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Téc dung khang viém va kich thich mién dich cta cao toan phén va tinh dau ly trich tir qua cly nhau (Morindg citrifolia L.)
duoc dénh gia trén thuc nghiém gay phu chan chudt bang carrageenan va thuc nghiém gdy suy giam mién dich bang
cyclophosphamid. Celecoxib (thude trc ché chon loc cyclopxygenase-2) va zymosan (tic nhén kich thich sy thue bao) duge chon Ja
thudc doi chi€u tuwong tmg. Két qua ve phan tich thanh phan héa hoc cta tinh dau qua nhau bang GC-MS ghi nhan c6 31 hop cht,
tiéu biéu 14 acid octanoic, _ethyl ester (53,03%); acid octanojc (18 26%); acid hexanoic (14,59%) va acid octanoic, methyl ester
(5,22%). Mirc d6 giam viém chan chuét ctia 16 uong tinh dau qua nhau (0, 15 ml/kg, trong 5 ngay) dat 37,62% sau 3 g]o’ tiém
carrageenan va dat 41,91% sau 24 gio tiém carrageenan, twong fur celecoxib liéu 25 mg/kg. Cao qua nhau, (lg/kg) thé hién tac dung
khang viém yéu hon tinh dau qua nhau véi mirc do giam viém lan hrot 1a 33,88% va 24,08% & cac thoi diém khao sat. Trén chudt bi
gay suy giam mién dich boi cyclophosphamid, cao qua nhau (1 g/kg, trong 5 ngay) va tinh dau qua nhau (0,15 mL/kg, trong 5 ngay)
lam tang kha ndng thuc bao. Tinh dau qua nhau lam tang kha nang thuc bao tot hon zymosan (10 mg/kg, p=0,024), Ngoai ra, cao
qua nhau va tinh dau nhau con lam tng so lugng bach cau tong, lam téng % bach cau lympho va lam gidm % bach cau mono. Tom
lai, day la cong bo dau tién ve tac dung khang viém va kich thich mién dich cta tinh dau qua nhau trén thuc nghiém in vivo, goi y
cho cac nghién citu ti€p v€ co che va san pham theo hudng g dung ho tro dicu tri cac bénh ly viém nhiem.

Tur khéa: Carrageenan, Cyclophosphamid, Tinh dau qua nhau (Morinda citrifolia L.), Tac dung khang viém, Tac dung
kich thich mien dich.

Summary
Anti-Inflammatory and Immunostimulating Effects of Crude Extract and Essential Oil from Morinda citrifolia Fruit
(Noni)

The anti-inflammatory and immunostimulating effects of crude extract and essential oil extracted from Morinda citrifolia L. fruit
(Noni) were investigated by using a carrageenan-induced mouse paw edema test and cyclophosphamide-induced immunosuppressive
model in mice. Celecoxib (a selective cyclooxygenase-2 inhibitor) and zymosan (a phagocytic enhancer) were served as reference
groups, respectively. The results of gas chromatography-mass spectrometry (GC-MS) analysis identified 31 components in Noni
essential oil in which octanoic acid ethyl ester (53.03%); octanoic acid (18.26%); hexanoic acid (14.59%), and octanoic acid methyl ester
(5.22%) were main components. The Noni essential oil at an oral dose of 0.15 mL/kg (repeated doses for 5 days) attenuated mouse paw
inflammation reached 37.62% after 3h of carrageenan injection and 41.91% after 24h of carrageenan injection as the same as celecoxib
(25 mg/kg). The Noni crude extract (1 g/kg) exerted weaker anti-inflammatory effect than essential oil with 33.88% and 24.08%
reduction of mouse paw inflammation, respectively. The Noni crude extract (1 g/kg) and essential oil (0.15 mL/kg) also enhanced
phagocytic activity in cyclophosphamide-treated mice which the effect of essential oil was more potent than zymosan (10 mg/kg).
Moreover, the Noni crude extract and essential oil increased total white blood cells, and the percentage of lymphocytes, and decreased
the percentage of monocytes. In conclusion, this is the first report on the anti-inflammatory and immunostimulating effects of Noni
essential oil, suggesting further studies on the mechanism and application of Noni essential oil in the treatment of inflammatory diseases.

Keywords: Anti-inflammatory effect, Carrageenan, Cyclophosphamide, Noni essential oil, Stimulating effect.

1. Dit van dé

Kinh nghiém dan gian thuong sir dung r& nhau
dé tri cao hyyét ap, dau nhirc xuwong khop, ting
cuong stc dé khang cho bénh nhan ung thu dang
hoéa tri [1], Nudc ép qua nhau cling duoc st dung
tuong ty r€ nhung pho bién hon véi cac tac dung da
duogc chimg minh trén l1am sang nhu cai thién thé
trang tong quat, tng stc bén, gidm dau xyong
khop, kich thich mien dich, 6n dinh huyét 4 ap, ho trg
diu tri dai thao duong, viém, nhiém duong tiéu héa,
gitip kiém soét can nang, chong ldo hoa da va ngin
ngua nhiéu loai ung thu [2]. Nghién ctu cho thay
qua nhau cling ¢6 nhiéu thanh phan héa hoc tuong
tu r€ va ngoai ra con c6 nhiing thanh phan dang
quan tdm khong c6 trong ré nhu alkaloid (¢ dang
tién chat la proxeronin) va iridoid [3]. Neolignan,
americanin A la nhitng hop chat c6 trong qua nhau
vo1 hoat tinh chong oxy hoa manh [4]. Cac nghién
ciu da chimg minh tac dung khang viém va kich
thich mién dich cta dich chiét qua nhau [5],[6].
Tinh dau qua nhau da dwoc chimg minh veé tac dyng
khang sinh va khang nam thuc vat trén cay trong
qua cac cong bo gan day [7],[8]. Tuy nhién chua co

nhi€u nghién cru vé tac dung cua tinh dau tir qua
nhau theo hudéng ung dung trong chdm soc suc
khoe con nguoi. Do do, nghién ctru dugc thuc hién
nham danh gia tiem nang khang viém va kich thich
mién dich in vivo cta tinh dau qua nhau dugc phan
tich so sanh vdéi tac dung cua cao chiét qua nhau va
thanh phan hoa hoc cta tinh dau qua nhau. Két qua
nghién clru cua de tai co the xem la co so khoa hoc
de phat trién nghién ctru img dung tinh dau qua
nhau. |

