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TNDDTQ, vay NBLT dua vao kinh nghiém hanh
nghé dé soan thudc theo liéu ma khong dua vao
triéu chdng, tinh hinh stc khoe ctia ngudi bénh.

V. KET LUAN

Két qua nghién clu cho thdy da s6 NBLT cé
kién thdc tdng quan vé TNDDTQ va lam dung
thu6c TNDDTQ & muc t6t. Kién thirc vé nguyén
tac dung thubc, dé khang PPI va quy dinh ban Ié
thuc & muic trung binh. NBLT hiéu rd vé tinh
hinh lam dung PPI hién nay va khuyén khich
khach hang di khdm dé c6 don thudc. Tuy nhién,
hanh vi khai thac thong tin va tu van dung thudc
cla NBLT con han ché. Mot s6 yéu té co lién
quan dén kién thirc, thai do, hanh vi cia NBLT
bao gom tham nién véi ki€n thic, s6 giG lam vdi
thai do, gidi tinh, trinh d6 chuyén mon, mé hinh
nha thudc véi hanh vi cia NBLT.
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HOAT TINH (’C CHE MEN CHUYEN (ANGIOTENSIN
I-CONVERTING ENZYME) VA ENZYME GAY TANG PUONG HUYET
(A-AMYLASE VA A-GLUCOSIDASE) TU’ CAO CHIET
CUA LA KIEN CO (RHINACANTHUS NASUTUS L)
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TOM TAT

Muc tiéu: Hién nay, viéc Uc ché cac enzyme nhu
angiotensin-converting enzyme (ACE), a-glucosidase,
a-amylase dé han ch€ tang huyét ap (THA) va dai
thao dudng (DTD) dugc xem la xu hudng pho bién.
Poi tugng va phucong phap nghién ciru: Nghién
clu nay thuc hién nham muc dich danh gia kha nang
rc ché cac enzyme cla cao toan phan (TP) va cao
phan doan diethyl ether (EE), chloroform (CF), n-
butanol (BU), nudc (WA) tir l1a Kién Co& mirc do in
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vitro. Két qua: Hiéu qua Uc ché cao nhat & cac cao
phan doan chloroform cla cac enzyme ACE, a-
amylase, a-glucosidase vdi gia tri ICs lan luct la 6,81;
280,05; 72,76 ua/ml. K&t luan: Cao chiét Ia Kién co
c6 thé Uing dung ho trg diéu tri tang huyét ap va dai
thao duGng tvpe 2. Tur khoa: Kién Co, Rhinacanthus
nasutus L., dai thao dudng, tdng huyét ap, a -
glucosidase, a — amylase, ACE.

SUMMARY
INHIBITORY ACTIVITY OF ANGIOTENSIN
I-CONVERTING ENZYME AND
HYPERGLYCEMIC ENZYMES (A-AMYLASE

AND A-GLUCOSIDASE) FROM EXTRACT OF

RHINACANTHUS NASUTUS LEAVES
Objective: Currently, inhibiting enzymes such as
angiotensin-converting enzyme (ACE), a-glucosidase,
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a-amylase to limit hypertension (hypertension) and
diabetes mellitus (DM) is considered a popular trend.
Subjects and methods: This study was carried out
with the aim of evaluating the enzyme inhibition ability
of total extract (TP) and fractionated extract of diethyl
ether (EE), chloroform (CF), n-butanol (BU), and
water (WA) from Rhinacanthus nasutus leaves at in
vitro level. Results: The highest inhibitory effect was
in the chloroform fractions of the enzymes ACE, a-
amylase, a-glucosidase with ICso values of 6.81;
280.05; 72.76 pg/ml. Conclusion: Rhinacanthus
nasutus leaf extract can be used to support the
treatment of hypertension and type 2 diabetes.
Keywords: Rhinacanthus nasutus L., diabetes,
hypertension, a - glucosidase, a - amylase, ACE.

