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LOI CAM ON

Pé hoan thanh luan vin nay, véi tit ca 10ng kinh trong va biét on sau sic,
to1 xin dugc gui 161 cam on dén Dang uy, Ban Giam ddc Hoc vién Y Dugc hoc
cd truyén Viét Nam, Phong dao tao Sau dai hoc, cac B mon, Khoa phong cua
Hoc vién Y-Duge hoc ¢b truyén Viét Nam, la noi truc tiép dao tao va tan tinh
gitp do to1 trong qua trinh hoc tip, nghién curu.

T6i xin bay to 10ng kinh trong va biét on siu sic téi PGS.TS. Tran Thai
Ha, nguoi thiy hudng dan truc tiép ludn theo sat, thudng xuyén gitp dd, cho toi
nhiéu ¥ kién quy bau, sat thuc trong qua trinh hoc tip va nghién ctru dé hoan
thanh luan van nay.

T6i cling xin bay t6 1ong biét on tdi PGS.TS. Pham Thi Van Anh, Truong
bd mon Dugc 1y, Bai Hoc Y Ha Noi cung toan thé théy cd, cac anh chi k¥ thuat
vién, cadc em sinh vién dang nghién ctru khoa hoc tai bd mon da ludn bén to1,
gitp do to1 trong qua trinh to1 thyc hién va nghién ctru

Cudi ciing t6i xin giri 161 cam on chan thanh nhat t6i gia dinh, ban bé da luén
d6ng hanh, dong vién, chia sé véi toi trong sudt qué trinh hoc tip va nghién ciru.

Luan van hoan thanh cé nhiéu tim huyét cia ngudi viét, song van khong
thé tranh khoi sai sot. Xin cam on sy dong gdp chan thanh cta quy thay cd, anh
chi em ban bé dong nghiép.

Xin tran trong cam on!

Tac gia

DPing Hong Quin



LOI CAM DOAN

Toi la Dang Héng Quan, hoc vién cao hoc khéa 14 Hoc vién Y - Duoc

Hoc ¢6 truyén Viét Nam, chuyén nganh Y hoc ¢ truyén, xin cam doan:

1. Pay la luin van do ban than t61 tryc tiép thyc hién dudi sy hudng dan cta
PGS.TS. Tran Thai Ha.

2. Cong trinh nay khong tring lap véi bat ky nghién ciru nao khac di dugc
cong bd tai Viét Nam

3. Céc s liéu, thong tin trong nghién ciru 1a hoan toan chinh xac, trung thuc
va khach quan, da dugc xac nhan va chép thuan cua co s& noi nghién ctru.

T6i xin hoan toan chiu trach nhiém truéc phap luat vé nhimg cam két nay.

Ha Noi, ngay ... thang .... nam 2024

Tac gia

Ping Hong Quan
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PAT VAN PE

Pong mau 1a quéa trinh thay do6i tinh trang vat 1y cia mau do chuyén
fibrinogen 14 mot protein dang hoa tan thanh fibrin dang gel nham han ché su
mat mau & noi c6 ton thwong thanh mach [1]. Cac soi fibrin két lai v6i nhau
thanh mot mang ludi giam giir cac té bio mau va huyét twong tao ra cuc méau
dong. Pong mau 12 mot chudi cac phan ing hoa hoc cia cac yéu td dong mau
c6 trong huyét trong, cac mé ton thuong va tiéu cau [2], [3]. Tinh trang ting
dong 14 tinh trang ting kha ning hinh thanh cuc mau dong trong mach mau dan
dén huyét khéi [4]. Cac nhom thube diéu tri bénh 1y huyét khdi tic mach bao
gom thudc chong két tap tiéu cau, thudc chéng dong va thude tiéu fibrin [5].

Hién nay, chi phi diéu tri cac bénh 1y lién quan dén huyét khi tic mach,
nhu nhdi mau co tim, dot quy nhdi mau nio, thuyén tic dong mach phéi, ho1
chtng dong mau rai rac trong 1ong mach... di va dang la ganh ning d6i véi
nguoi bénh, gia dinh va xa hdi. Bénh dong mach vanh da chiém t&i 14% tix
vong toan cau va 1a nguyén nhan chinh 1am giam sé nim séng con va sé nam
song trong bénh tat hiéu chinh [6]. Nhoi mau ndo 1a bénh Iy than kinh pho bién
trén thé gidi va Viét Nam. Theo bao céo ctia Hoi nghi Dot quy thé gidi 2022,
tai Viét Nam c6 khoang 200.000 ca bénh dot quy mdi nam, ty 1€ nhdi mau néo
chiém t6i 76% [7]. Nhdi mau ndo c6 ty 1é tir vong cao dimg hang tht 3 sau
bénh tim mach va ung thu & cac nudc phat trién [8]. Vi vay, viéc nghién ctru
va phat trién thudc moi dé du phong va diéu tri huyét khéi co hiéu qua va an
toan 1a viéc 1am can thiét.

Thudc Y hoc hién dai dugc chirng minh c6 hi¢u qua diéu tr1 bénh ly lién
quan dén huyét khdi nhung con nhiéu tic dung khong mong mudn téi nguoi
bénh. Vi thé, xu huéng dung cac ché pham thude c6 ngudn gdc duge lidu vira
mang lai hiéu qua, ddng thoi han ché cac tic dung khong mong mudn ngay

cang dugc quan tam nghién ctru.



Thudc Y hoc ¢6 truyén cé nhiéu ché pham méi vai cac dang bao ché cai
tién giup tang hi¢u qua diéu tri va thuén tién trong qua trinh sir dung. Dang com
hoa tan 1a dang thude rin, duoc diéu ché tir bot thude va ta duoc dinh c6 nhiéu
vu diém nhu dé sir dung, phu hop v6i nhidu dbi teong bénh, d& hip thu thude
qua duong udng.

Com Tharodas 1a ché pham Y hoc ¢ truyén c6 ngudn gde tir bai thude
“Bo duong hoan ngii thang” trong “Y Lam cai thic” ctia danh y Vuong Thanh
Nham doi nha Thanh, Trung Quédc c6 cong dung bd khi, hoat huyét, khir w,
thong lac. Bai thuéc gdm 7 vi thubc gém Sinh hoang ky, Xich thugc, Puong
quy, Xuyén khung, Pao nhan, Hong hoa, Dia long [9]. Tuy nhién, chua c6
nghién ctru vé doc tinh cdp va tic dung chdng dong mau cua cdm Tharodas trén
thuc nghiém. Do vay, dé cung cap bang chimg khoa hoc vé tinh an toan va hiéu
qua ctia cdm Tharodas chiing t6i tién hanh dé tai “Nghién ciru déc tinh cdp va
tac dung chéng dong mdu ciia com Tharodas trén thwe nghigm” voi hai muc
ticu:

1. Banh gia doc tinh cdp ctia cém Tharodas trén thyc nghiém.

2. Panh gid tac dung chong dong mdu ciia com Tharodas trén mé hinh

gdy dong bang lipopolysaccharid trén thuc nghiém.



CHUONG 1
TONG QUAN TAI LIEU

1.1. Pong mau theo Y hoc hién dai
Cam mau va dong mau 1a qua trinh sinh 1y, sinh hoa lam thay ddi tinh
trang vat Iy ciia mau do chuyén fibrinogen (1 mét protein & dang hoa tan) thanh
fibrin (dang gel) nham han ché sy mat mau & noi c¢6 tén thuong thanh mach.
Qua trinh dong — cAm mau con tham gia gilt toan ven cila mach mau va tinh
trang 16ng ctia mau [1].
Pau thé ky XX, cac nha khoa hoc cho rang, tham gia vao qua trinh cdm
— d6ng mau cé ba thanh phan co ban 1a thanh mach, tiéu cau va yéu t6 dong
mau huyét twrong. Cuc mau dong duoc hinh thanh cé tac dung lam ngimg chay
mau, nhung lai can tré dong mau luu thong. Do d6 co thé can c¢6 co ché lam
tiéu cuc mau dong. Hién tugng ti€u cuc mau dong xay ra song song voi qua
trinh han gén va phuc hoi thanh mach va khi mach mau da duoc stra chita xong
thi cuc mau dong cling bi ti€u. Qua trinh nay goi la ti€u fibrin. Trén c¢ sé nay,
cac nha khoa hoc da dua ra hoc thuyét hoan chinh vé qua trinh déng cam mau
dugc chia thanh 3 giai doan: cAm mau ban dau (bao gém phan xa co mach va
hinh thanh nat cAm mau tiéu cau), déng méau huyét twong va tiéu fibrin [1].
1.1.1. Giai doan cam mdu ban diu
1.1.1.1. Cdc yéu té tham gia trong qud trinh cam mdu ban dau
«  Mach méu: vé td chirc hoc, noi chung mach mau dugc tao thanh béi 3 16p
v6 dong tam gdm 16p ndi mac mach mau, 16p dudi ndi mac va 16p ngoai
mac.
« Tiéu cau: ving ngoai vi cia tiéu cidu gdm mang bao tuong, hé théng dng
dan bé mit va hé thong dng din dam ddc. Ving bao tuong cua tiéu cau co
chtra nhiéu protein giup tiéu cau thay d6i hinh dang, moc gia tuc, di dong va

tiét cac hat. Hai protein chinh cta hé thdng co rut 13 actin va myosin. Céc



hat ndi tiéu cau gém hat ddc chtra canxi cling nhu serotonin va cac hat
nucleotid. Cac hat o chira nhiéu protein. Cac protein huyét twong dugc chira
nhiéu trong hat a 1a protein dinh (fibrinogen, yéu t& von Willebrand,
fibronectin, thrombospondin), céc protein ddng méu (fibrinogen, yéu t6 V)
va céc protein tiéu fibrin (rc ché hoat héa plasminogen, PAI-1).

« Céc protein bam dinh: Yéu t6 von Willebrand (vWF) 1a glycoprotein trong
lugng phan tir cao. Yéu tb nay dugc sinh ra & té bao ndi mac (70%) va mau
tiéu cau (30%), n6 dugce tich trit trong cac té bao ndi mac va trong cac hat a
ctia tiéu cau. vVWF tuan hoan trong huyét twong lién két v6i yéu té VIIL. vWF
dam bao cho tiéu cau dinh véi td chirc dudi ndi mac.

« Fibrinogen: chat trung gian chinh cho su ngung tu tiéu cau, fibrinogen tao
“cau nbi” giita hai tiéu cau bang cach gin lan luot trén cac glycoprotein
IIb/1IIa [10].

1.1.1.2. Co ché cam mdu ban dau

Khi thanh mach bi ton thuong, cac kich thich dau tir noi ton thuong lam
co co tron thanh mach dé 1am giam luong mau chay qua chd ton thuong. Té
bao ndi mac con giai phong angiotensin II 1& chat co mach lam mach mau co
lai, gidm luu luong mau thoat ra khéi long mach. Bén canh d6 thanh mach bi

tén thuong ciing boc 16 10p dudi ndi mac (hodc 10p sdu hon nira) rit gidu s

collagen, vi soi, chit chun lam cho tiéu ciu bam dinh vao cac 16p td chirc vira

duoc boc 10 [1]. Tiéu cau dinh vao 16p dudi nd1 mac voi su ¢d mat cia vWF va
receptor GPIb trén bé mit tiéu ciu. Tiéu ciu dinh vao td chic dudi ndi mac,
chung giai phong ra céc san pham ADP, serotonin, epinephrine va cac dan suét
ctia prostaglandin, dic biét 1a Thromboxan A2. M6t sé san pham nay thiic day
qua trinh ngung tap tiéu cau. Cac tiéu cu dinh vao nhau, két qua 1a hinh thanh
nat tiéu ciu ma bat dau 1a sy két dinh tiéu ciu vao 16p dudi nd1 mac. Cac phan
g dinh, bai tiét, ngung tap gan bo véi nhau va thirc day nhau tao thanh dam,

hinh thanh nat cAm mau trang giau tiéu cau [1].



Nt tiéu cau nhanh chong 16n 1én vé mit thé tich va sau mot vai phat hoan

thanh nut tiéu cau chd mach mau bi ton thuong. NUt cdm mau nay dugc hinh

thanh nhanh chéng sau khi mach méu ton thuong, c6 dic diém rat yéu, dé va,

chi co tac dung cAm mau tam thoi. Két qua ban dau d6 tao diéu kién dé hoat hoa

cac yéu to déng mau huyét twong, tao cuc mau bén vimng dé bit chit chd ton

thuong [1]. Pay 1a qua trinh phirc tap véi phan Gmg co mach, két dinh tiéu cau,

phan ung giai phong, ngung tap tiéu ciu va lam hoat hoa qué trinh dong mau.

Hinh 1.1. Hinh anh cuc mau dong

1.1.2. Giai doan déng mdu huyét twong

1.1.2.1. Cdc yéu té tham gia vao qud trinh déng mdu [10]

Fibrinogen: 14 tién chét dé tao thanh céc soi to huyét Fibrin.
Prothrombin: 14 mot loai protein huyét thanh c6 tac dung hinh thanh nén
Thrombin xtc tic cho qué trinh chuyén Fibrinogen thanh Fibrin.

Phtic hop Prothrombinase xtc tac chuyén Prothrombin thanh Thrombin.
Thromboplastin: duoc san xuat boi mo ton thuong, tham gia vao qua
trinh d6ng mau ngoai sinh. Ching c6 tac dung thay thé phospholipid tiéu
cau va protein huyét tuong.

Ca'™* ¢6 vai tro tham gia vao qua trinh d6ng méau. Néu khong c6 ion nay
thi qua trinh dong mau khong xay ra.

Céc té bao mau: tiéu cau giai phong nhiéu chat tham gia vao qua trinh

d6ng mau. Hong cau, bach cau gitp hinh thanh cuc mau déng.



1.1.2.2. Co ché déng madu huyét twong:

Qua trinh d6ng mau huyét trong c6 thé chia thanh 3 thoi ky [1], [10]:

- Hinh thanh thromboplastin hoat hoa (phitc hop prothrombinase) bang
2 con duong noi sinh va ngoai sinh.

- Hinh thanh thrombin

- Hinh thanh fibrin

* Giai doan hinh thanh thromboplastin hoat hoa

- Theo con duong ndi sinh:

La con dudng co su tham gia cia da s6 cac yéu té dong mau va theo quy
luat dién tién mo rong, do vdy ma rat co ban va bén viing.

Khi thanh mach bi tén thuong cac soi1 collagen dugce bdc 19, bé mat cac
s0i co nay mang dién tich 4m s& gin va cb dinh cac yéu t6 XII, prekallikrein,
HMWHK, XI vao. Trong qué trinh nay, yéu td XII trai qua mdt su thay ddi cau
trac & bé mat, boc 10 vi tri hoat hoa va trd thanh yéu t6 XII hoat hoa (XIla).
Yéu t6 XIIa xtic tic chuyén prekallikrein thanh kallikren nhd vao vai trd trung
gian cia HMWK. Kallikren dugc tao thanh lai xtc tac dé chuyén XII thanh
XlIa nhiéu hon. Pong thoi yéu td Xlla xuc tac dé chuyén XI > Xla. Duéi sy
xuc tac cua Xla va su ¢6 mat cua ion canxi, yéu t6 IX > IXa. Yéu td X duoc
hoat héa véi sy tham gia ctia mot phirc hop bao gom yéu t6 XIa, dong yéu tb
VIlla, Ca™ va phospholipid cua tiéu cau. Giai doan nay con co su hiép luc ctuia
con dudng déng méau ngoai sinh. Yéu té VIIa khong chi tac dung enzym lén
yéu t6 X ma con c6 kha ning hoat hoa yéu t6 XI tao nén méi lién hé gitra dudng
dong mau ndi va ngoai sinh [1], [2], [10].

- Theo con duong ngoai sinh:

Khi mach mau bj ton thuong, yéu té to chiic (cac lipoprotein tir to chirc
bi ton thuong, TF) duoc giai phong. TF c6 &i tinh cao véi yéu td VII, d& dang
két hop va chuyén yéu td VII thanh dang hoat hoa. Phitc hgp TF-VIla véi sy

cO mdt cua ion canxi c6 tac dung hoat hoa yéu t6 X thanh Xa.



T chuec tén thuong, cac chit hoat hoa cua to chirc hoat hoa dong mau di
dén hinh thanh fibrin s& thiic diy nhanh con duong déng mau noi sinh bang su

hoat hoa dong yéu té VIII va dong yéu té V [1], [2], [10].
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Hinh 1.2. Thic déng mdu co dién
* Hinh thanh thrombin

Thromboplastin ndi va ngoai sinh hoat hoa tac dong chuyén prothrombin
thanh thrombin. Thrombin dong vai tro quan trong trong cac phan rng cua qua
trinh d6ng mau. Thrombin hoat hoa nhiéu co chét, tac dong vao nhidu khau cta
qué trinh d6ng mau v6i muyc dich chu yéu 1a tao thanh fibrin nhu:

- Chuyén fibrinogen thanh fibrin.

- Hoat hoa nham lam tang tdc d6 hinh thanh chinh no.

- Hoat hoa yéu t6 XIII dé 6n dinh soi huyét.

- Hoat héa yéu t6 VIII, V nham lam gia tang sy hinh thanh yéu t6 Xa
bang ca 2 con dudng ndi va ngoai sinh.

- Thém nfra, thrombin tac dong 1én té bao bﬁng cach ¢ dinh 1én té bao
va hoat héa chiing nhu hoat hoa tiéu cau, kich thich té bao ndi mac san xuat ra
prostacyclin rc ché chat hoat hoa plasminogen do ndi mach san xut va ting sy
phat trién t& bao do ndi tiét t6 sinh trudng dic hiéu, nd kich thich tang sinh té

bao non (fibroblast) [1], [2], [10].



* Hinh thanh mang lwéi fibrin

Thrombin dugc tao ra c¢6 tic dung thuy phan fibrinogen thanh fibrin
monomer va céc fibrinopeptid A va B. Sau d6 xuat hién luc hat tinh dién giira
cac fibrin monomer d¢ tao thanh fibrin polymer.

Yéu td XIII duge hoat hoa bai thrombin va ¢6 ion Ca™ d3 1am 6n dinh
fibrin polymer nh¢ cac lién két déng hoa tri gitra cac so1 fibrin. Fibrin dugc on
dinh c6 dic tinh cAm mau nghia 1 c6 kha ning bit vét thuong & thanh mach
1am ngung chay mau. Cyc soi huyét 1a nhirg khéi gel hoa duoc tao thanh boi
luéi fibrin c6 duong kinh khoang 1 micromet. Mang ludi nay bao boc hong
cau, bach ciu, nhat 1a tiéu cau. Mot protein tiéu cau la actomyosin sé& tac dong
lam cuc mau co lai [1], [2], [10].

1.1.3. Qud trinh tiéu sgi huyét

Muc dich co ban cua giai doan nay la lam tan fibrin trd lai sy thong
thoang ctia thanh mach bao gém hai qua trinh: co cuc mau dong va tan cuc mau
d6ng (tiéu soi huyét) [1], [2], [10].

- Co cyc mau dong: it phut sau khi cuc dong dugc hinh thanh, n6 bat dau
co lai va giai phong huyét thanh. Tiéu cu hoat hoa thrombosthenin lam co cac
gai tiéu cau dang gén véo fibrin khién cuc dong bi ép lai. Su co cuc mau dugce
hoat hoa b1 thrombin va ion canxi. Hién tugng co cuc mau dong giup kéo cac
bé mat vét thuong lai lam long mach dugc mo rong trd lai, kich thich su stra
chira vét thuong va 1am tan cuc mau dong.

Qua trinh tiéu fibrin xay ra ngay khi hinh thanh nat cdm mau. O giai doan
nay, plasminogen (dang khong hoat dong) duoc hoat hoa dé tro thanh dang hoat
dong (plasmin), n6 duoc phong thich tir thanh mach (hoat héa ndi sinh) hoic to
chtrc (hoat hoéa ngoai sinh). C6 ba chat hoat hoa plasminogen chinh cta hé
thong tiéu soi huyét, d6 1a tPA (chat hoat hod plasminogen t6 chtc), urokinase

va yéu t6 Xlla.
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Plasmin hinh thanh c6 kha niang phan hiy fibrinogen, fibrin va mot s6
yéu té dong mau khic nhu yéu t6 VII, phan tng tiéu soi huyét sinh 1y dugc khu
tra tai noi co6 nat cAm mau va hé qua la nut cAm mau tao nén bai mang fibrin
ctia qua trinh déng mau huyét twong duoc tiéu huy dé tra lai sy luu thong cua
mach mau tai vi tri mach mau bj tén thuong. Qua trinh tiéu soi huyét duoc kiém
soat boi nhitng chat co tinh e ché cac yéu td hoat hod plasminogen va nhiing
chat 1am bét hoat plasmin. Nho d6 ma ngin ngira duoc sy mat fibrinogen va
nhiing yéu t6 déng mau khac.

