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NGHIEN CU’U TAC DUNG HA ACID URIC HUYET
TREN CHUQT NHAT TRANG CUA CAO CHUAN HOA THANH PHAN
ACID ROSMARINIC TU’ LA TIA TO (FOLIUM PERILLAE FRUTESCENSIS)

D& Thi Thu Hién', LAm Thé Vinh'!, Nguyén Lé Pong Thu',
Nguyén Phiic Duy!, LAm Thi Kim Thoa'!, Nguyén Hoang Tin',

TOM TAT

T|a to la mot thao dugc quy dugc st dung Iau
ndm va pho bién va huéng dén hod trg diéu tri mot sO
bénh ly ha uric huyet [4], chong viém, chong di u‘ng,
chong viém, chong oxy hda, chong ung thu, chong vi
khuan, chong tram cam [1] Cac thanh phan c6 hoat
tinh smh hoc clia P. frutescens the hién cac déc tinh
Uc ché enzyme khac nhau, bao gom tac dung khang
hyaluronidase va Uc ché aIdose reductase, uc ché a-
glucosidase, Uc ché xanthine oxidase va dac t|nh trc
ché tyrosinase [6]. Tuy nhién, viéc chudn hda va kiém
soat thanh phan I|en quan tac dung ha acid uric huyet
trong dugc liéu nay chua ngh|en ctu. Panh giad tac
dung ha acid uric huyet cla cao chuén hoda thanh
phan aC|d rosmarinic tur 13 tia té trén chudt nhat trang
Cao chuan hda thanh phan acid rosmarinic tir 13 tia t6
dat tiéu chudn cd s§ dugc tién hanh dua theo “Hudng
dan thr nghiém tién 1am sang va 1am sang thudc dong
y, thudc tir dugc liéu, s6 141/Qb-K2DT ngay
27/10/2015 cla BO Y t€ nam 2015”. Két qua nghién
cltu cho thdy rang cao Tia t6 liéu 0,5 g/kg va 1 g/kg
déu giam acid uric mau dat y nghia thong ké so vdi 10
cerng benh ly Ian luct la 14,40%; 37,36% (p<0 001)
trén md hinh gay ting acid uric bgi kaI| oxonat & chu6t
trén phac d6 du phong cap Két luan, cao chuén hoa
14 Tia to liéu 0,5 a/kg va 1 g/kg déu c6 tac dung ha
acid uric trong huyét tuong, trong dé lidu 1 g/kg thé
hién tac dung ha acid uric tét hon liéu 0,5 g/kg trén
mo hinh chudt bi gdy tang acid uric bai kali oxonat &
phéc do6 du phong cap.

Tur khéa: Cao chuén hda, 14 tia to, ha acid uric

SUMMARY

RESEARCH ON BLOOD ACID URIC-LOWERING

EFFECTS ON WHITE MOUSES OF ROSMARINIC
ACID STANDARDIZED EXTRACT IN FOLIUM

PERILLAE FRUTESCENSIS (FOLIUM PERILLAE

FRUTESCENSIS)

Folium Perillae frutescensis is a medicinal herb
that is used to treat some pathologies such as acid
uric-lowering [4], anti-inflammatory, anti-allergic, anti-
inflammatory, antioxidant, anti-cancer, anti-bacterial,
anti-depressant [1]. The bioactive components of P.
frutescens exhibit  various enzyme-inhibiting
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properties, including anti-hyaluronidase and aldose
reductase inhibition, a-glucosidase inhibition, xanthine
oxidase inhibitory and inhibitory properties Tyrosinase
[6]. However, the standardization and control of bio-
compounds related to the effect of lowering blood uric
acid in this medicine have not been studied. The
current study aimed to evaluating the effect of
lowering plasma uric acid of rosmarinic acid
standardized extract-from perilla leaves on white rats.
The rosmarinic acid standardized extract from perilla
leaves with the fundermental standard was conducted
based on "Guidelines for pre-clinical and clinical trials
of traditional medicines, medicines from medicinal
herbs, No. 141/QD-K2D dated October 27, 2015 of the
Ministry of Health of the Russian Federation". The
result shoewed that Folium Perillae frutescensis
extracts at doses of 0.5 g/kg and 1 g/kg both lowered
plasma uric acid with statistical significance compared
to theset of pathological symptoms, respectively,
14.40% and 37,36% (p<0,001) on the rat model of
increasing uric acid by potassium oxonate in acute
preventive regimens. In conclusion: Folium Perillae
frutescensis extract/paste at doses of 0.5 g/kg and 1
g/kg both lowered plasma uric acid, but a dose of 1
g/kg better lowered uric acid than a dose of 0,5 g/kg
on the rat model increasing uric acid by potassium
oxonate in acute preventive regimens.