I. DAT VAN DE

Bénh Tang huyét ap (THA) va DPéi thao
dudng (PTD) la hai bénh ly man tinh chiém ty |é
kha cao, thudng di kéem véi nhau, dang cé xu
hudng gia tang véi tc d6 nhanh chéng vada
dugc chirng minh qua nhiéu cong trinh nghién
clru vdi tan sudt udc tinh dao dong tir 40% dén
80%. Dua vao cd ché bénh sinh cd thé chia bénh
dai thdo dudng thanh hai nhom chinh la dai thao
dudng type 1 va dai thao dudng type 2 (chi€m
90-95%). DTD type 2 do nhiéu nguyén nhéan
nhung chi yéu la do cé thé thay ddi ti tinh
trang dé khang insulin vu thé vdi thi€u insulin
tueng doi dén dé khang insulin nhe va giam tiét
insulin chd yéu. Phuong phadp hi€éu qua trong
viéc kiém soat dudng huyét 1a gidm luong
glucose dau vao bang cadch ngdn chdn qué trinh
tieu hdéa carbohydrate thanh monosaccharide
trong dudng tiéu hoa. a-glucosidase va a-
amylase la cac enzym tiéu hda dudc gidi phong
vao long rudt do kich thich thic an tiéu hoda
carbohydrate thanh glucose [1].

THA la nguyén nhan hang dau gay tr vong
sém no ciling la yéu t6 nguy cd chinh clda suy
tim, rung nhi, bénh than man, bénh mach mau
ngoai vi, suy giam ch(c nang nhan thirc. Huyét
ap la ap luc cia mau tac dong lén thanh dong
mach. Huyét ap dudc tinh bang don vi mmHg va
dugc xac dinh dua vao cach do huyét ap, ngudi
dugc chan doan la cao huyét dp khi cd chi s6
huyét ap tdm thu va tédm truong I6n hon
140/90mmHg. Qua trinh Uc ché enzyme
angiotensin I-converting enzyme (ACE) cé thé
giam qua trinh tang huyét ap [2]

Hién nay, cac hop chat ('c ché enzyme a-
glucosidase va a-amylase nhu: acarbose,
voglibose, miglitol va metformin Ngoai ra, mot s6
thudc diéu tri tiéu dudng nhu thudc (c ché men
chuyén, chen beta giy ra mét s6 tac dung phu
anh hudng truc ti€p dén hé than kinh trung
uang [3]. Do do, viéc tim ki€m cac hgp chat co
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ngudn goc tur thién nhién an toan, it tac dung
phu trong diéu tri dai thdo dudng va tang huyét
ap dang nhan dudc su quan tam cla cac nha
nghién clru khoa hoc cta & nudc ta ndi riéng va
thé gidi ndi chung.

Ki€n co hay con goi la Bach hac, tén khoa
hoc la Rhinacanthus nasutus thudoc ho O r6
(Acanthaceae). Cay kién co la mét loai cay bui
nho phan b8 va trong rong rdi ¢ An DO, Trung
Qudc, bai Loan va 8 bong Nam A. Tai Viét Nam,
né moc hoang chu yéu & cac tinh mién_Bac.
Kh&o sat cho thay rang trong 14, than va ré cla
cdy Kién cO co su hién cua cac chat nhu acid
frangulic, flavonoid, alkaloid, quinon, glycoside,
carbohydrate, rhinacanthin va tanin [4]. Dugc
biét dén la loai thdo dudc st dung trong y hoc
c6 truyén vdi cac cong dung diéu tri: bénh tiéu
dudng, viém da day, chong tang lipid mau va
bdo vé tuyén tuy cho chudt méc bénh dai thao
dudng, ha lipid mau, ho trg diéu tri bénh ngoai
da (khang ndm, hdc lao, cham, vay, mun rop)
[51. Vi vy, véi muc dich cung cip thém bang
chirng khoa hoc nén dé tai nghién clru: “Hoat
tinh (c ché men chuyén (angiotensin I-
converting enzyme) va enzyme gay tang dudng
huyét (a-amylase va a-glucosidase) tir cao chiét
cla la Kién Co (Rhinacanthus nasutus L).” dugc
thuc hién lam cg s cho qua trinh nghién cltu va
san xuat dugc phdm cb kha nang diéu tri bénh
dai thao dudng va tang huyét ap trong tuong lai.

