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ABSTRACT

Objective: To evaluate the immunostimulatory effects of Ngoc binh phong tablets supplemented with
Xuyen tam lien in cyclophosphamide-induced immunosuppressed mice.

Methods: 50 Swiss white mice were randomly divided into 5 groups of 10: normal control, model
control, positive control (levamisole), and 2 treatment groups receiving Ngoc binh phong tablets
supplemented with Xuyen tam lien at doses of 7.56 g/kg/day and 22.68 g/kg/day. Immunosuppression
was induced by intraperitoneal injection of cyclophosphamide (200 mg/kg). Outcomes were assessed
based on immune organ weights, histopathological changes in the spleen and thymus, peripheral
leukocyte counts, delayed-type hypersensitivity response, and serum immune markers (IL-4, TNF-q,
IgG, IFN-B, IFN-y).

Results: The formulation showed a tendency to restore immune function, as evidenced by improved
histological structure of the spleen and thymus, increased relative spleen weight, and enhanced
delayed-type hypersensitivity response. Notably, the dose of 7.56 g/kg/day significantly increased IFN-y
levels compared to the model group (p < 0.05).

Conclusion: Ngoc binh phong tablets supplemented with Xuyen tam lien demonstrated
immunostimulatory and immunorestorative effects in the experimental model.

Keywords: Ngoc binh phong tablets supplemented with Xuyen tam lien, immunomodulation,
experimental study.
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TOM TAT

Muc tiéu: Danh gia tac dung kich thich mién dich cla vién nén Ngoc binh phong gia Xuyén tam lién trén
chudt nhat trang suy giam mién dich do cyclophosphamid.

Phuong phap: 50 chu6t nhét trdng chiing Swiss dugc chia ngiu nhién thanh 516, méi 16 10 con: chiing
sinh hoc, mé hinh, ching duong (levamlsol) va 216 th&r nghiém (Ngoc binh phong gia Xuyén tdm lién 7,56
g/kg/ngay va 22,68 g/kg/ngay). Suy giam mién dich dugc gay bang cyclophosphamld 200 mg/kg Péanh
gla qua trong lu’o’ng cd quan mién dich, md hoc lach - tuyén (c, bach cau, phan ing qua man cham va
céc chi sé mién dich (IL-4, TNF-q, I1gG, IFN-B, IFN-y).

K&t qua: Ché pham c6 xu hudng phuc hdi mién dich, thé hién qua cai thién c8u tric lach - tuyén trc, tang
trong lwgng lach va phan ing qua man cham. Liéu 7,56 g/kg/ngay lam tang IFN-y c6 y nghia thong ké (p
<0,05).

K&t luan: Vién nén Ngoc binh phong gia Xuyén tam lién c6 tac dung kich thich va phuc hdi mién dich trén

mo& hinh thyc nghiém.

Tir khéa: Ngoc binh phong gia Xuyé&n tam lién, mién dich, thuc nghiém.

1. DAT VAN BE

Céc bénh ly nhiém tring dudng ho hap cé’p tinh do virus van
lavandéyté dang quan tdm. Trén thuc t€ lam sang, mic do
di&n bi&n bénh va kha nang hoi phuc clia ngu’oﬂ bénh co lién
quan ché&t ché dén tinh trang mién dich clia co thé. Do dé,
viéc tim ki€ém céac bién phap hé trg phuc hoi va tang cu’dng
mién dich cé y nghia quan trong trong du phong va diéu tri.
Trong nghién clu thuc nghlem cyclophosphamld la tac
nhan thudng dugc s dung dé gay suy giam mién dich trén
déng véat, tao mé hinh thich hdp dé danh gia tac dung kich
thich mién dich ctia thuéc va ché pham nghién ciu [1].

Theoy hoc c8 truyén, bénh phéat sinh do su'tuong tranh gitra
chinh khiva ta khi; khi chinh khi hu suy, cdthe deé bi ngoal ta
xam nhap. Ngoc binh phong la baithudc c8 phuong c6 céng
nang ich khi, c8 biéu, thudng dugc irng dung nh&m nang cao
sirc dé khang va h6 tro phong nglra céc bénh ly hé hap tai
dién. M6t s6 nghién ctu da ghi nhan hiéu qua ho trg ctia ché
ph&m Ngoc binh phong trong cac nhiém khuén hé hép tai
dién, goiy titm nang diéu hoa mién dich cla bai thu6c nay
[2].

