh vién Trung wong Thai Nguyén.

Phwong phap nghién ciru: M6 ta cit ngang

Két qua:

+ Gia tri trung binh cystatin C huyét twong 1a
1,8 + 1,75 (mg/l), gia tri trung vi la 1,5 (mg/l),
gia tri nho nhat 1a 0,2 (mg/l), 16n nhat 1a 12
(mg/l) va khéng tuan theo quy luat phan phéi
chuan.

+ Ty 1€ tang cystatin C ¢ bénh nhan dai thao
duong typ 2 1a 67,4%.

+ C6 lién quan gitra creatin, ure, acid uric,
MAU voi cystatin C huyét twong (p<0,05).
Khdng c6 lién quan gitra duong mau luc doi va
creatin niéu vai cystatin C huyét twong (p>0,05).

+ CO mdi tuong quan thuin chit ché giia
nong do cystatin C va ndng do creatinin huyét

*Bénh vién Trung wong Thai Nguyén
**Truong Pai hoc Y Dugc Thai Nguyén
Chiu trach nhiém chinh: Bui Thi Thu Huong
Email: huongbuithithu@tnmc.edu.vn

Ngay nhan bai: 27.10.2020

Ngay phan bién khoa hoc: 27.10.2020

Ngay duyét bai: 28.10.2020

twong (r=0,88, p<0,05) theo phuong trinh y =
0,012x + 0,286.

Tir khoa: suy than, dai thao duong typ 2,
cystatin C

SUMMARY

SERUM CYSTATIN C LEVELS IN
TYPE 2 DIABETES MELLITUS IN
THAINGUYEN NATIONAL HOSPITAL

Serum cystatin C levels may allow the
prediction of the risk of developing chronic
kidney disease, thus signaling a preclinical renal
dysfunction.

Object:  Surveying serum Cystatin C
concentration and the relationship with some
other biochemical indices in patients with type 2
diabetes at ThaiNguyen General Hospital.

Subjects: 89 patients with type 2 diabetes
mellitus outpatient treatment at the Department
of Examination of ThaiNguyen General Hospital.

Method: Cross-sectional description

Results and conclusions:

+ The average value of serum cystatin C is
1.8 +1.75 (mg/ 1), the median value is 1.5 (mg /
1), the minimum value is 0.2 (mg / I) , the
maximum is 12 (mg / I) and does not follow the
standard distribution law.

+ The rate of increase of cystatin C is 67.4%.

+ There is a relationship between creatin,
urea, uric acid, MAU and serum cystatin C (p
<0.05). There was no association between fasting
blood glucose and serum creatinuria with serum
cystatin C (p> 0.05).

+ There is a positive positive correlation
between cystatin C concentration and serum
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creatinine concentration (r = 0.88, p <0.05)
according to the equation y = 0.012x + 0.286.

Key words: renal failure, type 2 diabetes,
cystatin C

I. DAT VAN DE

Tén thuong than do dai thdo dudng hay
con goi 1a bénh than man tinh do dai thao
duong 1a bién ching xuat hién som, gip véi
ty 1€ cao lam giam suc khoe va gay tir vong &
bénh nhan. Bénh thin man tinh dwgc xac
dinh dwa vao cac du hiéu ton thuong than
va gidm muc loc cAu than. Microalbumin
niéu 1a déu hiéu c6 d6 nhay va do dic hiéu
cao chan doan ton thuong than giai doan
som. Mure loc cau than (GFR) 1a mot dau an
t6t dé danh gia chirc ning cta than nhung it
duoc sir dung vi cach do phuc tap, dat tién,
tén thoi gian va do6i khi gy tic dung
phu. Con creatinine huyét twong thudng
dugc s dung dé danh gia chic ning than
nhung it chinh x4c khi méi suy than, khoi
lwong co ciia co thé thap va bi phu thudce vao
lugng protein ché do6 an. Trong khi do,
cystatin C 12 mot protein c6 khoi lugng phan
tir thap (13,3 kDa), dugc tach khoi mau nho
su loc cua cau than. Muac do cystatin C it bi
anh huong bai tudi, gidi, khdi luong co cua
co thé va vao lugng protein ciia ché do an.
Néu chirc nang than va d6 loc cau than giam,
muc do cystatin C trong mau sé tang. Vi vy,
muc do cystatin C 1a mot xét nghiém chinh
xac hon cho chirc nang than so v4i muc do
creatinin huyét tuong.

Mirc d6 cystatin C huyét trong c6 thé cho
phép du doan nguy co phat trién bénh than
man, do dé ¢ vai trd bao hiéu mot rdi loan
chtrc ning than ¢ giai doan tién 1am sang.
Mirc d6 cystatin C huyét twong con c6 thé 1a
mot diu hiéu cua chirc ning than giup diéu
chinh liéu luong thudc. O Viét Nam chua c6
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nhidu coéng trinh nghién ctru vé ndng do
cystatin C ¢ bénh nhan dai thdo duong typ 2.
Vi vay chung t6i tién hanh nghién ctu dé tai
“Nghién ctru ndng do Cystatin C huyét twong
O bénh nhan dai thao duong typ 2 ” véi muc
tiéu: Khao sat néng d6 Cystatin C huyét
trong va mdi lién quan véi mot sb chi sb
sinh héa khiac & bénh nhan dai thdo duong
typ 2 tai Bénh vién Trung wong Thai
Nguyén.

1. DOI TUONG VA PHUO'NG PHAP NGHIEN CU'U

2.1. P6i twong nghién ctru:

89 bénh nhan dai thiao duong typ 2 diéu
tri ngoai tru tai Khoa kham bénh Bénh vién
Trung wong Thai Nguyén.

- Tiéu chuén chen bénh nhan:

*Bénh nhan dugc chan doan dai thao
duong theo tiéu chuan cua T6 chic Y té Thé
gi6i 1999 [1]:

- Puong mau lic d6i (sau bita an cudi
cuing 8h) 1am it nhat 2 1an > 7,0 mmol/I.

- Hoic duong mau bat ky > 11,1 mmol/I
két hop véi cac triéu chung cua dai thao
duong nhu udng nhidu, tiéu nhiéu. Xét
nghiém duogc l1am it nhat 2 lan.

- Hoac duong mau sau 2 gio lam nghiém
phap ting duong huyét > 11,1 mmol/I

* Bénh nhan duoc chan doan DTD typ 2
theo tiéu chuan cia To chirc Y té Thé gigi va
van dung phu hop voi diéu kién Viét Nam
[1]: 7

- Nguoi lon > 40 tuoi

- Triéu chiztng 1am sang khéng ram ro

- Thuong c6 co dia béo phi

- Khéng c6 bién ching nhidém toan ceton

- Diéu tri 1au dai c6 hiéu qua bang ché do
an va/ hoic cac thudc vién ha duong huyét.

* Bénh nhan dai thao duong typ 2 protein
ni¢u @m tinh(nhdm bénh)

- Tiéu chuin loai trir khéi nghién ciu
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- Nhirng bénh nhan khong du cac tiéu
chuén dé duoc chon vao nghién ctru: dai thao
duong typ 1, dai thao duong thai nghén hoac
cac déi thao duong khac khong phai 1a dai
thao duong typ 2.

- Bénh nhan c6 céc bién ching ning, cap
tinh nhu: hén mé nhiém toan ceton, hon mé
tang ap luc tham thau, cac nhiém tring cap
tinh...

- Bi dai thao duong tha phéat sau cac bénh
noi khoa hay noi tiét khac (basedow, hoi
chiing Cushing...).

- Pang trong dot mat bu cua suy tim, suy
gan.

- Suy than da loc mau co chu ky.

- St dung corticoid trong 1 thang trudc
thoi diém nghién cau.