Keywords: Standardized extract/paste, Folium
Perillae frutescensis, ower blood uric acid

I. DAT VAN PE

Tia to da gan lién vdi Viét Nam va trén toan
thé gidi nhu mét dang thuc phdm bd sung va
hudng dén diéu tri mot s6 bénh ly [1]. D& dam
bao cac ché phdm dugc st dung hiéu qua, an
toan trén lam sang dam bao cham séc tot stic
khoe ngudi dan thi viéc danh gia tac dung trén
dong vat thuc nghiém la mot trong nhitng budc
nghién c('u quan trong dé€ tim hiéu tac dung cé
thé cd cla ché pham, tir d6 dua ra khuyén céo
trudc khi ti€n hanh nhiing thr nghiém ké ti€p
trén 1dm sang, gép phan dua ch& phdm vao st
dung hiéu qua cho bénh nhan. Vi vay, viéc nghién
cttu tac dung ha acid uric huyét trén dong vat
thuc nghiém dong vai tro quan trong, gép phan
nang cao gia tri s’ dung cling nhu ('ng dung
trong san xudt clia cao chudn hda thanh phan
acid rosmarinic trong 14 tia t6. Do do, viéc phat
trién cac thudc ha acid uric mau méi cé hiéu qua
cao han va an toan han la rat can thiét [4].
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Il. DOI TUONG VA PHUONG PHAP NGHIEN CUU

2.1. Pong vat thi nghiém. Chudt nhat
trang duc (ching ICR), 6 tuan tudi, cd trong
lugng trung binh 25 + 2g, dudc cung cap bdi
Vién Vic xin va Sinh phdm Y t& — TP. Nha Trang.
Chudt dugc nudi bang thuc phdm vién (dugc
cung cap bdi Vién Vac xin va Sinh phdm Y té —
TP. Nha Trang), nudc uéng day du va dugc dé
on dinh (trong diéu kién nhiét dd phong 28 +
2°C, d6 &m tuong d6i 60 — 70%, anh sang dam
bao 12 gi§ t6i/12 giG sang) it nhat mot tuan
trudc khi thir nghiém trong diéu kién cia phong
thi nghiém B6 mon sinh ly, Khoa Y, trudng bai
hoc Y Dugc Can Thao. Thé tich cho udng (P.O)
hay tiém mang bung (I.P) la 10ml/kg trong
lugng chudt.

2.2. Pdi tugng nghién ciru. Cao chuén
héa thanh phan acid rosmarinic tir 14 tia to dat
tiéu chuan co sg.

2.3. Phucong phap nghién clru. banh gia
tdc dung ha acid uric huyét cia chudt thuc
nghiém thong qua viéc xac dinh ty 1€ giam nong
dd acid uric huyét cta 16 thr so véi 16 chirng
bénh ly theo cbng thirc:

(Ee—Ct)
(%)= ¢ x100

V@i Cc va Ct [an Iugt 1a acid uric mau cda 16
chirng bénh va 16 thdr

Sir dung Kalioxonat d€ lam téng acid uric
mau & chubt bang cach tiém phic md kalioxonat
cho chudt nhét vdi liéu 300mg/kg. Céc 16 chudt
cho u6ng mau thir lién tuc 4 ngay (16 déi chi€u
allopurinol chi uéng 1 lan duy nhat & ngay 5). O
ngay 5, sau 1 giG tiém kali oxonat 97% cho
chu6t 16 chirng bénh ly ubng nudc cat, cac 10 thar
cho ubng cao tia to liéu 0,5g/kg-1g/kg [3], 16 dGi
chiéu cho udng allopurinol (liéu 10 mg/kg) cu thé
nhu sau: .