Tuy nhién, trong céac tru’dng hdp ngoai ta hda nhiét, kem
biéu hién viém nhlem rd, viéc phéi hgp thém vij thudc thanh
nhiét giai doc la can thiét. Xuyén tam lién la dugc liéu co
tac dung thanh nhiét, giai doc, khang viém; hoat chét
andrographollde da dugc chirng minh c6 tac dung diéu hoa
mién dich va hd tro tang cudng dap &ng bao vé cuia ca thé
[3]. Su phéi hap Ngoc binh phong v&i Xuyén tém lién vi vay
vira phu hgp v&i nguyén tac “phu chinh khu ta” cliay hoc c6
truyén, vira c6 cd s& dugc ly hién dai. T nhirng co s& trén,

chung toi tién hanh nghlen clu nay nham danh gié tac dung
kich thich mi&n dich cia vién nén Ngoc binh phonggla Xuyén
tadm lién trén chudt nhat trdng bi gay suy gidm mién dich bang
cyclophosphamid.

2. POI TUQNG VA PHUONG PHAP NGHIEN cU’U
2.1. Chat liéu va dadi twgng nghién ciru

*Téc gia lién hé

- Chatliéu: vién nén bao phim Ngoc binh phong gia Xuyén
tam lién dugc san xuat tai Trung tdm Bao ché thudc, Bé&nh
vién Y hoc ¢ truyén Bd Cong an, dat tiéu chuén cd sd, bao
gom: Hoang ky 0,7g, Bach truat 0,35g, Dai tdo 0,35g, Phong
phong 0,35g, Xuyén tam lién 0,35g, ta dugc vira da 1 vién.

-Hoéachéatvathiétbi: cyclophosphamid (Endoxan, Baxter,
Dburc), levamisol (Sigma, My), nhi dich OA (ovalbumin-
Al(OH),), hdng céau cliu bao quan trong dung dich Alsever,
may huyét hoc tu dong Exigo-VET (Thuy Dién) va céc bd
kit dinh lugng IL-4, TNF-q, 1gG, IFN-B, IFN-y (Cloud-Clone
Corp., My) dugc str dung trong nghién curu.

- D8i tugng nghién cu: chudt nhat trang chung Swiss,
thuan chiing, ca hai giong, nang 20 = 2 gam do Vién V& sinh
Dich té Trung uong cung céap. Chudt dugc nudi trong diéu
kién day du thde an va nude udng tai phong thi nghiém Bo
moén Dugc ly, Truong Dai hoc Y Ha No6i tir 7 ngay trudc khi
nghién cttu va trong sudt thoi gian nghién clu.

2.2. Phwong phap nghién ctru

Tiém mang bung cyclophosphamid, liéu duy nhat 200 mg/
kg thé trong dé gay suy gidm mién dich. 50 chudt nhat trang
dugc chia ngau nhién thanh 516, mo6i 16 10 con:

-L6 1: Chuing sinh hoc (khdng tac dong).

- L6 2: M6 hinh (cyclophosphamid + nudc cét).

- L6 3: Chung duong (cyclophosphamid + levamisol 10 mg/kg).

-L64: Ngoc binh phong gia Xuyén tam lién 7,56 g/kg/ngay
(liu tuong duong ngudi).