2.2. Thoi gian va dia diém nghién ciru

- Thoi gian: Tur thang 01/2019 dén thang
10/2019.

- bia diém: Khoa Kham bénh, Khoa Sinh
hoa - Bénh vién Trung wong Thai Nguyén.

2.3. Phwong phap nghién ctiru

- Phuong phap nghién mo ta

- Thiét ké nghién cru cit ngang

- Phuong phép chon ¢& mau cé chu dich.

2.4 Thiét bi va hoa chat nghién ciéu

- May xét nghiém sinh hod mau AU 640
cua Olympus

- Hod chat cua hang Beckman Coulter.

2.5. Cac chi tiéu nghién cwu:

* Thong tin chung: Tudi, gidi

* Lam sang:

- Tién sir: dai thao dudng, thoi gian mic
bénh,...

- Céc triéu chung co nang: Pai budt, dai
dit, tiéu nhiéu lan, tiéu it, dau thit nguc, té bi
chan tay...

* Can lam sang: ure, creatinin, uric,
cystatin,  microalbumin  huyét  twong,
creatinin niéu

Ure huyét trong: Gia tri binh thuong 2,5-
8,3 mmol/Il

Creatinin huyét twong: Gia tri binh
thuong la: nam: 62- 115 pumol/l, ni: 53-97
pmol/l

Uric huyét twong: Gia trj binh thuong la:
nam: 180- 420 pumol/l, nir: 150-360 pmol/

CystatinC : Gia tri binh thuong: 0,4-
1,2mg/I

Microalbumin niéu: Gia tri binh thuong
<2mg/dI

Creatinin niéu: Gia tri binh thuong : 8,8-
12,6 mmol/l

2.6. Ky thuat thu thap sé liéu

Tat ca cac bénh nhan nghién ctu duoc hoi
bénh, khdm lam sang va lam bénh an theo
mau théng nhat.

2.7 Xir ly s6 liéu Cac sb liéu nghién ctu
dugc xtr 1y theo phuong phép théng ké y sinh
hoc véi phan mém SPSS 20.0.

2.8. Pao dwc nghién ciru: Nghién cau
duoc tién hanh sau khi hoi dong dao duc caa
Bénh vién Trung wong Thai Nguyén thong
qua.

Il. KET QUA NGHIEN cU'U
Bing 1. Dic diém vé tuéi cia cdc doi
twong nghién ciu

Nhém NC Gia tri trung binh
Tudi trung binh 71,8+4,58
Gié tri nho nhat 51
Gi4 tri 16n nhat 85

Nhgn xét: Tudi trung binh cua cac ddi
tugng nghién ctu 1a 71,8+4,58, tudi cao nhat
la 85, thap nhat la 51.
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40%
W Na

60%

Biéu dé 1. Pic diém phan bé vé gidi ciia nhom nghién cizu
Nhgn xét: Ty I¢ gitra nam la 60% cao hon gidi nit 1a 40%.

Bdng 2. Néng dp Cystatin C ciia cdc doi twong nghién ciru
Gia trj trung 50 benh SD Trungvi | Nhénhdt | Lén nhét
binh nhan
1,8 89 1,75 15 0,2 12,0
32,6%

M Cystatin C=1,2 mg/|
M Cystatin C <1,2 mg/|

67,4%

Biéu dé 2. Ty |é ting cystatin C

Frequency

00 12.00

Biéu dé 3. Nong dg trung binh cystatin C
Nhgn xét: Gia tri trung binh cystatin C huyét twong 1a 1,8 + 1,75 (mg/l), gia tri trung vi la
1,5 (mg/l), gié tri nho nhat 14 0,2 (mg/1), 16n nhat 1a 12 (mg/l) va khong tuan theo quy luat
phan phédi chuan.
Ty I€ tang cystatin C 1a 67,4%.
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Bdng 3. Nong dp Cystatin C ciia cdc doi trong nghién ciku theo gidi

, Nong dg Cystatin C
‘e So BN v p
Gioi (mg/l)
Nam 56 1,73+15
. p>0,05
Nir 36 196 +2,1

Nhgn xét: Khong c6 su khéc biét vé nong do cystatin giira 2 gigi nam va nix (p>0,05).
Bdng 4. Néng dp Cystatin C ciia cdc doi twong nghién cibu theo nhom tudi

< Néng do Cystatin C
Nhom tudi S0 BN X(mg/l) g
<70 27 151408
70-79 56 1,87+1,9 p<0,05
> 80 6 27+2,3
Tong 89 1,8+1,75
Nhdn xét: C6 sy khéc biét vé ndng do cystatin gitra cac nhém tudi (p<0,05).
Bdng 5. Méi lién quan gida Cystatin C véi cac chi sé hoa sinh khac
Cystatin C
Cic chi s6 hoa sinh (>1,2mg/l) (<1,2mg/l) p
(n=60) (n=29)
Ting (n=44) 36 (81,8%) 8 (18,2%)
Creatinin i : <0,05
Binh thuong 24 (53,3%) 21 (46,7%)
(n=45)
Téng (25 20 (80% 5 (20%
Ure ang (25) (80%) (20%) <0,05
Binh thuong (64) 36 (56,3%) 28 (43,8%)
Ting (n=55) 42 (76,4%) 13 (23,6%)
Uric Binh thuong o o <0,05
(n=34) 18 (52,9%) 16 (47,1%)
Ting (n=45) 32 (71,1%) 13 (28,9%)
Glucose i \ >0,05
Binh thudng 28 (63,6%) 16 (36,4%)
(n=44)
Ting (n=62) 47 (75,8%) 15 (24,2%)
MAU ‘ : <0,05
Binh thudng 13 (48,1%) 14 (51,9%)
(n=27)
Tang (n=21) 15 (71,4%) 6 (28,6%)
Cre nié ‘ : >0,05
remieu B“zl;fg‘é;"ng 45 (66,2%) 23 (33,8%)

Nhgn xét: C6 lién quan gitra creatin, ure, acid uric, MAU véi cystatin C huyét tuong
(p<0,05). Khdng ¢ lién quan gitta dudng mau lac d6i va creatin niéu vai cystatin C huyét
tuong (p>0,05).
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Biéu do 4. Twong quan giira néng d¢ cystatin C va néng dp creatinin huyét twong
Nhgn xét: C6 mdi tuong quan thuan chat ché giira nong do6 cystatin C va nong do creatinin
huyét twong (r=0,88, p<0,05) theo phwong trinh y = 0,012x + 0,286.

IV. BAN LUAN

Nghién cu nong do cystatin C va lién
quan Vvoi cac chi s6 sinh hoa khéac trén 89
bénh nhan dai thio duong typ 2 diéu tri tai
Bénh vién trung wong Thai Nguyén, chung
t61 thu duogc mot s6 két qua sau:

Tudi trung binh cia cac ddi twong nghién
ctu 1a 71,8+4,58, tudi cao nhit 1a 85, thap
nhat 1a 51. Két qua nay ciing pht hop V6i
mét sb nghién ciu khac cho thay: tudi trung
nién va tudi cao la yéu té nguy co ctia hoi
chang chuyén hoa va khang insulin. Pai thao
duong 13 giai doan biéu hién 1am sang ting
glucose mau trong dién tién ty nhién cua
khang insulin. Do vay, tudi la yéu té nguy co
khong thay doi duoc cua dai thao dudng typ
2. Pai thao duodng typ 2 tién trién tham lang,
bénh thuong phat hién muon khi da cé cac
bién chung [1].