I1. DOI TUONG VA PHU'O'NG PHAP NGHIEN CU'U

2.1. Poi tugng nghién ciru. La cay kién co
dugc thu hai & tinh Dak Lak, Viét Nam.

Mau dugc dinh danh bgi Thac Si Bui Thanh
Phong — Dai Hoc Qudc Té Hong Bang.

2.2. Vat liéu va thiét bi. May may do
quang phd UV - Vis 1800 (Shimazdu, Japan),
may cd quay chan khong, micropipette 10 pL,
100 pL, 1000 pL, may vortex (Velp, Y), binh
chiét va mot so thiét bi chuyén dung khac.

Ethanol 96%, n-butanol, chlorofrom, diethyl
ether cta hang hang Fisher.

ACE tUr phoi thé (= 2.0 units/mg protein),
Hippuryl histidyl-leucine (HHL), Captopril, a-
glucosidase tUr Saccharomyces cerevisiae (= 10
units/mg protein), pNPG, a-amylase tu tuy Ign
(=5 units/mg), acarbose dugc mua tUr Sigma
(USA). Cac hda chat khac déu dat chuin trong
nghién ctru.

2.3. Phuaong phap nghién ciru

2.3.1. Phuong phap chiét xuit cao. La
cay Kién co dugc thu hoach sau d6 rira sach, cat
nhd phoi kho va xay nhuyen. Chiét ngam kiét
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dugc liéu bang dung méi ethanol 96% vdi ty 1&
1:25 (w/v) thu dudc dich chiét. Sau do, 1ay dich
chiét c6 dac lai thu dudc cao toan phan. Lay mot
lugng cao toan phan (TP) hoa tan vao nudc cét,
lan lugt 13c phan doan vai cac dung méi: diethyl
ether (EE), chloroform (CF), n-butanol (BU) va
nudc (WA). Tién hanh cd ddc cac cao va chudn
bi khdo sat hoat tinh sinh hoc cé kha nang (c
ché cac enzyme ACE, a-glucosidase, a -amylase.

2.3.2. Khao sat kha nang uc ché

enzyme ACE. Lay 50 pL dich cao chiét thém
vao 50 L ACE (25mU/ml) da dudc hoa tan trudc
do trong dung dich dém natri-borat 0.1M 50 nM
G pH 8.3 cb chira NaCl 0.5 M va hon hdp nay U
10 phit & 37°C. Sau dd, cho thém 150 pLcd
chat HHL 8.3 mM va 0 & 37°C trong 30 phut r6i
phan (fng dugc ding lai v6i250 uL HCl 1M. Tiép
dén, 1a8y 500 pL ethyl acetate cho vao hon hgp
trén, trén déu va ly tdm 3000 rpm trong 10 phuat
thu dugc hippuric acid. Dem say kho 200 pL I6p
3 trén (I6p ethyl acetate co hippuric acid) 6 60°C
trong 30 phdt roi hoa tan véi 2 ml nudc cat. Po
dd hap thu quang phé & budc sdng 228nm dé
khao sat kha ndng Uc ché cua enzyme ACE. Tién
hanh song song danh gid hiéu qua trong thi
nghiém nay v@i doi chirng dudng la Acarbose.
Hoat tinh 'c ché enzyme ACE dugc tinh theo
cong thuc sau: [(A-B)/A].100%. Trong do: A la
dd hap thu cua dung dich blank va B la d6 hap
thu ctia dung dich mau [6].