- L6 5: Ngoc binh phong gia Xuyén tam lién 22,68 g/kg/

ngay (gép 3 [an lieu twong duong ngudi).
Thai gian_ nghlen cuu: 8 ngay, uong thudc tir ngay 1-7. Ngay
2: gay man cam b&ng hdng cau cliu 5% (0,5 mL) va khang
nguyén OA (0,1 mL). Ngay 4: tiém cyclophosphamid cho L6
2-5. Ngay 7: tiém phat hién OA vao gan ban chan (déi chiing
NaCl 0,9%). Ngay 8: thu mau, danh gia chi tiéu.
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*Chi tiéu theo dé6i:
Trong lugng lach, tuyén e tuong ddi, s lugng bach cau va
cong thire bach cau ngoai vi, giai phau vi thé lach va tuyén
ire, phan rng qua man cham vdéi khang nguyén OA, ndong do
IL-4, TNF-a, IFN-B, IFN-y, 1gG (ELISA).
*Chi tiéu danh gia két qua:
- Phuc hdi co quan lympho: tang trong luong lach, tuyén
Urc va cai thién mo bénh hoc.
- Caithién mién dich t& bao: tdng phan (ing qua man cham.
- Phuc hbéi chitc nang mién dich: tdng bach cau va bach
cau lympho.
- Tang dap &ng mién dich: tdng IFN-y va IgG.
2.3. Xt ly s ligu
Céc s6 lieu nghién ciru dugc biéu dién dudi dang X £SE, xerly
théng ké theo thuéat toan théng ké T-test student bang phan

mém Microsoft Excel 2010. Sy khéac biét c6 y nghia théng ké
VvGi p <0,05.

3. KET QUA NGHIEN cU'U
3.1. Két qua danh gia tinh trang chung ctia hé mién dich

Bang 1. Anh huéng ctia Ngoc binh phong gia
Xuyén tdm lién Llén trong lu'gng lach va rc tuong ddi

L6 n Trong lquﬂr’llg lach Trong lwgpg rc
twong doi (%o) twong doi (%o)
L6 1 10 6,21+0,33 3,36+0,24
L62 10 2,92 +0,23* 1,45+0,18*
L63 10 2,99 +0,33* 1,51 +0,30*
Lo 4 10 3,29 £0,34* 1,14+0,13*
L65 10 2,84+0,21* 1,05+0,11*

*: Khac biét so vdi ching sinh hoc vdip < 0,05.

K&t qua & bang 1 cho thay: 16 mé hinh (16 2) ¢6 trong luong
lach va tuyén (e tuong doi giam rd rét so vdi 16 chirng sinh
hoc (16 1) v6i p < 0,001, chiing té cyclophosphamid da gay
suy giam mién dich trén co quan lympho.
L6 udng levamisol (16 3): trong lugng lach va tuyén Uc so véi
16 mé hinh c6 su khac biét khéng c6 y nghia théng ké (p >
0,05).
Céc 16 uéng Ngoc binh phong gia Xuyén tam lién (L6 4va 16 5):
trong lugng lach va tuyén trc so véi 16 mo hinh chua ghinhén
sy khac biét cé y nghia théng ké (p > 0,05).

Bang 2. K&t qua giai phau vi thé lach va tuyén e

L6 Lach Tuyén wrc

3/3 mAu binh thudng, ré cau tric
L6 1 vung vo - tly, giau lympho bao
trwong thanh

3/3 mau binh thudng, rd
cAu tric vung vo - tay

3/3 mau teo nho, giam
lympho bao, khé phan
biét cdu tric vung vo - tay

162 3/3 mAu teo tdy trang, gidm
lympho bao trudng thanh

2/3 mau téng nhe lympho bao,
L63 1/3 mAu it thay ddi so véi mé

3/3 mAu téng nhe lympho
hinh bao

1/3 méu tang manh
lympho bao, 2/3 mau
tang vira

Loa | 2/3 mé&u tang manh lympho bao,
1/3 mau tang vlira

2/3 mau téng vira lympho bao,

2/3 mau téng vira lympho
1/3 mau tang nhe

Los bao, 1/3 mAu tang nhe

K&t luan vé giai phau bénh: cyclophosphamid gay tén thuong
rd rét cd quan lympho trung wong la tuyén e va lach. Levam-
isol c6 tac dung cai thién rd rét tén thuong gay ra do cyclo-
phosphamid so v&i 16 mé hinh. Ngoc binh phong gia Xuyén
tam lién ca 2 lidu déu giup cai thién tdn thuong cla lach va
tuyén (rc gay ra do cyclophosphamid so véi 16 md hinh.