Nghién cuau cia Nazmu Saquib et al. cho
thdy c6 su gia ting dang ké cystatin C huyét
trong & nhimg ngudi mic bénh tiéu duong
so voi nhém chang. Két qua nghién ciru caa
ching t6i ciing cho thiy ty Ié ting cystatin C
& bénh nhan dai thao duong typ 2 la 67,4%.
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Két qua nay ciing phu hop Vvéi nhiéu nghién
ctru khac. Gia tri trung binh cystatin C huyét
tuong 1a 1,8 + 1,75 (mg/1), gia tri trung vi la
1,5 (mg/l), gia tri nho nhat 12 0,2 (mg/1), 16n
nhat 1a 12 (mg/1) va khdng tuan theo quy luat
phan phdi chuan.

Trong nghién ctru caa chang toi, ty 1€ giai
nam cao hon gigi nit. Tuy nhién, khdng co
su khac biét vé nong do cystatin C giira 2
gigi nam va nir (p>0,05) (bang 3). Cystatin C
duoc san sinh ra ¢ tat ca cac té bao c6 nhan
trong co thé vai tdc d6 hang dinh, it chiu anh
huong bai cac yéu té gidi. Nguoc lai, & nam
va nit néu cing do tudi va can nang thi khoi
luong co trong co thé 1a khac nhau, do d6
creatinin s& c6 sy khac biét vé gisi. Két qua
nghién ciu cua Tran Qudc Toan (2015) cho
thdy nong do trung binh cystatin C huyét
twong ctia nam & ca nhom ton thuong than va
nhém chang bénh khac biét khéng co y
nghia so v&i nit. Nguoc lai, gié tri trung binh
nong do creatinin & nam cao hon ¢ y nghia
SO Voi nit & ca nhom ton thuong than va
nhém ching bénh. Nhu vay, khi udc luong
muc loc cau than bang cystatin C thi viéc co
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hay khong hiéu chinh theo gidi cling it anh
hudng toi két qua tinh toan, nguoc lai, udc
lwong bing creatinin thi phai hiéu chinh theo
giai [1]. Nghién cuau cua Finney H. (1999) ¢
dbi twong nguoi cao tudi (65 — 101 tudi) thiy
khong c6 su khéc biét nong d6 cystatin C &
nam (1,53 mg/l) so véi nir (1,48 mg/l) [1].
Két qua nghién ciu cua chdng tdi cho
thiy: c6 su khéc biét vé nong do cystatin C
gitta cac nhom tudi (p<0,05). Mot sé nghién
ctiu khéc & Ita tudi tré hon ciing cho két qua
tuong tu. O ngudi binh thuong, sau tudi 40
muc loc cau than sinh 1y c6 xu huéng giam
dan, ndi cach khac la kha nang loc cystatin C
giam, nong do cystatin C huyét twong ting
tuong Gng. Trong khi nong do trung binh
creatinin giita cac nhdm tudi khac biét khong
¢6 ¥ nghia & ca nhom ton thuong than va
nhém ching bénh, do vay muc loc cau than
udc lugng bang creatinin khi d6 phai hiéu
chinh theo tudi dé twong xing voi sy giam
muc loc cau than sinh Iy theo tudi. Két qua
nghién ctu cua Finney H. (1999) cling cho
két qua twong tu, phan chia nhdm tudi chénh
nhau 10 nim thdy rang gia tri trung binh
cystatin C & nhom tudi 60 — 70 tudi (1,39
mg/1) thap hon c6 ¥ nghia so véi nhém tudi >
80 tudi (1,79 mg/l). Nhu vay, udc lwong muc
loc cau than bang cystatin C huyét twong &
ngudi 16n va ngudi cao tudi co thé s& don
gian hon boi khong doi hoi phai hi¢u chinh
theo tudi. Trong khi d6, muc loc cau than
udce luong bang creatinin bat budc phai hiéu
chinh theo tudi dé gia tri udc lugng téi gan
v6i mirc loc cau than thuc caa bénh nhan [3].
Két qua nghién ciru cho thay gitra cystatin
C va creatinin huyét tuong co twong quan
thuan muc chat ché (r = 0,88; biéu do 3).
Nghién cau cua Stickle D. (1998) & dbi
tugng bénh nhi ciing cho két qua twong tur
(r=0,882; n = 63). Nghién ctru cua Borges et

al. cho thay co tuong quan chit giira cystatin
C va creatinine huyét trong (r = 0,80) trong
nghién cu cta minh. Piéu nay ciing phu
hop véi nghién ciu dugc thuc hién boi
Muasscheart M et al. cho thdy twong quan
tuyén tinh gitra cystatin C va huyét tuong
creatinin (r = 0,92). Nhu vay, nong do
cystatin C & bénh nhan dai thdo dudng ton
thuong than c6 tuong quan chat ché vai
creatinin huyét twong. Creatinin huyét tuong
chiu anh huong nhiéu yéu tb: gisi, tinh trang
dinh dudng, tinh trang bénh 1y, do d6, muc
loc cau than udc luong dua vao creatinin
huyét twong can dwoc hiéu chinh theo cac
yéu tb, dic diém cua bénh nhan. Cystatin C
c6 thé thay thé creatinin dé udc lwong muc
loc cau than, ciing twong ty nhu creatinin,
can phai thiét lap céc cong thac toan hoc
gitp ude luong muic loc cau than dya vao
nong d6 cua cystatin C. Cé&c trung tam
nghién ctru khac nhau c6 dé& nghi cac cong
thicc khac nhau nhung trong d6 cong thuc
cua Stevens L.A. (2008) dugc sir dung nhiéu
hon ca. Piéu d6 khang dinh cystatin C c6 thé
thay thé creatinin dé udc lwong muc loc cau
than ¢ cac bénh nhan dai thao duong typ 2
tén thuong than [4].

Nghién ctru cia Dsa J va cong su, 2017
[5] d4 chi ra ring ca muc do creatinin va
cystatin C huyét twong taing mot cach 1o rét &
cac muc do suy than man (p<0,001) O céc
dbi tuong suy than man c6 eGFR > 60
mL/phat/1,73m?  khi gia tri trung vi
(median) cua creatinin huyét tuong (1,01
mg/dL) van con nam trong giéi han binh
thuong thi gia trj trung vi ctia cystatin huyét
tuong (1,34 ng/mL) da tang qua gidi han
tham chiéu trén (1,09 ng/mL), mic du van co
su tuong quan duong gitta muc dd creatinin
va cystatin C huyét trong va co su tuong
quan nghich gitra creatinin va cystatin C véi
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eGFR. Nhu vy, cystatin C rat c6 ich trong
viéc phat hién nhitng ngudi bi suy than man
c6 eGFR giam nhe so v&i creatinin va c6 thé
su dung dé sang loc cac bénh nhan dai thao
duong kém kiém soat hodc bénh nhén ting
huyét ap c6 mic do creatinin ting khong rd
rang (Bang 5).

Két qua bang 5 cho thiy cd lién quan giira
creatin, ure, acid uric, MAU véi cystatin C
huyét twong (p<0,05). Khong c6 lién quan
gitra duong mau luc d6i va creatin niéu vai
cystatin C huyét tuong (p>0,05).

Nhu vay, ¢ bénh nhan dai thdo duong véi
murc loc cau than giam nhe, nong do cystatin
C bién d6i som khi c6 sy xudt hién
microalbumin niéu trong khi ndéng do
creatinin va muc loc cau than udce luong dua
vao creatinin bién d6i chua c6 y nghia. Dinh
lwong noéng do cystatin C huyét twong cé thé
gitp danh gia muc do ton thuong than, mirc
loc cAu than udc lugng dua vao cystatin C
huyét tuong sé bién doi twong Umng ton
thuong than giai doan sém, 1a co s¢ dua ra
bién phap dy phong va diéu tri ton thuong
than do dai thdo duong typ 2 & giai doan
som, gop phan lam han ché tién trién bién
chung than [2].