1.1.4. Céc yéu t6 gdy anh hwéng dén qud trinh dong mdu sinh Iy

Su twong tac cta tiéu cau va cac yéu to dong mau nham muc dich cam
mau ¢ nhiing vét thuong thanh mach nhung c6 thé gay ra tic mach. Sy dong
mau khong can thiét trong tuan hoan dugc ngan ngura béng mot hé théng tu ve:
mot mit néu cac yéu td dong mau dugc hoat hoa tai chd sé& bi pha loang va bi
gan dao thai, mit khic co nhiing chat G ché huyét twong s& can tr& dong mau
bang cach bat hoat cac yéu t6 da dugc hoat hoa hodc 1am thoai hoa cac dong yéu
t6 ctia phan Gmg enzym. Vai tro ctia gan trong viéc chdng tic mach chua dugc 16
rang nhung tim quan trong ctia mot s6 chat rc ché sinh 1y trong van dé nay khong
thé phii nhan. Néu thiéu hut mot trong nhimg chat d6 ¢ thé gay ra tic mach.

Céc chét trc ché dong mau:

- Nhom thtr nhat: gdm céc chit e ché serin protease, nhitng chit ndy tao
thanh phirc hop véi cac enzym dong méau. Nhom nay gom anti- thrombin I11
(AT III), d6ng yéu t6 II ctia heparin, a - macroglobulin, a1- antitrypsin.

- Nhém thtr hai bao gém 2 protein huyét twong (Protein C va Protein S)
va mot protein mang la thrombomodulin. Protein S 1 dong yéu t6 ctia Protein
C, khi c6 mat ctia Protein S s& lam ting tic dung cuia Protein C. Hé thong protein
nay can thiép bang cach lam bat hoat hai dong yéu t& Va, VIIIa. Piéu hoa
Protein C hoat hod qua vai tro cua chat PCI (Protein C Inhibitor) va al-

antitrypsin.
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1.1.5. Cac xét nghiém danh gia qua trinh dong mdu
1.1.5.1. Pém s6 lwong tiéu cau

C6 rat nhiéu phuong phap dém s6 lugng tiéu cau voi cac loai dung dich
va cach tinh két qua khac nhau, tuy nhién hién nay pho bién l1a dém bang may
v6i cac vu diém 1a chinh xac hon, dac biét khi sé tiéu cau rat thap. Tuy nhién,
$6 lugng tiéu cau la chi sb rat d& bi anh huong do dién trg, do dung dich dém,
do su truc trdc cua b phan rua...

Panh gia két qua: S6 luong tiéu cau binh thuong 1a 150 — 400 G/L.

S6 lugng tiéu cau giam khi két qua dudi < 150 G/L. Giam sb luong tiéu
cau gip trong trudng hop xuit huyét giam tiéu ciu c6 nguyén nhan mién dich,
suy tuy xuong, lo-xe-mi cip, s6t xuat huyét, sau tia xa hodc sau hoéa tri liéu,
phu nit mang thai, d6ng méau ndi mach lan toa...

S6 luong tiéu cau tiang khi két qua > 400 G/L. Tang sb luong tiéu cau
gip chu yéu trong hoi ching tang sinh tiy, ting tiéu ciu tién phat, xo tay vo
cin, da hong ciu tién phat. ..
1.1.5.2. Thoi gian thromboplastin tirng phdn hoat héa (aPTT: Activited Partial
Thromboplastin Time)

Nguyén 1y: Xét nghiém aPTT 13 thoi gian phuc hdi canxi ctia mot huyét
twrong ngheo tiéu cdu ma trong d6 d co6 sin cephalin va kaolin. Cephalin c6 tac
dung nhu yéu td 3 tiéu cau. Kaolin co tac dung théng nhat hoat do cta su tiép
xUic mau véi cac bé mit (éng nghiém, thuy tinh), nho d6 ma hoat hoéa dugc
huyét twong trong khi thuc hién phép do, ddng thoi ciing gitp cho viée doc két
qua duoc dé hon. Do han ché duoc nhirng nhuoc diém nhu cac xét nghiém thoi
gian Howell va tham chi ca thoi gian cephalin nén ddy 13 mot xét nghiém rét
tt, c6 d6 chinh xac cao, co kha nang lap lai, kha ning phat hién nhitng bat
thudng d6ng mau nodi sinh kin dao. aPTT rit ngin phan anh tinh trang tang hoat
ho4 duong dong mau noi sinh.

Panh gia két qua:
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+r=aPTT bénh (gidy)/aPTT chirng (gidy). Binh thuong: 0,8 - 1,25.

+aPTT kéo dai gip trong truong hop rdi loan duong déng mau ndi sinh
do thiéu hut bam sinh yéu t6 VIIIL, IX, XI hodc mac phai do tang tiéu thu cac
yéu t6 dong méau trong dong mau ndi mach rai rac, c6 chéng déng luu hanh,
suy té bao gan, diéu tri thuéc chdng dong, heparin. ..
1.1.5.3. Thoi gian prothrombin (Prothrombin Time: PT - thoi gian Quick)

Nguyén Iy: PT 1a thoi gian dong cua huyét twong da dugc chong dong
bang natri citrat sau khi cho vao mot lwong thromboplastin t6 chirc va mot ndng
d6 calci tdi uu. Xét nghiém nay danh gia toan bo cac yéu té cta qua trinh dong
mau ngoai sinh (cac yéu té II, V, VIL, X). Két qua c6 thé phan anh bang thoi
gian, ty 18 % so v&i ngudi binh thudng, hay chi sb INR (1a chi sé giita PT cua
bénh nhan so véi PT binh thuong — ¢6 tinh hé s6 cia timg loai sinh phim theo
quy dinh quéc té). Panh gia két qua:

+ PT binh thuong 11-13 giay, ty 1€ PT tir 70 - 140%, INR tir 0,9 - 1,1.

+ Ty 1& phirc hop prothrombin giam trong cac truong hop réi loan duong
d6ng mau ngoai sinh do giam ndng d6 cac yéu td phic hé prothrombin. Xét
nghiém nay nhay nhét véi su thiéu hut prothrombin. Gidm téng hop céc yéu tb
phuc hé prothrombin thudng gip khi suy giam té bao gan, thiéu vitamin K, do
tiéu thu trong dong mau ndi mach rai rac, giam soi huyét ning, dang diéu tri
chéng dong dang din xuit coumarin.
1.1.5.4. Dinh lwong fibrinogen

Nguyén 1y: voi mot lugng thira thrombin, thdi gian déng cia mau huyét
turong pha lodng s& twong quan truc tiép voi ndng do fibrinogen.

Danh gia két qua: d6i chiéu voi thoi gian dong ctia mau do véi hinh chuan
dugc cung cap kém theo 16 thudc thir dé tinh ndng do fibrinogen ctia mau do.

+ Nong do fibrinogen binh thuong: 2 — 4 g/L.

+ Nong do fibrinogen giam: < 2 g/L.

+ Nong do fibrinogen ting: > 4 g/L.
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Fibrinogen 1a yéu t6 dong vai trd quan trong trong dong cam mau. Trong
giai doan cdm mau ban dau, fibrinogen can thiét cho sy dinh va ngung tap tiéu
cau. Cac phan tng trong dong thac dong mau déu di dén muyc dich cudi cing 1a
chuyén fibrinogen thanh fibrin dé tao niit cAim mau bén viing. Tang fibrinogen
1a mot bang chtng ton tai tinh trang viém nhiém, ton thwong mach mau va
chinh nhiing ton thuong nay lam ting cuong hoat hoa tiéu cau, ting hoat hoa
duong dong mau ndi sinh va ngoai sinh.

Céc chi s6 néu trén duoc goi 1a cac xét nghiém déng mau vong dau (first
line coagulation test) thuong duoc dung dé thim do chirc ning déng cam mau,
dura trén thay ddi ciia cac chi sd nay dé chi dinh cac xét nghiém tham do tiép
theo dé xac dinh van d¢é lién quan dén dong mau ciia nguoi bénh.
1.1.5.5. Dinh lwong hoat tinh cac yéu 16 dong mau ll, V, VII, X

Nguyén 1y: dua trén nguyén Iy tién hanh xét nghiém PT. Lam xét nghiém
PT sau khi cung cp diy du cac thanh phan, yéu t6 can thiét, trir yéu t6 can dinh
luong. Trong diéu kién nhu vay, PT phu thudc vao néng do yéu t6 kiém tra.

Panh gia két qua: binh thuong nong do cac yéu té dong mau nam trong
khoang 60 — 140% so véi mau huyét twong binh thudng. Cac yéu té 11, V, VII,
X 12 nhimng yéu t6 tham gia dong mau theo con dudng ngoai sinh va hau hét
duogc tong hop tai gan, trir yéu té V duogc tong hop ¢ gan, mau tiéu cau va ndi
mac mach mau. Tang hoat tinh cac yéu t ndy gay nén mot tinh trang ting dong
mau do tdng hoat hoa dong mau theo con dudong ngoai sinh.
1.1.5.6. Dinh lwong hoat tinh cac yéu 16 dong mdu VIII, IX, XI, XII

Nguyén 1y: dua trén tién hanh xét nghiém aPTT. Lam xét nghiém aPTT
sau khi cung cip day du cac thanh phan, yéu té can thiét, trir yéu t6 can dinh
luong.

Panh gia két qua: binh thuong ndng do cac yéu té VIII, IX nam trong
khoang 50% dén 180% so voi miu huyét twong binh thudng. Cac yéu t6 VIII,

IX, XI, XII dong vai tro quan trong trong duong dong mau noi sinh, thuong dugc
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str dung dé danh gia tinh trang dong méu ctia con duong nay. Tang hoat tinh cac
yéu t6 nay phan anh tinh trang ting hoat hoa déng mau con duong noi sinh.
1.2. Mt s6 bénh Iy lién quan dén qua trinh dong mau

Trong nghién ctru nay, chung t6i tap trung to1 cac bénh 1y gy tadng dong
mau [10].

1.2.1. Hpi chirng dong mau rdi rdac trong long mach

Dong mau rai rac trong long mach (Disseminated Intravascular
Coagulation - DIC) hay con goi 13 dong mau ndi mach lan toa, 1a hoi ching rdi
loan dong méu kha phd bién va rat nghiém trong trong 1am sang. DIC dic trung
bo1 sy tang qua mirc cac protease, dan dén tao ra céc fibrin hoa tan, 1am xuét
hién cac cuc huyét khdi nho rai rac trong long mach, dong thoi ciing hoat hoa
mot qua trinh tiéu fibrin gia téc. Ca hai qua trinh nay dan dén sy tiéu thu qua
nhiéu yéu t6 déng mau, hau qua 1 xuat huyét va thiéu mau & cac to chirc véi
cac mirc d6 khac nhau. DIC lién quan dén sinh qua nhiéu bat thuong thrombin
va fibrin trong mau tuan hoan. Trong qué trinh ndy, ¢ su ting ngung tap tiéu
cdu tang tiéu thu cac yéu tb dong mau [11].

Nguyén nhan: c6 thé do rat nhiéu nguyén nhan gy nén, tuy nhién thudong
gip ty 1& cao & nhitng tinh trang bénh 1y: nhiém tring niing, bénh 1y 4c tinh cua
hé tao méu, ung thu tang dic, ton thuong cac to chirc, mo (chan thuong, bong,
tiéu co van, sau phau thuat...), bénh 1y lién quan san khoa, bénh 1y li€én quan
dén mach mau... [12]

Lam sang: trén nén bénh chinh ¢ thé gay DIC, ngudi bénh c6 thé co sdc
do bénh chinh hoic DIC, tinh trang xuat huyét, huyét khbi hodc dong thoi ca
xuét huyét va huyét khoi, suy da pha tang [12].

Xét nghiém: giam s luong tiéu cau, kéo dai PT/aPTT, giam fibrinogen,
giam mot sé yéu té dong mau, ting D-dimer [1], [10].

1.2.2. Ting déng va huyét khéi
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Binh thuong, mau luu hanh & trang thai thé dich nho su can bang giita
hé thdng hoat hoa va trc ché dong mau. Hé thong tc ché dong méau bao gém
cac chét tre ché hoat hoa tiéu cau, cac chit trc ché hoat hoa dong mau, hé théng
tiéu soi huyét. Co thé ludn giit duge can bang nay nhd vao mot hé théng kiém
so4t cac phan mg dong mau. Binh thuong, khi xay ra mot ton thuwong mach
mau, cac yéu to dong méu s& cling voi ndi mac mach mau va tiéu cau phdi hop
xdy ra mot loat cac phan ng dé tao nit cAm mau 1a cuc dong tai vi tri ton
thuong va chi gioi han tai d6 ma thoi, sau do, cuc dong s€ bi ti€u di nho hé
thdng tiéu soi huyét duoc hoat hoa kip thoi va vira du.

Tinh trang ting dong mau xay ra khi can bang nay bi pha v& do ting hoat
hoa dong mau hodc do giam trc ché dong mau, tiéu soi huyét dan dén cuc mau
dong bao v¢ lan rong qua gidi han co loi.

Tinh trang tdng dong mau dugc chia lam hai nhom: tang dong tién phat
va tang dong thir phat.

Tang dong tién phat thuong gy nén boi nhitng bat thuong vé sb luong
hodc chat luong cac yéu td tham gia vao qua trinh (e ché dong méau. Hau hét
nhiing bat thuong nay 1a do dot bién gen gay nén. Tinh trang ting dong tién
phat rat dé& gay huyét khéi khi con tré tudi, tai phat nhiéu lan, ton tai sudt doi,
c6 tinh chét gia dinh va thuong gap huyét khéi o tinh mach.

Tang dong thir phat gdy nén béi mot nhom cac yéu té mic phai, co xu
hudng hinh thanh huyét khdi boi nhitng co ché phuc tap va thuong 1a da yéu t6
nhu tiéu cau, thanh mach, yéu t6 dong mau, hé thong tiéu soi huyét... Tinh trang
tang dong thir phat thuong gy nén huyét khéi dong mach nhu dong mach vanh
tim, dong mach ndo... [1], [10].

1.2.3. Thuéc chong dong mdu theo Y hoc hién dai
1.2.3.1. Thuoc chéng déng mdu dwong uong: Ddn xudt cia coumarin va

in-dandion
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La thudc tong hop. Din xudt 4-hydroxycoumarin: c6 wafarin,
phenprocoumon, acenocoumarol, dicoumarol, coumetarol, tromexan. Dan xuit
indandiol c6: phenylindandion, clophenindion.

Co ché tac dung: din xuét coumarin va indandion c6 ciu triic gan giong
vitamin K, do ¢ ché canh tranh enzym epoxid-reductase 1am can tr¢ khu
vitamin K-epoxid thanh vitamin K can thiét cho su carboxyl hoa cac tién chat
yéu t6 dong mau thanh cac yéu té dong mau II, VII, IX, X.

Chi dinh: phong hodc chira bénh tac nghén mach nhu: viém tinh mach,
tdc mach phdi, nhdi mau co tim [5].
1.2.3.2. Cdc thuéc chong déng mau dwong uong khac

- Dabigatran etexilate (Pradaxa, Pradax).

Co ché tac dung: 13 tién thudc sau khi udng, vao co thé duge chuyén hoa
thanh dabigatran c6 tac dung gan can vi tri hoat dong cua trombin giy chéng
dong mau.

Sinh kha dung 1 6%, thoi gian ban thai 1a 12-14 tiéng

Chi dinh: du phong huyét khdi tinh mach sau phau thuat thay khop gbi
hodc khop hang.

-Rivaroxaban (Xarelto).

Co ché tac dung: (rc ché yéu t6 X hoat hoa.

Sinh kha dung 1a 80% sau udéng. Sau khi udng 3 gio thi dat nong do t6i
da trong mau va c6 thoi gian ban thai la 7-11 gio.

Chi dinh: phong huyét khéi tinh mach sau phau thuat thay khép hang va
khép gbi, du phong nhdi mau & bénh nhan bi rung nhi [5].
1.2.3.3 . Heparin

Co ché tac dung: khi c6 mat heparin, heparin tao phirc voi antithrombin
III. Phitc hop heparin-antithrombin III thic ddy nhanh phian tng giita

antithrombin va thrombin; antithrombin véi cac yéu t6 IX, X, XI va XII gap
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100 1an so v&i khi khong c6 mat heparin. Hau qua 1a cac yéu t6 chdng dong da
hoat ho4 mét hiéu luc, mat kha nang chuyén fibrinogen thanh fibrin.

Duoc dong hoc: duong udéng khong hap thu va bi phan huy. Phai tiém
dudi da, tiém tinh mach, khong tiém bép. Heparin sau khi tiém 1 gio, 30-50%
duoc thai qua nudc tiéu. Thoi gian ban thai phu thudc lidu lugng.

Chi dinh: Phong, chéng huyét khéi [5].
1.2.3.4. Fondaparinux

La mot chat téng hop co trong lugng phan tir 1500, c6 co ché tac dung
va chi dinh giéng heparin [5].
1.2.3.5. Heparinoid tong hop

La polysaccharid bi ester hoa boi acid sulfuric, c6 cong thirc hoa hoc gan
gidng heparin, co ché tac dung giéng heparin nhung tac dung chong doéng yéu
hon [5].
1.2.3.6. Hirudin va cdc thuéc irc ché thrombin

Hirudin va cac thudce tre ché truc tiép thrombin lam cho fibrinogen khong
chuyén thanh fibrin 1am ngin can qua trinh déng mau [5].
1.2.3.7. Cdc thuéc khang yéu t6 X hoat hod

Rivaroxaban: dat duoc néng do tbi da sau khi uéng 2-4 gi0. Gén manh
vao protein mau va bi chuyén hoa qua cac CYP. Thudc thai trir qua nudc tiéu
va qua phan véi thoi gian ban thai 13 5-9 gio. Thude dugc chi dinh dy phong
d6t quy, nghén tic mach mau toan than sau phau thuat thay khop gbi, khép
hang, rung nhi kém theo cac yéu td nguy co nhu suy tim, ting huyét ap, nguoi
trén 75 tudi, dai thao duong va tién sir dot quy hodc thiéu méau co tim thoang
qua. Rivaroxaban con dugc chi dinh dé diéu tri huyét khdi tinh mach siu va
thuyén tic mach phdi. Liéu diéu trj trung binh 20mg/ngay.

Apixaban: sinh kha dung dudng udng 1a 50%, thoi gian ban thai 12 gio.

Endoxaban: thudc dugc chi dinh giéng rivaroxaban va apixaban [5].
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1.3. Pong mau theo Y hoc ¢b truyén
1.3.1. Chirng huyét ir

Theo YHCT, céc tri¢u ching ctia dong mau thuong gdp trong pham vi
ching Huyét &r. Huyét «r 1a tinh trang huyét dich van hanh khong thong hoic
huyét trong co thé ra khoi kinh ma chua tiéu tan duoc. Sau khi huyét & da hinh
thanh lai c6 thé tac dong nguoc tré lai dén su van hanh khi huyét, dan dén cong
ning tang phu bi rbi loan gay ra nhiéu bénh tat [13].

Sw hinh thanh ciia huyét ir:

Huyét & chi yéu phat sinh do nguyén nhan khi hu, khi ngung, huyét
han... khién huyét hanh khong thong ma ngung két, hodc 13 ngoai thuong gay
nén xuat huyét bén trong nhung khong kip tiéu tan hay bai xuat ma tao thanh.

“Khi 14 soi ciia huyét”, khi hanh tit huyét hanh, khi ngung tat huyét
ngung nén anh hudng cua khi ddi v6i huyét rat 16n. Néu nhu duong khi hu ton,
van hanh ctia huyét c6 thé vi d6 ma cham ngung. Can khi uat két, so tiét bat loi
cling c6 thé 1am trd tic sy van hanh cta huyét. Thién han, thién nhiét ciing c6
thé gay ra tinh trang huyét &: Han vao kinh mach hoic nhiét vao dinh huyét déu
c6 thé lam huyét dich ngung két. Cac loai xuat huyét do ngoai thuong khién
mau di ra ngoai kinh mach, dinh luu lai bén trong mot by phan nao do6 cua co
thé khong kip tiéu di hodc bai xuat ra ngoai ciing 1a mot nguyén nhan hinh thanh
huyét « thuong gap [13], [14].