2. Doi twong va phuong phap nghién ciru

2.1. Doi twong nghién ciu

Qua nhau tuoi dugc mua tai cong ty TNHH Tan
Phat (vin phong dai dién: 22/21 Puong S6 21, P8,
Quén Go Vap, Thanh pho Ho Chi Minh) va duorc
kiém tra vé mat thuc vat hoc (vi phau va soi bot).
Tién hanh ly trich tinh dau bang phuong phap
chung cat 101 cuon hoi nudc theo phu luc cua
Duogc dién Viét Nam V (PL. 274). Ham Iwong tinh
dau trong quéa tuoi 1a 2,5%. Thanh phan héa hoc
tinh dau dygc phén tich bang GC-MS.

Tinh dau qua nhau dugc phén tich bang thiét
bi sic ky khi ghép khoi pho (GC-MS) cia
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Agilent (Agilent 7890B GC and Agilent 5977B
MSD System), detector MS (Nang lugng ion hoa:
70 eV). Cot Agilent DP-5MS (30 m x 0.250 mm,
0.5 pm), str dung khi mang la Heli (1 mL/phuy).
Nhict ¢ buong bom mau la 250°C, nhiét do dau
do 230°C. Ti I¢ chia dong 1:10, mau dugc pha
lodng trong n-hexan, thé tich tiém 1 pL. Chuong
trinh nhiét: nhiét do dau 50°C, tang 5°C/phut dén
250°C, sau do tang 10°C/phut dén 280°C, gilr 15
phut, sir dung thu vién pho NIST 2020 ‘cﬁa may
dé dinh danh céc cau tir trong mau tinh dau.

Ngoai ra, bot qua kho dugc chiét ngam kiét voi
ethanol 96% theo ty 1€ dugc li¢u: dung moi la 1:5.
Dich chiét con dugc c6 thu hoi dung moéi va dem
¢d cach thuy, thu dugc cao chiét qua (cao long, do
am 29,6%) dugc st dung dé doi sanh tac dung voi
tinh dau. Hi€u suat chiét cia cao qua dugc tinh
trén dugc li€u khoé kiét 1a 3,32%. Ham luong
polyphenol tong trong cao chiét qua nhau la
11,027 mg duong lugng acid gallic/g cao va ham
lugng flavonoid toan phan trong cao chiét qua
nhau la 26,717 mg duong lugng quercetin /g cao.,

Cao chiet qua nhau dugc hoa trong nude cat
va pha trudc khi dung, Tinh dau qua nhau dugc
pha thanh nhii twong dau trong nydc véi chat nhii
hoa 1a Tween 80. Thé tich cho uong cac mau thir
la 10 mL/kg trong lugng chudt. Licu thir nghi€ém
cua cao chiét va tinh dau tir nhau dugc chon dya
vao liéu khong ghi nhan phan suat tir vong trong
khao sat dgc tinh cap duong uong (cao chiét qua:
licu 10 g/kg trong lugng chudt; tinh dau qua
nhau: licu 1 mL/kg trong luong chudt).

2.2. Dong vat thi nghiém

Chudt nhat trang duc chung Swiss albino, 5 -
6 tuan tudi co trong lugng trung binh 25 £ 2 g.
Chuét va thuc pham nudi dugc cung cap boi
Vién Vic xin va Sinh phdm Y t6-TP. Nha Trang
va dugc nuoi 6n dinh 1 tuan trude khi tién hanh
thir nghiém.

2.3. Hba chat

Celebrex® (celecoxib 200 mg, Pfizer) duogc
su dung lam thuoc d6i chieu trong thuc nghiém
carrageenan. Cac hoda chat khac dugc mua tu
Sigma-Aldrich (USA) gbom: carrageenan,
cyclophosphamid, zymosan.

2.4. Phwong phdp nghién ciru

24.1. Danh gia tac dung cua tinh dau qua
nhau trén thuc nghiém gay phu chan chudt boi
carrageenan:

Chuot dugc chia ngiu nhign thanh 4 15, mdi 16
8 con nhu sau: L chimg udng nudc cat, 16 ddi
chiéu duoc cho udng celecoxib (25 rng/kg, lidu
duy nhat vao ngay thi nghiém), cac 16 thir udng
cac cao chi¢t qua nhau (licu 1 g/kg) hodc tinh dau
qué nhau licu 0,15 mL/kg lién tuc trong 5 ngay.