V. KET LUAN

+ Gi4 tri trung binh cystatin C huyét twong 1a
1,8 + 1,75 (mg/l), gid tri trung vi la 1,5
(mg/l), gia tri nho nhat 14 0,2 (mg/1), 16n nhat
la 12 (mg/l) va khéng tudn theo quy luat
phan phéi chuan.

+ Ty I€ tang cystatin C 1a 67,4%.

+ CO lién quan gitra creatin, ure, acid uric,
MAU vai cystatin C huyét tuong (p<0,05).
Khoéng cd lién quan gitra duong mau lac doi
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va creatin niéu véi cystatin C huyét tuong
(p>0,05).

+ C6 mdi twong quan thuan chit ché giira
nong do cystatin C va ndng do creatinin
huyét twong (r=0,88, p<0,05) theo phuong
trinhy = 0,012x + 0,286.
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GAY POT BIEN TAO THU VIEN PHAGE DISPLAY SIRPa VA
THU NHAN BIEN THE CO Al LU’C CAO VO'I CD47

TOM TAT

Mot trong cac co ché phat trién cua khdi u 1a
lin tranh sy phat hién cua hé mién dich, cac
nghién ctu gan day da xac dinh dugc CDA7 la
tin hiéu “dung an t6i” chdng lai thuc bao, cac té
bao ung thu biéu hién CD47 va trén thoat khoi su
kiém soat cua dai thuc bao. Trong bai béo nay
chtng t6i tach dong, xac dinh trinh ty gen Sirpa,
bién d6i ving lién két voi CDA7 cua Sirpa tao
thu vién boc 16 cac bién thé Sirpo trén thuc
khuan thé dya trén phagemid pHEN2. Ching toi
tién hanh sang loc va chon dugc ba dong phage
mang cé4c bién thé c6 &i lyc voi khang nguyén
CD47 cao hon Sirpa gdc va da xac dinh trinh ty
ba bién thé nay. Dong D1 thay thé 5aa & cac vi
tri V61, V271, K53R, H56P, S66T; dong D9 thay
thé 7aa O céc vi tri V6l, V271, 131F, E47V,
K53R, E54Q va V92l, dong D13 thay thé 6aa
gidng dong D9 trir vi tri 54 14 khong bi thay thé.

Ter khoa: Sirpa, CD47, ung thu, phage
display, thu vién

SUMMARY
CREATING LIBRARY PHAGE
DISPLAY CARRYING SIRPa
VARIANTS, SCREENING AND
RECEIVING HIGH AFFINITY SIRPa
WITH CDA47

*Vign Cong ngh¢ sinh hoc, VAST
Chiu trach nhiém chinh: L4 Thi Huyén
Email: lahuyenibt@gmail.com

Ngay nhan bai: 1.10.2020
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LA Thi Huyén*, Tran Thij Bich Pao*,
Tran Manh Hai*, Nguyén Trong Linh*

One of the mechanisms of tumor growth is
evading the detection of the immune system,
recent studies have identified CD47 as a "don't
eat me" signal against phagocytosis, cancer cells
express CD47 and escape from the control of
macrophages. In this paper, we cloned, identified
Sirpa.  gene changed the CDA47
binding region of Sirpa and created a library to
reveal Sirpa variants on pHEN2 phagemids. We
screened and selected three phage clones
carrying Sirpa variants that had a higher affinity
for CD47 antigen than the wild-type Sirpo and
determined the sequence and analyzed the
mutations in these three variants. Clone D1 is
replaced 5aa in positions V6I, V271, K53R,
H56P, S66T; clone D9 is replaced 7aa at
positions V6I, V271, 131F, E47V, K53R, E54Q
and V92I, clone D13 is replaced 6aa like D9
clone except position 54 is not replaced

Keywords: CD47,
display, cancer

sequences,

Sirpa, library, phage

I. DAT VAN BE

Ho protein diéu hoa tin hiéu (SIRP) bao
gom moét thu thé Gc ché, SIRPa, mot thu thé
kich hoat, SIRP B [con duoc goi la cum biét
hoa (CD) 172b] va mot thu thé khdng tin
hi¢u, SIRPy (con dugc goi la CD172g).
SIRPa, con duoc goi la mién CD172a hoic
Src homology 2 (SH2) - chta chat nén
phosphatase -1, 1a mot thu thé bé mit té bao
duoc biéu hién cha yéu ¢ cac té bao don
nhan, bach ciu hat, té bao dudi gai va té bao
g6c tao mau. SIRPa, SIRPP va SIRPy c6 cac
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kiéu biéu hién riéng biét, véi SIRP a dugc
biéu hién trong cac té bao tay va té bao than
kinh, SIRPP thé hién trong cac dai thuc bao
va bach cau trung tinh, va SIRP thé hién
trong cac té bao lympho va té bao giét nguoi
tu nhién (Barclay AN and Brown MH,
2006). SIRPa c6 hai dang déng phan biét 1a
SIRPal va SIRPa2. SIRPa2, ciing dugc goi
la phan tir giéng nhu immunoglobulin nio
v6i cac hoa tiét kich hoat dua trén tyrosine,
chia s¢ sy twong dong vé cau tric voi
SIRPal. Trén thuc té, SIRPal va SIRPo 2
gidng hét nhau vé mat ciu tric ngoai trir
mién giéng nhu immunoglobulin (Ig) ciia ho
(IgV), rit quan trong dé lién két véi CDA47.
Vi SIRPa dugc thanh lap nhu mét chat Gc
ché mién dich chia mot mién IgV, nén né
thuong dugc coi la SIRPal trir khi co ghi
chi khac. SIRPa 1a thanh vién dic trung nhét
trong gia dinh SIRP nguoi (Barclay AN et
al., 2014; Van Beek EM 2005).

Cac nghién cau gan day dia xac dinh
CDA47 1a phan tir chéng thuc bao, tao ra tin
hiéu “don’t eat me” dé phan biét té bao song
véi té bao chét hoic té bao gia (Gardai SJ et
al., 2005) va CD47 dugc biéu hién cao bai
nhiéu loai ung thu dé tranh phat hién boi dai
thuc bao (Willingham SB, 2012; Edris Bet
al., 2012). Biéu hién CD47 ciing han ché
thuc bao qua trung gian thu thé Fc dé dap
tng Vvai cac khang thé diéu tri (Chao MP,
2009). Cac khéang thé ngin chan su gan két
cua CD47 véi SIRPa, lam ting dang ké qué
trinh thuc bao cua céc té bao ung thu
(Willingham SB, 2012; Edris Bet al., 2012).
Tuy nhién, cac khang thé c6 su phan phdi mo
han ché va cd thé gay ra tac dung phu do cac
tuong tac qua trung gian Fc (Beckman RA,
2007). Trong nghién ctu nay, chdng toi
huéng t6i cai thien cac lieu phap nhim dich
CDA47 bing cach sir dung ving lién két 14
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kDa caa SIRPa cua ngudi nhu mot chat ddi
khé&ng canh tranh véi CD47. Tuy nhién do ai
lyc tuwong tac SIRPa-CD47 yéu ~ 1 uM
(Hatherley D et al., 2008), nén SIRPa 1a mét
chat ddi khang kém. Do d6, ching t6i khai
thac tuong tac CD47-SIRPa va thyc hién
tién hoa in vitro thong qua phage display dé
tao ra cac bién thé SIRPa c6 4i luc cao co tac
dung nhu chat d6i khang CD47 manh. Poan
gen ma hda cho ving lién két vi CDA47 cua
SIRPa (aa 1-110) duoc gay dot bién va gan
vao hé vector pHEN2 tao thu vién phage
display dé sang loc dugc bién thé c6 kha
nang lién két dac hiéu véi CD4A7 va co ai luc
cao hon SIRPa.