Diic diém va bénh chirng ciia huyét vr:

Bénh chtng cua huyét & thuong tiy theo vi tri ma nd @ tré ma c6 bénh
trang khac nhau. Huyét r & tim c6 thé thiy tirc nguc, dau ving tim, miéng moi
xanh tim. Huyét & & phé c6 thé thdy dau nguc, ho ra mau. Huyét ¢ & truong vi
c6 thé gdy ra non ra mau, dai tién ra mau. Huyét @ tré & can c6 thé giy dau tirc
ngue suon, ndi cuc. Huyét & & bao cung co thé gay ra dau ha vi, kinh nguyét
roi loan, théng kinh, bé kinh, sic kinh tim den, ¢ cuc hodc bang lau. Tai chd

noi co huyét {r c6 thé théy sung dau hoac bam tim cuc bd [13].
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Huyét r & kinh mach, khi huyét van hanh khong thong ¢ thé ngung tich
thanh khéi sung hodc dau nhu: kim cham, dao cét, chd dau khong di dong ma
cu 4n, mach té sap... Huyét hanh tré tic nén c6 thé théy sdc tim thAm nhu: méi,
mong tay, mong chan xanh tim, sic ludi tim den hodc thdy cac ban tim... Huyét
r @ mach dao, huyét luu bét thong tat tran ra ngoai mach, gy xuat huyét. Huyét
{r tré 1au ngay 1am cho huyét moi khong sinh dugc, bi phu kinh mach mat sy
nhu dudng nén da dé khong nhuan, sdc mat tim den, long toc khong mugt ma,
mach té sap hoic két dai [13].

1.3.2. Cdc thé bénh trén lam sang ciia chirng huyét ir

Chtng Huyét & thuong gip trong cac bénh: Phat nhiét, Vi quan thong,
Phuic thdng, E cach, Hiép thdng, Hoang dan, C6 trudng, Yéu théng, Tam quy
chinh xung, Hung thong, Pau thdng, Tring phong, Kinh bénh, Bé kinh, Thong
kinh... Trén 1am sang thudng biéu hién [15]:
1.3.2.1. Huyét it trong bénh Phdt nhiét

Triéu chirng: phan nhiéu thay nhiét vé budi chiéu hoic budi tdi, hong
r4o, miéng kho, khat nhung khong mudn udng nudc, thuong co nhitng khoi
sung hodc diém dau c¢6 dinh, mach va chiung thuong khong nhat tri.

Nguyén nhén: do huyét & dong o trong, khi huyét ing tac khong thong
dan dén vt nhiét ma sot.

Phdp diéu tri: Hoat huyét hoa .

Phwong: Huyét phu truc & thang (Y ldm cdi thdc) gia vi [15].

GOm céc vi “Duong qui, Pao nhan, Chi xac, Sai ho, Cat canh, Xuyén Nguu tt,
Sinh Pai hoang, Héng hoa, Xich thugc, Xuyén khung,...”
1.3.2.2. Vi quan thong do huyét ir

Triéu chung: Vi quan dau nhoéi, noi dau khong di chuyén, cu an, bénh
nang hon thi thd huyét, dai ti€én phan den.

Nguyén nhdn: dau lau lan toa dén duong lac, huyét & ngung dong & vi

quan, khi co khong thong lgi gay nén.
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Phdp diéu tri: Hoat huyét hoa &, hanh khi giam dau.

Phwong: That tiéu tan (Thdi binh hué dan hoa té cuc phwong) hop véi
bai Pan sim am (Thoi phiong ca qudt) gia giam [15].

GOm cac vi “Ngii linh chi, B hoang, Pan sam, Ban huong, Sa nhéan,...”
1.3.2.3. Chitng Phiic thong do huyét ir

Triéu chung: vung bung dau nhoi, 4n vao dau tang, noi dau ¢ dinh hodc
c6 hon khoi.

Nguyén nhdn: do han ta an nau & huyét mach hodc vap ngi ton thuong
hoac tinh chi ph?m uét, khi huyét uit két, hai mach Can kinh va Xung mach «
tré gy nén.

Phdp diéu tri: Hoat huyét hoa @, giam dau.

Phuwong: Thiéu phuc truc @ thang (Y ldm cdi théc) [15].

Gom cac vi “Tiéu hodi hwong, Can khuong, Huyén hd, Mot duoc, Puong quy,
Xuyén khung, Qué tam, Xich thuoc, B6 hoang song, Ngii linh chi”
1.3.2.4. Chitng E cdch ¢ huyét i.

Triéu chitng: an vao mira ra ngay, d6 an udng khong troi, vat mira ra do
nhu nude dau, c6 thém cac dic diém dai tién nhu phan dé, thé trang gay com,
da dé kém tuoi, mach té sap.

Nguyén nhan: do @ huyét két ¢ trong, ngan tro thuc dao, ning hon thi
duong lac t6n thuong, huyét tran ra ngoai.

Phdp diéu tri: Tu 4m dudng huyét, pha két tiéu .

Phwong: Thong u thang (Lang thdt bi tang) [15].
GOm céc vi “Chinh thao, Pao nhan, Héng hoa, BPuong Quy (than), Sinh dia,
Thang ma, Thuc dia”
1.3.2.5. Hiép thong c6 huyét ir

Triéu chirng: ving sudn dau nhoi, hé cir dong thi dau ting, noi dau khong

di chuyén, cang vé dém cang dau tang.
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Nguyén nhan: do ton thuong vap ngd, xat lung bi don, Can khi uét két
hodc khi tré 1au ngay dan dén huyét r, té nghén mach lac.

Phdp diéu tri: Hoat huyét khtt @, so can thong lac.

Phuwong thuoc: Phuc nguyén hoat huyét thang (Y hoc phdt minh) [15].
GOm céc vi “Cam thao, Pai Hoang, Puong quy, Pao nhan, Héng hoa, Qua lau,
Sai ho”
1.3.2.6. Hoang ddn c6 huyét ir.

Triéu ching: hai mét, da dé mau vang tdi, sic mac vang ma tdi tré hodc
dudi suon c6 hon khdi va dau, an vao khé chiu, ngoai da co thé thay nhiing vét
d6 nhu mang nhén, dai tién phan den, chat ludi nhat ma xanh hoac tia tbi hoac
c6 dam xuat huyét dudi da, mach huyén sap hoic té sap.

Nguyén nhén: phan nhiéu do Hoang dan kéo dai khong khoi, bénh 1au
ngay pham vao huyét phan, huyét lac & két gay nén.

Phdp diéu tri: Hoat huyét hoa & thoai hoang.

Phuwong thuoc: Cach ha truc @ thang (Y ldm cdi thdc) gia vi [15].

Gom cac vi “Dao nhan, Chi xéac, Xich thuoc, Hong hoa, O duoc, Ngil linh chi,
Xuyén khung, Puong quy, Cam thao, Pan bi, Hrong phu, Dién hd sach”
1.3.2.7. Cé trudng c6 huyét ir

Triéu chitng: bung sung to ran day, sudn va bung trudng day co lic dau
thue, sic mat toi xam, long ban tay c6 mau do, sdc moi tia toi, miéng khat ma
khong mudn ubng, dai tién phan den.

Nguyén nhan: do tinh chi uat két, nghién rugu vo d9, hoac ngoai ta trung
doc lam tdn thuong Can Ty, U huyét nghén tr¢ mach lac, thuy dich tu dong &
trong gay nén.

Phdp diéu tri: Hoat huyét hoa @, hanh khi loi thay.

Phuong thuoc: Diéu doanh am (Chitng tri chuan thang) [15].
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GOm céc vi “Duong quy, Cu mach, Xuyén khung, Dai hoang, Xich thugc, Tan
lang, Nga truat, Tran bi, Huyén ho, Pai phuc bi, Pinh lich tir, Phuc linh, Tang
bach bi, Té tan, Qué tdm, Chich Cam thao”

1.3.2.8. Yéu thong do huyét ir

Triéu chung: lung dau nhu dui dam, noi dau c¢d dinh, 4n vao dau tang,
cu dong bi han ché.

Nguyén nhdn: do Vép nga ton thuong hodc vi xat lung, mach lac bi hai;
r huyét luu tré & ving lung giy nén.

Phdp diéu tri: Hoat huyét hoa @, 1y khi giam dau.

Phirong thuéc: hoat lac hiéu linh dan (Y trung trung tham tdy luc) gia vi [15].
Gom cac vi “Pan sam, Puong quy, Mot duoc, Nhii huong”
1.3.2.9. Hung théng do huyét ir

Triéu chirng: dau nhéi ving nguc, ving TAm dau sudt sang lung, diém
dau ¢ dinh, vé dém dau ting va hoi hop.

Nguyén nhan: do ndi thuong vé tinh chi, khi co khong loi, huyét khong
luu thong, lac mach bi U tr¢, hodc dm 14au bénh pham vao duong lac, tim mach
r nghén, tam dwong khong mach hodc ta khi han thip luong vuong & dudng
mach xdm pham vao Tam & bén trong, Tam mach bi t€ nghén gay nén.

Phdp diéu tri: khoan hung théng duong, hoat huyét hoa @, théng lac chi thong.

Phuwong thuéce: Chi thuc bach gii qué chi thang (Kim quy yéu luoc) hop
v6i That tiéu tan (Thdi binh hué ddn hoa té cuc phwong)

Gom cac vi “Chi thue, Gidi bach, Hau phac, Qué chi, Thiét 1au thuc, B4 Hoang,
Ngt linh chi”

Hoic Huyét phu truc o thang (Y ldm cdi théc).

GOm céc vi “Duong qui, Pao nhan, Chi xac, Sai ho, Cat canh, Xuyén Nguu tt,
Sinh Pai hoang, Hong hoa, Xich thugc, Xuyén khung”
Pau ¢ suon do huyét lac ciia can khong thong thi ding bai Toan phiic

hoa thang (Kim quy yéu lwoc) gia vi [15].
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Gom cac vi “Tan giang, Thong bach, Toan phiic hoa”
1.3.2.10. Pau théng do huyét ir

Triéu chitng: dau dau nhu dui dam, dau ¢ dinh khong di chuyén, bénh
lau ngay khong khoi.

Nguyén nhan: do ving dau sau khi bi ngoai thuong, hodc do 6m 1au bénh
ta pham vao duong Lac, & huyét dong & trong, lam tic ngh&n mach lac gan nén.

Phdp diéu tri: Hoat huyét hoa .

Phuong thuoc: Thong khiéu hoat huyét thang (Y ldm cdi thdc) [15].
GOm cac vi “Xich thuogc, Xuyén khung, Dao nhan, Héng hoa, Cu hanh gia,
Sinh khuong, Xa huong”
1.3.2.11. Tring phong do huyét it

Triéu chirng: phan nhiéu thudc di ching tring phong, c6 nhiéu triéu
chtng dic diém nhu ban than bat toai, néi nang kho khin hodc khong noi dugc,
miéng mat méo, ludi nhot nga méau xanh.

Nguyén nhan: do khi huyét o tré, huyét mach bi té nghén.

Phdp diéu tri: Hoat huyét ich khi, so thong kinh lac.

Phuong thuoc: B6 duong hoan ngii thang (Y ldm cdi thac) [15].
GOm céc vi “Sinh Hoang ky, Xich thuéc, Puong quy, Dao nhan, Héng hoa,
Xuyén khung, Dia long”
1.3.2.12. Pién cuéng do huyét ir

Triéu chitng: néi nang quang xién, mat ngi, phién mudn, hay gian, ludi
do, hodc tia tdi, mach Xc.

Nguyén nhén: do huyét & ngung tré khi huyét khong bd sung cho nio
gay nén.

Phdp diéu tri: Hanh khi tiéu .

Phuwong thuoc: Dién cudng mong tinh thang (Y 1am cai thac) [15].
GOm cac vi “Pao nhan, Xich thuoc, Sai hd, Tran bi, T6 tu, Tang bi, Ban

ha, Cam thdo, Moc thong.”
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1.3.2.13. Kinh bénh do huyét ir

Triéu chimg: c6 gay cung dd, chan tay co giat, thé trang gay com, nhirc
dau nhu dui dAm chét ludi toi tia, mach té sap.

Nguyén nhdn: do 6m l1au khong khoi, ta khi dai dang, tir khi lién luy dén
huyét, dén ndi & huyét tu ¢ trong, gin mach khong duoc nudi dudng gy nén.

Phap diéu tri: Hoat huyét ho4 @, thong lac trur kinh.

Phirong thuéc: Thong khiéu hoat huyét thang (Y ldm cdi thac) gia giam [15].
GOm cac vi “Xich thuogc, Xuyén khung, Dao nhan, Héng hoa, Cu hanh gia,
Sinh khuong, Xa huong”
1.4. Tong quan vé bai thudc nghién ciru
1.4.1 Nguén géc, xudt xir

“Com Tharodas” 1a ché pham Y hoc cb truyén c6 ngudn gdc phat trién
tir bai thudc “B6 duong hoan ngii thang” trong “Y Lam cai thic” clia danh y
Vuong Thanh Nham doi nha Thanh, c6 cong dung bd khi, hoat huyét, khir @,
thong lac [9], [16], [17].
1.4.2. Thanh phan bai thuéc

Com Tharodas bao gdm 7 vi thudc: Sinh hoang ky, Xich thugce, Puong
quy, Xuyén khung, Pao nhan, Hong hoa, Dia long. Duoc liéu trong cdm
Tharodas duogc kiém dinh chét lugng theo ti€u chuan Duogc dién Viét Nam V
va san xudt theo tiéu chudn co sé tai cong ty C6 phan Duoc pham Thanh Phat.
1.4.3. Tdc dung vi thuéc theo Y hoc cé truyén

Phuong nay phdi ngil thude bo khi véi thude hoat huyét kh 1.
- Hoang ky dung sbng liéu cao dé dai b6 vé khi cé sitc manh vira hanh vira

bo toan than, cé tac dung bo khi thong lac diéu trj liét 1a quan duoc.
- Puong quy vi, Xuyén khung, Xich thuge: hoat huyét hoa vinh.
- Pao nhan, Hong hoa, Pia long: hoa @ thong lac, khi huyét dugc luu thong,
phan co thé bi bénh duoc hdi phuc [9].
Tac dung cua vi thudc theo YHCT:
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Hoang ky [25], [26]

Tinh vi, quy kinh: vi ngot, tinh Am, quy kinh Ty, Phé.

Tac dung: bo khi, thang duong cua ty, 191 ni€u, ti€u viém.

Chu tri: khi hu mét moi, kém an; trung khi ha ham, ti€u chay lau ngay, sa tang
phu, tién huyét, rong huyét; ra mo hoi; nhot doc kho v&; ndi nhiét tiéu khat;
viém than man.

Hoang ky chich mat: kién ty ich khi.

Hoang ky phién: ¢ biéu, loi tiéu, trir ma sinh co.

Xich Thugec [25], [26]

Tinh vi, quy kinh: vi chua, déng, tinh hoi han; quy kinh Can, Ty.

Céng ndng, chii tri: lwong huyét, tan @, giam dau. Chu tri: 6n doc phat ban, ia
mau, chdy méau cam, méat do sung dau, can uit, suon dau, kinh bé, hanh kinh
dau bung, hon cuc trong bung, sung dau do sang chan, nhot doc sung dau.
Duong Quy [25], [26]

Tinh vi, quy kinh: vi ngot, cay, tinh Am; quy vao kinh Tam, Can, Ty.

Tdc dung: b6 huyét, hanh huyét.

Céng nang, chii tri: bd huyét, hoat huyét, diéu kinh, giam dau, nhudn trang.
Chu tri: huyét hu, chong mit, kinh nguyét khong déu, bé kinh, dau bung kinh,
tao bon do huyét hu. Phong thap té dau, sung dau do sang chéan.

Toan Quy: Hoa huyét (vira bo huyét vira hoat huyét).

Quy vi: Hoat huyét hoa 1.

Quy than: Dudng huyét bd huyét.

Quy dau: Chi huyét.

Xuyén Khung [25], [26]

Tinh vi quy kinh: V1 cay, tinh Am; quy vao kinh Can, Pém, Tam bao.

Tdc dyng: hanh khi, hoat huyét, khu phong chi théng.
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Céng nang, chi tri: hanh khi hoat huyét, trir phong, giam dau. Chu tri: diéu
kinh, nhurc déu, hoa mét, cam mao phong han, phong thép nhirc moi, nguc bung
dau ttrc, nhot doc sung dau.
Pao Nhan [25], [26]
Tinh vi quy kinh: vi dang, ngot, tinh binh; quy kinh Tam, Can.
Tdc dung: Pha huyét, truc & nhuan tio.
Cong nang: Hoat huyét, khtr r, nhuan trang. Chu tri: V6 kinh, mét kinh, trung
ha, sung dau do sang chén, tao bon.
Hﬁng hoa [25], [26]
Tinh vi, quy kinh: Vi cay, tinh Am, quy kinh Tam, Can.
Tac dung: Hoat huyét thong kinh, tan & chi théng.
Céng nang, chii tri: Hoat huyét thong kinh, tan @ huyét, giam dau. Chu trj: Phu
nir vo kinh, bé kinh, dau bung khi hanh kinh, hanh kinh ra huyét cuc, chan
thuong gay tu huyét, sung dau, mun nhot.
Dia Long [25], [26]
Tinh vi, quy kinh: vi man, tinh han; quy kinh Can, Phé.
Tac dung: Thanh nhiét, tran kinh, tri co giat, binh suyén.
Cong nang, chu tri: Thanh nhiét, tran kinh, thong kinh lac, binh suyén, lo1 niéu.
Chu tri: Sot cao bét tinh, kinh giat co quip, dau khép, chan tay té bai, ban than
bat toai, tring phong, ho suyén do phé nhiét, phu thiing, tiéu it, cao huyét ap.
1.5. Tong quan vé cic phwong phap nghién ciru dc tinh va y nghia vé viéc
nghién ctru tinh an toan ciia thudc Y hoc co truyén
1.5.1. Thuéc y hoc co truyén va nguyén nhén tién hanh thir djc tinh

Thude Y hoc ¢6 truyén c6 ngudn gde phat trién 1au doi, gan lién vai lich
sir phat trién cta dan toc Viét Nam. Cac danh y ndi tiéng nhu Tué Tinh, Hai
Thuong Lan Ong d3 dit nén méng vitng chic cho nén y hoc ¢b truyén nudc
nha. Pé nang cao chét luong thudc y hoc ¢d truyén, viéc nghién ctru tic dung

dugc 1y va tng dung 1am sang 1a didu vo cing quan trong. Pap tGng thi hiéu
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ngudi tiéu ding, cac nha san xuat thudc cb truyén cua Viét Nam di cho ra doi
hang loat cac ché pham khong qua thir nghiém hodc thir nghiém khong day du
theo chuén tir nhiéu duge liéu khac nhau, da dang phong phu vé tén goi, chung
loai, thanh phan, tac dung ciing nhu cach bao ché, gia ca tao nén mot thi truong
thude tir dugc lidu, thude dong y khé kiém soat [27]. Vi vay, viéc nghién ctru
doc tinh cua cac thudc YHCT nham:
- Panh gia tinh x4c thuc cia thude (authenticity) voi cac tiéu chuan cam
quan, thuc vat, hoa ly va néu co thé ca tiéu chuén sinh hoc.
- Danh gia chat lugng thudc thong qua viéc xac dinh ham luong tap cht,
ham lugng hoat chit hodc nhom hoat chat cua duoc liéu.
- Panh gia hiéu qua cua quy trinh bao ché thude y hoc ¢b truyén.
- Danh gid doc tinh, taic dung diéu tri, hd tro diéu trj cua thudc.
- Céc danh gia khac tuy theo muc tiéu nghién ctru.
1.5.2. Cac phwong phap thir nghiém djc tinh cd’p
1.5.2.1. Muc tieu
Thtr doc tinh cép nham cung cép thong tin cho viée Xép loai muc do doc
cta thudc; diéu tri ngd doc cép; thiét lap murc liéu cho nhirng thtr nghiém ddc
tinh tiép theo [27]. Do vay, cac phép thir doc tinh cip can xac dinh.
- Liéuan toan;
- Liéu dung nap t6i da;
- Liéu gay ra doc tinh c6 thé quan sat duoc;
- Liéu thap nhat c6 thé gay chét dong vat thi nghiém (néu co);
- Liéu LD50 gan dung (néu co thé xac dinh dugc);
- Nhirng tri¢u chiing ngd doc dién hinh c6 thé quan sat dugc trén dong
vat va kha nang hodi phuc (néu cb).
1.5.2.2. M6 hinh thw

a) Nguyén tic lwa chon:
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- Tuy theo muc dich ctia mdi nghién ctru va loai mau thir va nhitng thong tin
san co dé lya chon mo hinh thir thich hop. Loai dong vat gam nham thuong
dugc str dung 1a chudt nhét, chuét céng; loai khong gam nham co thé dung
1a cho hodc khi. S6 nhém va sb lwong cho mdi nhom tiy theo mé hinh ap
dung [27].