Bang 3. Anh huéng ctia Ngoc binh phong gia
Xuyén tam lién l&n sé luong bach céu va céng thirc bach cau

Cong thirc bach cau (G/1)
Sé lugng
L6 n bach cau Bach cau Bach cau “
3 : N B Bach cau
(G/Y) lympho trung tinh -

(GN) (GN) mono (G/l)

L61 10 5,06+0,40 | 3,46+0,29 | 0,53+0,04 | 1,07+0,15
L62 10 2,28+0,37** | 1,42+0,19** | 0,59+0,12 | 0,27+0,08**
L6 3 10 2,35+0,31** | 1,61+0,18** | 0,53+0,12 | 0,21+0,05**
L5 ok ok 0,38 = *

64 10 1,88+0,38 1,02+0,19 0.04* 0,48+0,18
L6 5 10 1,77+0,25** | 1,11+0,14** | 0,41 +0,08 | 0,25+0,07**

*: Khac biét so vdi chiing sinh hoc vdi p < 0,05; **: Khac biét
S0 v&i ching sinh hoc vdip < 0,001
K&t qua & bang 3 cho thay: 16 mé hinh (16 2): s6 lwgng bach
cau toan phan, bach cau lympho va bach cau mono giam ré
rét so vdi 16 ching sinh hoc (p < 0,001), bach cau trung tinh
khdéng khac biét.
L6 uéng levamisol (16 3): s6 lugng bach cau va bach cau lym-
pho ¢ xu hudng tang so véi L6 mé hinh, tuy nhién chuacéy
nghia théng ké (p > 0,05); bach cau trung tinh va mono khéng
thay dai.
Céc 16 uéng Ngoc binh phong gia Xuyén tam lién (16 4 va 16
5): 86 lwgng bach ciu va cac thanh phan cong thirc bach
cau khéng khac biét cé y nghia thong ké so vdi 16 md hinh
(p > 0,05).
3.2. K&t qua danh gia mién dich t& bao
Bang 4. Anh huéng ctia Ngoc binh phong gia
Xuyén tam lién dén phan &rng bi véi khang nguyén OA

Lo n Phan &*ng bi (% tang chiéu day ban chan chudt)
L61 10 20,79+ 3,11
L62 10 10,76 £ 1,80*
L63 10 12,82+2,13*
L6 4 10 12,56 = 1,49*
L65 10 12,98 £1,98*

*: Khac biét so v&i ching sinh hoc vdip < 0,05.

K&t qua G bang 4 cho thay: 16 m6 hinh (16 2): phan &ng bi giam
cdy nghia thdng ké so vdi 16 ching sinh hoc (p < 0,05).
L6 udng levamisol (L6 3) va cac 16 Ngoc binh phong gia Xuyén
tam lién (16 4, 16 5): phan (ng bi c6 xu hudng tadng so vdi ld mo
hinh, tuy nhién chua co y nghia thong ké (p > 0,05).

Bang 5. Anh huéng ctia Ngoc binh phong gia Xuyén tam lién

Lén dinh lwgng cac cytokin va ndong dé IgG trong mau ngoai vi

Nongdo | Néngdé | Nongdo | Néngdé | Nong do
b | n|IL-4(pg/ | TNF-a IFN-B IFN-y | IgG (ug/
mL) (pg/mL) | (pg/mL) | (pg/mL) mL)

161 | 10| 11,50= | 50,96 | 19,09+ | 141,02+ | 153,57«
1,94 9,77 1,76 39,74 16,30

62 | 10| 881% | 17,96 | 1654= | 104,34+ | 10520+
1,07 3,77** 0,68 37,48 13,71*

63 | 10| 10.23= | 1825+ | 1545+ | 97,46+ | 117,05+
1,86 7,05* 0,38 35,58 20,44

o4 | 10| ©23= | 1201 | 1672+ | 264,30+ | 70,97+
0,60* 5,87%* 0,88 47,33 | 22,01**

o5 | 10| 7:30% | 1528+ | 1609« | 7401 | 77,82
0,79 5,92%* 0,98 28,24 | 8,15%**

*: Khac biét so vdi chiing sinh hoc vdi p < 0,05; **Khéc biét so
V@i chiing sinh hoc vdi p < 0,01; **Khac biét so vdi ching sinh
hoc vdip <0,001.
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K&t qua & bang 5 cho thay: 16 md hinh (16 2) ndng d6 TNF-a
va IgG trong mau ngoai vi giam co y nghia thdng ké so vdi 16
chirng sinh hoc (p < 0,01 va p <0,05); nong do IL-4, IFN-B va
IFN-y c6 xu hudng gidam, nhung chua c6 y nghia théng ké (p
>0,05).