Ghi nhan the tich chan phai chudt trude khi gdy
mo hinh (Vy) bang thiét bi do thé tich chan chudt
(plethysmometer, UgoBasil, Y). Tién hanh tiém 50
pL carrageenan ¢ nong do 1% vao vung dudi da
gan ban chan phai. Tién hanh cho chudt cac 16 uéng
nudc cat, mau thur tir qua nhau hoac celecoxib theo

moc thoi gian 1 gid sau tiém carrageenan ¢ ngay 1
va 1 gio trudc khi do lan 2 (24 gido sau_ tiém
carrageenan). D¢ danh gia mic do viém, thé tich
chan chugt dugc xac dinh tai cac thoi diem la 3 gio
va 24 gio sau ti€m carrageenan (V) [9]. The tich
chan dugc do 2 lan va 1ay tri so trung binh. D sung
phu chan chudt bicu thi mic d§ viem va duoc tinh
theo cong thuc:
) {Vst— Vit

V(%) = —p— ¥ 100

Trong do: V: Do sung phu ban chan chudt,
Vi The tich chan phai sau khi tiém carrageenan,
Vi: Thé tich chan phai truéc khi tiém
carrageenan.

Muc do glam viém chan chudt (Phan trim trc
ché phi) ¢ cac 16 tha, 16 dbi chiéu so voi 16
chirng dugc tinh theo céng thurc:

Mite d giam viém (%) = *= x 100

Trong do6: X: Muc df viém & 16 chimg, Y:
Mirc do viém & 16 d6i chiéu/ 16 thir nghiém,

2.4.2. Panh gia tic dung cua tinh diu qua
nhau trén thyc nghiém giy suy gidm mién dich
bang cyclophosphamid:

Bang 1. B6 tri thu ngNhiém tac dung trén h¢ mién dich
ctia mau thir tr qua nhau

Nhom Lo (n=8)

CY (-) Sinh ly (uong nudc cat)
Bénh 1y (udng nudce cat)
Cao qua nhau liéu 1 g/kg

Y ™) Tinh dau qua nhau lieu 0,15 mL/kg
Zymosan liéu 10 mg/kg

Cyclophosphamid [CY -)]: Khong tiem

cyclophosphamid; CY (+): Tiém mang bung (i.p.) liéu duy
nhat cyclophosphamid 150 mg/kg.

Xic dinh chi s6 thue bao bang thue nghiém
thanh thii carbon

Tiém cyclophosphamid mét lan duy nhét véi
ligu 150 mg/kg 6 nhom CY (+), 10i cho udng nude
cat mau thi va zymosan nhu Bang 1. M6t gio sau
1an udng cudi cung ngay thir 5, tiém tinh mach dudi
chudt dung dich myc viét may Parker. Say d6 Jay
mau & dam rdi tinh mach héc mat chudt bang 6 ong
mao quan & cac thoi diém 0 phit va 5 phat. Mau
mau dugc pha trong dung dich dém natri carbonat
va do mat d6 quang ¢ budc song 640 nm [10]. Chi
s0 thuc bao duoc tinh bang cong thirc:

_ InOD1-InOD2

_ T2-TI
K: hang so biéu hién sy thanh thai

Trong do:
carbon ,

OD; va OD, mat do quang do ¢ cac thoi diém
T; (0 phut) va TZ 5 phut)

Khao sat so lwgng bach ciu va ty 18 % cac
loai bach cau

Tiém cyclophospharmd mot 1an duy nhat voi
lidu 150 mg/kg ¢ nhom CY (+) va sau mot gio
cho chudt u6ng mau thir nhu Bang 1. Chudt dugc
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lay mau dudi chudt vao ngay 5 de xac dinh so
lugng bach cau tong va ti I¢ phan tram cac loai
bach cau: bach cau hat trung tinh (neutrophil),
bach cau lympho (lymphocyte) va bach cau don
nhén (monocyte) bang may huyét hoc (XN-330)
(SYSMEX, Nhat).

2.5. Panh gid két qua

S6 licu thyc nghiém thé hién bang sO trung
binh (M) = sai s6 chudn cua gia tri trung binh

(SEM). Xt ly s0 liéu bang phan mém MS Excel
2016, xtr ly thong ké dya vao phép ki€ém One -
Way ANOVA va hau kiém bang Student -
Newman - Keuls test (phan mém SigmaStat 3.5).
Két qua thir nghiém dat y nghia thong ké voi do
tin cay 95% khi p < 0,05 so voi 16 chung hodc 16
doi chieu.

3. Kétqua .

3.1. Thanh phan hoa hoc cua tinh dau qua nhau

Bang 2. Thanh phin hoa hoc cta tinh diu qua nhau dugc phan tich bing GC-MS.

Hop chit Chug ltll(‘)‘c“ Th"(’pgh'z;‘) W phan trim (%)

1 :3-Buten-1-ol, 3-methyl- CsH,,0 3,619 0,16
2 1-Butanol, 2-methyl-, (S)- CsH,,0O 3,728 0,04
3 iAcid butanoic C,4H:O, 4,39 0,1

4 iAcid butanoic, 2-methyl- CsH,,0, 6,133 0,35
5 1-Hexanol C¢H 4O 6,806 0,17
6 2-Heptanon C,H,,0 7,446 0,1

7 Acid hexanoic, methyl ester C-H,,0, 8,64 0,69
8 iAcid hexanoic C¢H,,0, 11,54 14,59
9 Acid hexanoic, ethyl ester CeH O, 11,63 0,7

