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Summary

Aims: The purpose of this research was to evaluate the hemostatic effect of Caryota mitis collar
extracts (ethanol total extract - TE - and ethyl acetate fractional extract - EA) in rodents with blood
clotting disorders and platelet disorders.

Methods: Hemostatic efficacy of the extracts were investigated in coagulopathy mice induced by
heparin/ acenocoumarol, mice with anti-platelet aggregation induced by aspirin and
cyclophosphamid-induced thrombocytopenia rats.

Results: In acenocoumarol-induced coagulopathy mice, TE 600 mg/ kg and EA 10 mg/ kg
significantly shortened the tail bleeding time 54.9 % and 54.3 % respectively. The same doses of the
extracts also decreased tail bleeding time of heparin-induced coagulopathy mice with the
corresponding reduction of 60.0 % and 54.4 %. In mice with platelet disorder induced by aspirin, TE
600 mg/ kg and EA 10 mg/ kg decreased the tail bleeding time 56.7 % and 54.8 % respectively. In
the model of thrombocytopenia induced by cyclophosphamid in rats, TE 600 mg/ kg and EA 10 mg/
kg reduced tail bleeding time by 47.7 % and 51.0 % respectively. The results showed that with
investigated doses, the extracts did not modify blood clotting time, aPTT, PT, platelet count of

modeled animals.

Conclusion: Ethanol total extract - TE - and ethyl acetate fractional extract - EA of collar of
Caryota mitis Lour. have hemostatic activity on rodents with blood clotting disorders and platelet

disorders.
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Pat van dé

Be cay méc la moét vi thubc cdm mau duoc
nhan dan ta st dung tr 1au va cho két qua tét.
Dé phat trién dwoc liéu nay thanh san pham lam
thudc cdm mau st dung rong rai trén lam sang,
ching t6i thwc hién dé tai nghién clu be cay
méc Caryota mitis L. tao ché phdm cAm mau.
Céc cong bd trwdc da danh gia tac dung cdm
clia be cay méc chiét bang cac dung méi khac
nhau trén chuét binh thuwéng thu dwoc cac két
qua kha quan 3. Nhdm mé rong nghién ciru
trén mot sé déi twong cé réi loan qua trinh cam
mé&u, chung t6i tiép tuc danh gia tac dung cam
mau trén cac moé hinh gay rdi loan déng mau
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va réi loan tiéu ciu véi 2 loai cao be cay moc cod
tac dung té6t nhat la cao toan phan chiét bang
cbn 80° va cao phan doan ethylacetat v&i 2 muc
tiéu: (1) - Panh gia tac dung cla cac cao chiét
be méc trén cac mé hinh gay réi loan qua trinh
déng mau bang khang vitamin K va heparin va
(2) - Danh gia tac dung cla cac cao chiét be
maéc trén mo hinh réi loan tiéu cau bang aspirin
va cyclophosphamid.

P6i twong va phwong phap
nghién ctru

D6i twong nghién cliru

Nguyén liéu

Be cay mdc thu hai tai Huyén Chwong My,
Ha Noi vao thang 11 ndm 2018. Mau duoc liéu
dwoc thdm dinh tén khoa hoc 1a Caryota mitis
Lour., Arecaceae. Dwoc liéu sau khi thu hai
dwoc rira sach, thai nhd, sy kho, xay nhd, déong
tai ni 1dng dé bao quan.
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Ché pham nghién ciru

Cao toan phén (TE): Bot ctia be cay méc khod
dwoc chiét hoi lwu bang ethanol 80° & nhiét do
80° trong 1,5 gi®, dich chiét dwoc cat quay chan
khéng thu héi dung méi va lam khé, thu duwoc
cao toan phan véi hiéu suét chiét 12,7%.

Cao phén doan ethyl acetat (EA): Cao toan
phan be méc dwoc phan tan trong nwéc nong
roi chiét voi ethyl acetat. Cac dich chiét dwoc
cat quay chan khéng thu héi dung méi, thu dwoc
cao ethyl acetat. Hiéu suat chiét 0,27%.

Doéng vat nghién ctru

Chudt nhét trdng chling Swiss, gibng duwc,
khde manh, can nang tir 18 - 20 g, do Vién Vé
sinh Dich t& Trung wong cung cép. Chuét céng
tréng Albino Wistar, khéde manh, can nang tw
140 - 200 g do Hoc vién Quan y cung cép.
Chuét dwoc nudi 6n dinh 5 ngay & phong thi
nghiém B&é moén Dwoc lwc — Trwedng Dai hoc
Duoc Ha Noéi bang thirc &n chudn do Vién Vé
sinh Dich t& Trung wong cung cép, uéng nudc
tw do.