L6 udng levamisol (16 3): néng dé céac cytokin va IgG cé xu
huéng cai thién so véi 16 md hinh, tuy nhién sy khac biét
chua cé y nghia théng ké (p > 0,05).

Cac 16 udng Ngoc binh phong gia Xuyén tam lién (L6 4 va 16
5): ndng doé IL-4, TNF-a, IFN-B va IgG khong khac biét co y
nghia théng ké so vaGi 16 mé hinh (p > 0,05). Riéng 16 Ngoc
binh phong gia Xuyén tam lién liéu 7,56 g/kg (16 4) lam tang
néng dd IFN-y cé y nghia thdng ké so véi lé mé hinh (p <0,05).

4. BAN LUAN

Hé mién dich déng vai trd bao vé ca thé trudc cac tac nhan
gay bénh. Trong nghién clu thuc nghlem cyclophosphamid
& tac nhén alkyl hoa thu’dng dugc s dung dé gay suy
giam mién dich cap tinh. Két qua nghién ctu cho thay
cyclophosphamld lam gidam ro rét s6 lu’dng bach cau, gayteo
lach va tuyén Urc, dong thai lam suy giam dap ing mién dich
té bao so vdi 16 chitng sinh hoc (p < 0,001), chitng td mé hinh
suy gidm mién dich da dugc thiét lap thanh céng [1].
Lachva tuyen Uclacac cdquan lympho trungtam, lién quan
truc tlep dén biét héa va tang sinh lympho bao. & céc 16 st
dungvién nén Ngoc binh phong gia Xuyén tam lién, ghi nhan
xu hudng caithién cdu trac vithé va tang métﬁé lympho bao
$0VGil6 m6 hinh. Dbngthdl phan &*ng qua man chamva mot
s8 chis6 mién dich cé xu hu’dn_g tédng, cho thay ché pham co
kha nang phuc hdi dap ing mién dich qua trung gian té bao.

Pang chay, & liéu 7,56 g/kg/ngay, vién nén Ngoc binh phong
gia Xuyén tam lién lam tang nong do IFN-y cd y nghia théng
ké so vdi 16 m6 hinh (p < 0,05). IFN-y la cytokine quan trong
trong dép Ung mién dich té bao, c6 vai tro hoat hoa dai thu’c
bao va tang cu’dng kha nang cho'ng tac nhan gay bénh ndi
bao. K&t qua nay cho thay ché pham c6 xu hudng diéu hoa
mién dich theo huéng tang cudng mién dich t& bao.

Tac dung trén c6 thé lién quan dén su phdi hgp clia cac
vi thu8c trong bai thudc. Theo y hoc c8 truyén, Ngoc binh
phong c6 tac dung ich khi c6 biéu, nang cao chinh khi; khi
gia Xuyén tam lién giup thanh nhiét giai doc, ho trg khu ta.
Dudi géc nhin hién dai, polysaccharld trong Hoang ky cé
tac dung dieéu hoa mién dich, thuc day san sinh IFN-y [4];
polysaccharid trong Bach truat gép phan tang sinh lympho
bao [5]; trong khi andrographolide ctia Xuyén tam lién cé tac
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dung khang viém va diéu hoa mién dich [3]. Su ph&i hop nay
gép phan giai thich tdc dung phuc hdi mién dich ghi nhan
trong nghién curu.

Nhu vay, vién nén Ngoc binh phong gia Xuyén tam lién co
Xu hu’dng phuc hdi va kich thich mién dich trén mé hinh suy
giam mién dich do cyclophosphamid, trong dé tac dung noi
bat hon trén mién dich qua trung gian té bao.

5. KET LUAN

Ngoc binh phong gia Xuyén tdm lién c6 xu hudng phuc
h6i mién dich trén mé hinh suy gidm mién dich cép do
cyclophosphamid. Tac dung thé hién qua cai thién md hoc
lach, tuyén e, tang phan &ng bi vdi khang nguyén OAva téang
c6 y nghia théng ké nong do IFN-y & liu 7,56 g/kg/ngay.
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