10 :Acid butanoic, 2-methyl-, 3-methyl-3-butenyl ester CoH 30, 16,75 0,04
11 iAcid octanoic, methyl ester CoH,:0, 17,29 5,22
12 Acid octanoic, ethyl ester CioH»00» 20,66 53,03
13 Acid octanoic CeH O, 20,92 18,26
14 i2-Acid octanoic CgH,,0, 21,72 0,04
15 Isopentyl hexanoat CH»0, 23,23 0,04
16 iAcid hexanoic, 4-pentenyl ester C1H,00, 23.6 0,64
17 iAcid nonanoic CoH,30, 24,12 0,05
18 iPropyl octanoat CH»0, 25,01 0,04
19 Acid hexanoic, 3-methyl-2-butenyl ester C1H,00, 25,1 0,05
20 Safrol C10H1002 25,22 0,07
21 :Acid decanoic, methyl ester C;H»0, 26,45 0,28
22 in-Acid caprylic isobutyl ester C,H,40, 27,45 0,08
23 n-Acid decanoic C0H00, 28,47 1,35
24 iAcid hexanoic, hexyl ester C,H,40, 29,14 0,22
25 Butyl caprylat C12H2402 29,22 0,54
26 iAcid decanoic, ethyl ester C,H,40, 29.54 0,09
27 i2-Methylbutyl octanoat C3H,60, 31,8 0,09
28 Acid octanoic, 3-methylbut-2-enyl ester C3H»,0, 32,18 2,17
29 iAcid octanoic, 3-methylbut-2-enyl ester C3H,40, 33,51 0,19
30 :Acid octanoic, hexyl ester C4H-:O, 37,15 0,45
31 i(-)-Globulol CsH,0 37,7 0,17

K&t qua ve phan tich thanh phan hoéa hoc cua
tinh day qua nhay bang GC-MS ghi nhan c6 31
hop chat, tiéu biéu 1a acid octanoic, ethyl ester
(53, 03%) acid octanoic (18,26%); acid hexanoic
(14,59%) va acid octanoic, methyl ester (5,22%),

3.2. Tac dung khang viem cdp cua cdc mau
thir tir nhau

Bang 3. Mirc do phu chan chudt (%) cta cac 16 thir cao
chiét qua va tinh diu qua nhau trong thyc nghiém gy
viém cép bing carrageenan

Lo Mikc do phu chan chuot (%)
(n=8) Sau 3 gio Sau 24 gio
Chimg 117,99 7,01 75776 +3.75
Cao qua nhau liéu 1 ghkg @ 78,01 £645 " 57,52+743
Tinh dau qua nhau liéu 73,60£924 " 41,74+ 7,58
0,15 mL/kg
Celecoxib liéu 25 mg/kg 50,93 + 6,66 39,86 +4.87

sokeok

0 <005 "p<0,01; "p <0001 sovéil6 chimg. p <

0,05 so voi 16 celecoxib.

Két qua tor Bang 3 cho thay, d6 phu chan chudt
¢ 16 doi chiéu celecoxib & cac thoi diém do sau
tiém carrageenan c6 khac biét dat y nghia thong ké
khi so v6i 16 chung tuong tng (p < 0,001 sau 3 gio
va p = 0,004 sau 24 gio). Do phu chan chuydt do
sau 3 gi0 tiém carrageenan cua 16 cao chiét qua
nhau la 78,01% va tinh dau qua Nhau 1a 73,60%,
khac biét dat y nghia thong ké khi so vai 16 ching
tuong tng (p < 0,001). Do phu chan chudt do sau
24 gi0 tiém carrageenan cua 10 cao chiét qua nhau
la 57,52% va tinh dau qua nhau la 41,74%, khac
biét dat y nghia thong ké khi so voi 16 chung
tuong tng (p < 0,05 va p <0,01).

_Nghién ctru ghi nhan c6 sy khac biét dat y nghia
thong ké v€ muc do phu chan chudt gitta cac 16
uong cao chiét va tinh dau tir nhau sp véi 16 uong
thuoc doi chieu celecoxib ¢ thoi diém 3 gio sau
tiém carrageenan (p < 0,05). Tuy nhién, nghién ctru
khong ghi nhan co su khac biét dat y nghia thong
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ké vé muc d§ phu chan chudt giita 16 uong cao
chiét va tinh dau qua nhau véi 16 uong celecoxib &
thoi diém 24 gio sau tiém carrageenan.
Bang 4. Mtrc do giam viém chan chudt (%) cua céc 16 thur
cao chiét va tinh dau qua nhau trong thuc nghiém gay viém
cép béng carrageenan

Lo Murc do giam viem (%)
(n=38) Sau 3 gi0' | Sau 24 gio
Cao qua nhau lieu 1 g/kg 33,88 24,08
Tinh dau qua nhau licu 0,15 37,62 4491
mL/kg
Celecoxib licu 25 mg/kg 56,83 47,39

Mtc d6 giam viém cua 16 uong cao chiét tir
qué nhau dat 33,88% sau 3 gi0 tiém carrageenan
va 24,08% sau 24 gio tiém carrageenan, yéu hon
s0 voi celecoxib. Muc d6 giam viém cuia 16 udng
tinh dau tor qua nhau dat 37,62% sau 3 gio tiém
carrageenan yeu hon so vdi celecoxib. Tuy nhién
ket qua sau 24 gid tiém carrageenan cho thay
muc d§ giam viéem cua tinh dau dat tuong tu
celecoxib (Bang 4).

3.3. Tdc dung kich thich mién dich cia cdc
mau thir tir nhau

Hoat djng thuc bao

Bing S. Chi s thue bao cia cac 16 thir cao chiét
va tinh dau qua nhau trong thyc nghiém gy suy giam
mien dich bang cyclophosphamid (CY)

Lo

Nhém (n=8) Chi s6 thue bao (K)
CY (5 Sinh Iy 0.37%0.01
Bénh 1y 0,15+ 0,01
Cao qua nhau liéu 1 g/kg 030£0 03“‘*
CY (+) | Tinh dau qua nhiu fiéu 0,375 0,037
0,15 mL/kg
Zymosan liéu 10 mg/kg 0,26 0,03

“p<0,01 vs chitng sinh Iy; ®p<0,01 vs chimg bénh
Iy, (###) 'p<0,001 vs chirng bénh ly; &p<() 05 vs zymosan.