Héa chét - thuéc thir

Ethanol 80° dat tiéu chuén phan tich (Viét
Nam). Carbazochrom dihydrat 10 mg (Adrenoxyl!
- Sanofi Viét Nam), sé 16 SX:17013; Aspirin 100
mg (Aspegic100mg - Sanofi France), sb 16 SX:
CMO0115; Acenocoumarol 4mg (S.P.M - Viét
Nam), s6 16 SX: 1804005; Heparin natri (Heparin
5000 IU/ml o 5 ml - Rotexmedica - Rotexmedica
GmbH Arzneimittelwerk, Brc). Vitamin K (CPDP
DANAPHA - Viét Nam), SBK: VD 18908-13, sb
6 SX: 020518; Cyclophosphamid (Endoxan
200 mg — Baxter Oncology GmbH, Burc), sb 16
SX: 7D158; Thiopental (Thiopental Injection BP
1 g - Rotexmedica GmbH Arzneimittelwerk,
Durc), sb 16 SX: F40912. Bo hda chat dong mau
URIT clia Medizin - techn - Investitionsprojekte
GmbH - DBrc. B6 héa chat huyét hoc URIT cua
Medical Electronic Co., Ltd - Trung Quéc. Cac
héa chat, dung méi khac dat tiéu chudn phan
tich.

Trang thiét bi, dung cu

May xét nghiém dbéng mau ban ty ddng
URIT 610 (Trung Quéc). May xét nghiém huyét
hoc URIT 3000 vet plus (Trung Quéc). Ong
nghiém chéng déng bang natricitrat va moét sb
dung cu khac

Phwong phap nghién ctru

Danh gia tic dung cdm mdu cta be moéc

trén mé hinh gay réi loan déng mau ™ °

Trén chudt bj gay rbi loan déng méu
bang khéang vitamin K

Nguyén téc: Nhém thubc khang vitamin K
(acenocoumarol) ¢ ché enzym vitamin K
epoxid reductase tai gan, can tré qua trinh tai
tao vitamin K dang kht, trc ché hoat hoa cac
tién yéu t6 déng mau Il, VII, IX, X do d6 co tac
dung chbéng déng. Thubéc dwoc dung lam tac
nhan gay réi loan cac yéu té dong mau dé danh
gid tac dung cdm mau cGa cao be moc.
Acenocoumarol tac déng Ién con duwdng dong
mau ngoai sinh. Vi vay, trong md hinh nay,
ngoai thdi gian chdy mau va déng mau can xac
dinh th&i gian PT.

Tién hanh: Chuét nhat trdng dwoc chia ngau
nhién thanh 5 16: L6 1 (16 chirng trdng) va L6 2
(16 chirng bénh): Ubng nuéc cat voi thé tich
0,1 ml/10 g; L6 3 (16 chirng dwong): Ubng
vitamin K liéu 1 mg/kg; L6 4 (TE): Ubng cao toan
phan be méc lidu 600 mg/kg; L6 5 (EA): Ubng
cao phan doan ethyl acetat liéu 10 mg/ kg. Trir
16 trdng chi dwo'c ubng nwéc cat hang ngay, cac
16 con lai dwoc gay réi loan dong mau bang
acenocoumarol dwéorng udng liéu 2 mg/kg trong
8 ngay lién tuc. Acenocoumarol dwgc cho ubng
trwdc khi udng cac mau nghién ciru 2 gier. Ngay
th? 8 sau khi cac 16 duwoc ubng nuwdc céat,
vitamin K ho&c cac cao be méc 2 gio thi tién
hanh cat dudi chudt d& xac dinh: Thai gian chay
mau, thdi gian déng mau va ldy mau dé xac
dinh th&i gian PT.

Trén mé hinh chuét bj gay réi loan déng mau
béng heparin

Nguyén téc: Heparin tao phic Vv6i
antithrombin Ill, phrc nay tadng cwdng tac dung
cta antithrombin Ill, 1dm mét hiéu lwc cla

thrombin va cac yéu t6 déng mau (yéu té I, IX,
X, XI, XIl) lam kéo dai th¢i gian ddng mau. Dwa
vao nguyén tic nay ching téi da s dung
heparin d& gay mé hinh réi loan déng mau dung
cho nghién ctu tdc dung cdm mau cla cao be
méc. Heparin tac dong 1én cac yéu tb déng mau
I, 1X, X, XI, XIl l1a cac yéu té tham gia vao con
duwdng déng mau ndi sinh nén dé danh gia tac
dung cdm mau, ngoai hai théng sb thoi gian
chdy mau va thoi gian ddng mau, can xac dinh
ca thoi gian aPTT.