2.3.3. Khao sat kha nang uc ché

enzyme a-amylase. Lay 200 pL dich cao chiét
tron déu va@i 40 L enzyme a-amylase (5U/ml) va
0.36 ml dém natri phosphate 0.02 M tai pH=6.9
c6 6 mM NaCl. U & 37°C hon hop trén trong 20
phut. Sau khi U thém 300 pL tinh bot 1% va tiép
tuc G 20 phut & 37°C. Ti€p theo thém vao hon
hagp 0.2 ml thuSc thir DNSA 1% va dun s6i trong
5 phdt roi dua vé nhiét d6 phong. D& hon hap
ngudi va cho 10ml nudc cat vao tron déu. Do do
hap thu quang phé & budc séng 540 nm dé khao
sat khd nang (c ché cla enzyme a—-amylase.
Tién hanh song song danh gia hiéu qua trong thi
nghiém nay véi d6i chirng dudng la Acarbose.
Hoat tinh (c ché enzyme a-amylase dugc tinh
theo cong thic sau: [(A-B)/A].100%. Trong
do6: A la do hap thu cia dung dich blank va B la
dd hap thu ctia dung dich mau [7].

2.3.4. Khao sat kha nang dc ché

enzyme a-glucosidase. Ly 100 pL mau dich
cao chiét da pha lodng tron véi hon hgp gom
100 pL enzyme a-glucosidase (1.0 U/ml) va
2200 L dém natri phosphate (0.01 M; pH 7.0).
Trén déu hon hgp, dem U & 37°C trong 5 phut.

Ti€p tuc thém 100 pL co chat pNPG (3 mM) vao
hon hgp, tron déu va athém & 370C trong 30
phut. Phan (ng két thdc khi thém 1500 L dung
dich Na2COs (0.1 M) vao hon hgp. Do do hap thu
quang phd & budc séng 405nm dé khao sat kha
nang Uc ché cla enzyme a—glucosidase. Ti€n
hanh song song danh gid hiéu qua trong thi
nghiém nay v@i doi chirng duang la Acarbose.
Hoat tinh Urc ché enzyme a-glucosidase dudc tinh
theo cong thic sau: [(A-B)/A].100%. Trong
do6: A la d6 hap thu cua dung dich blank va B la
do hap thu ctia dung dich mau [8].

2.3.5, Théng ké phan tich sé liéu. Cac
thr nghiém dudc 1ap lai ba [an va két qua thu
dudc dudc biéu thi béng trung binh * sai s6. Cac
két qua dudc phan tich bang phan mém excel.

Il. KET QUA VA THAO LUAN

3.1. Két qua chiét cao toan phan va cac
cao phan doan. TU 1 kg dugc liéu dugc chiét
ngam kiét véi 25 lit con thu dugc 154,72 gam
cao chiét toan phan

Sau d6, 60 gam cao toan phan dugc sir dung
dé chiét phan doan va thu nhan dugc fan Iuct la
21,54 gam cao diethyl ether (cao EE), 2,14 gam
cao chloroform (cao CF), 5,96 gam cao n-butanol
(cao BU) va 29,39 gam cao nudc (cao WA).

3.2. Két qua khao sat kha nang ic
ché&enzyme ACE. Dua vao gia tri ICso & hinh 1
cla cac cao chiét 1a Kién co cho thay cao CF cb
kha nang Uc ché ACE manh nhat (ICso = 6,81
hg/ml), ti€p d6 la cao BU, EE va cao WA cd kha
nang Uc ché ACE kém nhat (ICso = 798,43
pg/ml). Gid tri ICso cla cao CF cao han so vdi
chirng duang captopril (ICso = 18,55 nM).

200

798.43
800 -
700 -
=
5 600
~ 500
= 400 -
= 300
© 200 | 144.33
100 76.97 . 681 324
0 - —_— Ll
TP EE CF BU WA

Hinh 1: Gia trj ICso (ug/ml) hoat tinh irc
ché enzyme ACE cua cao toan phan va cac
cao phan doan cua Ia Kién Co

Tuy nhién, khi so sanh véi mot s6 dugc liéu
khac thi hoat tinh ('c ché cla cao CF tur 14 Kién
Co co6 hoat tinh cao han. Do vay la Kién Co cd
th€ dugc xem la mét dugc liéu_tiém ndng trong
viéc xdy dung cac ch€ phdm ho trg diéu tri cao
huyét ap.
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3.3. Két qua khao sat kha nang (rc
ché enzyme a- amylase
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Hinh 2: Gia tri ICso (ug/ml) hoat tinh dc
ché enzyme a-amylase cua cao toan phan
va cac cao phdn doan cua I3 Kién co

Cao CF cua la cay Kién Co cd hoat tinh (c
ché enzyme a-amylase t6t nhat véi ICso =
280,05 pg/ml, ké ti€p la cao TP, cao BU, cao EE
va thap nhat la cao nudc (WA).

