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Tém tit

O Viét Nam, Liu d6 (Psychotria rubra) dwoc dung trong dan gian dé diéu tri nhiéu bénh, dic
biét la xuat huyét, bang huyét... Nghién ctru nay tién hanh khao sat doc tinh cap, khao sat anh
huéng [8n thoi gian dong méau cua cao chiét nudc tir 14 LAu do. Duoc liéu dugc thu héi tai tinh

Quang Binh, say kho va chiét néng voi nudc & 90°C va co thanh cao dic. Nghién ctu xac dinh
dugc LDso ciia cao Lau dé 1a 25,01g/kg. Trén mé hinh in vivo & liéu 2,50 va 1,25g/kg chudt,
cao Lau do c6 tac dung cAm mau nhung khong lam thay do6i thoi gian dong mau. Trén mo hinh

in vitro, & 3 ndng d6 khao séat: 0,5; 1,0; 2,0mg/ml, cao Lau do khdng lam thay d6i thoi gian PT
va APTT so v6i mau chiung DMSO. Nhu vay, cao Lau do c6 tc dung cAm méu nhung khong
lam anh huong dén qua trinh dong mau. Pay 1a dugc lidu c6 tiém ning ang dung trong diéu tri

cAm mau, xuat huyét can duoc quan tam nghién ctu.
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1 Gigi thiéu

Trong nhirng nam gan déy, thubc ¢ ngudn géc tir dwoc ligu
thién nhién dang tr¢ thanh dé tai nghién ciu dugc quan tam
vi cac duoc lidu ndy khong nhitng hiéu qua ma con han ché
dugc céc tac dung phu khi sir dung lau dai. Lau do c6 tén
khoa hoc la Psychotria rubra, thuéc ho Ca phé -
Rubiaceae, 1a mot loai cay c6 nhiéu ¢ Viét Nam, phan b
phd bién & hau hét cac tinh ving trung du va ndi thap, nhat
a cAc tinh tir Quang Binh tré ra. Mot sb nghién ciru trén thé
gi6i da duoc thyc hién dé khao sat tinh chdng oxy héa, gay
doc té bao va tac dung khéng viém cua cay Lau doé [1,2,3].
Theo kinh nghiém dan gian, 14 cay Lau do6 duoc sir dung
trong diéu tri nhiéu bénh, dic biét 1a xuit huyét, tiéu ra
méu, sir dung cho phu nit sau sinh nhim cam mau va giam
dau [4]. Tuy nhién, cac nghién ciu vé doc tinh va tac dung
duoc Ii, dac biét 1a tac dong trén qué trinh cAm mau va dong
méu cua duoc liéu ndy con han ché. Do d6, dé dam bao tinh
an toan, hiéu qua trong str dung, nghién ctu da tién hanh
khao sat doc tinh cap va tham do tac dung cAm mau, dong
méu cua dich chiét nuéc 14 Lau do trén cac md hinh thuc
nghiém.

2 Nguyeén vat liéu va phuong phap nghién ctru
2.1 Nguyén vat liéu
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2.1.1 Duoc liéu

L4 Lau do (Psychotria rubra) duoc thu hai tai huyén Minh
Hoa, tinh Quang Binh. La sau khi thu hai dugc ria sach,
sdy & 60°C trong 24 gio.

2.1.2 Bong vat thi nghiém

Chudt nhit tring gidng Swiss albino tir 7 dén 8 tuan tudi &
ca hai phai, thé trong chut tir 20 — 25g duoc cung cap boi
Vién Vaccin va Sinh phim Y té Nha Trang. Chuét duoc
nudi 6n dinh 5 ngay trudc khi tién hanh thir nghiém. Trong
qua trinh thir nghiém, chudt duoc cung cap day du thirc an
(cam vién) va nuéc udng. Khi thir nghiém doc tinh cho
chuot nhin d6i 12 gid nhung van cung cip nudc ddy du.