- Chudt nhat tréng dudc chia ngau nhién 5
16, moi 16 10 con:

+ L6 1 (chdng sinh hoc-CSH): uéng nudc cat
4 ngay dau, ngay th(r 5 tiém NaCl 0,9% va 1 gid
sau udng nudc cat;

+ L6 2 (chdng bénh ly-CBL): uéng nudc cat
4 ngay dau, ngay thr 5 tiém mang bung
kalioxonat 300mg/kg (gdy md hinh tang acid
uric) va 1 giG sau udng nudc cat;

+ L6 3 (d6i ching-BC): udng nudc cat 4
ngay dau, ngay thir 5 tiém mang bung kalioxonat
300 mg/kg va 1 gid sau ubng allopurinol
10mg/kg;

+ L6 4 (thr nghiém 1-TN1): ubng cao tia to
4 ngay dau, ngay thr 5 tiém mang bung
kalioxonat 300 mg/kg va 1 gid sau udng cao tia to;
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+ L6 5 (thir nghiém 2-TN2): ubng cao tia to
4 ngay dau, ngay thd 5 tiém mang bung
kalioxonat 300 mg/kg va 1 giG sau udng cao tia to.

2.4. Phuong phap xur ly sO liéu: Cac s6
liéu dugc biéu thi bang tri sd trung binh: M +
SEM (Standard Error of the Mean — sai s§ chuén
cla gia tri trung binh) va xur ly thong ké dua vao
phép ki€ém One-Way ANOVA va héu kiém bang
Student-Newman-Keuls test (phan  mém
SigmaStat-3.5, USA). Két qua th& nghiém dat y
nghia thong ké vdi do tin cay 95% khi p < 0,05.

Ill. KET QUA NGHIEN CU'U
Bang 1. Ham luong acid uric cua cac 16
thu’ nghiém

Ham lugng

Nhom L6 (n=8) acid uric

(mg/dl)

Binh thuGng Chirng sinh ly 2,31+0,14
Bénh (Tiém Chirng bénh ly 3,81+0,08""
kali oxonat |Cao tia t0 lieu 0,5g/kg|3,26+0,15%##
liu 300 | Cao tia to liéu 1g/kg |2,39+0,06%##
mg/kg, i.p.) |Allopurinol liéu 10 mg/kg|2,03+0,10%##

(*9:p<0,001 so vdi I6 ching sinh ly;
##%):p<0,001 so vdi 16 chung bénh ly.
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Biéu db 1: Biéu do thé hién ham luong acid
uric (mg/dL) cua cac 16 tha’ nghiém

Chuot & 16 chiing bénh ly dugc tiém kali
oxonat liéu 300 mg/kg c6 ham lugng acid uric
mau tang (64,81%) dat y nghia thong ké khi so
sanh vdi 16 ching sinh ly (p<0,001). L6 déi chi€u
cho ubng allopurinol liéu 10 mg/kg cé tac dung
lam giam ham lugng acid uric mau (46,88%) dat
y nghia thong ké so v@i 16 chiing bénh ly
(p<0,001), phuc hdi vé mdc binh thudng khi so
sanh vdi chirng sinh ly (p=0,073).

Céc 16 cho ubng cao Tia t0 liéu 0,5 g/kg va 1
g/kg c6 mic do gidam acid uric mau dat y nghia
thdng ké so véi 16 chitng bénh ly lan lugt la
14,40%; 37,36% (p<0,001). Tuy nhién cao Tia
t6 lieu 0,5 g/kg chua dua tri s6 acid uric tr@ vé
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m(c binh thudng khi so sanh véi chirng sinh ly
(p<0,001). Trong khi do, cao Tia t6 liéu 1 g/kg
thé hién tac dung dua ham lugng acid uric trong
huyét tudgng vé murc binh thudng khi so sanh véi
chiing sinh ly (p=0,632); thé hién tac dung ha

acid uric tugng tu nhu thubc dai chiéu allopurinol
(p=0,064); thé hién tac dung ha acid uric tt hon
cao Tia t6 liéu 0,5 g/kg (p<0,001) trén md hinh
gay tang acid uric bdi kali oxonat & chudt trén
phac do du phong cap.