Tién hanh: Chudt nhét trdng dwoc chia ngau
nhién thanh 4 16: L6 1 (16 chirng trdng) va L6 2
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(16 chirng bénh): Ubng nuéc cat voi thé tich
0,1 ml/10 g; L& 3 (TE): Ubng cao toan phan be
mac liéu 600 mg/kg; L6 4 (EA): Ubng cao phan
doan ethyl acetat liéu 10 mg/kg. Cac 16 chudt
dwoc ubng nuwédc cat hodc mau nghién clu
trong 7 ngay lién tuc. Ngay th& 7, sau khi uéng
ché phdm 1 gi®, tiém dudi da heparin lidu
1000 Ul/kg, 1 gi¢r sau cét dudi chudt dé xac dinh
thoi gian chay mau, thoi gian déng mau va lay
mau dé xac dinh aPTT.

Danh gia tac dung cdm méu cua be méc
trén cdc mé hinh gay réi loan tiéu cau

Trén mé hinh géy trc ché két tép tiéu céu
béng aspirin

Nguyén tac: Aspirin c6 tac dung &c ché két
tap tiéu cau théng qua ngén can téng hop TXA,
(tic nhan gay ngung két). Do dé thubdc sé lam
kéo dai thoi gian chdy mau, dwa vao dac diém
nay chung t6i str dung aspirin lam tac nhan gay
rbi loan cdm mau dé danh gia tac dung cla cao
be modc.

Tién hanh: Chudt nhat trdng dwoc chia ngau
nhién thanh 4 16: L6 1 (16 chirng trang) va 16 2
(16 chirng bénh): Udng nuéc cat voi thé tich
0,1 ml/10 g; L6 3 (TE): Udbng cao toan phan be
moc liéu 600 mg/kg; L6 4 (EA): Ubng cao phan
doan ethyl acetat liéu 10 mg/kg.

Trr 16 chirng trang chi dwoc ubng nwéc cét,
cac 16 con lai dwoc gay (e ché két tap tiéu cau
bang ubng aspirin liéu 26 mg/kg trong 7 ngay
lién tuc. Khoang thoi gian gitra ubng aspirin va
ubng nwéc cat/ mau thlr cach nhau it nhat 1a 2
gi&. Ngay th 7 sau khi ubng nwéc va cao toan
phan 2 gi¢ tién hanh cat dudi chudt dé xac dinh:
Thoi gian chdy mau, thoi gian ddong mau

Trén mé hinh chuét gay gidm tiéu céu bang
cyclophosphamid

Nguyén tic: Giam tiéu ciu la mot trong
nhing nguyén nhan gay xuét huyét trong mot s
bénh ly: sbt xuat huyét Dengue, sau truyén héa
chat. Vi vay, chiang t6i da s& dung
cyclophosphamid dé gay mé hinh giam tiéu cau
dung cho nghién ctu tdc dung cdm mau cla
cao be moéc .

Tién hanh: Chudt cdng tréng duoc chia ngau
nhién thanh 4 16: L6 1 (16 chirng trdng) va L6 2
(16 chirng bénh): Ubng nuéc cat voi thé tich
0,1 ml/10 g; L6 3 (TE): Ubng cao toan phan be
moc liéu 600 mg/kg; L6 4 (EA): Ubng cao phan
doan ethyl acetat liéu 10 mg/kg

Caéc 16 chudt duwoc udng nwéc cat hodc mau
nghién ctu trong 7 ngay lién tuc. L6 chirng bénh
va cac 16 thtr dwoc gay gidm tiéu ciu bang
cach tiém duwdi da dung dich cyclophosphamid
liéu 12,5 mg/ kg trong ba ngay dau. Ngay the
7, sau khi cho ubng 2 gi® thi tién hanh cat dudi
chuot dé xac dinh: Thoi gian chdy mau va thoi
gian déng mau va |y mau dé xac dinh sb
lwong tiéu cAu.

Cach xac dinh cac théng sb nghién ciru:

+ Xac dinh thdi gian chdy mau: Cat dudi
chudt, cach chép dudi 3 mm, rdi nhing vao céc
nuwoc 37°C. Xac dinh thoi gian tr khi c6 dong
mau chay ra dén khi ngirng chay

+ Xac dinh thoi gian dong mau: Cat dudi
chuét, loai bd giot mau dau tién, cho mau chay
vao mao quan. Xac dinh th&i gian tww khi mau
chay vao mao quan dén khi hinh thanh cu tric
dang sgi trong mao quan.