2.2 Phuong phap nghién cuau

2.2.1 Chiét xuat duoc liéu

Chiét duoc liéu bang phwong phap chiét néng theo ti I& 1g
bot dwoc lidu: Sml nudc cat trén bép cach thuy 90°C, chiét
2 lan, 30 phat/lan chiét. Dich chiét dwoc c6 bay hoi trén bép
cach thuy & nhiét o 70°C, thu duoc cao chiét nudc tir l4
L4u do. Khéi lwong cao toan phan thu duoc tir 1000g dwoc
liéu kho L& Lau do la 220,459. Hiéu suét chiét 1a 20,05%.
Ham am cao 1a 9,05%. Cao thu dugc c6 mau nau do, dac
sét, mui thom nhe cua dugc liéu.

2.2.2 Khao sat doc tinh cip duong udng

Cho chudt (50% duc, 50% cai) nhin do6i 12 gio trudc khi
cho uéng thudc liéu téi da c6 thé qua dudng udng (tbi da
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0 2mlllog) Theo di va ghi nhan ctr dong tong quat bleu
hién vé hanh vi, trang thai long, an ubng, tiéu tiéu va sb
lwong chudt chét trong 72 gio. Néu sau 72 gio, chudt khong
c6 dau hiéu bt thuong hoic chét, tiép tuc theo di trong 14
ngay. Chudt chét hay khong trong 72 gio dau tién s& quyét
dinh budc tiép theo cua thir nghiém: thir nghiém s& duoc
tién hanh véi liéu thap hon liéu trude hodc khdng can tiép
tuc tién hanh thir nghiém. [5]

2.2.3 Khao sat tac dong trén qué trinh cam méu, dong mau
in vivo [1,6]

Chuot duoc cho udng nudc cat (nhém chirng) hoic udng
cao (nhém thir) voi lidu duoc ngoai suy tir két qua thu
doc tinh cip trong 7 ngay. 90 phat sau liéu cudi cung, cit
dudi chudt mot doan 5mm tir dau tan cung. Giot mau dau
tién duoc hirng 1én lam va tinh thoi gian cho dén khi mau
dong hoan toan dé xac dinh thoi gian dong méau. Bong
thoi, dudi chudt dugc nhing 1ap tac vao nude mudi sinh
Ii & 37°C. Thoi gian duoc tinh tir khi bit dau nhung dubi
dén khi mau ngirng chay dé xac dinh thoi gian chay mau.
2.2.4 Khao sat tac dong trén qua trinh dong mau in vitro [1]
Liy mau chudt nhit (Swiss albino), chéng dong bing
dung dich citrate 3,8%, ti I&¢ mau va citrate la 9:1, li tam
(3000 vong/phut, trong 15 phat) thu huyét twong nghéo
tiéu cau (PPP).

Dé xac dinh thoi gian hoat hoa thromboplastin tirng phan
(APTT) in vitro, lay huyét twong nghéo tiéu cau (PPP) u
V6i cao thir va thudc thu APTT trong 3 phat ¢ 37°C.
Thoi gian dong mau APTT dugc xac dinh tir khi bat dau
thém calci clorid.

DPé danh gia thoi gian prothrobin (PT), u huyét tuong
khéng tiéu ciu véi cao thir 3 phut & 37°C. Thoi gian
d6ng mau dugc bit dau tinh tir khi cho thudc thir PT.
2.2.5 Phan tich thong ké két qua

Két qua duwoc xtr Ii bang phdn mém Microsoft Excel,
trinh bay dudi dang gia tri trung binh + sai s6 chuan cua

gia tri trung binh (Mean + SEM) va duoc dénh gia y
nghia thong ké biang phép kiém Mann-Whitney trén phan
mém SPSS 23.0. Su khéc biét c6 y nghia khi p < 0,05.

3 Két qua va ban luan

3.1 Két qua doc tinh cap duong udng

Cho chuét ubng cao Lau do véi nong do dac nhat qua kim
1a 4,76g/ml, thé tich cho uéng 1a 0,2ml/10 g thé trong chudt.
Chudt tir vong trong 1 dén 3 gid. Trong 30 — 45 phit sau
khi cho udng, chuét bat dau giam hoat dong, nam im, hod
hdp nhanh, c6 triéu ching co that viing bung lién tuc. Biéu
hién chuot truéc khi chét: chuot thu dong, nam im tai chd,
hai chan sau co giat.