Bang 2. Trong luong chudt (g) qua 5 ngay thu nghiém

Trong lugng chudt (g) trong mo hinh tac dung ha acid uric
. , A . |Allopurinol liéu 10| La tia t6 lieu 0,5 | La tia to lieu 1
STT Sinh ly Bénh ly mg/kg g/kg a/kg
D1 D5 D1 D5 D1 D5 D1 D5 D1 D5
1 21 21 21 23 23 21 24 17 19 24
2 21 20 20 22 21 22 20 19 18 25
3 20 22 21 24 21 22 21 17 20 23
4 19 21 22 24 22 21 20 17 20 22
5 23 25 20 19 20 19 21 23 19 20
6 24 22 21 24 21 23 22 23 19 23
7 23 21 20 22 22 17 22 19 20 22
8 25 20 21 19 20 16 21 19 20 21
TB | 22,0 | 21,5 | 20,8 | 22,1 | 21,3 20,1 21,4 | 193 | 19,4 | 22,5
SEM | 0,73 | 0,57 | 0,25 | 0,74 | 0,37 0,90 0,46 0,88 0,26 0,57

= DS mD1
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Trong lugng chudt (g) qua 5 ngay thir nghiém

BENH LY

Biéu do 2: Biéu do trpng Iu’g’ng chuét (g)
qua 5 ngay tha’ nghiém

IV. BAN LUAN

Nhom nghién ctru xay dung mo hinh chudt
tang acid uric huyét bdng cach s dung
kalioxonat. Kalioxonat dugc st dung dé lam téng
acid uric mau & chudt bang cach tiém phic mo
kalioxonat cho chudt nhat vdi liéu 300mg/kg, sau
1 gi§ dinh lugng nong do acid uric [2]. Pay la
mé hinh dugc st dung réng rai dé€ danh gid tac
dung cla thudc trong trudng hgp tdng acid uric.
Nhugc diém: kalioxonat 1a dang huyén phu rat
khé tan trong dung moéi binh thuGng, dé bi
chuyén hda va bai tiét nhanh chdéng, do dé, can
khugy lién tuc trén may khudy t, tiém
kalioxonate nhanh chéng va sau 1 giG lay mau
dé do ndbng dd acid uric mau ngay d€ duy tri
hoat déng (rc ché uricase.

Thé trang chung: Trong thdi gian thuc hién
thir nghiém, chubt & tat ca cac 16 déu khoe
manh, khéng c6 bi€u hién bat thudng, dn udng

I\(LLJO CAO LIEU 1 g/Kg

t6t, 16ng mugt, phan khd, nudc tiéu binh thudng.
Chubt tdng can déu qua cac tuan. Cé thé danh
gid, cao tia td khdng anh hudng dén thé trang
chung cta chudt.

Tac dung Uc ché uricase cla kali oxonate
gay tang acid uric mau & chuét, dugc bi€u thi
bang néng dd acid uric huyet thanh tang manh.
Tac dung ha acid uric mau cua cao tia té6 ¢ chudt
tang acid uric mau do kali oxonate gay ra dugc
thé hién trong bang 3.1. Nong dd acid uric huyét
thanh clia nhém tang acid uric mau dudc diéu tri
bang cao tia t6 vdi liéu 0,5g/kg va liéu 1g/kg da
gidm dang k& xudng lan lugt 14 3,26 + 0,15 va
2,39 £ 0,06 mg/dl. Do d6, cao tia td cd thé lam
gidam nong do uric huyét thanh ngay lap tic &
chudt bi tang acid uric mau.