Két qua Bang 5 cho thay chi so thuc bao cia 16
chirg bénh Iy giam 44,6% khac biét dat y nghia
thong k€ so voi chirng sinh 1y (p= 0,004), dicu nay
cho thdy rang chudt sau 5 ngay tiém

cyclophosphamid da bi suy giam kha néng thuc bao.

Chi s0 thyc bao cua 16 bénh ly dugc diéu tri boi

zymosan tang 71,8% dat khac biét y nghia thong ké
so voi ching bénh 1y (p=0,004), tré vé gia tri binh
thuong khi so sanh v6i chimg sinh Iy (p= 0,71).

L6 CY (+) dugc cho uong cao qua nhau licu 1
g/kg hodc tinh dau qua nhau liéu 0,15 mL/kg c6
chi s0 thyc bao tang lan lyot 103,4% va 145,6%,
dat khac biét y nghia thong ké khi so sanh véi
chiing bénh 1y (p < 0,001). L6 chudt uong cao
qué nhau c6 chi so thuc bao tré vé muc gia tri
binh thuong khi so sanh véi chiing sinh ly
(»=0,603); trong khi d6 16 chudt uong tinh dau
qua nhau co chi so thuc bao ting dat y nghia
thong ké so vdi ching sinh 1y (p=0,04). Cao qua
nhau lam tang kha nang thuc bao tuong tu
zymosan (p=0,544). Tinh dau qua nhau lam ting
kha nang thuc bao tot hon zymosan (khac biét dat
y nghia thong ké vdi p=0,024) trén chudt bi gay
suy giam mién dich, boi cyclophospharmd

S6 lwgng bach cau va ti 18 % cac loai bach ciu

Bang 6. Két gua khao sgt $6 lugng bach cu tong cua cac 16
thir cao chiét va tinh ddu qua nhau trong thuc nghiém gay
suy giam mién dich bang cyclophosphamid (CY)

L6 Bach cau tong
Nhém (n=8) Gia tri x10° /
pL mau
CY (-) : Sinhly 9,48 £0,47
Bénh ly 0,73 £ 0,07
Cao qua nhau licu 1 g/kg 1,17+0,15 7
CY(#) (T)lil?g}f/l?ga nhau liéu 132 40,12"#
Zymosan liéu 10 mg/kg 1,27+0,15 ™

Ip<0,001 vs chimg sinh Iy; Pp<0,05, ®p<0,01 vs
chirng bénh ly.

SO lugng bach_cau tong trong cac 16 chudt bi
gdy suy giam mien dich bang cyclophosphamid
deu giam dién hinh so vdi 16 chung sinh ly. Viée
cho udng cag chi¢t qua nhau co6 lam gia tang so
lugng bach cau tong dat y nghia thong ké so voi
16 chirng bénh 1y (p = 0,025) nhung van cgn thap
so voi giad tri cua ching sinh ly. Tinh dau qua
nhau lam gia tang sO lugng bach cau tong dat y
nghia thong ké so v¢i 16 chimg bénh (p = 0,004)
nhung chua phuc hoi vé gia tri sinh ly, tuong tu
nhu tac dung cua zymosan (p = 0,003).

Bang 7. Két qua ty 1& phin trdm céc loai bach cu cta cac 16 thir cao chiét va tinh diu qua nhau trong thyre nghiém
gay suy giam mién dich bang cyclophosphamid (CY)

Nhom Lo (n=8) % Neutrophil % Lymphocyte % Monocyte

CY () Sinh ly 14,01 = 0,99 80,96 + 2,05 0,18+ 0,03
Bénh ly 3,79+0,39 67,06 + 5,46 14,78 + 1,54
Cao qua nhau licu 1 g/kg 2,92+0,50 80,47 £2,09" 13,47 £ 1,20

CY (#) Tinh dau qua nhau liéu 0,15 mL/kg 2,82+038 87,71 £2,13%% 7,03+£1,08
Zymosan liéu 10 mg/kg 547085 78,12 + 2,68" 8,30£1,69

“p<0,05 vs chitng sinh Iy cing chi tiéu; ™

)p<0,001 vs ching sinh Iy cimg chi tiéu;®p<0,05 vs chitng bénh Iy cing chi

tiéu; (##) p<0,01 vs chitng bénh Iy cung chi tiéu, (###) p<0,001 vs chirng bénh Iy cung chi tiéu. Neutrophil: bach cau hat trung
tinh; Lymphocyte Bach cdu lympho va Monocyte: Bach cau mono.

Két qua Bang 7 cho thay 16 ching bénh 1y ¢6
ty 1€ % bach cau hat trung tinh, % bach cau
lympho giam va ty 1¢ % bach cau mono tang dat

y nghia théng ké khi so voi ching sinh ly
(p<0,001; p=0,015; p<0,001; tuwong tng). Lo
chudt uong cao qua nhau liéu 1 g/kg, tinh dau qua
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nhau liéu 0,15 mL/kg khong the hién tac dung cai
thién ty 1€ % bach cau hat trung tinh khi so voi 16
chirng bénh 1y. Tuy nhién, viéc cho udng cao qua
nhau hoac tinh dau qua nhau, tuong tu zymosan
lam tang % bach cau lympho dat y nghia thong
ké khi véi ching bénh ly (p=0,011; p<0,001;
tuong Ung); dua tri sO % bach cau lympho tré vé
gia tri sinh ly (p=0,912; p=0,29; tuong ung).
Tinh dau qua Nhau con thé hién tac dung giap
lam giam % bach cau mono (gidm 52,41%) dat y
nghia thong ké khi so voi chimg bénh ly
(»<0,001); nhung chua dua tré6 vé& muc binh
thuong khi so vai chung sinh Iy (p<0,001).