Tiép tuc tién hanh thir nghiém so khdi, xac dinh dugc: ndng
d6 ti da khong gay chét chugt (LDO) la 21,05g/kg, nong do
t6i thiéu gay chét 100% chuot thir nghiém (LD100) la
34,30g/kg. Tir két qua thu duoc, tién hanh thir nghiém xéac
dinh LDso: chudt dwoc chia thanh 6 16, gdm ca 2 phai, duoc
cho udng cao chiét tir 14 Lau do voi cac lidu lan luot la:
21,05; 23,70; 26,35; 29,50; 31,30; 34,30g/kg thé trong
chudt. Két qua dugc trinh bay ¢ Bang 1.

Bang 1 Két qua thir nghiém xac dinh LDgg

Lidu (g/kg) | 21,05 | 23,70 | 26,35 | 29,50 | 31,30 | 34,30
S6 chugt/lo 6 10 12 12 10 6
S chupt chéyld | 0 6 6 9 9 6
Ti I8 chét (%) 0 60 50 75 9 | 100

Theo phuong phap Behrens — Karber, LDsy dugce xac dinh
nhu sau:

LDso = LD1oo - 2222 = 25 01g/kg.
tb

(a: s6 tha chét trung binh cua 2 liéu ké tiép; d: hi¢u sé cua 2
lidu ké tiép; ntb: sb tha vat trung binh ctia cac nhom)
Vay LDs, ctia cao chiét nugce tir 1a Lau do la 25,01g/kg.

Hinh 1 Dai thé chudt sau thir nghiém doc tinh cip
A: Sinh ly; B: Chuét chét trong 1 gio; C: Chudt cai con sbng sau 14 ngay; D: Chuét duc con séng sau 14 ngay

3.2. Két qua tac dong trén qué trinh cim méu, dong mau in
vivo

Tur két qua thar nghiém doc tinh cip, xac dinh LDgy =
25,01g/kg. Tir d6, ngoai suy liéu thar nghiém tac dong cam

mau va déng mau cta cao chiét nugc tir 14 Liu do 1a
2,50g/kg (1/10 LDsp) va 1,25g/kg (1/20 LDsg). Két qua vé
thoi gian dong mau va thoi gian chay mau in vivo dugc
trinh bay trong Bang 2 va Bang 3.
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Bang 2 Két qua thir nghiém khao sét thoi gian chay mau cua cao
LAu do trén md hinh in vivo

Thoigian (s) | 237,88 | 59,75** | 92,00%*
TB+SEM | #2791 | #1301 | +1435
0, Sl
/6 50 V61 25 120%%* | 38 67%%**
16 Sinh i

Cha thich: *: p < 0,05%*: p < 0,01

Bang 3 Két qua thir nghiém khao sat thoi gian dong mau cua cao
L4u do trén md hinh in vivo

Lo Sinh1y | LDsy10 | LDg/20
Thoi gian () | 252,75 248 63 275.63
TB+SEM | +1329 | +1023 +8.96
0, L
/6 S0 V6l 98,37% | 109,05%
16 Sinh i

Thoi gian chay mau trung binh cua 16 sinh Ii la 237,88 +
27,91 giay. O cac 16 thir nghiém, sau khi cho chudt uéng
cao chiét nuéc tir Lau do voi lidu 2,50 va 1,25g/kg, thoi
gian chay mau giam dang ké so véi 16 sinh Ii (p < 0,01), ti
Ié giam lan luot 1a 74,88% (L6 2) va 61,32% (L6 3). Thoi
gian chay mau giira 2 liéu thir nghiém khac biét khong c6 y
nghia thong ké (p > 0,05).