Tinh phan tram (%) dd gidm thdi gian chay
mau/ddéng mau cua cac 16 th&r so v&i 16 chirng
trdng ho&c chirng bénh theo cong thirc (1):

To - T,

A%= x100 (1)

To

Trong do:

A%: D gidm thoi gian chdy mau/déng mau
cta I6 thir so véi 16 ching tréng/chirng bénh;

T,: Thoi gian chay mau/ déng mau trung binh
cda 6 chimg tréng/ching bénh;

T Thoi gian chay mau/déng mau trung binh
cla cac 16 th;

+ Xac dinh chi s6 PT, aPTT trén may xét
nghiém déng mau ban ty dong.

Phwong phap xt ly sé liéu

S6 liéu nghién ctru dwoc xr ly théng ké bang
phdn mém SPSS 20. Két qua dwoc biéu dién
duwéi dang M £ SE (M: gia tri trung binh, SE: sai
s6 chuan). V&i cac mau lién tuc, phan bd chuan
st dung kiém dinh ANOVA kém hau kiém LSD
ho&c Dunnett's T3 dé so sanh sy khac biét gitra
cac 16. V&i cac mau lién tuc, phan bé khong
chudn, st dung kiém dinh Kruskall — Wallis dé
kiém dinh sy khac biét gitra cac 16 va kiém dinh
Mann - Whitney dé so sanh sw khac biét gitra 16
thir va 16 chirng. Sw khac biét gira cac 16 dwoc
coi la cé y nghia théng ké khi p < 0,05.

Két qua nghién clru va ban luan

Tac dung cAm mau cla cao be cay méc
trén chuét bi gay réi loan déng mau bang
acenocoumarol
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Bang 1. Tac dung cta cao toan phan be moc
trén chudt bi gay roi loan déng mau bang acenocoumarol

Lé Liéu dung Thoi gian chay mau Thei gian déng mau PT
] (mg/kg) (gidy) (gidy) (gidy)
Chmg tréng (n = 10) 1732 + 221 178.4 + 234 73503
Chimg bénh (n = 10) 4276 £79.0 3937 £ 45.8 9.59 £ 0.6
Vitamin K 1 198,0 + 8,0" 168,5 + 20,5" 811+0,1*
(n=10)
Cao TE 600 193,0 + 22,0 2712 48,8 8,88 £0,3
(n=10)
Cao EA 10 1956 + 14,0 2912 + 38,4 9,30 £ 0,4
(n=10)

Ghi chu: *: p < 0,05 so v6i 16 chumg trang; #: p < 0,05 so véi 16 chirng bénh

Két qua cho thdy: L6 ching bénh ubng
acenocoumarol liéu 2 mg/kg trong 8 ngay lién
tuc da gay kéo dai thdi gian chdy mau, kéo dai
thoi gian déng mau va lam tang PT c6 y nghia
thdng ké so v&i 16 ching trdng. Cao toan phan
be cay méc liéu 600 mg/kg va cao phan doan
ethyl acetat be cay moéc ligu 10 mg/kg chudt,

lam gidm thoi gian chay mau twong ng 54,9%
va 54,3% va so v&i 16 chirng bénh (p < 0,05),
nhwng khong lam thay déi thdi gian déng mau,
thoi gian PT so v&i 16 chirng bénh.

Tac dung cdm mau cua be méc trén chuét
gay roi loan déng mau bang heparin

Bang 2. Téc dung ctia be méc trén chuét bj gay réi loan déng méau bang heparin

L6 Liéu dung Thoi gian chay mau Thoi gian déng mau aPTT
_ (mg/kg) (gidy) (gidy) (gidy)
Chuieng trang
s 12) 202,7 + 29,3 181,8 + 19,0 132+16
Chimng bénh . . .
(n=12) 392,4 £69,8 919,4 £ 62,3 30,4 4,7
Cao TE 600 157,1 + 12,3* 1121,6 + 97,0 36,4 + 3,4
(n=14)
Cao EA 10 178,8 + 26,2" 1081,9 + 70,6 36,4 +3,7
(n=13)

Ghi chu: *: p < 0,05 so v6i 16 chumg trang; #: p < 0,05 so véi 16 chirng bénh

Két qua cho thay: L6 chirng bénh tiém dudi
da heparin liéu 1000 IU/kg da gay kéo dai thoi
gian chdy mau, th&i gian ddng mau va lam tang
aPTT c¢6 y nghia so v&i 16 chirng trédng. Cao
toan phan be cay méc liéu 600 mg/kg va cao
phan doan ethyl acetat be cay méc liéu

10 mg/kg chuét, lam gidm thoi gian chay mau
twong rng 60,0% va 54,4% nhwng khdong anh
hwéng dén thdi gian déng mau va aPTT so v6i
16 chirng bénh.