- Thu so bg: Thuong dugc thyc hién trong hau hét cac mo hinh thir. Dya vao
két qua trong thir nghiém so bd dé lua chon, bd tri thir nghiém chinh thuec.
Vi nhitng trudng hop thong tin cho thdy mau thir hodc cac chat lién quan
c6 thé khong doc hodc it ddc, c6 thé thir trén mot loai dong vat (gim nham).
Pdi v6i cce ché phém c6 doc cao hoac co6 yéu cau dic biét vé khoa hoc, can
thiét thr trén hai loai dong vat thuc nghiém (gdm nham va khong gam nhém)
[27].

- Khuyén céo: Dé bao vé dong vat, cac mo hinh sir dung sb it dong vat thi
nghiém dugc vu tién lya chon.

b) M4 hinh liéu cd dinh

- Nguyén tdc: M6 hinh tht lidu ¢ dinh duoc cac nude thude TH chie hop tac
va phat trién kinh t& (OECD), ap dung va ban hanh chinh thirc nim 2001
(OECD 420). Thtr nghiém dugc thuc hién véi cac mue lidu xac dinh 5, 50,
300, 2000, 5000mg/kg hay 1,0/kg dong vat thuc nghiém.

- Lua chon liéu thir ddu tién liéu thir trén mot nhom 5 dong vat thuc nghiém.
Thir nghiém tiép tuc cho dén khi xac dinh muc d6 doc dua trén dap ung
dong vat thuc nghiém chét hodc khong va céc triéu ching ngd doc, kha nang
hoi phuc quan sat dugc.

- Xéc dinh gia trj LDso gan dung (néu c6). Phép thtr pht hop véi tat ca truong
hop cén xé4c dinh doc tinh cap [27].

¢) M6 hinh Tang - Giam

- Nguyén tic: M6 hinh thir Tang - giam duoc cac nude thude To chirc hop tac

va phat trién kinh té ap dung va ban hanh chinh thirc nim 2001 (OECD 425).
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Thtr nghiém dugc tién hanh trén cac muc lidu duge tinh theo hé sd buoc
nhdy lidu, thuc hién 1an lugt trén tung dong vat thuc nghiém theo tién trinh
tang hodc giam lidu va tiép tuc cho dén khi dat diéu kién ding lai.

Panh gia két qua bang quan sat cac biéu hién va triéu ching ngd doc theo
qui dinh chung va tinh gia tri LDso gan ding (néu c6) theo qui dinh riéng
ctia phuong phap. Phuong phép nay ap dung phu hop cho cac chat c6 thé
gy chét nhanh trong 1-2 ngay khong phu hop cho cac chit gdy chét tir tir
trong 5 ngdy hodc hon. Ngoai ra, c6 thé 4p dung phuong phép ndy trong

truong hop can thir trén loai dong vat khong gam nham [27].

d) M6 hinh thi theo Behrens

Nguyén tac: M6 hinh dugc Behrens dé xuat tir ndm 1929 véi 1ap luan
“Nhiing con vat da song & mgt murc liéu thir nao do6 thi s€ song voi tat ca
nhitng muc liéu thap hon va nhitng con vat da chét & mot muc li€u s€ chét

¢ tat ca cac muc liéu cao hon” [27].

¢) Mo hinh theo Litchfield — Wilcoxon

Nguyén tic: M6 hinh dugc Litchfield - Wilcoxon dé xuat ndm 1949 sau khi
xem xét, cai tién va cd géng khéc phuc nhitng han ché ctia mot sb phuong
phap trudc d6. Két qua dugc ghi do thi trén gidy log- probit va duoc tinh
theo phuong phéap toan dd ¢ hiéu chinh, do vy cho két qua chinh xac hon.
Trude day, phuong phap thuong duge ap dung trong tinh gia tri LDso cho
nhiing chat c6 doc tinh cao [28], [29].

Trong nghién ctru nay, ching to61 st dung phuong phap Litchfield —

Wilcoxon do c¢o6 tinh chinh xac cao nhat.

1.6. Tong quan vé cac md hinh chdng dong trén thue nghi¢m

« MO hinh giy dong mau bénh 1y bang lipopolysaccharid trén chudt cong

Lipopolysaccharide (LPS) 13 mot ndi doc t6 ndm trong 16p mang ngoai

cua vach vi khuan Gram am, thuong dugce xem 1a yéu to chinh chiu trach nhiém

trong qua trinh gy nén sdc nhiém trung huyét. LPS gy dong mau théng qua
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con duong dong mau ngoai sinh va ngi sinh, ti€u thu nguyén li€u cua c4 hai con
duong, din dén anh huong dén ca PTS ciing nhu aPTT(s).

Qua trinh d6ng mau do LPS gay ra chi yéu dugc hinh thanh bai Lipid
A, thanh phan giy doc cta phan tr LPS, gdy nén sy giai phong hang loat cac
cytokin gdy viém va hoat hoa hé thong b6 thé va con duong dong mau.

Trude khi gdy mé hinh, chudt duoc udng nudce cit va thude twong tng.
Tiém LPS tinh mach dudi, liéu 3 mg/kg thé trong véi thé tich 0,5 mL/100g
trong luong chudt dé gay déng méu.

Chudt duoc léy mau tai cac thoi diém trude tiém LPS 4h, 8h sau tiém
LPS. Tat ca cac mau dugc hoa lodng (ty 1& 1:9) v&i 4% natricitrat [30], [31],
[32].

« Mo hinh giy dong mau bénh 1y trén thé bing thrombin cia

Margaretten — MC Kay (1964)

Tiém tinh mach ria tai tho 1 lan dung dich Thrombin, lidu 15U1 (tiém
cham trong vong 3 phut) sau d6 cho tho udng thude chimg duong.

Thé tich cho ubng & tat ca cac 16 1a 5ml/kg/24h, chia déu 2 1an vao 8h
sang va 14h chiéu. Cho tho ubng lién tuc trong 1 tuan. Tai cac thoi diém trude
khi tiém thrombin (TO0), sau tiém 24h (T1), 72h (T2), 5 ngay (T3), 7 ngay (T4).
Tho duogc ldy méu tinh mach dé xét nghiém céc chi tiéu dong mau [33].

« MO hinh gy huyét khoi dudi chudt bang k-Carrageenan

Mo hinh nay dwa trén co so ting dong mau, t6n thuong ndi mé va sy
thay d6i luu lugng mau binh thuong. Viéc thit nat don gian dé thay doi luu
luong mau & chudt da cai thién dang ké tan suat va dau hiéu huyét khi sau khi
tiém K - carrageenan vao tinh mach. Dac biét, tiém 1 mg/kg K - carrageenan
két hop v6i 10 phit that & dudi lam ting tan suat huyét khéi 1én gan nhu 100%
& chudt cong [34].

« Mo hinh huyét khéi tinh mach sau & khi dau ché



31

Nghién ciru nay thiét 1ap mot mo hinh méi vé huyét khéi tinh mach bang
cach trc ché hé thong protein C két hop véi & dong tinh mach va ton thuong
tinh mach tinh vi. Cac con vat dugc quan sat trong khoang thoi gian 6 gio vao
ngay dau tién va sau do trong khoang thoi gian tir 11 dén 15 ngay [30].

« Mo hinh giy huyét khdi ddng mach canh bing Ferric Chloride FeCls

Trén thuc té co rat nhidu moé hinh huyét khdi khac nhau da duoc phat
trién trén chudt. Trong s6 do, ton thuong mach do clorua sat (FeClz) 1a mot mo
hinh huyét khdi tic, duge st dung rdng rai bao cao su hoat hoa va két tap tiéu
cau trong bdi canh hé théng mach kin vo tring.

Mo hinh nay dya trén ton thuong té bao ndi mé do oxy héa khir, don gian
va nhay cam véi ca thude chéng dong mau va thude chdng tiéu cau [35].

Trong nghién ciru nay, chung toi sir dung mo hinh gay déng méau bang
tiém Lipopolysaccharid dudi chudt cia Wang B va cong sy [30], 1a m6 hinh
dugc st dung rong rai trén thé gioi.

1.7. Tong quan céc nghién ctru diéu tri ddng mau bang y hoc co truyén
1.7.1. Trén thé gigi

Nam 2013, Sien Hung Yang va cOng su nghién ctru &nh hudng ctia nudce
sic Shu-Jing-Hwo-Shiee-Tang 1én hoat tinh chong dong mau cia Warfarin trén
mo hinh thuc nghiém trén tho. Két qua: nudc sic Shu-Jing-Hwo-Shiee-Tang
c¢6 xu hudng ting cudng tac dung chéng dong méau cua warfarin, tuy nhién su
khac biét voi nhom chimg chua c6 ¥ nghia thong ké [36].

Nam 2015, Xuan Dang va cong su nghién ctru nghién ciru hiéu qua chdng
dong cua vién nang RSNK trén mo6 hinh & dong mau & chudt bi ngdm trong
nuéc da két hop tiém norepinephrine duéi da va albumin huyét thanh bo. Két
qua cho thay RSNK s¢ hitu dic tinh chdng huyét khdi dang chi ¥ & chudt thi
nghiém. Dic tinh nay c6 thé lién quan dén hoat dong chéng dong mau bang
cach diéu hoa hoat chat trong ndi mac mach mau va duy tri su can bﬁng cua

TXA2 va PGI2 [37].
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Nam 2015, Yan Zhao va cong su nghién ctru Tac dung chéng huyét khoi
ctia cong thirc Xiaoshuantongluo (XECG) in vivo va in vitro. M6 hinh huyét
khéi dong mach giy ra bai qua trinh oxy hoa sit clorua (FeCl3) va mé hinh
huyét khoi tinh mach giy ra bang cach thit tinh mach chu duéi. Két qua chi ra
rang XECG déng mot vai trd quan trong trong viéc ngan ngira huyét khdi thong
qua twong tac v6i nhiéu myc tiéu, bao gdm e ché két tap tiéu cau va tc ché
stress oxy hoa [38].

1.7.2. Tai Viét Nam

Nghién ctru cua Tran Quéc Binh va cong sy (2014) duoc thyc hién nham
danh gia doc tinh cp va tac dung chdng déng mau cua vién nang Hoat huyét
an ndo trén thuc nghiém, Két qua nghién ctiru Vién nang Hoat huyét an nio
khong gdy doc tinh cip o lidu 64,66gam/kg (gap 44,66 lan liéu sir dung trén
1am sang). Chua x4c dinh duoc LDso. Vién nang Hoat huyét an ndo khong gay
doc tinh ban trudng dién liéu 0,36gam/kg/ngay (liéu twong dwong str dung trén
1am sang) va lidu 1,08gam /kg/ngay (liéu gip 3 1an sir dung trén 1am sang) trong
8 tuan lién tuc [39].

Nghién ctru cia Pham Thi Van Anh va cong sy (2018) dugc thuc hién
nham danh gia tic dung trén qué trinh déng mau va tiéu fibrin ctia ché pham
TD.HKO1 trén mo hinh gdy dong mau thuc nghiém. Tiém tinh mach du6i chudt
cdng trang lipopolyssacharid va tiém tinh mach tai tho thrombin dé gay dong
mau thuc nghiém. Két qua nghién ctru cho thdy TD.HKO1 liéu 0,8 g/kg/ngay
va lidu 2,4 g/kg/ngay trén tho co tac dung tidu fibrin trén mo hinh giy dong
mau bang thrombin. TD.HKO01 khong c6 tac dung chéng dong trén mo hinh gay
d6ng mau bang lipopolysaccharid trén chudt cong trang [40].

Niam 2022, Pang Cong Thai nghién ctru déanh gia tic dung chong dong
ctia vién hoan mém Huyét phu tryc & hoan trén mé hinh giy déng mau bang
lipopolysaccharid ¢ chudt cong trang chung Wistar. Két qua cta nghién ciru

cho thdy Huyét phu truc & hoan liéu 0,72 vién/kg/ngay thé hién tac dung chdng
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d6ng thong qua viée ting sd lugng tiéu cau va nong do fibrinogen, dong thoi
kéo dai PT va aPTT so v6i 16 mo hinh [41].

Nghién ctru cia Tran Thai Ha, Pao Xuan Tinh va cong sy nam 2022
nham danh gia tac dung chdng dong ctia vién hoan Tran chau nguu hoang hoan
trén mo hinh gay déng mau bang lipopolysaccharid & chudt céng tring. Két qua
ctia nghién ctru cho thiy tic dung chdng déng phu thudc liéu ctua Tran chau
nguu hoang hoan thé hién thong qua viéc tang sb luong tiéu cau va noéng do
fibrinogen, dong thoi kéo dai PT va aPTT. Tran chiu nguu hoang hoan co tac
dung chéng dong trén mo hinh gay dong mau bang lipopolysaccharid & chudt
cong tring [42].

CHUONG 2
CHAT LIEU, POI TUQNG VA PHUONG PHAP NGHIEN CUU

2.1. Chit liéu nghién ciru
2.1.1. Thuéc nghién ciru

Thudc nghién ctru: Cém Tharodas do Cong ty c6 phan dugc pham Thanh
Phét san xuét, dugc Cong ty TNHH thuong mai NTB Pharma New phén phdi,
dat tiéu chuén co s6.

Dang ché phim: Cém hoan tan

L6 san xuét: 010822

Ngay san xuét: 02/08/2022

Han st dung dén: 02/08/2025

Bang 2.1. Thanh phén sdn phtfm

5 Tiéu chuan
Thanh phan Goi 3g
duoc liéu

Cao dic hdn hop dugc lidu (Extractum)
. 300mg | DDVNV
Tuwong duong véi:
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Hoang ky (Radix Astragali membranacer) 1,06g DbVN V
Duong quy (Radix Angelicae sinensis) 0,53¢g DbVN V
Xich thuoc (Radix Paeoniae) 0,35¢g DbVN V
Dia long (Pheretima) 0,26g DbVN V
Xuyén khung (Rhizoma Ligustici wallichii) 0,26g DbVN V
Dao nhan (Semen Pruni) 0,26g DbVN V
Hong hoa (Flos Carthami tinctorii) 0,26g DbVN V
*Thanh phan ta duoc: Natri saccarin (Saccharin sodium), Bot hwong déu,
PVP K30, Lactose monohydrate......... vua du 1 goi.

Chi dinh:
Dy phong va diéu tri chtng ban than bat toai (liét nira nguoi) do tring phong
thé khi hu huyét u
Dy phong va diéu tri liét day VII ngoai bién (khau nhan oa ta) do tring
phong thé khi hu huyét &
Tiéu nhiéu lan hodc tiéu khong tu chii do khi hu huyét &
Thiéu ning tun hoan ndo, dau dau, mat ngu, suy giam tri nhd, t& moi chan
tay do khi hu huyét hu.

Chéng chi dinh: phu nit ¢6 thai

Cach dung va liéu ding:
Liéu diéu tri: ngay udng 2-3 1an, mdi 1an 2 g6i 3g va néu bénh ning c6 thé
tang 1én ngay udng 3 lan.

Liéu duy tri (du phong): ngay udng 2 lan, mdi lan 2 gbi 3¢

2.1.2. Dung cu, hod chét va mdy méc nghién ciru

- Can dién tir cia Nhat, d chinh xac 0,001 gam.
- Kim dau ti cho chudt uéng

- Céc chia vach, bom kim tiém Iml.
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- Rivaroxaban 20 mg, biét dugc Xarelto® cuia Cong ty Bayer Health Care
Pharmaceuticals.

- Lipopolysaccharides from Escherichia coli O55:B5 L2880-25MG cua
Sigma-Aldrich.

- Thromborel® S (bao gdm thromboplastin va canxi) ctia hing Siemens,
Ptic dugc nhap khau boi Cong ty TNHH Sysmex Viét Nam;

- Dade® Actin® FSL Activated PTT Reagent (bao gdm phospholipid) ctia
hang Siemens, Dtrc duoc nhap khau boi Cong ty TNHH Sysmex Viét Nam;

- Dung dich canxi clorid ndng do 0,025 mol/L ctia hing Siemens, Dtic
dugc nhap khau boi Cong ty TNHH Sysmex Viét Nam.

- Céc dung dich xét nghiém mau cua hang Horiba Medical, dinh lugng
trén may phan tich huyét hoc ABX Micros 60 ES cuia hing Horiba Medical
(Phap).

- Kit dinh luong cac enzym va chat chuyén hoa trong mau: ALT (alanin
aminotransferase); AST (aspartat aminotransferase); ure; va creatinin cua hang
Erba, dinh lugng trén may sinh hoda ban ty dong Erba cua An bo.

- May phan tich dong mau ban tu dong SYSMEX CA 50 (Nhat Ban).
2.2. Poi twong nghién ciu.

Chudt nhit tring chiing Swiss, ca 2 gidng, khoé manh, trong luong 30g -
35g dugc cung cdp bai Vién Vé sinh Dich t& Trung Uong.

Pong vat duge nudi 5 - 10 ngay trude khi nghién ctru va trong sudt thoi
gian nghién ciru bang thire dn chuén riéng cho timg loai va uéng nuéc ty do tai
phong thi nghiém cua B mon Dugc 1y, Truong Pai hoc Y Ha Noi.

2.3. Phuong phap nghién ciru.

Thiét ké nghién ciru:

Nghién ctru thuc nghiém, c6 doi chiéu voi nhom chung.

2.3.1. Nghién cwru djc tinh cd’p ciia cém Tharodas
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Nghién ctru doc tinh cép va xac dinh LDso cua cdm Tharodas trén chudt
nhit tring theo duong udng [29], [43], [44].

Chuan bi mau lam nghién curu:

Lay 40 gbi, nghién trong cbi s, thém nudc cat thu duoc 80 ml vira di.
Pay 1a dung dich ddm dic c6 thé cho chudt nhét tring udng bang kim dau tu
chuyén dung. Dung dich dam dic nay dung dé nghién ctru doc tinh cép va xac
dinh LDso ciia com Tharodas.

Trude khi tién hanh thi nghiém, cho chudt nhin an qua dém. Chuot dugc
chia thanh cac 16 khac nhau, mdi 16 10 con. Cho chudt uéng cdm Tharodas véi
lidu tang dan trong cling mdt thé tich dé xac dinh lidu thap nhat gay chét 100%
chudt va liéu cao nhét khong gay chét chudt (gay chét 0% chudt). Theo ddi tinh
trang chung ciia chudt, qua trinh dién bién bat dau c¢6 dau hiéu nhiém doc (nhu
non, co giat, kich dong, bai tiét...) va s6 lugng chudt chét trong vong 72 gio
sau khi uéng thudc. Tat ca chudt chét duge md dé danh gia ton thuong dai thé.
Tir d6 x4y dung d6 thi dé xac dinh LDso ciia thude thir. Sau d6 tiép tuc theo ddi
tinh trang ctia chudt dén hét ngay thtr 7 sau khi uéng cdm Tharodas.

2.3.2. Nghién ciru tic dung chong dong mdu ciia com Tharodas trén mé hinh
gdy dong bang lipopolysaccharid trén chugt nhit tring.

Nghién ctru sir dung mé hinh gay déng méau bang lipopolysaccharid ctia
Wang B va cong su [30], tinh trang dong mau cua chudt duoc gy ra bang cach
tiém tinh mach dudi chudt dung dich lipopolysaccharid véi liéu 4 mg/kg, tiém
cham trong 3 phut.

Chudt nhat tring dugc chia thanh 5 16, mdi 16 8 con:

- L6 1 (chtig sinh hoc): udng nude cat + tiém tinh mach dudi chudt nudce
mudi sinh 1y.

- L6 2 (md hinh): ubng nudc cat + tiém tinh mach dudi chudt

lipopolysaccharid liéu 4 mg/kg.
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- L6 3 (chung duong): udng rivaroxaban liéu 10 mg/kg trong 7 ngay +
tiém tinh mach duoi chudt lipopolysaccharid liéu 4 mg/kg.

- L6 4: udng cdm Tharodas 4,32g/kg/ngay (liéu tiong dwong véi liéu diw
kién ding trén lam sang) trong 7 ngdy + tiém tinh mach dudi chudt
lipopolysaccharid liéu 4 mg/kg.

- L6 5: ubng cdm Tharodas 12,96g/kg/ngay (gdp 3 lan liéu dir kién ding
trén ldm sang) trong 7 ngay + tiém tinh mach dudi chudt lipopolysaccharid liéu
4 mg/kg.

Cdch tinh liéu trén chugt : Tinh binh quan mot nguoi 50kg thi lidu du kién
c6 tac dung trén 1am sang 1a 0,36g/kg can ning. Tinh lidu trén chudt nhat véi
hé s6 ngoai suy 1a 12 thi liéu tht 1a 4,32g/kg/ngay (liéu twong dwong véi liéu
dy kién diing trén lam sang), 1iéu gap 3 1a 12,96g/kg/ngay [43].