Thoi gian dong mau trung binh cua 16 sinh i la 252,75 +
13,29 gidy. O céc 16 thir nghiém, thoi gian dong méau thay
d6i khong dang ké so vai 16 sinh Ii (p > 0,05) va khéng c6
su khéc biét vé thoi gian dong méu giira hai 16 thir nghiém.
3.3 Két qua tac dong trén qué trinh déng mau in vitro

Pénh gia anh huong cia Lau do trén con duong dong mau
ngoai sinh va ndi sinh qua 2 théng s6 PT va APTT. Huyét
tuong nghéo tiéu cau dugc i voi cao Liu do & cac ndng do
0,5; 1,0; 2,0mg/ml. Két qua duoc so sanh véi mau ching
DMSO la dung moi hoa tan cao, dugc trinh bay & Bang 4.
Bang 4 Tac dong cia cao Liu d6 lén PT va APTT
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1,0 mg/ml

17,55+ 0,34

28,66 + 2,69

2,0 mg/ml

17,51+ 1,44

21,94 +1,78

Mau PT (s) APTT (s)
TB £ SEM TB £ SEM
DMSO 18,48 + 1,16 24,48 £1,73
0,5 mg/ml 17,00+ 1,21 26,89 + 3,62
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Sau khi u huyét tuong vé6i cao chiét tir Ldu do & cac ndng
do thir nghiém, thai gian PT va APTT thay dbi khong dang
ké so véi 16 chung (p > 0,05).

3.4. Ban luan

Nghién ciru xéc dinh duoc LDsg ciia cao chiét nudc tir 1a
L4u d6 1a 25,01g/kg thé trong chuot.

Sau khi x4c dinh doc tinh cap, ¢ tai tién hanh khao sat anh
huéng caa cao chiét Lau do 1én thoi gian chay méau, dong
mau in vivo & 2 lidu 2,50 va 1,25g/kg. Két qua cho thay Lau
d6 lam giam thoi gian chay mau dang ké so vai 16 sinh i &
ca hai lidu thir nghiém (p < 0,01), tac dong nay khong khac
biét giira 2 liéu. Tuy nhién, cao Liu do khong lam thay doi
thoi gian dong mau so vai 16 sinh 17 (p > 0,05).

Trén mo hinh in vitro, cao chiét nuéc la Lau do & tat ca cac
nong d6 thir nghiém khong lam thay doi thoi gian PT va
APTT s0 v6i mau ching DMSO.

Diéu nay c6 thé giai thich do qua trinh cam mau la sy két
hop cua nhiéu giai doan khac nhau nhu: co mach tai chd,
két tap tiéu cau, tao cuc mau dong... [7] Cao Lau dé c6 hiéu
qua cam mau, lam giam thoi gian chay mau nhung khong
lam anh huwong dén cac yéu td dong mau va khong lam thay
d6i thoi gian dong mau.

4 Két luan

Dé tai tién hanh chiét cao dic, xac dinh duoc LDs, ctia cao
L4u do 1a 25,01g/kg thé trong chuot. Cao chiét tir I4 cay
L4u do c6 tac dung cam mau, lam giam thoi gian chay mau
trén mod hinh cét dudi chudt nhit & ca 2 lidu thar nghiém 1a
2,50 va 1,25g/kg. Cao Lau do khong lam anh huong dén
thoi gian d6ng mau trén moé hinh in vivo. M6 hinh in vitro
khao sat anh huong cia cao Lau do 1én cac thong sé PT,
APTT cho thiy & cic ndng do thi nghiém 0,5; 1,0;
2,0mg/ml; cao Liu d6 khong lam thay ddi thoi gian PT,
APTT s0 v6i mau ching DMSO.
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Determination of acute toxicity and investigate coagulation activity of Psychotria rubra
aqueous extract
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Abstract In Viet Nam, Lau do (Psychotria rubra) is used for treatments, such as bleeding. This study was conducted for the
purpose of determinating acute toxicity and evaluating the hemostatic and coagulation effects of Psychotria rubra aqueous
extract. Lau do was collected at Quang Binh province, dried and extract to aqueous extract. The results showed that LDsq of
aqueous extract is 25,01mg/kg. In in vivo model, extract of Psychotria rubra has hemostatic effect at 2 dosages: 2,50 and
1,25g/kg but doesn’t has coagulation effect. In in vitro model, the extract in 3 concentrations: 0,5; 1,0; 2,0mg/ml does not
change PT and APTT time compare to DMSO. This extract shows significant hemostatic effect but doesn’t has coagulation
effect. This is a highly potential medicinal plant for the treatment of bleeding diseases and should be investigated the others
pharmacological effects.

Keywords Lau do, Psychotria rubra, acute toxicity, hemostatic, coagulation.
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