Cac cao chiét CF va BU cua la Kién Co déu
cao han so vGi chirng duagng acrabose c6 ICso la
651,61 (ug/ml). Diéu nay cd thé do cao CF va BU
cla la Kién Co chira hau hét cac hgp chat co
hoat tinh Uc ché a-amylase tir nquyén liéu 14 ban
dau nhu flavonoid, alkaloid, quinon, glycoside,
rhinacanthin va tanin [4].

Qua dd, cao chiét chloroform cla Kién Co co
tiém nang_trong viéc Uc ché enzyme a-amylase
ti€n dén ho trg diéu tri bénh dai thao dudng.

3.4. Két qua khao sat kha nang wc
chéenzyme a-glucosidase
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&

Cao chiet
Hinh 3: Gia tri ICso (ug/ml) hoat tinh tc
ché enzyme a-glucosidase cua cao toan
phan va cac cao phdn doan cua la Kién Co

Cao CF cua Kién Co cb kha nang Uc ché a-
glucosidase manh nhat, ti€p theo dé la cao BU,
TP, EE va WA.

So V@i chiing duong acrabose c6 ICso la
168,04 (ug/ml) thi cao CF va BU cd hoat tinh (¢
ché a-glucosidase cao hon. Diéu nay cb thé do
cao CF va BU cua la Kién Co chlra hau hét cac
hgp chdt co hoat tinh 'c ché a-glucosidase tir
nguyén liéu 1a ban dau nhu flavonoid, alkaloid,
quinon, glycoside, rhinacanthin va tanin [4].
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Nghién ctru néy cho thdy rang, cao chiét 1a Kién
CO co tiém ndng Uc ché enzyme a-glucosidase
gép phan hd trg diéu tri bénh dai thdo dudng
type 2.

IV. KET LUAN

Két qua nghién cllu cho thdy rdng, cao
Chloroform cua Ia Kién co (Rhinacanthus nasutus
L. Acanthaceae) c6 kha nang Uc ché cac enzyme
angiotensin-converting enzyme (ACE), a-
amylase, a-glucosidase manh vi cé chifa cac hgp
chat laflavonoid, alkaloid, quinone, glycosid,
rhinacanthin va tanin. Qua d6, cao chiét Kién co
dudc xem la dugc liéu cd thé ho trg diéu tri dai
thao dudng va tang huyét ap. Bén canh dod, can
dudc ti€n hanh nghién cltu chuyén sau & muc do
in vivo d& xem xét kha nang ('ng dung trong y
hoc va c6ng nghiép dugc pham.

V. LO1 CAM ON

Nghién cltu nay dugc Trudng Dai Hoc Qudc
Té Hong Bang cap kinh phi thuc hién dudi ma sd
dé tai GVTC17.05.
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MOI LIEN QUAN GIT"A PAC PIEM HINH ANH CAT LOP VI TINH
VA TINH TRANG DOT BIEN GEN EGFR
O’ BENH NHAN UNG THU PHOI BIEU MO TUYEN

Khiic Duy Manh'2, Nguyén Vin Thi, Poan Viin Hoan'?

TOM TAT.