Chuot nhat tréng duoc uéng thudc thir/rivaroxaban/nuége cét 1 lén/nge‘ly,
lién tuc trong 7 ngay trudc khi tiém lipopolysaccharid dé gay tinh trang dong
mau.

Tai ngay thur 7 ciia nghién ctru:

- L6 1: mot gio sau khi udng nude cat 1an cudi, chudt nhat duoc tiém tinh
mach dudi nudc mudi sinh 1y.

- L6 2-5: mot gio sau khi udng thude thir/rivaroxaban/nude cét 1an cudi,
chudt nhét dugc tiém tinh mach dudi lipopolysaccharid voi lidu 4 mg/kg, tiém
cham dé gay dong mau.

Chudt nhat & tat ca cac 16 nghién ctru dugc 1dy mau vao thoi diém 4 gid
sau khi tiém lipopolysaccharid dé danh gia cac chi s nghién ctru gom:

- S6 luong tiéu cau;

- Thoti gian prothrombin (PT), ty 1€ prothrombin (PT%), PT-INR;

- Thoi gian thromboplastin timg phan hoat héa (aPTT), aPT Toenh-ching;

- Néng do fibrinogen;
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- Panh gia mtrc d6 huy hoai té bao gan thong qua hoat @ AST, ALT trong
mau chudt;
- Panh gi4 chic ning than thong qua dinh lugng ndng do creatinin va ure
trong mau chugt.
Céc chi s nghién ctru duoc so sanh giira cac 10.
2.4. Pia diém va thoi gian nghién ciru
- Pbia diém: B6 mén Dugc Iy — Truong Pai hoc Y Ha Ni.
- Thoi gian: Tir thang 06 dén thang 09 nam 2023.

2.5. So' dd nghién ciu

Com Tharodas

[ Nghién ctru thuc nghiém trén dong vat J

- .

Tac dung chdng déng: Nghién ctru trén mo hinh
giy déng méau bang Lipopolysaccharid (LPS)

Poc tinh cap

Két ludn vé doc tinh cd'p va tac dung chéng dong cua

com Tharodas

So do 2.1. M6 hinh nghién civu djc tinh cép va tic dung chéng dong

mdu trén mé hinh thwe nghi¢m ciia céom Tharodas
2.6. Xir 1y s6 liéu
* Poc tinh caAp: Cac sd lidu dugc xir Iy thong ké theo thuat toan thong ké T-

test Student bang phan mém Microsoft Excel.
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* Tac dung chdng dong:

Phén tich thdng ké duoc thuc hién bang cach sir dung SigmaPlot 12.0
(SYSTAT Software Inc, Richmond, CA, USA). Két qua duoc biéu thi dudi
dang gia tri trung binh dang X £+ SD. Su khdic biét giita cAc nhém dugc danh
gia bang phuwong phap phan tich phuong sai mot yéu té (ONE WAY ANOVA)
sau do s dung test hau kiém Student - Newman - Keuls dé so sanh tung cap.
Su khéc biét ¢ ¥ nghia théng ké khi p <0,05.

Khac biét so véi 16 ching sinh hoc: ® p< 0,05; ** p< 0,01; *** p< 0,001

Khac biét so voi o mo hinh: * p<0,05; ** p<0,01, *** p<0,001
* Anh huéng 1én chirc ning gan, than

Céc s6 lidu nghién ctru duoc thu thap va xir Iy bang phuong phap thong
ké y sinh hoc theo T-test-Student va test trudc sau (Avant-aprés). Biéu dién
dudi dang X + SD. Su khéc biét ¢6 ¥ nghia thong ké khi p < 0,05.

2.7. Sai s6 va cach khong ché sai s6

Céc phuong phap duoc 4p dung dé han ché ti da cac sai s6 co thé xay
ra trong qué trinh thu thap, phan tich va xur 1y s liéu: Pong vat nghién ctru
dugc lya chon tuong dbi déng déu, khoe manh khong c6 di tat hay d4u hiéu bat
thuong. Thoi gian thuc hién cac budce thi nghiém giita cac 16 chudt 1a théng
nhét cung mot thoi diém. S liéu dugc do dac can than va chinh xac bﬁng cac
dung cu, may moc tai phong thi nghiém. Luu trit ) li¢u, thong tin béng ) ghi
chép, chup anh. Xir 1y s6 liéu bang phan mém chuyén dung trén méy tinh.

2.8. Pao dirc nghién ciru

- Nghién ctru dugc thuc hién trén chudt thi nghi€ém, $6 luong dong vat st dung
trong cac mo hinh thi nghiém dugc han ché & mure toi thiéu, du dé thu duoc két
qua dam bao d tin cdy va da xu 1y thong ké.

- Nhitng chudt chét trong qua trinh lam thi nghiém (néu c6) va sé chudt sau khi

thi nghiém hoan thanh déu duogc xir Iy theo ding quy dinh.
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- Viéc lya chon dong vat thi nghiém, diéu kién nudi, chdm séc va sir dung dong
vat déu tuan thu chat ché theo “Hudng dan ndi dung co ban tham dinh két qua
nghién ctru tién 1am sang thudc tan dugc, thuoc ¢ truyén, vac xin va sinh pham

y t&” ctia Bo Y té [27].
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CHUONG 3
KET QUA NGHIEN CUU

3.1. Két qua nghién ciru ddc tinh cip ciia com Tharodas

Chuot nhat tring duoc udng cdm Tharodas tir liéu thap nhét dén lidu cao
nhat. L6 chudt da uéng dén lidu 0,25 ml/10g, 4 1an trong 24 gi dung dich dam
dic, theo doi thay cac lidu com Tharodas khong xuét hién tridu chung bat
thudng nao trong 72 gio sau khi udng.

Bing 3.1. Két qud nghién civu dpc tinh cip ciia com Tharodas

Lo n Liéu Liéu Ty 1é chét | Déu hiéu bat
chuot (ml/kg) (g/kg) (%) thwong khac
Lol | 10 50 100 0 khong
Lo62 | 10 75 150 0 khong
L63 | 10 100 200 0 khong

*Nhan xét:

Két qua bang 3.1 cho thay: Cac 16 chudt uéng cdm Tharodas liéu tir
100g/kg dén liéu t6i da 200g/kg khong co biéu hién doc tinh cép.

Tir bang 3.1 tinh duoc lidu dung nap t6i da (Ludn nho hon lidu chét 50%)
ctia com Tharodas 1 200g/kg.
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3.2. Két qua danh gia tac dung chong dong mau ciia cém Tharodas trén
md hinh giy dong bang lipopolysaccharid trén dong vat thuc nghiém
3.2.1. Anh hwong ciia com Tharodas dén sé lwong tiéu cau

Bing 3.2. Anh hwéng ciia cém Tharodas dén so lwong tiéu ciu

S6 lwong tiéu cau
(G/L) (X £ SD)
1155,50 + 235,97
800,75 + 185,90
1093,25 + 277,45

L0 nghién ciru n

L6 1: Chiing sinh hoc
L6 2: Mo hinh

L6 3: Chuot duoc uéng rivaroxaban
L6 4: Com Tharodas liéu 4,32g/kg/ngay 975,13 + 189,25
L6 5: Com Tharodas lidu 12,96g/kg/ngay 1122,25 + 140,06™
Khac biét so véi 16 chirng sinh hoc: ® p< 0,05; ** p< 0,01; *** p< 0,001
Khac biét so voi o mo hinh: * p<0,05; ** p<0,01; *** p<0,001

0| OO o0| o0 o0

*Nhén xét: Két qua & bang 3.2 cho thay:

-S6 luong tiéu cau cua chudt 16 mo hinh gidm r0 rét so vo1 16 ching sinh hoc,
su khac biét co y nghia thong ké véi p < 0,01.

- S6 luong tiéu cau cua chudt 16 udng rivaroxaban lidu 10 mg/kg ting rd rét so
v6i 16 mé hinh, sy khac biét c6 ¥ nghia théng ké véi p < 0,05. Khong co sy
khac biét vé s6 lugng tiéu cau ciia chudt 16 udng rivaroxaban liéu 10 mg/kg va
16 ching sinh hoc (p > 0,05).

- S6 lwong tiéu cau ciia chudt 16 udng cdm Tharodas lidu 4,32g/kg/ngay khong
c6 su khac biét c6 ¥ nghia théng ké so v6i 16 mé hinh (p > 0,05).

- S6 lugng tiéu cau cia chudt 16 udng cdm Tharodas lidu 12,96g/kg/ngay tang
s0 vi 160 md hinh, sy khac biét co ¥ nghia thong ké véi p < 0,01. Khong co su
khéac biét vé sb lugng tiéu cau cua chudt 16 uéng cdm Tharodas liéu 12,96

g/kg/ngay va 16 chig sinh hoc (p > 0,05)
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3.2.2. Anh hwong ciia com Tharodas dén nong dp fibrinogen

Bing 3.3. Anh hwéng ciia com Tharodas dén néng dé fibrinogen

Fibrinogen (g/L)
L0 nghién ciru n _
(X £ SD)
L6 1: Chiing sinh hoc 8 2,197 £ 0,665
L6 2: M6 hinh 8 1,984 + 0,620
L6 3: Chuot duoc uéng rivaroxaban 8 1,928 £ 0,374
L6 4: Com Tharodas liéu 4,32g/kg/ngay 8 1,901 + 0,590
L6 5: Cém Tharodas lidu 12,96g/kg/ngay 8 1,972 + 0,523

Khac biét so véi 16 chitng sinh hoc: ® p< 0,05; ** p< 0,01, *** p< 0,001

Khac biét so voi o mo hinh: * p<0,05; ** p<0,01; *** p<0,001

*Nhén xét: Két qua & bang 3.3 cho thay:

- Nong d fibrinogen cua chudt 16 mo hinh khong cé su khac biét c6 ¥ nghia
thdng ké so vai 16 ching sinh hoc (p > 0,05).

- Nong d6 fibrinogen ctia chudt & cac 16 udng rivaroxaban liéu 10 mg/kg/ngay
va c6m Tharodas ca 2 muc liéu déu khong c6 sy khac biét co y nghia thong ké

so voi1 16 mo hinh (p > 0,05).
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3.2.3. Anh hwéng ciia com Tharodas dén thoi gian prothrombin, ty 1¢

Prothombin va Prothrombin-INR

Bing 3.4. Anh hwéng ciia com Tharodas dén thoi gian prothrombin (PTs)

L6 nghién ctru n PTs (X + SD)

L6 1: Ching sinh hoc 8 10,47 + 2,83

L6 2: Mo hinh 8 10,73 + 2,37
psovoilo ] > 0,05

L6 3: Rivaroxaban liéu 10 mg/kg/ngay 8 13,67 + 1,57
psovoilol < 0,05
pSovoilo 2 < 0,05

L6 4: Com Tharodas liéu 4,32g/kg/ngay 8 12,32 + 1,72
psovoilol > 0,05
pSovoilo 2 > 0,05

L6 5: Com Tharodas liéu 12,96g/kg/ngay 8 13,43 + 1,49
psovoilo ] < 0,05
pSovoilo 2 < 0,05

*Nhan xét:

- Tho1t gian prothrombin (PT) ctia chudt 16 mo hinh khong co6 sy khac bigt
c¢6 ¥ nghia théng ké so véi 16 ching sinh hoc (p > 0,05).

- Rivaroxaban liéu 10 mg/kg lam kéo dai PT so véi 16 chtng sinh hoc va
16 mo hinh, sy khéac biét c6 ¥ nghia théng ké véi p < 0,05.

- PT ctia chudt 16 udng cdm Tharodas liéu 4,32g/kg/ngay khong c6 su khac
biét c¢6 ¥ nghia thong ké so véi 16 md hinh (p > 0,05).

- Cém Tharodas liéu 12,96g/kg/ngay lam kéo dai PT so véi 16 chimg sinh

hoc va 16 mé hinh, su khac biét ¢ ¥ nghia théng ké véi p < 0,05.
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Bing 3.5. Anh hwéng ciia com Tharodas dén 1y Ié prothrombin (PT%)

PT%
L0 nghién ciru n _
(X £ SD)
L6 1: Chiing sinh hoc 8 118,00 + 43,54
L6 2: M6 hinh 8 114,06 + 36,52
psovoilo 1 > 0,05
Lo 3: Rivaroxaban liéu 10 mg/kg/ngay 8 68,78 + 24,15
psovoilo 1 < 0,05
p Sovoilo 2 < 0,05
L6 4: Com Tharodas liéu 4,32g/kg/ngay 8 89,51 + 26,39
psovoilo 1 > 0,05
p Sovoilo 2 > 0,05
L6 5: Cém Tharodas lidu 12,96g/kg/ngay 8 72,53 £22,90
psovoilo 1 < 0,05
p Sovoilo 2 < 0,05

*Nhan xét:

- Ty 1€ prothrombin (PT%) ctia chudt 16 mo hinh khong co6 sy khéc biét co

¥ nghia thong ké so v&i 16 ching sinh hoc (p > 0,05).

- Rivaroxaban liéu 10 mg/kg 1am giam PT% so véi 16 chung sinh hoc va

16 mo hinh, sy khéac biét c6 ¥ nghia théng ké véi p < 0,05.

- PT% ctia chudt 16 udng cdm Tharodas liéu 4,32g/kg/ngay khong co su

khac biét c6 ¥ nghia thong ké so vai 16 mé hinh (p > 0,05).

- Cém Tharodas lidu 12,96g/kg/ngay lam giam PT% so véi 16 chig sinh

hoc va 16 mé hinh, su khac biét ¢ ¥ nghia théng ké véi p < 0,05.
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Bing 3.6. Anh hwéng ciia com Tharodas prothrombin-INR (PT-INR)

psovoilo 2

PT-INR
L0 nghién ciru _
(X £SD)
L6 1: Chiing sinh hoc 0,90 £ 0,24
L6 2: M6 hinh 0,92 +0,20
psovoilol > 0,05
Lo 3: Rivaroxaban liéu 10 mg/kg/ngay 1,18 0,14
psovoilol < 0,05
psovoilo 2 < 0,05
L6 4: Com Tharodas liéu 4,32g/kg/ngay 1,06 £ 0,15
psovoilol > 0,05
psovoilo 2 > 0,05
L6 5: Cém Tharodas lidu 12,96g/kg/ngay 1,16 0,13
psovoilol < 0,05
< 0,05

*Nhan xét:

- Ty 1€ prothrombin-INR (PT-INR) ctia chudt 16 mé hinh khong c6 su khac
biét c6 ¥ nghia théng ké so véi 16 chung sinh hoc (p > 0,05).

- Rivaroxaban liéu 10 mg/kg 1am tang PT-INR so v&i 16 chtng sinh hoc

va 16 mé hinh, su khac biét c6 ¥ nghia thdng ké voi p < 0,05.

- Ty 16 PT-INR ctia chudt 16 uéng cdm Tharodas liéu 4,32g/kg/ngay khong

c6 su khac biét c6 ¥ nghia théng ké so v6i 16 mé hinh (p > 0,05).

- Cém Tharodas liéu 12,96g/kg/ngay lam ting PT-INR so vé6i 16 ching

sinh hoc va 16 mé hinh, sy khéac biét ¢ ¥ nghia thong ké véi p < 0,05.
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3.2.4. Anh hwéng ciia com Tharodas dén thoi gian thromboplastin tirng phén
hoat hoa (aPTT) va aPTTbénh-chirng

Bing 3.7. Anh hwéng ciia com Tharodas dén thoi gian thromboplastin tirng
phédn hoat hoa (aPTTs)

aPTTs
L0 nghién ciru n _
(X £SD)

L6 1: Ching sinh hoc 8 51,28 + 16,47
L6 2: M6 hinh 8 77,68 + 22,82
psovoilol < 0,05
L6 3: Rivaroxaban liéu 10 mg/kg/ngay 8 55,68 + 15,94
psovoilol > 0,05
psovoilo 2 < 0,05
L6 4: Com Tharodas liéu 4,32g/kg/ngay 8 64,00 + 22,18
psovoilol > 0,05
p sovoilo 2 > 0,05
L6 5: Cém Tharodas lidu 12,96g/kg/ngay 8 73,28 £24,19
psovoilol > 0,05
p sovoilo 2 > 0,05

*Nhén xét: aPTT cta chudt 16 mo hinh ting co y nghia théng ké so véi 16
chirng sinh hoc (p < 0,05).

- Rivaroxaban liéu 10 mg/kg 1am giam aPTT so v&i 16 mé hinh, c¢6 y nghia
thdng ké, p < 0,05. Khong co su khac biét c6 ¥ nghia thong ké vé aPTT giira 16
ubng rivaroxaban lidu 10 mg/kg va 16 chtng sinh hoc (p > 0,05).

- aPTT cua chudt 16 ubng cédm Tharodas lidu 4,32g/kg/ngay va
12,96g/kg/ngay khong co su khac biét co ¥ nghia théng ké so vi 16 mo hinh
(p > 0,05).
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Bing 3.8. Anh hwéng ciia cém Tharodas dén thoi gian aPTTbénh-chirng

L6 nghién ciru n aPTThenh-ching = SD
L6 1: Chiing sinh hoc 8 1,90 +£ 0,61
L6 2: M6 hinh 8 2,88 £ 0,85
psovoilol < 0,05
Lo 3: Rivaroxaban liéu 10 mg/kg/ngay 8 2,06 0,59
psovoilol > 0,05
p sovoilo 2 < 0,05
L6 4: Com Tharodas liéu 4,32g/kg/ngay 8 2,37+0,82
psovoilol > 0,05
p sovoilo 2 > 0,05
L6 5: Cém Tharodas lidu 12,96g/kg/ngay 8 2,71+ 0,90
psovoilol > 0,05
p sovoilo 2 > 0,05

*Nhan xét:

- aPT Thenh-chimg clia chudt 16 mo hinh tang c6 ¥ nghia thong ké so voi 16
chirng sinh hoc (p < 0,05).

- Rivaroxaban liéu 10 mg/kg 1am giam aPT Tosnh-chimg SO V6i 16 mé hinh, sur
khac biét c6 ¥ nghia théng ké v6i p < 0,05. Khong c6 su khac biét co y nghia
thong ké vé aPT Thenh-chimg gilta 16 udng rivaroxaban lieu 10 mg/kg va 16 chimg
sinh hoc (p > 0,05).

- aPTThenh-chimg cia chudt 16 udng cém Tharodas lidu 4,32g/kg/ngay va
12,96g/kg/ngay khong co sy khac biét co y nghia thong ké so v6i 16 mé hinh (p
>0,05).

3.2.5. Anh hwong cua cém Tharodas dén mikc do huy hoai 16 bao gan chugt

nhit triang giy dong mdu bang lipopolysaccharid
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Bdng 3.9. Anh hwong cua cém Tharodas dén hoat dp AST trong mau chudt

Khac biét so véi 16 chimg sinh hoc: ® p <0,05; ** p <0,01; *** p <0,001
Hoat d§ AST (UI/L)
(X + SD)
147,63 + 20,49
162,75 £ 44,10
154,25 £ 33,60

L0 nghién ciru n

L6 1: Chiing sinh hoc
L6 2: Mo hinh

L6 3: Rivaroxaban liéu 10 mg/kg/ngay

L6 4: Cém Tharodas liéu 4,32 g/kg/ngay 152,50 +£ 33,11

L6 5: Com Tharodas liéu 12.96 g/kg/ngay 176,25 + 35,92
Khac biét so voi lo mo hinh: * p <0,05; ** p <0,01; *** p <0,001

oo OO0 OO OO o0

*Nhén xét: Hoat o AST trong méau chudt nhit trang ¢ 16 udng rivaroxaban
lidu 10 mg/kg/ngay va cdm Tharodas ca hai mirc liéu déu khong co sy khac biét
¢6 ¥ nghia thong ké so vai 16 ching sinh hoc va 16 mé hinh (p> 0,05).

Bdng 3.10. Anh huwong cua com Tharodas dén hoat dp ALT trong mau chugt

Hoat d§ ALT (UI/L)

L0 nghién ciru n (X + SD)
L6 1: Chiing sinh hoc 8 51,88 + 10,51
L6 2: M6 hinh 8 65,88 £ 9,20*
L6 3: Rivaroxaban liéu 10 mg/kg/ngay 8 56,00 + 14,10
L6 4: Cém Tharodas liéu 4,32 g/kg/ngay 8 70,38 + 15,09

L6 5: Com Tharodas liéu 12.96 g/kg/ngay 8 71,13 + 14,5144
Khac biét so véi 16 chirng sinh hoc: ® p< 0,05; ** p< 0,01, *** p< 0,001

Khac biét so voi lo mo hinh: * p<0,05; ** p<0,01; *** p<0,001

*Nhén xét: Hoat 40 ALT trong mau chudt 16 mé hinh ting c6 y nghia thong
ké so v6i 16 ching sinh hoc (p < 0,05).