Cong nghé phage display duoc George
Smith gisi thiéu lan dau tién vao nim 1985
va sau d6 da duoc sir dung rong rai dé xay
dung cac thu vién protein, peptide, tir cac thu
vién nay cac protein hoac peptide dac hiéu
Vi bat ky dich nao ciing co thé dugc sang
loc va thu nhan (Guo et al., 2006). Cac budc
va cdc vong sang loc nghiém ngat sé lam
giau cac protein da duogc boc 16 trén phage va
protein nay bén trong sudt qua trinh sang loc
(Lee et al., 2002).

Vi vai tro cua khang nguyén CD47 trong
viéc 1an tranh hé mién dich cua céc té bao
ung thu, chung toi tién hanh cai bién Sirpa,
tao thu vién va sang loc thu nhan bién thé
Sirpa c6 ai luc cao vai CD47.

Il. VAT LIEU VA PHUONG PHAP

2.1. Vat liéu
Trong nghién ctu ndy ching tdi st dung
phagemid pHEN2, chang vi khuan

Escherichia coli TG1 tur trung tdm nghién
ctru protein Cambridge (Anh), khang nguyén
CDA47 tai to6 hop, Helper phage M13K07
(Invitrogen, CA, USA), khang thé cong hop
khang M13  (anti-M13  horseradish
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peroxidase-conjugate, Amersham
Biosciences, Piscataway, NJ, USA), cap
primer LabF: 5’-
CAGGAACAGCTATGAC-3’; LabR: 5’-
GAATTTTCTGTATGAGG-3" (IDT), dong
té bao ung thu mau Jurkat, té bao dai thuc
bao nguoi; plasmid pHEN2 (Griffin, Anh),
Master mix (Gotaq, Promega);
Lipofectamine 3000 (Invitrogen); cDNA
synthesis kit (Invitrogen); Moéi truong RPMI
(Thermo Fisher Scientific); FPS (Sigma);
T4-Ligase, Ncol, Notl (Biolabs); vector tach
dong pBT; va céc loai hoa chit tiéu chuan
dung cho sinh hoc phan tir cua héng
Invitrogen; Merch, Sigma.

2.2. Phwong phap

2.2.1. Phwong phdp tao thw vién mang
cac bién thé Sirpa

Dua trén céu trdc tinh thé cua phuc hé
SIRPa: CD47 (Hatherley D et al., 2007),
thiét ké gen ma hoa cho vung bién déi cua
Sirpa véi cac bién doi ngiu nhién & ving
lien két voi CD47. Céc bién dbi & cac vi tri
Ser29=RST, Leu30=NTT, 1e31=NTT,
Pro32=CNT, Val33=NTT, GIly34=RST,
Pro35=CNT, GIn52=SAW, Lys53=ARG,

Glu54=SAW, Ser66=RST, Thr67=RST,
Lys68=ARG, Arg69=ARG, Phe74=NTT,
Lys93=ANG, Lys96=ANG, Gly97=RST,

Ser98=RST, and Asp100=RAS. Céc bo 3 ma
hoa cho Leu4, Val6, Val27, lle36, Phe38,
Leud7, 1le49, Tyr50, Phe57, Val60, Met72,
Phe74, Ile76, V92, Phe94, va Phel03 duoc
chuyén thanh NTT. Sau d6 doan gen duoc
téng hop vai 2 vi tri cat caa Ncol va Notl & 2
dau gen. Vector phagemid pHEN2 ciing
dugc cat mé vong véi 2 enzyme Ncol va
Notl. Gin doan gen bién ddi Sirpa vao
vector pHEN2 nho tdc dung cua T4 ligase,
bién nap vao té bao TG1, thu nhan thu vién
phage display mang cac bién thé Sirpo.

Cac phuong phép thao tac véi DNA duogc
thuc hién theo Sambrok va cong su (2001),
phuong phap phage display thuc hién theo
protocol cua Griffin va cong su.

2.2.2. Sang loc dong phage c6 kha nang
sinh khang thé khang CD47

Khang nguyén CD47 trong PBS
(Phosphate Buffered Saline) (10 - 100 ng/ml)
duogc phu trén khay ELISA qua dém & nhiét
d6 phong. Dé tranh phage lién két khong diac
hiéu véi bé mit dia, khay duoc phu tiép véi
dung dich MPBS 2% sira tach bo va u ¢
37°C trong 2h. Rura khay bang PBS 3 lan sau
d6 cho hon hop phage (d3 nhan nudi tir thu
vién gdc Bacteriophage Griffin.1) vao céc
giéng. Bé khay 37°C trong 2 h. Sau d6 rira
10 1an bang dung dich TPBS (0,05% Tween
20 pha trong PBS), rira tiép 10 lan véi dung
dich PBS. Cac phage gan véi khang nguyén
duoc giai hap bang 1 ml triethylamine 100
mM trong 10 phut ¢ nhiét do phong sau do
trung hoa bang 0,5 ml Tris-HCI, pH = 7,5.
Ly tdm 10.000 v/p. Thu dich ly tam, dich ly
tdm nay chta cic phage mang manh khéang
thé gan dic hiéu voi khang nguyén CDA47.
Cac phage sau mdi vong sang loc s& duoc
nhan nudi trong té bao TG1 dé phuc vu cho
cac vong sang loc tiép theo. Sau lan sang loc
thir 3 & luc trung binh cua cac khang thé
phage duoc kiém tra bang ELISA vai khang
thé cong hop khang M13.

2.2.3. Kiém tra hogt tinh gdn két cia cac
phage bang phirong phdp ELISA

Kha ning gin cua phage véi khang
nguyén duoc danh gia bang ky thuat ELISA
si dung 100ul khang nguyén CD47 (10 -
100ng/ml) phu giéng qua dém & nhiét do
phong. Rura khay 3 1an vgi PBS, 1am kho trén
gidy tham, bd sung vao mdi giéng 300 pl
MPBS, u tiép 2 h & 370C, rira 3 lan véi T-
PBS, 3 lan v4i PBS. 100 pl dich phage voi

201



HOI NGHI KHOA HOC TOAN QUOC LAN THU 24 - HOI HOA SINH Y HOC VIET NAM - 2020

vai trd 1a khang thé 1 duoc bd sung vao mdi
giéng va u 2 h tai nhiét 6 phong. Rira 3 lan
bang TPBS, 3 lan bang PBS. Phat hién phage
gan bang cong hop khang thé khang M13
theo huéng dan cua nha san xuat. Xac dinh
d6 hap thy tai bude séng 450 nm va 650 nm
dé chon dugc cac phage mang khang thé dic
hiéu mong mudn.

2.24. Xac dinh trinh tw cac dong
phagemid thu duoc

Cac dong khang thé phage c6 &i luc cao
véi khang nguyén CD47 dugc nhén nudi va
tién hanh tach céc phagemid bing kit
QIAgen. Cac phagemid thu dugc dugc Xac
dinh trinh tu tu dong trén may ABI 3100
(Applied Biosystems), sit dung cip moi
LabF va bo kit BigDye Terminator Cycle
Sequencing kit  (Applied Biosystems,
Weiterstadt, Germany).