4. Ban luin

Tac dung khang viém

Két qua nghién ctru cho thdy cao chiét tir qua
nhau va tinh diu qua nhau, déu thé hién tac dung
khang viém trén thuc nghiém gdy viém cip bang
carrageenan. Muc d6 giam viém cua 16 uong tinh
dau tu qua nhau dat 44,91% sau 24 gio ti€m
carrageenan. Liéu thur nghiém cia cao_chiét va
tinh dau tor nhau dugc chon dga vao liéu khong
ghi nhan phan suat t vong trong khao sat doc
tinh cap duong uong, tuy nhién nghién ctru tiép
theo can thiet ke trén nhiéu liéu thur d¢ danh gia
tac dung cua cao chi€t qua va tinh dau cé phu
thudc liéu.

M5 hinh carrageenan thuong duoc lién két voi
viée kich hoat con duong cyclooxygenase. Viém
sung phu do carrageenan phat trién_dugc biéu
hién qua hai giai doan. Giai doan dau cua tinh
trang viém do carrageenan m{t phan do chan
thuong tir vét tiém va giai phong cac chat trung
gian trong giai doan cap tinh, dac biét la
serotonin va histamin. Prostaglandin 1a tadc nhan
chinh gdy ra giai doan thir hai cua viém do
carrageenan, xay ra khoang 3 gio sau khi ti€ém
carrageenan. Do d6 can tiép tuc danh gia co ch¢
khang viém cua tinh dau thong qua co ché trc ché
phospholipase A2 hoac tc ch¢ COX. Ngoai ra
muc do viém gy boi carrageenan sau khi tiém 1-
6 gio dugc ching minh c6 lién quan dén viéc
tang muc d§ nitrit/nitrat trong dich viém do tang
phong thich nitric oxid (NO) ngoai bao va céac
chat trc che¢ iNOS lam giam phu chan chudt sau 5
gi0 tiém carrageenan [11]. Cac cao chict tir qua
nhau da dugc chiing minh c6 hoat tinh tc ché san
sinh NO, tc ché¢ TNF-a, IL-1§ trén té bao dai
thuc bao RAW 264.7 bi kich thich boi
polysaccharid [12], Nghién cuu khac da ching
minh cdc hop chat trong quda nhau nhu acid
asperulosidic, rutin, noniosid A, (2E4E,77)-
deca-2,4,7-trienoat-2-O-f-D-glucopyranosyl-f-
D-glucopyranosid va tricetin rc ché uc ché san
sinh NO trén té bao dai thyc bao RAW 264.7
theo co che diéu hoa gidm bicu hién cia IKKa/B,
[-kBa, va NF-kB p65 [13]. Ngoai ra, cac cong bo
ve tinh dau qua nhau véi thanh phan chinh chiém
ty 1€ cao la acid octanoic, cho thay c¢ hoat tinh
khang khuan va chong oxy hoa, co the la tién dé
cho cac nghién ctru v€ tac dung sinh hoc theo

huong ung dung cia tinh dau nhau [7]. Acid
octanoic, thugc nhom acid béo chuoi trung binh
(Medium chain fatty acids, MCFAs), dugc chiung
minh c6 vai tro quan trong trong dap img viém va
chuyén hoa lipid theo co ché uc ché con duong
TLR4/NF-kB va dicu hoa tdng con dudng tin
hiéu ABCA1/p-JAK2/p-STAT3 [14],[15]. Nhing
nghien ctru tiép theo can dugc thyc hién dé khang
dinh céc co che nay.

Tac dung kich thich mién dich

Cyclophosphamid la tac nhan alkyl hoa gay
doc té bao mién dich. theo co ché gav phan manh
ADN gdv trc ché tiv xuoneg va v suy, glam
mien dich trén dong vat thu nghiém. Két qua
thyc nghiém cho_thay cyclophosphamid da lam
suy giam hé mién dich trén 16 ching bénh Iy
thong qua sy giam chi sO, thyc bao; lam thay doi
dang ké cong thuc bach cau.

Trong dap tng mién dich khéng dac hiéu,
hoat dong thuc bao chii yéu duoc thuc hién boi
cac don nhan thuc bao (dai thuc bao) nham loai
bo nhanh céc yéu to la xam nhap. Pai thuc bao
con co vaj trd trinh dién khang nguyén dé hoat
hoa cac t€ bao lympho. Nhiing chat kich thich
hoat dong thyc bao hodc hoat dong cua hé vong
nd6i md nhu zvmosan s€ c6 su thanh thai nhanh.
Sau khi duoc hoat hoa boi zvmosan. dai thuc bao
s€ san sinh céac cvtokin nhu interferon-v (IFN-v).
interleukin (IL)-2. IL-8 va TNF-a (tumour
necrosis factor-a) [16]. Trong nghién ciru nay,
chuot bi giy suy giam mien, dich bang
cyclophosphamid va duoc cho uong cao qua
nhau hodc tinh dau tr qua deu c6 chi so thuc bao
tang, tuong tu voi tac dyng clia zymosan.