- Hoat @6 ALT trong mau chudt 16 udng Rivaroxaban liéu 10 mg/kg khong
c6 sy khac biét c6 ¥ nghia théng ké so véi 16 ching sinh hoc va 16 mé hinh (p

> 0,05).
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- Hoat @6 ALT trong méu chudt 16 ubng cém Tharodas liéu 4,32g/kg/ngay
tang c6 y nghia théng ké so véi 16 chimg sinh hoc (p < 0,05). Khong c¢é su khac
biét c6 y nghia thong ké vé hoat 6 ALT trong mau chudt 16 udng Cém
Tharodas liéu 4,32g/kg/ngay so v6i 16 mé hinh (p > 0,05).

- Hoat d0 ALT trong mau chudt 16 uéng cdm Tharodas liéu
12,96g/kg/ngay ting c6 ¥ nghia théng ké so véi 16 chimg sinh hoc (p < 0,01).
Khong c6 su khac biét c6 ¥ nghia théng ké vé hoat 6 ALT trong méu chudt 16
udng cdm Tharodas lidu 12,96g/kg/ngdy so v6i 16 méd hinh (p > 0,05).

3.2.6. Anh huwong cua com Tharodas dén chikc nang than cua chugt nhit
tring gdy dong mdu bang lipopolysaccharid

Bing 3.11. Anh huéng ciia cém Tharodas dén nong dj creatinin trong mdu

chuét nhit tring
Creatinin (mg/dL)
Lo nghién ciru n _

(X £SD)
L6 1: Chiing sinh hoc 8 65,63 + 3,50
L6 2: M6 hinh 8 66,13 + 7,34
L6 3: Rivaroxaban liéu 10 mg/kg/ngdy 8 66,63 + 7,27
L6 4: Com Tharodas liéu 4,32g/kg/ngay 8 63,25 + 5,26
L6 5: Com Tharodas liéu 12,96 g/kg/ngay 8 64,88 +4,19

Khac biét so véi 16 ching sinh hoc: ® p< 0,05; ** p< 0,01, *** p< 0,001
Khac biét so voi lo mo hinh: * p<0,05; ** p<0,01; *** p<0,001
*Nhan xét:
Nong d6 creatinin trong mau chudt nhat trang ¢ 16 udng rivaroxaban liéu
10 mg/kg/ngay va cdm Tharodas ca hai mic lidu déu khong c6 su khac biét ¢6

¥ nghia thong ké so voi 16 ching sinh hoc va 16 mé hinh (p > 0,05).
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Bing 3.12. Anh hwong ciia com Tharodas dén nong dé ure trong mdu chujt
nhit tring

Ure (mg/dL)
Lo nghién ciru n _

(X £ SD)

L6 1: Chiing sinh hoc 8 13,01 +£ 3,51
L6 2: M6 hinh 8 11,94 +£2,98

L6 3: Rivaroxaban liéu 10 mg/kg/ngay 8 9,95 £2,67
L6 4: Com Tharodas liéu 4,32g/kg/ngay 8 11,21 + 1,94
L6 5: Cém Tharodas lidu 12,96g/kg/ngay 8 10,60 + 2,44

Khac biét so véi 16 chirng sinh hoc: ® p< 0,05; ** p< 0,01, *** p< 0,001
Khac biét so voi lo mo hinh: * p<0,05; ** p<0,01, *** p<0,001
*Nhan xét:
Két qua o bang 3.11 cho thay:
Nong d6 ure trong mau chudt nhit tring ¢ 16 udng rivaroxaban lidu 10
mg/kg/ngdy va cém Tharodas ca hai muc lidu déu khong coé su khac biét c6 ¥

nghia thong ké so véi 16 chig sinh hoc va 16 mé hinh (p > 0,05).
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CHUONG 4
BAN LUAN

4.1. Ban luén vé djc tinh cip ciia cdm Tharodas
C6m Tharodas 1a ché phém Y hoc ¢d truyén duoc bao ché va san xuét tai cong
ty C6 phan Duogc phim Thanh Phat, c6 ngudn gdc tir bai thude “B6 duong hoan
ngt thang” trong “Y Lam cai thac” ciia danh y Vuong Thanh Nham do1 nha
Thanh[6]. Com Tharodas gém 7 vi thuéc Hoang ky, Puong quy, Xich thugc,
Dia long, Xuyén khung, Pao nhan, Héng hoa, céc vi thudc dat tiéu chuan Duoc
dién Viét Nam V [15]. Dé dam bao d6 an toan cho viéc thir nghiém giai doan
tiép theo, chung toi tién hanh thir nghiém doc tinh cip ctia cém Tharodas trén
dong vat thi nghiém.
Mot loai thude méi, duoc lidu méi hay phdi hop duogc liéu rat can doc tinh cap,
nham cung cip cic thong tin vé triéu chimg ngd doc, thoi gian ngd doc, tir d6
tinh duoc mirc do gy doc ciia thude thir sau khi uéng. Pdc tinh cap 1a nhiing
biéu hién gy ra do dung thuéc mot hay nhiéu 1an trong vong 24 gio. Viéc
nghién ctru doc tinh cip cua thudce c6 ¥ nghia trong viée dinh huéng va du kién
lidu dung cho nghién ciru tac dung trén thuc nghiém va trén nguoi cling nhu
cung cap nhitng thong tin vé anh huong c6 thé xay ra khi dung qué liéu trén
ngudi. Muc dich ctia nghién ctru doc tinh cap 1a xac dinh lidu LDsp va ghi nhan
anh hudng cta thudc trén dong vat thi nghiém. Céc thong sb nay gitp danh gia
doc tinh cta thude. Tir lidu LDso va lidu ¢6 tac dung dugc 1y & 50% dong vat
thi nghiém - EDso dé tinh ra chi s6 diéu tri IT = LDso/EDso. Nghién ctru doc
tinh cAp cta com Tharodas duoc tién hanh bang dudng udng theo phwong phap
Litchfield — Wilcoxon [28], [29].

Nghién ctru doc tinh cép ctia com Tharodas trén chudt duge tién hanh tai
Bd moén Dugc 1y Truong Pai hoc Y Ha Noi theo phuong phép Litchfield —

Wilcoxon. Két qua bang 3.1 cho thdy: chudt nhat tring duoc udéng céHm
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Tharodas liéu tir 100g/kg thé trong dén lidu t6i da 200g/kg thé trong nhung
khong c6 chudt nao chét, khong xuét hién triéu ching bat thudng trong 72 gio
sau khi ung thudc 1an dau va trong sudt 7 ngay tiép theo. Liéu 200g/kg thé
trong sir dung trén chudt nhat tring gip 46,29 lan lidu dung du kién trén nguoi
(tinh ngudi 16n trudng thanh 50kg, hé sb ngoai suy trén chudt nhat 12, lidu toi
da 18gram/ngay/nguoi) khong co bat ky biéu hién doc tinh cap cua thude va
khong xac dinh dugc LDso.

Nhu vay, theo tiéu chuin cua T6 chuc Y t& Thé gidi (WHO), cém
Tharodas c6 tinh an toan, khong gdy doc tinh cép, khoang an toan diéu tri rong
v6i lidu dung trén 1am sang [35]. Két qua nay khang dinh thanh phan, phdi ngii
cac vi thudc trong cém Tharodas 14 pht hop va an toan, dong thoi ciing néu vai
trd ciia cong tac bao ché va ung dung cong nghé hién dai trong quy trinh san
xuét, ché bién dam bao tac dung cua hoat chét cling nhu cac diéu kién vé tiéu
chuan chit luong. Com Tharodas ciing nhu cac ché pham c6 ngudn gbc duoc
lidu dd duoc nghién ctiru & nudc ta trong thoi gian gan day déu dugc nghién ciru
doc tinh trude khi dua vao str dung trong diéu tri va nang cao suc khoe cho
ngudi dan. Mot s6 ché pham thuéc YHCT c6 tac dung chéng dong mau da
nghién ctru trén thuc nghiém chimg minh c¢6 tinh an toan nhu: nghién ctru cua
tac gia Truong Hiru Nhan va cong su (2012) cho thay vién nang B6 duong hoan
ngil thang khong gay doc tinh cap & lidu tbi da 25,99g/kg, khong xac dinh dugc
LDso do khong c¢6 chudt chét [36]. Nghién ctru ctia Ngd Quynh Hoa (2013) cho
thdy Thong mach so lac hoan liéu ting dan tir 76g/kg can ning dén 229g/kg
can ning khong thiy biéu hién bat thudng nao ¢ chudt, khong ¢ chudt nao chét
trong vong mot tudn sau khi udng thude, khong xac dinh dugc liéu chét LDso
cta thudc [45]. Tran Minh Hiéu va cong sy (2017) nghién ctru doc tinh cua
vién nang Hoat huyét an nio cho két qua khong co biéu hién doc tinh ctia thudc
va khong xac dinh dugc LDso [39]. Nam 2022, Pao Xuan Tinh cho két qua cac

16 chudt udng vién hoan Tran chau nguu hoang hoan liéu tir 5,0 vién/kg dén
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lidu tdi da 12,5 vién/kg khong c6 biéu hién doc tinh cap, khong c6 dau hiéu bat
thudng va khong xac dinh dugc LDso [46]. Nhu vdy, cdm Tharodas c6 tinh an
toan va khong gy doc tinh cap trén thuc nghiém.

4.2. Ban luin vé tic dung chong dong mau ciia cdm Tharodas trén mé hinh
giy dong mau bang lipopolysacchrid trén dong vat thue nghié¢m.

Trong nghién ctru nay, ching to61 st dung phuong phap tiém
lipopolysaccharid tinh mach dudi chudt dé gdy mé hinh dong mau, 1a phuong
phap c6 o tin cdy cao, thuong duge dung dé gy ra dong mau rai tac trong 1ong
mach [19]. Lipopolysaccharid 1a mot ndi doc t6 ndm trong 16p mang ngoai cta
vach vi khuan Gram am, thuong dugc xem la yéu td chinh chiu trach nhiém
trong qua trinh gay nén séc nhiém trung. Trong cac nghién ciru trén thé gidi,
lipopolysaccharid thuong dugc dung dé gay tinh trang ting dong trén dong vat
thuc nghiém. Lipopolysaccharid gy dong mau thong qua con duong dong mau
ngoai sinh va ndi sinh, tiéu thy nguyén liéu cta ca hai con dudong, din dén kéo
dai ca PT ciing nhu aPTT ddng thoi tiéu thu tiéu cau va fibrinogen cho qua trinh
ngung tap tiéu cau va tao cuc mau déng. Hon nira lipopolysaccharid con kich
hoat hé thdng tiéu soi huyét lam tiéu hay ca fibrinogen. Vi vay,
lipopolysaccharid s& gy giam sb lwong tiéu cau va néng do fibrinogen, dong
thoi kéo dai PT va aPTT trén chudt cong trang [30], [47].

Rivaroxaban dugc chon 1a thudc chimg duong, do rivaroxaban @rc ché truc
tiép va chon loc cao yéu td dong mau Xa, qua d6 1am gian doan cac con dudng
ndi sinh va ngoai sinh cua qua trinh dong mau, ttr do trc ché hinh thanh thrombin
va su phat trién cia huyét khdi. Pong thoi, rivaroxaban ciing c¢6 tac dung chéng
d6ng 6n dinh hon warfarin khi ding duong udng [37].

Khoi dong cho co ché dong mau 13 sy hinh thanh phac hop
prothrombinase theo hai co ché ngoai sinh va ngi sinh. Co ché ngoai sinh xuat
hién néu c6 chan thuong thanh mach hoac cac moé ké can. Co ché ndi sinh xuit

hién néu c6 chan thuong mau hodc mau lay ra ngoai co thé tir 1ong mach. Trong
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ca hai co ché ndi sinh va ngoai sinh c6 mot loat protein huyét twong (dic biét
1a a2-globulin) déng vai trd rat quan trong. D6 1a cac yéu td gay dong mau cia
huyét twong. Hau hét cac yéu t6 nay 1a cac enzym ¢ dang khong hoat dong. Khi
chuyén thanh hoat dong, chiing giy ra céc phan g ho4 sinh lién tiép nhau cta
qud trinh dong mau.

Tiép @6, khi phtic hop prothrombinase hinh thanh né s& chuyén
prothrombin thanh thrombin. Thrombin sau khi dugc hinh thanh s& chuyén
fibrinogen thanh fibrin don phan. Cac fibrin don phan tu trung hgp thanh fibrin
¢ dang sgi. MGt mang ludi fibrin da hinh thanh va dugc 6n dinh nho yéu td
XIII. Giai doan nay ciing c6 sy tham gia cta cac ion Ca*". Cac té bao mau dugc
gifr lai trén ludi fibrin va tao nén cuc mau dong. Chinh mang ludi nay dinh vao
vi tri ton thuong ctia thanh mach dé ngin can su chay méu.

Cudi cung, tiéu cau c6 tac dung gin cac soi fibrin lai v6i nhau va 6n dinh
vitng chac fibrin. Tiéu ciu bam trén ludi fibrin, khi co rat né 1am cho luéi fibrin
co theo, ddng thoi vé6i sy giai phong yéu td 8 cia tiéu cau lam cho cuc mau
dong co cang manh hon.

Vi vdy, co thé dung xét nghiém dinh lugng tiéu cau, néng do fibrinogen,
thot gian prothrombin (PTs), ty 1€ prothrombin (PT%) va prothrombin-INR
(PT-INR), thoi gian thromboplastin ting phan hoat hoa (aPTTs) la cac xét
nghiém kinh dién dé danh gia hiéu qua chdng déng méau caa Cém Tharodas.

C6m Tharodas 1a ché pham c6 ngudn gdc tir bai thude “Bb duwong hoan
ngt thang” trong “Y Lam cai thac” cua danh y Vuong Thanh Nham. Trong do
¢6 Puong quy thong kinh hoat lac, Xich thuoc, Xuyén khung loi huyét hoat
huyét, Héng hoa, Dao nhan hoat huyét khtr o, Dia long héa @ thong lac, dich
thuc 1a phuong dugc gitip hoa «r thong lac. Lai co “Khi 1a soai cua huyét”, khi
hanh tat huyét hanh, khi ngung tat huyét ngung nén anh huéng cia khi d6i véi

huyét rat 16n. Néu nhu khi hu ton, van hanh cua huyét c6 thé vi d6 ma chim
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ngung. Nén trong dung Sinh Hoang ky 1am Quan dugc, dai bo vé khi, khi hanh
tac huyét hanh, co thé c6 thé hdi phuc.
4.2.1. Anh hwong ciia com Tharodas dén sé lwong tiéu cau

Két qua nghién ctru qua bang 3.2 cho thiy: sd luong tiéu cau ctia chudt
16 mé hinh giam rd rét so véi 16 ching sinh hoc, sur khac biét c6 y nghia thong
ké voip <0,01. S6 lwong tiéu cau ¢ 16 udng udng rivaroxaban liéu 10 mg/kg 1a
1093,25 + 277,45 G/L, tang 16 rét so voi 16 mo hinh ¢ ¥ nghia thdng ké véi p
< 0,05, két qua khong co6 su khac biét so voi 16 chtng sinh hoc (p > 0,05). L6
udng cém Tharodas lidu 4,32g/kg/ngdy co6 sd lugng tiéu cau 14 975,13 + 189,25
G/L, khong c6 su khac biét so voi 16 mo hinh véi p > 0,05. Sb lugng tiéu cau
ctia chudt 16 udng cdm Tharodas liéu 12,96g/kg/ngay 1a 1122,25 + 140,06 G/L,
tang so v&i 16 mo hinh (800,75 £ 185,90 G/L), su khac biét co y nghia théng ké
v6i p < 0,01. So sanh sd luong tiéu cau cua chudt 16 ubng cdm Tharodas liéu
12,96g/kg/ngay va 10 chirng sinh hoc la khong c6 su khac biét véi p > 0,05.
Nhu vay, cdm Tharodas lidu 4,32g/kg/ngay khong co tic dung lam ting s
luong tiéu cau so v6i 16 mo hinh; cdm Tharodas liéu 12,96g/kg/ngay co tac
dung tang s6 luong tiéu cau trén mo hinh chudt nhét tring gy dong méau bang
lipopolysaccharid.

Két qua nghién ctru cia chiing toi trong dong véi mot sb tac gia: Pao
Xuan Tinh (2022) nghién ctru tic dung chéng dong mau cta Tran chau nguu
hoang hoan trén thyc nghiém cho két qua: S6 luong tiéu cau cta chudt ¢ 16
ubng Tran chau nguu hoang hoan lidu 0,12 vién/kg/ngay 1a 328,10 + 94,61G/L
c6 xu hudng tang so v41 10 mo hinh, tuy nhién su khac biét khong c6 y nghia
thdng ké (p > 0,05). L6 udng Tran chau nguu hoang hoan liéu 0,36 vién/kg/ngay
c6 s6 luong tiéu cau 14 407,40 + 89,83 G/L ting so voi 16 mo hinh, su khac biét
c¢6 ¥ nghia thong ké v6i p < 0,05 [46]. Nghién ciru cia Pang Cong Théi va cong
su (2022) danh gia tic dung chong déng cta vién hoan Huyét phi truc & hoan

trén thuc nghiém cho thay: s6 luong tiéu cau cta chudt & 16 ubng Huyét phu
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truc & hoan liéu 0,72 vién/kg/ngay tang co ¥ nghia thong ké so v6i 16 mo hinh
(p < 0,05) [41]. So sanh vo61 nghién ctiru cia Pham Thi Van Anh va cong su
(2018) nghién ctru tac dung trén qua trinh dong mau va ti€u Fibrin cia vién
nang TD.HKO1 trén thuc nghiém cho két qua: chudt ¢ 16 udng TD.HKO1 lidu
1,6g/kg co s luong tiéu cau 1a 181,33 £ 57,22 G/L; 16 uéng TD.HKO1 liéu 4,8
g/kg 1a 215,33 + 76,64 G/L khong khac bi€t so vo1 16 mo hinh (p > 0,05).
TD.HKO1 khong c6 tac dung chong dong trén mo hinh gy dong méu bang
lipopolysaccharid trén chudt [40]. Nhu vay, mot s6 ché phdm nhu Tran chau
ngung hoan hoan, Huyét phu truc & hoan hay Cém Tharodas trong nghién ctru
ctia chiing toi déu cho két qua co tac dung chdng dong trén thuc nghiém thong
qua tac dung ting s6 luong tiéu cau trén mo hinh chudt nhat tring gay dong
mau bang lipopolysaccharid.

C6m Tharodas c6 ngudn gdc tir bai thudce c6 phuwong Bo duong hoan ngii
thang, c6 tac dung bo khi, hoat huyét, khir @, thong lac. Trong thanh phan c6m
Tharodas vi thuéc Hoang ky, Puong quy duoc chimg minh anh hudng dén sb
luong tiéu cau va dong mau trén thuc nghiém. Nhu nghién ctru cia tac gia Liu
C va cong su (2010) cho thdy Hoang ky va Puong quy c6 tac dung 1am ting s6
luong tiéu cau & chudt trén mod hinh giam tiéu cau. Chuot duge diéu tri béng
Hoang Ky va Puong quy cho két qua s6 lugng tiéu cau cao hon nhom chung,
c6 ¥ nghia thong ké tai thoi diém ngay 14 va 21 véi p < 0,05 va < 0,01 [48].
4.2.2. Anh hwong ciia com Tharodas dén nong d fibrinogen

Bang 3.3 cho két qua: Nong do fibrinogen cua chudt & 16 mo hinh 1a
1,984 + 0,620 g/L khong c6 su khac biét co ¥ nghia thong ké so vé6i 16 ching
sinh hoc (p> 0,05). Nong do fibrinogen cta 16 ubng rivaroxaban liéu 10
mg/kg/ngay 1a 1,928 + 0,374 g/L; 16 udng cdm Tharodas liéu 4,32g/kg/ngay 1a
1,901 + 0,590 g/L; 16 cdm Tharodas liéu 12,96g/ngay 1a 1,972 + 0,523 g/L déu
khong c6 su khac biét co y nghia thong ké so v6i 16 mé hinh véi p > 0,05. Mot

s0 nghién ctru thuc nghiém trén thé gidi cling chi ra rang, mot s6 vi thudc trong
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thanh phan c¢ém Tharodas c6 tac dung chéng dong mau théng théng qua tac
dong dén nong do fibrinogen nhu Xich thugc va Dia long. Tuy nhién, trong
nghién ctru cua ching t61, tac dung nay chua thuc su rd rang.