Tac dung cdm mau cua be méc trén chuét
gay trc ché két tap tiéu ciu bang aspirin

Bang 3. Téc dung cla cao be méc méu trén chudt gy trc ché két tap tiéu céu bang aspirin

L6 Liéu dung (mg/kg)  Théi gian chdy mdu (gidy)  Thei gian déng mdu (gidy)
Chimg trang 282,5 + 87,4 138,7 £ 11,3
(n=10)
Chung bénh 618,7 +75,3" 227,5+427
(n=10)
Cao TE 600 267,5 + 50,6 223,6 +£31,7*
(n=13)
Cao EA 10 279,9 £ 55,2* 223,3 + 59,3*
(n=13)

Ghi chu: *: p < 0,05 so v6i 16 chimg trang; #: p < 0,05 so véi 16 chirng bénh
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Két qua cho thdy: L6 ching bénh ubng
aspirin liéu 26 mg/kg chudt 7 ngay lién tiép da
gay kéo dai thoi gian chay mau, thdi gian déng
mau c6 y nghia so v&i 16 chirng trédng (p < 0,05).
Cao toan phan be cay méc lieu 600 mg/kg va
cao phan doan ethyl acetat be cay moc liédu

10 mg/kg chudt, lam gidm thoi gian chay mau
twong ng 56,7% va 54,8% so v&i 16 ching
bénh (p < 0,05), nhung khéng lam thay dbi thoi
gian déng mau so v&i 16 chirng bénh.

Tac dung cdm mau cua be méc trén chuét
gay giam tiéu cau bang cyclophosphamid

Bang 4. Téc dung ctia be méc trén chuét bj gidm tiéu cau bang cyclophosphamid

L6 Liéu dung S6 lwvong tiéu cdu  Thoi gian chdy méau Thoi gian déng mau
_ (mg/kg) (10°/L) (gidy) (gidy)

Nt 230,9 £ 14,3 602,5 £ 60,3 581,8 £ 64,6
Chung bénh 150,0 £ 9,6 816,9 + 37,0 595,2 + 28,6

(n=10)

(i"”f IS 600 158,6 + 10,6 426,8 £ 49,1* 666,0 + 59,7

Cao EA #

12 10 153,0 £ 12,0 400,2 + 83,2 687,3 + 46,7

Ghi chu: *: p < 0,05 so v6i 16 chumg trdng, #: p < 0,05 so véi 16 chirng bénh

Két qua tir bang 4 cho thay: L6 chirng bénh
tiém dwéi da cyclophosphamid liéu 12,5 mgl/kg
trong 3 ngay lién tiép da gay gidm tiéu ciu va
lam kéo dai thoi gian chdy mau nhwng khéng
anh hwéng dén thdi déng mau so véi 16 chirng
trdng. Cao toan phan be cay méc liéu 600 mg/kg
va cao phan doan ethyl acetat be cay méc liéu
10 mg/kg chudt, lam gidm thoi gian chay mau
twong wng 47,7% va 51,0% (p < 0,05) nhuwng
khéng anh huwéng dén sb luong tiéu ciu va thoi
gian déng mau so v&i 16 chirng bénh (p > 0,05).

Két luan

Trén mé hinh gay rdi loan déng mau bang
acenocoumarol liédu 2 mg/kg va heparin liéu
1000 IU/kg, cao toan phan be cay méc liéu
600 mg/kg va cao phan doan ethylacetat be méc
lidu 10 mg/kg c6 tac dung rat ngan thoi gian
chay mau nhwng khéng anh hwéng t&i thoi gian
déng mau, PT va aPTT.

Trén md hinh gay rbi loan tiéu cdu bang
aspirin lidu 26 mg/kg va cyclophosphamid liéu
12,5 mg/kg, cao toan phan be cay moéc liéu
600 mg/kg va cao phan doan ethylacetat be cay
mac liéu 10 mg/kg lam gidm théi gian chay mau
nhwng khéng anh hwéng tdi thoi gian dong mau
va sb lvong tiéu cau.
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