Theo Li-Na Huo (2015), dich chi€t nudc
clia P. 14 frutescens c thé lam giam ndng do
uric huyét thanh & chuot bi tang acid uric mau
lieu 0,5 g, 1g/kg va 2g/kg [3].
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tur 13 tia t6 dudc danh gla in vivo trong mét mo
hinh thi nghiém vdi tinh trang tdang acid uric mau
do kali oxonat gay ra & chudt dugc sir dung dé
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danh gia hoat tinh chéng tang axit uric mau véi 3
muc liéu tugng ’ng 500, 1000 va 2000 mg/kg.
Liéu 1000 va 2000mg/kg thé hién tac dung ha
UA huyét thanh t6t hon liéu 500mg/kg

V. KET LUAN

Cao Tia to lieu 0,5 g/kg va 1 g/kg déu cd tac
dung ha acid uric trong huyét tuong, cao la Tia
to lieu 1 g/kg thé hién téc dung ha acid uric tét
hon cao la Tia t6 lieu 0,5 g/kg trén mé hinh
chuot bi gay tang acid uric bai kali oxonat & phac
d6 du phong cap.
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PANH GIA TAC DUNG KHONG MONG MUON
CUA BENH NHAN UNG THU VU TAI PHAT DI CAN
KHI PIEU TRI BANG FULVESTRANT TAI BENH VIEN K

Nguyén Thu Phwong'2, Chu Thi Thanh!, Pong Chi Kién'

TOM TAT

Muc tleu nghién cru: Danh gia két qua diéu tri
ban dau clia phac d6 FLOT trén bénh ung thu da day
tién trién tai Bénh vién K. Doi tuong va phu’dng
phap nghlen clru: nghién ctru tién hanh mo ta, phan
tich cé theo ddi doc 32 trudng hdp ung thu bleu mo
tuyén da day tién trién tai benh vién K. Cac bénh nhan
dudgc hoa tri phac d6 FLOT gom Docetaxel 50 mg/m2,
truyén tinh mach ngay 1.Oxaliplatin 85 mg/m?, truyén
tinh mach ngay 1.Leucovorin 200 mg/m?, truyén tinh
mach ngay 1.Fluorouracil 2600 mg/m?, truyén tinh
mach ngay 1.Chu ky 14 ngay Diéu tri 4 chu ky trudc
mb, 4 chu ky sau md. B6i véi BN da day giai doan
muobn diéu tri 8 chu ky, danh gid sau 4 chu ki. Céc
bénh nhan dugc theo ddi, danh gid kha ndng dung
nap va dap Ung vdi diéu tri. K&t qua: Qua nghién clu
trén 30 bénh nhan ung thu vu tai phat di can dugc
diéu tri bang fulvestrant tai bénh vién K tir nam 2022 -
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2023 cho két luén sau: Tudi trung binh la 58, thdi gian
tai phat di can sau diéu tri triét can ban dau thu’dng
12-36 thang (gép 46,1%), 100% bénh nhan co thu
thé noi tiét ER du‘dng tinh, 86,7% bénh nhan cd thu
thé PR dudng tinh, 30% benh nhan cé HER2 duong
tinh. 83,3% bénh 'nhan di cin tang khi chan doan,
73,3% benh nhan dd nhan =2 liéu phap ndi tlet
63 3% d3 nhan >3 liéu phap hda tri. ROi Ioan cd
xudng, mo lién két (dau khdp, dau cg, dau chi) hay
gap, chiém ty 1é 16,7% (d0 1). Phan (ng tai vi tri tiém
thuGc 13,7% (do 1). Giam tiéu cau gap 3,3% do 1,
tang men gan gap 26,7,3% & do 1, 3,3% & do 2, doc
tinh khéng anh hudng dén qua trinh diéu tri. Cac doc
tinh trong nghién ctu chl yéu & do 1, khong co bénh
nhan nao phai ding hodc tri hoan diéu tri vi doc tinh.
K&t luan: Thudc Fulvestrant dugc chap thuan trong
dleu tri ung thu vU tai phat di can trong nhitng ndm
gan day va da mang lai hiéu qua dang khich I€ vdi tac
dung phu c6 thé kiém soét t6t.

SUMMARY

ASSESSMENT OF RESPONSIBILITIES IN THE
TREATMENT OF METASTATIC STOMACH
CANCER BY FLOT REGIMENT AT K HOSPITAL

Objective: To evaluate the results of initial
treatment of FLOT regimen on advanced gastric
cancer at K Hospital. Subjects and methods: The
study carried out descriptive analysis, longitudinal