. KET QUA NGHIEN CU'U VA BAN LUAN

3.1. Két qua tao thw vién mang cac bién
thé Sirpa

Céc bo 3 ma hoa cho cac aa trong vung
110 aa (ving lién két voi CD47) duoc bién
doi. Cu thé Leud, Vale, Val27, Ser29,
Leu30, Ile31, Pro32, Val33, 1le36, Gly34,
Pro35, Phe38, Leu47, lle49, Tyr50, GIn52,
Lys53, Glu54, Phe57, Val60, Ser66, Thr67,
Lys68, Arg69, Met72, Phe74, lle76, V92,
Lys93, Phe94, Lys96, Gly97, Ser98, Asp100
va Phel04 dugc thay d6i nhu di trinh bay
trong phan phuong phap. Cu thé trinh tu
doan gen bién d6i nhu sau:

CCATGGAGGAGGAGNTTCAGNTTA
TTCAGCCTGACAAGTCCGTGTTGGTTG
CAGCTGGAGAGACAGCCACTCTGCGC
TGCACTNTTACCRSTNTTNTTCNTNTT
RSGCNTNTTCAGNTTTTCAGAGGAGCT
GGACCAGGCCGGNTTTTANTTNTTAA
TSAWARGGAAGGCCACNTTCCCCGGN
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TTACAACTGTTTCAGACCTCACAAAG
AGAAACAACNTTGACNTTTCCNTTCG
CATCGGTAACATCACCCCAGCAGATG
CCGGCACCTACTACTGTNTTANGNTTC
GGANGRSTRSTCCCRASGACGTGGAG
NTTAAGTCTGGAGCAGGCACTGAGCT
GTCTGTGCGCGCCAAACCCTCTGCCG
CGGCCGC

Sau khi duoc téng hop, doan gen Sirpa va
doan gen bién ddi Sirpa, vector phagemid
pHEN?2 duoc cit véi 2 enzyme gidi han Ncol
va Notl, tinh sach va dién di kiém tra, két
qua thé hién trén hinh 1.

Hinh 1. Hinh anh dién di kiém tra gen
bién thé Sirpa va pHEN?2 sau khi cit véi 2
enzyme Ncol va Notl. M: Thang DNA
chuan, 1,2: gen bién thé Sirpo, pHEN2 cit
voi Ncol va Notl da tinh sach khoi gel
agarose.

Két qua thu duoc (Hinh 1) cho thiy san
pham dam bao dé thyc hién cac budc tiép
theo, du6i tac dung cua T4 ligase, Gen bién
thé Sirpa duoc gin vao phagemid pHEN2,
bién nap vao chung TG1, ciy trai trén moi
truong 2xTY.

3.2. Sang loc cac khang thé phage c6 ai
lwc cao véi khang nguyén CD47

Nguyeén tic sang loc 1a dya trén ai luc lién
két caa khang thé boc 16 trén bé mat phage
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véi khang nguyén dich va duoc tién hanh
theo cac budc co ban sau: (1) khuéch dai thu
vién va tao phage; (2) U cac phage cua thu
vién voi khang nguyén dich; (3) loai bo
phage khoéng gin bang céach rua; (4) tach
phage gan; va (5) tai xam nhiém vao vi
khuan chu dé khuéch dai cac phage dé sang
loc. Vong sang loc tiép theo duoc tién hanh

v6i thu vién gém cac phage di dugc chon
loc 6 vong sang loc trudc.

Khang nguyén CD47 dugc phu trén cac
giéng cua khay ELISA qua dém v&i véi ndng
d6 60 ng/giéng. Qué trinh sang loc duoc tién
hanh theo phuong phap sang loc trinh bay &
phan phuong phap. Két qua sang loc duoc
trinh bay tai hinh 2.

4.5
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Hinh 2. Két qud xdc dinh dé hdp thu qua 3 vong sang lec

Két qua cho thay tir vong sang loc 1 dén 3
véi CDA47, &i luc cia hon hop phage thu
dugc ting déu. Két qua nay hoan toan phu
hop vai ly thuyét bai sau mdi vong sang loc,
luong phage biéu hién khang thé gan dic
hiéu véi CD47 dugc lam giau I1én va phage
gan khong dic hiéu giam di. Ai luc hap thu ¢
vong 3 cao gap 4 1an so véi vong sang loc 1,
két qua nay cho thay sau 3 vong sang loc,
hén hop phage thu duoc chua chu yéu la cac
khang thé c6 ai luc cao véi khang nguyén
CD47. Nhu vay, 3 vong sang loc la du cho
viéc thu nhan dong bién thé dic hiéu véi
khang nguyén dich. San pham cua vong sang
loc 3 dugc xam nhiém vao TG1 dé tao ra cac
dong phage riéng r&, mdi dong s& dugc kiém
tra &i luyc voi khang nguyén dich bang phan
ung ELISA.

3.3. Chon dong phage mang bién thé
Sirpa i luc cao véi CDA47 bang ky thuat
ELISA

Pé chon dong khang thé phage c6 &i luc
cao nhat phuc vy cho céc nghién cau tiép
theo, chdng toi chon ngau nhién 28 dong
phage riéng biét dé xac dinh &i luc véi khang
nguyén CD47. Két qua xac dinh ai luc cua
tirng dong phage duoc trinh bay trén hinh 3.

Qua biéu dd cot & hinh 3, ta nhan thay cac
clone 1, clone 9, clone 13 c6 &i luc cao nhét
v6i CD47. Nhu vay, qua két qua ELISA,
chung t6i hy vong nhitng dong khéang thé
phage ¢6 ai lyc cao nhat voi khéang nguyén
CDA47 tai t6 hop ciing sé& c6 &i luc cao nhat
v6i CDA47 trong huyét thanh ngudi bénh
cling nhu CD47 boc 16 trén té bao ung thu.
bé khéng dinh duoc diéu do, chung t6i chon
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ba dong c6 ai luc cao nhat 1 clone 1, 9 va 13
ki hiéu D1, D9 va D13 dé tach dong xéac dinh
trinh tur gen ma hoda cho manh khang thé

1 S—

-

scFv trén va tién hanh cac phan ang kiém tra
tiép theo.

3.5

3

epe I 1 I T I1 I I i1
. IIII II I I II
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Hinh 3. Két qud xdc dinh &i luc ciia cac dong phage véi khang nguyén CD47 bang ELISA.

3.4. Két qua tach phagemid va xac dinh
trinh tw gen ma hoa bién thé Sirpa tir 3
dong phage co6 ai luc cao véi CD47

Ba dong phage D1, D9 va D13 dugc nhan
nudi va tach phagemid theo kit QlIAgen, xac
dinh trinh ty voi primer LabF, phan tich két
qua thu duoc nhu sau: Qua két qua phan tich
trinh tu aa cac bién thé D1, D9 va D13 ching
t6i nhan thiy tuong tng dong D1 thay thé
5aa ¢ cac vi tri 6, 27, 53, 56, 66; dong D9

thay thé 7aa & céc vi tri 6, 27, 31, 47, 53, 54
va 92, dong D13 thay thé 6aa giéng dong D9
trir vi tri 54 1a khdng bi thay thé. Két qua cho
thdy ca 3 dong déu c6 dot bién thay thé thanh
61, 271, 53R, nhu vay c6 thé day la cac aa
quan trong quyét dinh ai luc cua Sirpa, két
qua nay ciing twong dong vai mot sé két qua
cua Weiskopf K. va cong su; Hatherley D va
cong su.

Bdng 1. Két qud xdc dinh trinh tw gen ma héa cho doan scFv ciia cac khang thé phage

clone D1, D9 va D13.

aa 4 6 |21 |27 |31 |47 | 53 |54 |5 | 63|66 |68 | 92| 94 |103
Gic | L|V|A|V|I|E|K]|E V|S|K|V|F|F
D1 | | R P T

D9 | |l | F|V|R|Q |

D13 | | | F|V|R |
V. KET LUAN nguyén CDAT.