Nghién ctru cia Pham Thi Van Anh va cong su (2018) cho théy vién
nang TD.HKOI1 ca hai liéu 1,6g/kg va 4,8 g/kg c6 néng do fibrinogen khong
khac biét so vo1 16 mo hinh véi p > 0,05 [40]. Nghién ctru cua Dao Xuan Tinh
(2022) cho thiy ndng do fibrinogen ctia chudt ¢ 16 uéng Tran chau nguu hoang
hoan liéu 0,12 vién/kg/ngay 1a 1,233 + 0,273 g/L c¢6 xu hudng ting so véi 16
mo hinh (1,196 + 0,294 g/L), tuy nhién sy khac biét khong c6 ¥ nghia thong ké
v6i p > 0,05. Nong do fibrinogen ciia chudt ¢ 16 uéng Tran chau nguu hoang
hoan liéu 0,36 vién/kg/ngay 1a 1,476 + 0,280 g/L ting so v&i 16 mo hinh, su
khac biét c6 y nghia théng ké voi p < 0,05 [46]. Nghién ciru ciia Pang Cong
Thai va cong su (2022) cho thay nong do fibrinogen ctia chudt ¢ 16 uéng Huyét
phu truc & hoan lidu 0,72 vién/kg/ngay ting c6 ¥ nghia thong ké so véi 16 mo
hinh (p < 0,05) [41].

4.2.3. Anh hwéng cia com Tharodas dén thoi gian prothrombin, ty 1¢
prothrombin va prothrombin-INR

Két qua nghién ctru qua bang 3.4, 3.5 va 3.6 chi ra rang: Thoi gian
prothrombin, ty 1¢ prothrombin va prothrombin-INR ctua chuft 16 mé hinh
khong c6 su khac biét co y nghia thong ké so vai 16 chtng sinh hoc (p > 0,05).
O 16 rivaroxaban liéu 10 mg/kg thoi gian prothrombin 1a 13,67 + 1,57 giay,
PT% 68,78 + 24,15 va INR 1a 1,18 + 0,14. rivaroxaban liéu 10 mg/kg lam kéo
dai PT, tdng PT-INR va giam PT% so v6i 16 chiing sinh hoc va 16 mo hinh, su
khac biét ¢6 ¥ nghia théng ké véi p < 0,05. O 16 udng cém Tharodas liéu
4,32g/kg/ngay thoi gian PT 1a 12,32 + 1,72 gidy, PT% la 89,51 + 26,39, INR 1a
1,06 + 0,15, khac biét khong c6 ¥ nghia théng ké so véi 16 mé hinh (p > 0,05).
L6 ubng cém Tharodas lidu 12,96g/kg/ngdy c6 thoi gian PT 1a 13,43 + 1,49
gidy, PT% 72,53 + 22,90 va INR la 1,16 = 0,13. Cém Tharodas liéu
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12,96g/kg/ngay lam kéo dai PT, gidm PT% va tang PT-INR so v6i 16 ching
sinh hoc va 16 mo hinh, su khac biét ¢6 ¥ nghia théng ké voi p < 0,05. Nhu vay,
cdm Tharodas liéu 4,32g/kg/ngay khong co tac dung chdng déng mau; cdm
Tharodas liéu 12,96g/kg/ngay c6 tac dung kéo dai thoi gian PT, giam PT% va
tang PT-INR 10 rét so v&i 16 mo hinh.

Két qua nghién ctru cho thay com Tharodas c6 tac dung chong dong mau
thé hién qua két qua kéo dai PT, giam ty 1 PT va tang PT-INR c6 ¥ nghia & liéu
12,96g/kg/ngay. Ly giai cho két qua nay co thé do tac dung chéng dong méau
ctia mot s6 vi thude trong cdm Tharodas. Cém Tharodas duoc phat trién tir bai
thudc B6 duong hoan ngii thang, c6 tac dung bo khi, hoat huyét, khtr «, thong
lac theo YHCT. Trong bai thudc cac vi thude cé tac dung hoat huyét nhu Xich
thugc lwong huyét, hoat huyét, ta can hoa, giai doc tiéu ung chi théng; Puong
quy bd huyét, hanh huyét; Xuyén khung hanh khi, hoat huyét, khu phong chi
théng; bao nhan hoat huyét, trr dam, nhuan trang, thong dai tién; Héng hoa
hoat huyét thong kinh, tan & huyét, giam dau; Dia long thanh nhiét tirc phong,
binh suy@n, thong lac, loi tiéu. Phbi hop v6i Sinh hoang ky nham dat duoc tac
dung bd khi, hoat huyét, khir @, thong lac chi dinh trong cac truong hop huyét
{r ¢6 chinh khi hu suy. Nghién ctru trén thuc nghiém d chi ra raing Puong quy,
Xuyén khung, Xich thugc, Hong hoa c6 tac dung chéng déng mau. Nghién ctru
clia tac gia Song S. va cong sy (2012) da chi ra rang Phthalid dugc chiét xuat
tir Puong quy lidu 1, 2, 4 g/kg/ngay kéo dai thoi gian thrombin, PT va aPTT
[19]. Két qua nghién ctru ctia Jun Li va cong sy (2021) da cho thdy Xuyén
khung liéu 463 pg/ml c6 tac dung chdng dong trén mo hinh gy dong mau bang
phenylhydrazin trén ca ngua van (zebrafish). Thanh phan senkyunolide I trong
Xuyén khung c6 tac dung trc ché yéu t6 VII — 1a yéu té hoat hoa yéu t6 X thanh
yéu t6 X hoat dong theo con dudng dong mau ngoai sinh; giam yéu td II [20].
Xie P. va cong su (2017) nghién ctru chiét xuat cua Xich thugce v6i boén hop

chat hoat dong 1a paconiflorin (Pae), pentagalloylglucose (Pen), albiflorin (Alj)
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va axit protocatechuic (Pro) ¢ tic dung @rc ché sy hinh thanh huyét khéi va tac
dung chéng huyét khoi; kéo dai thoi gian aPTT, PT, TT va giam dang ké luong
Fibrinogen trén in vitro [18]. Gan ddy, c6 nhiéu nghién ctru da chimg minh tac
dung ctia Hong hoa trén dong méau. Theo Yao D. va cong su (2016) cao chiét
Hoéng hoa ndng do 0,5 g/ml va 0,125 g/ml co tac dung chéng ngung tap tiéu
cau voi chat gdy ngung tap 1a ADP. Hon nita, Hong hoa ndng d6 0,7 mg/mL va
0,5 mg/L kéo dai rd rét PT, aPTT va thoi gian thrombin trén in vitro [21].

Mot s6 nghién ctru tai Viét Nam ciing cho thiy tac dung chdng dong mau
trén thyc nghiém cta ché pham c6 ngudn gbec YHCT. Nghién ctru cia tac gia
Pao Xuéan Tinh (2022) cho thay 16 sir dung Tran chau nguu hoang hoan 0,12
vién/kg/ngay co6 thoi gian PT 1a 9,96 + 1,11 gidy, PT% la 145,83 + 38,33, PT-
INR 1a 0,86 + 0,10 khong khéac bi€t so vo1 nhom chimg sinh hoc. L6 st dung
Tran chau nguu hoang hoan 0,36 vién/kg/ngay co6 thoi gian PT 1a 11,30 + 1,59
gidy, PT% la 113,75 + 36,94, PT-INR 1a 0,97 + 0,14. Tran chau nguu hoang
hoan 0,36 vién/kg/ngay lam kéo dai thoi gian PT, gidm PT% va tang PT-INR
rd rét so v6i 16 mo hinh, ¢ ¥ nghia thong ké véi p < 0,05 [46]. Theo Y hoc cb
truyén, mét sd vi thude trong bai thudc nhu Héng hoa, Nguu tat, Pan sam,
Pong trung ha thao c6 tac dung truc & huyét, sinh huyét mai [25], [26]. Nghién
ctru thuc nghiém ciing chi ra rang Hong hoa [21], [22], Pong tring ha thao [49],
Nguu tit [50] c6 tac dung chdng dong mau trén mo hinh thue nghiém.

Ping Cong Thai va cong su (2022) cho thiy 16 uéng Huyét pha truc @
hoan 0,72 vién/kg/ngay c6 thoi gian PT 1a 20,77 + 3,12 gidy, PT% la 40,77 +
7,08, PT-INR 14 1,79 + 0,27. Huyét phu truc @ hoan lidu 0,72 vién/kg/ngay keo
dai PT, tang PT-INR va giam PT% so v61 160 mo hinh, su khac biét co y nghia
thdng ké (p < 0,05) [41]. Thanh phan ctia Huyét phu truc & hoan c6 Puong quy
[19], Xuyén khung, [20] Hong hoa [21], [22], Nguu tit [50] dugc ching minh

c6 tac dung chéng dong mau trén thuc nghiém.
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Két qua nghién cru cua ching t61 khac biét voi tac gia Pham Thi Van
Anh va cong su (2018): vién nang TD.HKO1 khong c6 tac dung chdng dong
mau trén nghién ciru thue nghiém. L6 udng lidu TD.HKO1 1,6g/kg ¢ thoi gian
PTs 14 9,05 + 1,47, 16 TD.HKO1 lidu 4,8 g/kg 1a 12,57 + 2,24 khong khac biét
so voi1 16 mo hinh véi p > 0,05 [40].
4.2.4. Anh hwéng ciia com Tharodas dén thoi gian thromboplastin tirng phin
hoat hoa (aPTT) va aPTTpsnn-chimg

Bang 3.7 va 3.8 cho thdy aPTTs va aPT Thenh-chimg clia chudt 16 mo hinh
tang cao hon so véi 16 chung sinh hoc, c¢6 y nghia thong ké voi p < 0,05. Lo
Rivaroxaban liéu 10 mg/kg c6 két qua aPTT 1a 55,68 + 15,94 gidy va aPTThenn
chimg 12 2,06 = 0,59, théip hon so v61 16 mo hinh, sy khac biét co6 ¥ nghia théng
ké v6i p < 0,05. Khong co su khac biét c6 y nghia thong ké vé aPTT va aPT Toenn
chimg gitra 16 udng rivaroxaban lidu 10 mg/kg va 16 chimg sinh hoc (p > 0,05).
aPTT va aPT Thenh-chime cia chudt 16 udng cdm Tharodas lidu 4,32g/kg/ngay lan
luot 1a 64,00 £ 22,18 gidy va 2,37 + 0,82. L6 udng cdm Tharodas liéu
12,96g/kg/ngay co6 aPTT la 73,28 + 24,19 gidy, aPT Toenh-chamg 1a 2,71 £ 0,90.
Két qua aPTT va aPTThenh-chimg & ca hai 16 udng cdm Tharodas c6 xu hudng
thap hon 16 mé hinh, nhung sy khac biét khong ¢ ¥ nghia thdng ké (p > 0,05).

Nghién ctru ctia Pham Thi Van Anh va cong sy (2018) cho két qua 16
ubng vién nang TD.HKO1 lidu 1,6g/kg co thoi gian aPTTs 14 22,03 + 4,72 gidy;
16 uéng TD.HKO1 liéu 4,8 g/kg 1a 33,68 + 11,15 gidy, khong khéac biét so véi
16 mé hinh (26,33 + 5,63 gidy) voi p > 0,05. Két qua vién nang TD.HKO01 khong
c6 tac dung chéng déng mau trén nghién ciru thyc nghiém [40]. Nghién ctru
clia tac gia Pao Xuan Tinh (2022) cho thay 16 uéng Tran chau nguu hoang hoan
lidu 0,12 vién/kg/ngdy c6 thoi gian aPTTs kéo dai va aPT Thenh-chimg ting so voi
16 mé hinh, tuy nhién sy khac biét khong c6 ¥ nghia thong ké (p > 0,05). Lo
udng Tran chau nguu hoang hoan liéu 0,36 vién/kg/ngay c6 aPTTs 1a 30,36 +

4,78, aPT Toenh-chimg 12 1,13 £ 0,18 tdng cao hon so v4i 16 mo hinh, ¢6 ¥ nghia
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thdng ké véi p < 0,05 [46]. Nghién ctru ciia Pang Cong Thai va cong su (2022)
cho két qua Huyét phu truc & hoan lidu 0,72 vién/kg/ngay kéo dai aPTT va tiang
aPT Thenh-chime O ¥ nghia thong ké so vai 16 mé hinh (p < 0,05). Cu thé, 16 ching
sinh hoc c6 thoi gian aPTTs 1a 25,63 + 3,61, aPT Toenn-chimg 12 0,95 £ 0,14; 16
uéng Huyét phu truc & hoan lidu 0,72 vién/kg/ngay c6 aPTTs 1a 34,88 + 5,02
va aPTToenh-chimg 12 1,29 £ 0,19 [41].

Céc nghién ctru trén thé giéi di chtimg minh mét sé vi thude trong com
Tharodas c6 tic dung kéo dai thoi gian thromboplastin ting phan hoat hoa.
Chiét xuit ctia Xich thuoc va bdn hop chat hoat dong 1a paconiflorin (Pae),
pentagalloylglucose (Pen), albiflorin (Ali) va axit protocatechuic (Pro) c6 tac
dung kéo dai thoi gian aPTT trén in vitro [18]. Puong quy lidu 1, 2, 4 g/kg/ngay
anh huong dén hé thong dong mau, kéo dai thoi gian thrombin, PT va aPTT
[19]. Mt nghién ctru dugce thuc hién vao nam 2018 cua Kai-Hong Wang ciing
d3 chi ra raing Hong hoa dung dudng tiém kéo dai aPTT. Tac gia cho rang Hong
hoa c6 thé tac dung 1én con dudng dong mau ndi sinh [22]. Ly giai theo tac
dung YHCT, c¢dm Tharodas c6 ngudn gbc tir bai B6 duong hoan ngii thang,
thanh phan bao gdm cac vi thudc bo khi va thude hoat huyét khir or. Hoang ky
dung séng luong nhiéu c6 tac dung dai bd nguyén khi 1a chu dugc. Puong quy,
Xuyén khung, Xich thuoc c6 tac dung hoat huyét hoa vinh. Pao nhan, Hong
hoa, DPia long c6 tic dung héa @ thong lac, khi huyét duoc luu théng, phan co
thé bi bénh dugc hodi phuc [6]. Phdi hop cac vi thude trong cdm Tharodas c6
tac dung bd khi, hoat huyét, khu &, thong lac diéu tri chimg huyét 1.

4.2.5. Anh hwong cua cém Tharodas dén mikc do huy hoai 16 bao gan chugt
nhit triang giy dong mdu bang lipopolysaccharid

Trong co thé gan 13 co quan dam nhén nhiéu chic ning rit quan trong.
Khi dua thude vao co thé co thé gay doc v6i gan, 1am anh huong dén chic ning
gan. Vi vay, khi danh gia doc tinh cua thudc thi nghién ctru anh hudng cua

thudc ddi véi chirc nang gan 1 rit can thiét [38], [39]. Pé danh gia murc d6 ton
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thuong té bao gan, ngudi ta thudng dinh luong hoat d6 cac enzym cé ngudn
gbc tai gan co trong huyét thanh. Su ting ndng d6 cic enzym nay thuong gan
lién voi doc tinh cta thude do sy hity hoai té bao gan.

ALT 1a enzym c6 nhiéu nhat ¢ gan, khi tén thuong huy hoai té bao gan,
tham chi chi can thay d6i tinh thdm cta mang té bao gan, ndng do ALT di ting
cao. Mirc do ton thuong té bao gan ty 1¢ thuan véi ndng d6 ALT c6 trong mau
do su pha huy té bao bai doc tinh cia thude. Enzym ALT tap trung cha yéu &
té bao gan, khu tri trong bao tuwong cia té bio nhu mo gan. Nong d6 ALT trong
mau cang cao ty 18 voi té bao gan bi hity hoai cang nhiéu. Khac véi ALT, nong
do AST tang trong mau khong ddc hiéu trong danh gia bénh 1y cua gan hay gan
bi nhiém ddc, bai enzym AST c6 nhiéu & trong té bao tim, co van, nio, phéi,
té bao hong cau, bach cau hon 13 & trong té bao gan. Pa sé AST khu trt trong
ty lap thé, chi 1/3 AST khu trii & bao twong cta té bao. Khi ton thuong té bao
gan ¢ mirc d6 dudi té bao, AST trong ty thé duoc giai phong ra ngoai. Vi vay,
trong viém gan ndi chung ndong d6 ALT ludn ting cao hon AST [38], [39].

Két qua nghién ctru qua bang 3.8 cho thiy hoat 4o AST trong mau chudt
nhit tring & 16 udng rivaroxaban liéu 10 mg/kg/ngay 1a 154,25 + 33,60 UI/L.
Com Tharodas lidu 4,32g/kg/ngdy c6 hoat 0 AST 1a 152,50 + 33,11 va cém
Tharodas liéu 12,96g/kg/ngay 1a 176,25 + 35,92 UI/L déu khong co6 su khac
biét c¢6 ¥ nghia théng ké so véi 16 ching sinh hoc va 16 mé hinh (p > 0,05).

Bang 3.9 cho két qua hoat 6 ALT trong mau chudt trong 16 mé hinh 13
65,88 + 9,20 UI/L tang c6 y nghia thong ké so voi 16 ching sinh hoc (p < 0,05).
Hoat 46 ALT trong méau & 16 udng rivaroxaban liéu 10 mg/kg 1a 56,00 + 14,10
khong c6 su khéc biét co y nghia thdng ké so véi 16 ching sinh hoc va 16 mo
hinh (p > 0,05). Hoat do ALT trong méau chudt 16 udng cém Tharodas liéu
4,32g/kg/ngay 1a 70,38 + 15,09 UI/L ting c6 y nghia thong ké so véi 16 chimg
sinh hoc, co ¥ nghia thong ké véi p < 0,05; két qua khong cé sy khac biét co y

nghia thdng ké so v6i 16 mé hinh véi p > 0,05. Hoat @6 ALT trong mau chudt



64

16 udng cdm Tharodas liéu 12,96g/kg/ngay 1a 71,13 + 14,51 UI/L, ting c6 ¥
nghia thong ké so véi 16 chig sinh hoc (p < 0,01), khong c6 su khac biét so
v6i 16 mé hinh véi p > 0,05. Nhu vay, két qua nghién ctru cho thay, hoat do
ALT 6 16 udng cdm Tharodas lidu 4,32 g/kg/ngay va lidu 12,96g/kg/ngay ¢
xu hudng tang, tuy nhién su khac biét khong co y nghia thong ké so voi 16 md
hinh.

Trong nghién ctu nay, chung to1 st dung phuong phap tiém
lipopolysaccharid tinh mach dudi chudét dé gdy mo hinh dong mau.
lipopolysaccharide 1a mot noi doc t6 ndm trong 16p mang ngoai cua vach vi
khuan Gram am, thuong duoc xem la yéu td chinh chiu trach nhiém trong qua
trinh gdy nén sé¢ nhiém khuan. Nhiing nghién ciru trudc ddy da chimg minh
rang, su phat trién cia suy da tang trong dong mau rai rac trong 10ng mach
(DIC) phu thudc vao su 6n dinh cua dong mau cling nhu con duong tiéu sgi
huyét. Bén canh sy 6n dinh cuc mau dong fibrin, céac chat trung gian gay viém
c6 vai tro quan trong trong viéc kich hoat hé théng dong mau trong nhiém khuan
huyét dan dén DIC [30]. TNFa, IFNy, IL-1p 14 nhiing chat trung gian gay viém
chinh, gay tdn thuong té bao ndi mo, tang tinh thdm thanh mach, gidn mach,
roi loan qué trinh déng mau, xu hudng ting dong, ning 1a dong mau rai rac
trong long mach, vi huyét khdi, suy da tang. Gan dong vai trd quan trong chéng
dd cuia vat chu, rdi loan chire nang gan gop phan khéi dong qua trinh tién trién
ctia nhi®m khuan. T6 chire ludi ndi mod dong vai tro lam sach vi khuan va céc
san phém ctia vi khuan di tir hé tiéu hoa vao tinh mach cira. Ri lan chuc nang
gan lam giam viéc loai bo nhitng ndi1 doc td cua vi khuén, ngan ngua phan ing
cytokin thich hop tai chd va cho phép nhitng san pham viém vao tryc tiép hé
tudn hoan. Nghién ctru tac gia Pao Xuan Tinh (2022) cho thdy hoat d6 AST va
ALT trong mau chudt & 16 udng Tran trau nguu hoang hoan khong khac biét co
y nghia thong ké so voi 16 ching va so sanh gitra hai thoi diém trudce va sau khi

ubng thube tht voi p > 0,05 [46].
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4.2.6. Anh huong cua com Tharodas dén chirc nang than cua chugt nhit
tring gdy dong mdu bang lipopolysaccharid

Than 14 co quan bai tiét ciia co thé, c6 chic ning bai tiét doc chit qua
nuée tiéu va tai hip thu cac chit can thiét trd lai mau. Nhu mo than rét dé bi tén
thuong béi cac chit ndi sinh va ngoai sinh [38], [39]. Binh thuong lugng huyét
twrong qua than rat 16n, khoang 120 - 130ml/phut, chinh vi 1& d6 cac chit chuyén
hoa ndi sinh tir trong co thé hay ngoai sinh tir ngoai dua vao rat dé giy ton thuong
nhu mo than, cu thé 13 cau than, 6ng than biéu hién bang thay ddi ndong do cac
chat trong mau, trong nudc tiéu. Vi vay, khi dua thudc vao co thé thude c6 thé
giy doc, 1am ton thuong than, tir d6 anh hudng dén chirc nang than.