SO lugng bach cau tong va ty 1€ phan tram céac
loai bach cau trong mau ngoai vi la cac chi so
mang tinh dinh lyong, phan anh ca hai phuong
thitc dap Uung mién dich dac hi€u va mién dich
khong dac hicu, cho phép danh gia mot phan tinh
trang dap g mien dich cua co thé. SO lugng
bach cau tong va ty 1¢ % bach cau hat trung tinh,
% bach cau lympho gidam 1o rét trong 10 ti€m
cyclophospharmd trong khi ty 1¢ % bach cau
mono tang rd rét. Keét qua cho thay cac mau thir
tor qué nhau trong nghién ctu thé hién tac dung
cai thién s6 luong bach ciu tong va ty 1& cac loai
bach cau trong mau. L6 chudt gay suy gidm mien
dich bang cyclophosphamid va dugc cho udng
cao chiet hoac tinh dau tir qua c6 so lugng bach
cau tong tang so voi 10 chimg bénh 1y tuy nhién
chua tro lai muc sinh ly. L6 chuft gay suy gidm
mien dich bang cyclophosphamid va dugc cho
udng cao chiét hoac tinh dau qua nhau c6 su ting
bach cau lympho va dua tri s6 bach cau lympho
tr¢ vé muc binh thuong. T€ bao lympho ton tai
voi lugng nhat dinh trong mau, cd chuc nang
mien dich ty nhién qua trung gian t€ bao, chong
lai tdc nhan gdy bénh xam nhap. Ngoai ra, bach
cau mono tham gia vao quéd trinh mién dich
khong dac hiéu, bao v€ co thé khong bi mam
bénh tan cong. Chi s6 bach cau mono trong mau
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bat thuong co thé canh bao co thé bi suy tuy,
suy giam mien dich hodc suy yéu strc dé khang.
Tinh dau gua nhau thé hién tac dung lam giam
% bach cau mono, tuy nhién chua phuc hoi vé
gia tri sinh ly.

Nhiéu nghlen ctry di cho thiy cao chlet qua
nhau co_tac dung diéu hoa hoat dong mién dich
qua nhiéu co ché nhu diéu hoa su san sinh cac
cytokin nhu gidm IL-4, taing [FN-y [6]. [FN-y da
dugc chimg minh lam ting hoat tinh lysosome
cua dai thuc bao. Lysosome cua cac dai thyc bao
c6 chira protease va lipase, c6 kha nang ti€u hoa
protein ciing nhu mang lipid cua tac nhan gay
bénh 1a vi khuan, virus. Nayak S. & Mengi S. da
khdao sat trén cac cao chi¢t ethanol-nudc,
methanol, methanol-nuéc va ethanol- cloroform
tr qua nhau va da chirng minh cao chiét ethanol-
nuoc hodc cao chiét methanol-nudce c6 tic dung
kich thich dap ung mién dich qua trung glan te
bao dién hinh bang cac khao sat in vitro trén té
bao lach (lam ting sinh té bao lich 1a noi tap
trung cac t€ bao lympho T va B) va in vivo (kich
thich hoat dong ctia cac t¢ bao lympho T va B)
trén chudt cong trang [17]. Cac hop chat
polysaccharid, anthraquinon va alkaloid 1a nhiing
ung vién co vai tro quan trong trong tac dung cua
nhau trén chirc nang hé mién dich.

Céc nghién clru veé tac dung ctia nudc €p qua
nhau trén thuc nghiém va trén lam sang cho thay
tac dung di€u hoa va cai thién chitc nang mien
dich thong qua kich thich hoat dong cua t& bao
NK (natural killer cell), ting san xuat IFN-y, lam
tang biéu hién cua cytokin diéu hoa nhu IL-2 la
cytokin kich thich sur biét hoa té bao lympho T
CD4+. Téc dung chong oXy héa cua nudc €p qua
nhau cling gop phan vao tac dung kich thich mien
dich thong qua anh huong trén kinase 1/2
(ERK1/2), protein kinase B (Akt) va tin hiéu NF-
kB (nuclear factor-kappa-beta; phuc hop protein
kiém soat sy phién mi cua ADN, san xuat
cytokin va sy ton tai cua t€ bao) [18]. H. Kim va
cs. (2022) da chung minh cao chjet ethanol 10%
tor, qua nhau lam tang mat d6 té bao NK, ting
bicu hién mRNA cua IFN-f va TNF-a va ting
mirc d¢ phosphoryl hoa cia NF-kB va activator
protein (AP)-1 [19]

Tong quan vé thanh phan cic hop chat bay
hoi c6 trong qua nhau ghi nhan sy hién di¢n cua
cac acid hitu co nhu acid octanoic (acid caprylic),
acid hexanoic (acid caproic), alcohol nhu 3-
methyl-3-buten-1-0l, cac ester nhu methyl
octanoat, methyl decanoat, cac keton nhu 2-
heptanon, and lacton (E)-6-dodeceno-y-lacton
[20]. Két qua vé phan tich thanh phan hoa hoc
cta tinh dau qua nhau bang GC-MS cta nghién
ctru hién taj da ghi nhan c6 31 hop chat, trong do
cac hgp chat ti€u biéu la acid octanoic, ethyl ester
(53,03%); acid octanoic (18,26%); acid hexanoic
(14,59%) va acid octanoic, methyl ester (5,22%).
Céc két qua nay twong dong vai cac cong bo gan
day nhung co sy khac biét vé so lugng hop chat