Ching t61 da tao thanh cong thu vién
phage display mang céc bién thé Sirpa, sang
loc va chon duoc ba dong khang thé scFv:
clone D1, D9 va D13 ¢0 éi luc cao vai khang
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ba xac dinh duoc trinh ty gene ma héa
cho 3 bién thé trong 3 dong D1, D9 va D13.
Dong D1 thay thé 5aa & cac vi tri V6I, V271,
K53R, H56P, S66T; dong D9 thay thé 7aa &



TAP CHi Y HOC VIET NAM TAP 496 - THANG 11 - SO CHUYEN BE - 2020

cac vi tri V6Il, V271, 131F, E47V, K53R,
E54Q va V92, dong D13 thay thé 6aa gidng
dong D9 trir vi tri 54 12 khong bi thay thé.

Loi cam on: Cong trinh dugc hoan thanh
véi su hd tro kinh phi cua dé tai VAST méa
s6 VAST02.03/18-19.
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CHAN POAN TRUO'C SINH CHO 2 THAI PHU CO POT BIEN
GEN GAA GAY BENH POMPE

Nguyén Thi Phwong Thao*, Dau Ming Niu*, Nguyé&n Quynh Tho*,

TOM TAT

Pit vin dé: Pompe la bénh bam sinh, di
truyén gen lan lién két nhiém sic thé 17, gay ra
boi dot bién gen GAA ma hda san xuit enzyme
alpha glucosidase A, din dn thiéu hut enzyme
nay. Cho dén nay, gan 600 dot bién da duoc ghi
nhan la nguyén nhan gay ra bénh Pompe. Muc
tiéu: Chan doan trudc sinh cho 2 thai phu c6 con
mét vi bénh Pompe dé dua ra tu van di truyén
hop ly. Phwong phap nghién ciru: Trong nghién
ciru nay ching t6i tién hanh phan tich trinh tu
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Email: dangtuyetminh@gmail.com

Ngay nhan bai: 5.10.2020

Ngay phan bién khoa hoc: 15.10.2020

Ngay duyét bai: 28.10.2020

Hoang Thi Ngoc Lan*, Ta Thanh Vian*

gen tir mau mau va dich di cua 2 thai phu c6 con
d3 mat vi bénh Pompe va chdng cua ho. Két
qua: phat hién 3 dot bién c.[2040+1G>T];
2563 G > C (p.G855R) va c.2065 G>A
(p.E689K) déu & thé di hop tir, tir d6 dua ra tu
van di truyén cho thai phu. Két luan: Hai thai
déu mang dot bién & thé di hop tir nén 16i khuyén
di truyén dugc dua ra 1a tiép tuc theo ddi thai
bang siéu &m va lam xét nghiém sang loc so sinh
sau khi dra tré duoc sinh ra.

Tir khéa: Pompe, dot bién, alphaglucosidase
A (GAA).

SUMMARY
PRENATAL DIAGNOSIS FOR 2
PREGNANT WOMEN WHO HAVE
GAA GENE MUTATIONS
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Object: Pompe disease (Glycogen storage
disease type i), is an autosomal
recessive metabolic disorder, which is caused by
an accumulation of glycogen in the lysosome due
to deficiency of the Ilysosomal acid alpha-
glucosidase enzyme . To date, close to 600
different mutations have been reported in
the GAA gene. The aim of this study: is to
prenatal diagnosis for 2 pregnant women, who
have children dead of Pompe disease to give
genetic counsel. Method: we analyzed gene
sequence of parents and 2 amniotic fluid to

dectect mutations. Result: We detected 3
mutations:  ¢.[2040+1G>T], ¢.2563 G>C
(p.G855R) and c¢.2065 G>A (p.E689K),

heteroygous. Conclusion: detected 3 mutations
€.[2040+1G>T]; [=] va c.2563 G>C (p.G855R)
and ¢.2065 G>A (p.E689K), heterozygous which
have been report before, and give genetic
counsel.  Conclusion:  Two  fetus have
heterozygous mutation, genetic counsel is:
follow up pregnancy by ultrasound and make
newborn screening when these babies are born.
Key words: Pompe disease, mutation, GAA

I. DAT VAN DE

Pompe la mét bénh thuoc nhom céc bénh
lién quan dén rdi loan tich dong cac chat
trong tiéu thé té bao (Lysosomal stogage
diseases — LSDs). Pay 1a bénh di truyén gen
lan trén NST 17, véi dic trung 1a rdi loan
chuyén héa glycogen - duoc gay ra bai su
thiéu hut enzym oGlucosidase A cua tiéu thé
(lysosome). Nguyén nhan cua sy thiéu hyt
enzyme la do dot bién gen GAA mé hoa tong
hop enzyme nay[1].

Ty l¢ Pompe dao dong tir 1/40.000 dén
1/300.000 tré séng[2] phu thudc vao chang
toc hoac vung dia ly duoc nghién cuu [1].
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Cho dén nay da c6 gan 600 dot bién duoc
ghi nhan la nguyén nhéan gay bénh Pompe[3],
cac dot bién xuét hién voi ty 1& khac nhau &
céc qudc gia khac nhau, va ngay cang c6
nhiéu dot bién dugc bdo céo gay bénh
Pompe.

Pompe 1a bénh di truyén gen lian trén
nhiém sic thé thudng nén ngudi 1anh mang
gen khong biéu hién bénh, chinh vi vay viéc
chan doan trudc sinh c¢6 y nghia 16n trong
viéc han ché sinh ra nhitng dira con bi bénh.

Tuy nhién & Viét nam chua c6 nghién
clru ndo vé van dé nay, vi vay, ching ti tién
hanh nghién ctu véi muc tiéu:

Chan doan trudc sinh cho 2 thai phu cé
dot bién gen GAA dé dua ra tu van di truyén
hop ly.

II. D8I TUQONG VA PHU'ONG PHAP NGHIEN CU'U

1. Péi twong:

02 thai phu c6 con da mat vi bénh Pompe
va chong cua ho.

2. Phwong phap nghién ctu

- M6 ta ca bénh.

- Choc 6i ¢ tuan thai thir 16

- Nudi cdy té bao 6i trong méi truong
amniotic.

- Tach DNA tir té bao 6i da nudi cay, st
dung kit QIAamp DNA (theo huéng dan cua
nha san xuat).

- Ly méu caa bd me, taich DNA tir mau
toan phan: sur dung kit QlAamp DNA (theo
hudng din cua nha san xuat).

Sau tach chiét, kiém tra nong do va do
tinh sach cia DNA trén may Nanodrop, sau
d6 duoc khuéch dai bang phan ung PCR voi
cac cap mdi dic hiéu. San phim PCR dugc
giai trinh ty st dung BigDye® Terminator
v3.1Cycle Sequencing Kit do Applied
Biosystem cung cap.


https://en.wikipedia.org/wiki/Autosomal_recessive
https://en.wikipedia.org/wiki/Autosomal_recessive
https://en.wikipedia.org/wiki/Metabolic_disorder
https://en.wikipedia.org/wiki/Glycogen
https://en.wikipedia.org/wiki/Lysosome
https://en.wikipedia.org/wiki/Acid_alpha-glucosidase
https://en.wikipedia.org/wiki/Acid_alpha-glucosidase
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Il KET QUA NGHIEN CU'U
3.1 Két qua taich DNA
Két qua do OD cac mau DNA tach tir mau toan phan va céc té bao 6i sau nudi cay
Bdng 1.1. Két qud do nong d@é va dé tinh sach DNA sau tach chiét

STT M4 s6 BN Nong do (ng/pl) 260/280
1 VN 0055.0 85.5 1.87
2 VN 0055..1 63.8 1.92
3 VN 0550.1.1 97.4 2.04
4 VN 0056.1 75.7 1.98
5 VN 0056.2 64.8 1.85
6 VN 0056.1.1 96.5 1.94

DNA téach chiét dat tiéu chuan dé tién hanh céc thi nghiém tiép theo.

3.2 Két qua phan tich gen

DNA du tiéu chuin s& dugc dung lam nguyén liéu cho phan tng PCR vai cac cap moi
dic hiéu. San pham PCR duoc dién di trén gel agarose.