Muc tiéu: Xac dinh m6i quan hé qilta dét bién
thu thé véu t6 tana trudna biéu bi (EGFR) véi cac ddc
diém hinh anh ung thu' phéi bi€u mo tuvén trén cat
I6p vi tinh (CLVT) 16ng nguc. P6i tuwgng va phuong
phap nghlen clru: Nghién ciru 138 bénh nhan ung
thu phdi nguyen phat dudc chup cat I6p vi tinh (CLVT)
chan doan, cb két qua g|a| phau bénh la ung thy b|eu
mo tuyén sau sinh thiét va/hoac phau thuét. Téng sb
138 bénh nhan dugc chia thanh cac nhém theo tinh
trang dot bién EGFR: bénh nhan cé dot bién & eoxn
18 = 21 (dot bién ¢ hiéu qua) la 68 trerng hop va
khong cé dot bién la 70 trudng hgp. Mot sd dic diém
CLVT phéi ctia hai nhém dudc ghi lai va SO sanh Phan
tlch hoi quy don bién dugc thuc hién dé xac dinh cac
véu to nauy cd doc IaD lién quan dén dot bién EGFR.
Két qua: Cac véu to rai ro doc Iap li€n quan dén dot
bién EGFR hiéu qua du’dc danh g|a bang thir nghlem
hoi quy logistic. Két qua chi ra rang, cac dic diém
CLVT ph0| mat do tdn thuong ban ran (OR 3. 282),
dau hiéu phé quan do (OR 5.041), dau h|eu vién kinh
md (OR 3. 073) va ddu hiéu co rat mang phéi (OR
3.357) la cac yéu t6 nguy cd doc lap lién quan dén dot
bién gen EGFR. K&t luan: béc diém hinh anh CLVT co
su lién quan vai dot bién gen EGFR va cd thé str dung
dé du doan tinh trang dot bién gen EGFR.

Td khoa: CLVT, EGFR, NSCLC.

SUMMARY
RELATIONSHIP BETWEEN COMPUTED
TOMOGRAPHY CHARACTERISTICS AND
EGFR MUTATION IN PATIENDS WITH

LUNG ADENOCARCINOMA
Purpose: The aim of this study was to
investigate the relationship  between Computed
tomography (CT) features and EGFR mutation in
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patients with adenocarcinoma of the lung. Material
and Methods: One hundred and thirty eight lung
adenocarcinoma patients who underwent suraerv or
core biopsy were retrospectively included in this study.
Examination of EGFR gene mutation was performed
on all tumor samples. The 138 recruited lung
adenocarcinoma patients were divided into aroups
according to EGFR mutation status: patients with
mutations in exons 18-21 (effective mutated, n = 68)
and non-mutated (n = 70). The clinical characteristics
and lung CT imaging features of the two groups were
recorded and compared. Univariate and logistic
regression analysis were performed to identify the

independent risk factors relevant to
effective EGFR aene mutation. Results: The
independent risk factors relevant to

effective EGFR mutation were evaluated by loagistic
regression test. The results indicated that lung CT
features of semi-solid lesion density (OR 3.282), Air
bronchogram (OR 5.041), Halo sign (OR 3.073) and
pleural indentation sian (OR 3.357) were independent
risk factors relevant to EGFR mutation. Conclusion:
The use of CT features for patients may allow
analyses of tumours and more accurately predict
patient populations who will benefit from therapies
targeting treatment.
Keywords: EGFR, Lung cancer, GGO, CT.

I. DAT VAN DE )

Cac nghién cu vé dich té da chi ra rang ung
thu phéi 18 mét trong bénh ung thu phd bién
nhat va la mot trong cac nguyén nhan hang dau
gay tor vong & ca hai gidi. O Viét Nam, cb
khoang 26.000 ngudi mac mdi va khoang 23.800
ngudi tr vong do ung thu phéi [1]. Trong dé,
ung thu biu md tuyén chiém phan 16n trong
téng sd ung thu phéi. Pugc biét, trén 70% bénh
nhan ung thu biéu mé ph6i khdng té bao nho
(NSCLC) dugc phat hién & giai doan khong con
chi dinh phau thuét [2]. Do do, diéu tri hda xa tri
hodc diéu tri dich chi€ém vai trd quan trong trong
diéu tri ung thu phéi khéng t&€ bao nho. Ngay
nay, cac thudc dich phd bién nhat 1a cac thubc
rc ché EGFR - tyrosine kinase (TKIs). Tuy nhién,
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