va ham lugng. Nghién ciru cug cdc tac gia Brazil
trén tinh dau qua nhau cho thay thanh phan acid
octanoic (75,8%) va acid hexanoic (12,8%)
chiém ty 1¢ cao hon miu tinh dau nhau nghién
ctru cua dé tai, trong d6 acid octanoid duogc
chimg minh c6 hiéu qua khang ching nam giy
bénh trén bi do la  Stagonosporopsis
cucurbitacearum [7]. B. L. Dias va cs. (2024) ghi
nhan 25 hgp chat co trong tinh dau qua nhau voi
acid octanoic (58,43%), acid hexanoic (9,46%),
pent-4-enyl hexanoat (8,17%) va methyl octanoat
(7,16%) va_da chung minh tinh dau va acid
octanoic th¢ hién hoat tinh diét nam giy bénh
trén cay trong (Curvularia lunata) va diét con
trung pha hoai cady trong nhu Daubulus, maidis
(ray la) theo co ché hoat hoa hé thong chong oxy
hoa ndi sinh thuc vat nhu superoxid dismutase
(SOD) va catalase (CAT) dan dén kich hoat co
ché d6i khang trudc sy nhiém bénh ¢ cdy trong
[8]. Mot nghién cuu khac cling cho thay ham
Iwong acid octanoic chiém ty 1& 82,24% (cao gap
4,5 lan nghién ciru nay), tuy nhién ham lugng
acid hexanoic (8,2%) lai thap hon, c6 tac dung uc
ché ndy mam vo, tinh gdy boi Exserohilum
turcicum trén hat bap [21]. Tuy nhién nghién ctru
cya cac tac gia nay cling ghi nhan nong d6 tinh
dau nhau 1% c6 dgc tinh trén sy ndy mam cua hat
bap [21]. Sy khac biét vé so lugng va ham lugong
cac hgp chat chinh trong tinh dau qué nhau c6 thé
lién quan dén vung nguyén li¢u, phuong phap ly
trich hodc dieu kién ly trich. Ngoai ra, cac nghién
ctru trén tinh dau qua nhau chi moi tap trung theo
huong bao v€ cay trong, Tong quan y van cho
thay chua c6 cong bo vé tdc dung cua tinh dau
qua nhau theo hudng dieu hoa mién dich cling
nhu khang viém. Do d6 két qua nghién cuu cua
de tai nay ve tac dung khang viém cap va tac
dung kich thich mién dich cua, tinh dau tor qua
nhau 1a cong bg 1an dau tién. Két qua cpa nghién
ctru nay cho thay tinh dau qua nhau the hién cac
tac dung dién hinh hon cgo chiét. Do do, nhirng
nghién ctru tiép vé co ché tac dung khang viém
cing nhu tac dung trén hé mién dich cua tinh dau
tir qua nhau can duoc thyc hién.

5. Két luan

Cao chlet qua nhau (1 g/kg) va tinh dau (0,15
mL/kg) thé hién tac dung khang viém tuong tu
celecoxib (25 mg/kg) trong thir nghiém gay viém
cap bang carrageenan. Cao chiét va tinh dau qua
nhau c6 tac dung lam tidng hoat dong thuc bao
trong thir nghiém thanh thai carbon, tuong tu chat
kich thich hoat dong thuc bao zymosan (10
mg/kg). Cao chiét va tinh diu qua nhau lam ting
sO lugng bach cau tong, cai thién ty 1¢ phan tram
bach cdu lympho. Tinh dau qua nhau con cai
thién ty I¢ phan tram bach cau mono trong mo
hinh gdy suy gidam mién dich bang
cyclophosphamjd

Loi cdm on: Nhdm nghién ciru xin chdn thanh
cam on Truong Pai hoc Quoc té Hong Bang da ho tro
kinh phi thiec hién véi ma sé dé tai GVTC17.08.
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Tom tat
. Nghién ciru dwoc thye hién nhim danh gi4 tic dung an than, gidi lo 4u cua cao chiét tir bai thubc gdbm cac duge lidu Xau
ho, Vong nem, Hau phac nam, Cam thado nam (XVHC); trén cac md hinh duogc ly thuc nghiém. Trong thir nghlem doc tinh
cép, lidu cao nhét co thé cho chuot uong la 50 g cao/kg thé trong chuét (cao khé tuyét di 39 g/kg). Theo két qua, thir nghiém
doc tinh cip cta cao chiét nrdec XVHC ¢6 d6 an toan cao. O liéu 400 mg/kg, cao chiét XVHC cho tac dung an than giai lo du
ca trén chudt nudi chung va chudt gdy stress ¢0 lap. Nhom thtr nghiém (uong cao chiét) c6 s6 lan ra ngin sang va thoi gian
luu lai ngén sang tang c6 y nghia thong ké khi so vdi 16 dbi chig (uong nudc cat) Cao chiét XVHC liéu 400 mg/kg va 800
mg/kg cho tac dung kéo dai thoi gian ngu, sau khi tiém diazepam, c6 y nghia thong ké so y61i nhém ubng nude ct. Cac két
qua trén gop phin tao co s cho dinh huéng nghién cru img dung trong diéu tri roi loan than kinh nhw giai lo 4u va an than,

ciing nhur co ché cua cac tic dung dugc 1y nay.
Tir khoa: Xdu ho, Cam thdao nam, Hgu phic nam, Véng nem, An than, Gidi lo du.
Summary
A Survey on the Sedative and Anxiolytic Effects of the Extract from Herbal Medicine Ingredients Including
Herba Mimosae pudicae, Folium Erythrinae variegatae, Cortex Cinnamomi iners, Herba et Radix Scopariae
by Employing a Social Isolation Stress Model in Mice

This study was conducted to evaluate the sedative and anxiolytic effects of an extract from a traditional herbal remedy
containing Herba Mimosae pudicae, Folium Erythrinae variegatae, Cortex Cinnamomi iners, and Herba et Radix Scopariae
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