123 4/56/7/8911/111111
0[1]/2]3]/4/5/6]7

Hinh 1: Hinh d@nh dién di sdan phdm PCR khuéch dai gen GAA trén gel agarose

1: Marker 2: E1-2 3:E3 4: E4-5 5: E6 6: E7-8
7: E9 8: E10-11 9: E12 10: E13 11: E14 12: E15
13: E16 14: E17 15: E18 16: E19 17: E20

San pham PCR dugc giai trinh tu bang phuong phap giai trinh ty truc tiép va so sanh véi
trinh tu trén Genbank dé tim dot bién gen GAA.
- Két qua giai trinh tu gen cua gia dinh ma s6 VN.0055: ghi nhan dot bién ¢ vi tri ndi

2040+1, tir G thanh T: ¢.[2040+1G>T]
[ S0

M/\nf\f\f\ﬂf\(\f MWW |

Hinh 2: Hinh d@nh két qud gidi trinh te truec tiép, dét bién c.[2040+1G>T]
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Bdng 2: Két qud gidi trinh tw gen ciia gia dinh bénh nhan ma VN0055

Bénh nhén VNO0055.0 VNO0055.1 VN0055.0.1 (dich 6i)
Dot bién C.[2040+1G>T] C.[2040+1G>T] c.[2040+1G>T]
DPdng/di hop tir Di hop tir Di hop tir Di hop tir

Ca 2 vo chong va thai cing mang dot bién ¢.[2040+1G>T] thé di hop tu.

- Két qua giai trinh tir gen cua gia dinh ma s6 VN.0056: ghi nhan dot bién & vi tri 2563
cua exon 18, tir G thanh C, 1am bién d6i acid amin & vi tri 855 1a Glycin thanh Arginin va dot
bién & vi tri 2065 cua exon 14, tir G thanh A, 1am bién di acid amin & vi tri 689 tir Acid

Glutamic thanh Lysin.

¢.2563 G>C, p.G855R

€.2065 G>A, p.E689K

i \ .L/MA

MM

Hinh 3: Hinh dnh két qud gidi trinh tw dgt bién ¢.2563 G>C va ¢.2065 G>A

Bénh nhan VN.0056.1 VN.0056.2 VN.0056.1.1 (dich bi)

Dot bién €.2563 G>C, €.2563 G>C, €.2563 G>C, p.G855R

' p.G855R p.G855R €.2065 G>A, p.E689K
DPong/di hop tir Di hop tir Di hop tir Di hop tir

Ca 2 vo chong va thai cing mang d6t bién ¢.2563 G>C (p.G855R) thé di hop tir. Thai con
c6 dot bién ¢.2065 G>A, p.E68IK ¢ thé di hop tu.

IV. BAN LUAN

T 2 thai phu ting c6 con mic bénh
Pompe, chung t6i tién hanh choc i, nudi cdy
dich i va phan tich trinh ty gen dé tim dot
bién. Két qua: phat hién duoc dot bién
c.[2040+1G>T] ¢ gia dinh c6 md s VN
0055 va dot bién ¢.2563 G>C (p.G855R);
¢.2065 G>A, p.E689K & gia dinh c¢6 mi s6
VN.0056.

Dot bién ¢.[2040+1G>T] tim thiy trong
nghién ctru nay da dugc bao cdo & mdt bénh
nhan méic bénh Pompe & Dai Loan trong
nghién ctru trudc day cua Huang HP va cong
su nam 2011[4] va cia YH Chien va cong su
nam 2015 [5] trén cic bénh nhi mic bénh
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Pompe thé khoi phat som & Dai Loan. Dot
bién nay ciing dugc béo cao 1a dot bién co
kha nang gay bénh (likely pathogenic) béi
Counsyl - ClinVar (ma d6t bién: 370998) [4-
6]. bot bién nay xay ra tai vi tri ndi va duge
du doéan la gdy ra sy gian doan trong qua
trinh néi RNA, din dén khong tong hop
protein hodc tong hop protein sai léch, diéu
nay dan dén sy mét chirc ning cia enzyme
GAA la nguyén nhan giy ra bénh Pompe.
Dic biét, sy hién dién cta dot bién nay két
hop v6i mot dot bién khac c6 thé ting nguy
co gy ra cac biéu hién 1am sang ning &
bénh nhan Pompe[7].




TAP CHi Y HOC VIET NAM TAP 496 - THANG 11 - SO CHUYEN BE - 2020

Céc nghién ctu trudc day da chi ra rang
dot bién tai vi tri ndi (splicing) c6 thé gy ra
giam hoat d enzyme GAA trong mdau, va
lién quan dén cac biéu hién 14m sang cua
bénh Pompe, vi du nhu nghién cliru cua
Stefiana Zampieri va cong sy nam 2011 [8].
Nhitng dot bién nay c6 thé dan dén viéc bo
qua hoan toan exon, giit lai intron hodc tao vi
tri mbi nbi moi trong exon hodc intron. Doi
khi cac dot bién khong lam gian doan hodc
tao ra vi tri n6i ma s& kich hoat cac vi tri ndi
gia da ton tai tir trude, diu nay phu hop véi
gia thuyét cho rang cac intron chira cac trinh
tu e ché tao mdi ndi. Nhitng dot bién nay
cling c6 thé anh hudng dén su cin bang cia
cac dé)ng dang (isoform) dugc tao ra boi céac
exon ndi lién nhau va do d6 gay ra bénh[9].

Khi tién hanh giai trinh ty tir mau té bao
61 sau nudi cay, chung t6i ciing thu dugc dot
bién nay & thé di hop tu, tir 46 chung toi dua
ra tu van di truyén cho thai phu.

Dot bién ¢.2563 G>C (p.G855R) di dugc
biét dén 1a dot bién diém dugc tim thiy &
bénh nhian mic bénh Pompe nhu trong
nghién cuou cua Xi Chen va cong sy trén 25
bénh nhi mac bénh Pompe thé khéi phat sém
& DPai Loan. Tuy nhién dot bién nay c6 lién
quan dén sy giam hoat d6 enzyme hay cac
triéu chimg lam sang cua bénh nhan hay
khong thi con chua thuc sy sang to [10].

Khi phén tich trinh ty gen tir dich 6i sau
nudi cdy, chung t6i con thu dugc dot bién
c.2065 G>A (p.E689K). Dot bién nay
thuong gip ¢ ngudi chau A (Nhat Ban va
Trung Qudc) nhung hiém gip ¢ Chau Au
hay cac ving khac. Dot bién nay da duoc ghi
nhan 1a co thé gay giam hoat d6 enzyme a-
glucosidase hodc khong[11].

Giai trinh tr DNA tir t& bao 6i sau nudi
cdy, chung t6i phat hién dot bién & dang di
hop tir, nén chung t6i dwa ra tu van di truyén
cho thai phu 1a tiép tuc theo ddi thai bang
siéu Am va tién hanh chan doan so sinh khi
dtra tré duoc sinh ra.

V. KET LUAN

Pompe la bénh di truyén gen lin trén
NST thuong, do giam tong hop enzyme
alpha glucosidase A, 1a hau qua cua dot bién
gen GAA. Trong nghién ctitu nay ching toi
dd chan doan trudc sinh cho 2 thai phu c6
con mat vi bénh Pompe, phat hién 2 thai
mang dot bién: ¢.[2040+1G>T]; ¢.2563 G>C
(p.G855R) va ¢.2065 G>A (p.E689K) déu &
thé di hop to, tir 46 dwa ra tu van di truyén
cho thai phu: tiép tuc theo di thai ky bang
siéu am va lam sang loc so sinh khi dra tré
duoc sinh ra.
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