C6 nhiéu xét nghiém danh gia chirc ning than trong d6 dinh lugng ndng
d6 ure va creatinin 13 xét nghiém thuong dugc sir dung. Ure 1a san phan thoai
gidng quan trong cia protein, dugc tong hop ¢ gan theo chu trinh Krebs —
Henseleit va duoc dao thai cha yéu qua than. Nong do ure c6 thé ting do ting
cung cap, ché do an gidu dam, ting chuyén hoa dam trong co thé hodc do giam
dao thai: trudc than (tiéu it, mat nudc, dai tién phan long, non nhiéu), tai than
(bénh cau than, 6ng than cép va man tinh), sau than (téc nghén duong dan nuéde
tiéu). Ure giam do ché d6 an nghéo dam hoic suy gan 1am giam tong hop ure.
Creatinin ndi sinh trong huyét thanh 13 san pham giang hoa ctia protein qua qua
trinh hoat dong khdi co cua co thé. Creatinin khong dugce st dung, vao méau roi
duogc than dao thai ra ngoai theo dudng nude tiéu. Creatinin duoc loc qua than,
khong bi tai hap thu va dugc bai tiét thém rat it & ng than. Creatinin ting trong
ton thuong co, cac bénh vé than nhu viém than cép va man tinh, nhiém doc va
suy than. Creatinin giam do giam tong hop creatin, nguyén lié tao nén creatin —
phosphat.

Panh gia chirc nang than sau khi dung thudc thudng ding xét nghiém dinh
luong creatinin mau. Creatinin 14 thanh phan dam trong mau 6n dinh nhat, hau

nhu khong phu thudc vao ché do an hodc nhitng thay ddi sinh Iy ma chi phu
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thudc vao kha ning dao thai ctia than [41]. Khi cau than bj ton thuong, nong do
creatinin mau tadng sém hon ure. Creatinin mau la chi ti€u tin cy va quan trong
hon ure mau, nén hién nay dung dé danh gia va theo doi chirc nang than.

Bang 3.11 va 3.12 cho thay néng do ure va creatinin trong mau chudt
nhit tring & 16 udng rivaroxaban liéu 10 mg/kg/ngady va cém Tharodas cé hai
murc lidu déu khong co su khac biét c6 y nghia thong ké so véi 16 chimg sinh
hoc va 16 mé hinh (p> 0,05). Nhu vay, chtic ning loc cta cau than cua chudt
khong bi anh hudng khi uéng cdm Tharodas ca hai muc lidu 4,32 g/kg/ngay va
12,96g/kg/ngay.

Nghién ctru ctia tac gia Pao Xuan Tinh (2022) cho thay ndng do creatinin
trong mau chudt & 16 udng Tran trdu nguu hoang hoan khéng khac biét ¢6 ¥
nghia thdng ké so v6i 16 chimg va so sanh gitra hai thoi diém trude va sau khi
ubng thube thi véi p > 0,05 [46]. Nhu vdy, gibng nhu mot s6 ché pham co
ngudn gbc YHCT c6 tac dung chong dong mau khéac, cdm Tharodas khong lam

thay ddi chtrc nang loc ciia cau than trén mo hinh giy dong mau thyc nghiém.

KET LUAN

1. Com Tharodas khong giy ddc tinh cip trén thue nghi¢m

- Chua xé4c dinh dugc LDso trén chudt nhat tréng ctia com Tharodas theo
duong ubng.

- Com Tharodas khong gy doc tinh cip ¢ lidu 200g/kg trén chudt nhat
trang (gap 46,29 1an lidu dung du kién trén nguoi) theo dudng udng.

2. Com Tharodas c6 tic dung chdng dong mau trén mé hinh giy
dong mau bang lipopolysaccharid trén dong vat thue nghiém

- 86 lirong tiéu cdu: cdm Tharodas lidu 12,96g/kg/ngdy tang s6 luong tiéu
cau so v6i 160 mo hinh (p < 0,01). Cém Tharodas lidu 4,32g/kg/ngay c6 s luong

tiéu cau khong khéc biét so v6i 16 mo hinh (p > 0,05).
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- Nong dé fibrinogen.: cdm Tharodas lidu 4,32g/kg/ngay va 12,96g/kg/ngiy
c¢6 ndng do fibrinogen khong khéc biét so v6i 16 md hinh (p > 0,05).

- Thoi gian prothrombin: cdm Tharodas liéu 12,96g/kg/ngay 1am kéo dai
PT, tang PT-INR va giam ty 1€ prothrombin so v&i 16 chirng sinh hoc va 16 mo
hinh (p < 0,05). Cém Tharodas lidu 4,32g/kg/ngay c6 thdi gian prothrombin
khong khéc biét so vdi 16 md hinh (p > 0,05).

- Thoi gian Thromboplastin: ¢dm Tharodas lidu 4,32g/kg/ngdy va
12,96g/kg/ngay c6 aPTT va aPTTeenh-ching khong khac biét 16 mo hinh (p >
0,05).

- Anh hwong dén chirc ndng thén: cdm Tharodas lidu 4,32 g/kg/ngdy va
12,96g/kg/ngay c6 ndng do ure, creatinin mau khong khac biét so voi 16 chimg
sinh hoc va 16 mo hinh (p > 0,05).

- Anh huéng chire nang gan: cdm Tharodas lidu 4,32 va 12,96g/kg/ngay
c6 hoat do AST khong khéc biét so vdi 16 ching sinh hoc va 16 m6 hinh (p >

0,05), hoat do ALT khong khac biét so v&i 16 mo hinh (p > 0,05).
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KIEN NGHI

San pham cdm Tharodas c6 tac dung chéng d6ng mau mé hinh gay dong
mau bang lipopolysaccharid trén dong vat thuc nghiém, nén ching toi xin dé
xuat nhitng kién nghi sau:

1. Thuc hién cac nghién ctru tac dung chéng déng mau, nghién ctru 1am

sang hd trg phong va diéu tri chimg trang phong kinh lac (ban than
bat toai) thé khi hu huyét .
2. Tiép tuc nghién ctru thyc nghiém vé co ché chdng dong mau cia san

pham.



10.

11.

12.

TAI LIEU THAM KHAO

Truong Pai hoc Y Ha N§i - B mon Huyét hoc truyén mau (2017). Huyét
hoc bai giang sau dai hoc, Nha xuit ban Y hoc, Ha N1, 77-86.

Pham Minh Durc (2021). Sinh Iy hoc, Nha xuét ban Y hoc, Ha Noi, 123-134.
Tran Vin Ngoc va Nguyén Thi Lé (2018). Sinh 1y hoc y khoa, Nha xuit
ban Y hoc, H6 Chi Minh, 31-41.

Campello E., Spiezia L., Adamo A. va cong su. (2019). Thrombophilia,
risk factors and prevention. Expert Rev Hematol, 12(3), 147-158.

Pao Vin Phan (2020). Duoc Iy hoc ldm sang, Nha xuat ban Y hoc, Ha
Noi, 499-520.

BoY Té (2020). Thiec hanh chan dodan va diéu tri bénh dong mach vanh,
Ha Noi, 3.

Cuc Quan 1y kham chita bénh - Bo Y té. (2021). Tir vong do dot quy &
ngudi tré tudi ngdy cang gia ting.
http://dotquy.kcb.vn/hieu-dung-ve-dot-quy/tu-vong-do-dot-quy-o-nguoi-
tre-tuoi-ngay-cang-gia-tang.

Nguyén Vin Thong (2008). Bét quy ndo: cdp civu diéu tri dir phong, Nha
xuat ban Y hoc, Ha Noi, 7-10.

Luong Vian Nghia (2004). Y ldm cdi thdc, Nha xuét ban tong hop, Thanh
phd Hd Chi Minh, 96-97.

bd Trung Phén (2014). Bai giang huyét hoc truyén mau sau dai hoc, Nha
xuat ban Y hoc, Ha Noi, 235-270.

Levi M., Toh C., Thachil J. va cong su. (2009). Guidelines for the
diagnosis and management of disseminated intravascular coagulation. Br
J Haematol, 145(1), 24-33.

BO Y Té (2022), Hudng dan chin dodn va diéu tri mdt sé bénh 1y huyét
hoc, Quyét dinh sé 1832/QD-BYT, 80-88.



13.

14.

15.

16.
17.

18.

19.

20.

21.

22.

Khoa Y hoc ¢6 truyén, Trudong Dai hoc Y Ha Noi (2016). Bénh hoc ndi
khoa y hoc co truyén (Sach dao tao sau dai hoc), Nha xuit ban Y hoc, Ha
Noi, 21-22.

Nguyén Nhuoc Kim (2015). Ly ludn y hoc ¢é truyén, Nha xuét ban Gido
duc Viét Nam, 96-97.

Vién Nghién ctru Trung Y (Nguyén Thién Quyén bién dich) (2010). Chdn
dodn phdn biét chitng hdu Péng y, Nha xuat ban Vin hoa Dén toc, 67-81.
B0 Y Té (2009). Phurong té hoc, Nha xuat ban Y hoc, Ha Noi, 140-141.
Hoang Duy Tan, Hoang Anh Tuan (2009). Phiong té hoc, Nha xuat ban
Thuén Héa — Thira Thién Hué, 382-383.

Xie P., Cui L., Shan Y. va cong su. (2017). Antithrombotic effect and
mechanism of radix paconiae rubra. BioMed Res Int, 2017.

Song S.-H., Xu X., Yu B. va cong su. (2012). Effects of Angelica sinensis
total phthalide on promoting blood circulation and removing blood stasis.
Chin Tradit Herb Drugs, 43, 952-956.

Li J,, Liu H.,, Yang Z. va cong su. (2021). Synergistic effects of
cryptotanshinone and senkyunolide I in guanxinning tablet against
endogenous thrombus formation in zebrafish. Front Pharmacol, 11,
622787.

Yao D., Wang Z., Miao L. va cong su. (2016). Effects of extracts and
isolated compounds from safflower on some index of promoting blood
circulation and regulating menstruation. J Ethnopharmacol, 191, 264—
272.

Wang K.-H., Li S.-F., Zhao Y. va cOng su. (2018). In vitro anticoagulant
activity and active components of safflower injection. Molecules, 23(1),

170.



23.

24.

25.

26.

27.

28.

29.

30.

31.

32.

Hahn B.S., Jo Y.Y., Yang K.Y. va cong su. (1997). Evaluation of the in
vivo antithrombotic, anticoagulant and fibrinolytic activities of Lumbricus
rubellus earthworm powder. Arch Pharm Res, 20, 17-23.

Liu Q. (2019). Research progress on proteins and peptides from
earthworm. Chin Tradit Herb Drugs, 252-261.

B Y té (2017). Duoc dién Viét Nam V, Nha xuat ban Y hoc, 1157-1160,
1166-1169, 1173-1175, 1188-1190, 1377,1378-1380.

Nguyén Nhuoc Kim, Hoang Minh Chung (2009). Duoc hoc c6 truyén,
Nha xuat ban Y hoc, Ha Noi, 101-102, 105-106, 200, 232-233, 237-238.
Cuc Khoa hoc Cong nghé va Pao tao (2015). Huéng dan thir nghiém tién
1am sang va 1am sang thudc dong y, thude tir duoc liéu (ban hanh kém
theo Quyét dinh s 141/QD-K2DT ngay 27/10/2015).

D6 Trung Pam (2017). Phuong phap dwoc Iy nghién ciru tac dung giam
dau. Thuéc giam dau chong viém va cdc phwong phdp nghién ciru tdc
dung duwgc 1. Nha xuit ban Y hoc, Ha Noi, 357 - 425.

World Health Organization (2000). Working group on the safety and
efficacy of herbal medicine. Rep Reg Off West Pac World Health Organ.
Wang B., Wu S.-M., Wang T. va cong su. (2012). Pre-treatment with bone
marrow-derived mesenchymal stem cells inhibits systemic intravascular
coagulation and attenuates organ dysfunction in lipopolysaccharide-
induced disseminated intravascular coagulation rat model. Chin Med J
(Engl), 125(10), 1753—-1759.

Wu L., Lin X., va Sun H. (2012). Tanshinone IIA protects rabbits against
LPS-induced disseminated intravascular coagulation (DIC). Acta
Pharmacol Sin, 33(10), 1254—-1259.

Yu P., Zhou Q., Zhu W. va cong su. (2013). Effects of quercetin on LPS-
induced disseminated intravascular coagulation (DIC) in rabbits. Thromb

Res, 131(6), €270-¢273.



33.

34.

35.

36.

37.

38.

39.

40.

41.

Margaretten W., Zunker H.O., va Mckay D.G. (1964). Production of the
generalized Shwartzman reaction in pregnant rats by intravenous infusion
of thrombin. Obstet Gynecol Surv, 19(6), 952-954.

Hagimori M., Kamiya S., Yamaguchi Y. va cdng su. (2009). Improving
frequency of thrombosis by altering blood flow in the carrageenan-
induced rat tail thrombosis model. Pharmacol Res, 60(4), 320-323.

Li W., Nieman M., va Gupta A.S. (2016). Ferric chloride-induced murine
thrombosis models. JoVE J Vis Exp, (115), €54479.

Yang S.-H., Yu C.-L., Chen H.-Y. va cong su. (2013). A commonly used
Chinese herbal formula, Shu-Jing-Hwo-Shiee-Tang, potentiates
anticoagulant activity of warfarin in a rabbit model. Molecules, 18(10),
11712-11723.

Dang X., Miao J., Chen A. va cong su. (2015). The antithrombotic effect
of RSNK in blood-stasis model rats. J Ethnopharmacol, 173, 266-272.
Yan Z., Xiao C., Xiao-Bin P. va cOng su. (2015). Antithrombotic effects
of the effective components group of Xiaoshuantongluo formula in vivo
and in vitro. Chin J Nat Med, 13(2), 99—-107.

Tran Minh Hiéu (2017), Nghién crru doc tinh va tac dung phuc hoi chire
nang van dong nhoi mau néo trén léu sau giai doan cdp bdng vién nang
Hoat huyét an ndo, Luan 4n Tién si Y hoc, Truong Pai Hoc Y Ha Ni.
Pham Thi Van Anbh, Nguyén Thi Thanh Loan, va Mai Phuong Thanh.
(2018). Tac dung trén qua trinh dong mau va tiéu fibrin cta vién nang TD-
HKO1 trén thuc nghiém. Tap chi Nghién cuu Y hoc, 115(6), 80—-89.

Dang Cong Thai, Trinh Hoai Nam, va va cong su (2023). Tac dung chéng
dong cua vién hoan Huyét phu truc r hoan trén thuc nghiém. Tap chi

Nghién cuu Y hoc, 160(12V2), 275-281.



42.

43.

44

45.

46.

47.

48.

49.

50.

Tran Thai Ha, Pao Xuan Tinh va cong su (2022). Tac dung chéng dong
cua vién hoan Tran chau nguu hoang hoan trén thuc nghiém. Tap chi
Nghién cuu Y hoc, 151(3), 247-254.

P4 Trung Pam (2014). Phuwong phdp xdc dinh djc tinh cia thuée, Nha
xuét ban Y hoc.

Gerhard Vogel H. (2016), Drug discovery and evaluation
Pharmacological assays, Springer.

Ngb Quynh Hoa (2013). Nghién ciru tinh an toan va tdc dung cia thuoc
“Thong mach so lac hoan” trong diéu tri nhoi mau néo sau giai doan
ccfp ” Luén an Tién si Y hoc, Truong Pai Hoc Y Ha Ni.

Pao Xuan Tinh (2022). Ddnh gid doc tinh cdp, ban truong dién va tic
dung chéng déng mau ciia Tran Chdu Ngwu Hoang Hoan trén dong vit
thuc nghiém, Luan van Thac si Y hoc, Hoc vién Y dugc hoc Co truyén
Viét Nam, Ha Noi.

Semeraro N., Ammollo C.T., Semeraro F. va cong su. (2010). Sepsis-
associated disseminated intravascular coagulation and thromboembolic
disease. Mediterr J Hematol Infect Dis, 2(3).

LiuC,, LiJ.,MengF.Y. va cong su. (2010). Polysaccharides from the root
of Angelica sinensis promotes hematopoiesis and thrombopoiesis through
the PI3K/AKT pathway. BMC Complement Altern Med, 10(1), 1-12.
Choit E., Oh J., va Sung G.-H. (2020). Antithrombotic and antiplatelet
effects of Cordyceps militaris. Mycobiology, 48(3), 228—-232.

Luo J., Yan D., Zhang D. va cOng su. (2011). Substitutes for endangered
medicinal animal horns and shells exposed by antithrombotic and

anticoagulation effects. J Ethnopharmacol, 136(1), 210-216.



PHU LUC 1
HUONG DAN SU DUNG THUOC



PHU LUC 2

PHIEU KIEM NGHIEM
CONG HOA XA HOI CHU NGHIA VIET NAM
e Ny — Tyt —Tipal gl BM-QC-01-03.6
. IR R Ngay BH: 9/9/19
TP PHARM
CONG TY CPDP THANH PHAT PHIEU KIEM NGHIEM
KON Phii nghia-Chuwong Mj-
Ha nii ¢
56 PKN: TP - 153/22
Mau kiém nghiém: Thubec cbm THARODAS
L6 SX: 010822 Ngay SX: 020822 Han ding: 020825
S dang ky: TCT-00063-22
Noi san xudt : Cang ty C phitn durge phiim Thanh Phit
Ngiy ldy méu - 25/08/2022
Yéu ciu kiém nghiém: Kiém tra chiit lugmg
Tiéu chudn thir: TCCS 56 04B-02-19 :
Tinh trang miu: Thude cdm Tharodas (3g/gdi) duge dong 30 goi/tai nhdm, dyng trong hip
gifly, nhin ghi rd rang.
~ Chi tiéu Yéu cu Két qua
Ché phim 12 dang com, khé toi, mdu vang ndu, vi ngot, ¢ :
1. Tinh chit mi thom cita dwge ligu. ENog
e e b
3. D0 dm Khdng qué 5.0% Dat (2.4%)
Réy qua ray sb 2000 (c& mat rdy 2,000mm)
i g To;nqbo cbm phai qua rly sb 2000. o
Ché phim phai thé hi¢n phép thir dinh tinh cia Hoang ky, | 2
5. Dinh tinh Buong quy. Xich thuge, Xuyén khung, Dia long, Dio Ping
nhin, Hong hoa,
6. Chit chiét Ham lugng chat chiét duge trong ethanol 90% khdng dugre
duge trong cbm | it hon 450,0mg trong | g6i ché phim Dat (82,6 me)
' Dat theo yéu chu cua DDVN V = Thir trén chudt nhét triing
sl bt | (5 tiéu 0,36 gam bt ché phim/chude khong c6 ddc tinh Dat
¢ bét thuémg. Phy luc 13.5 — Thir dc tinh bét thuimg.
- Tong sd vi sinh vit hiéu khi: Khong qua 10* CFU/g;
; - Tong b ndm: Khong quéa 10° CFU/g;
8. D6 shllm -] ()Txégg le? w khuin Gram &m dung nap mét: Khdng qua Pat
khﬁn &

- Khéng duge o6 Salmonella trong 10g:
- Khong dugc c6 Escherichia coli, Staphylococcus aureus
trong 1g.
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PHU LUC 7
THANH PHAN CAC VI THUOC TRONG COM THARODAS

Hoang ky [25], [26]
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Tén khoa hoc: Radix Astragali membranacei . ] i
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B¢ phdn dung: Ré phoi hay say kho cua cay fi =~ M :
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Hoang Ky Méng c6 [4stragalus membranaceus
(Fisch.) Bge. var. mongholicus (Bgc.) Hsiao,
hodac cay Hoang Ky Mac Gidp (Astragalus

membranaceus (Fisch.) Bge.], ho Dau (Fabaceae).

Hoat chat: Trong Hoang ky co polysaccarid: astragalan, saccarose, glucose,
tinh bot, chat nhay, gom. Saponin: nguoi ta da tach ra dugc cac astragalosid
nhu: astragalosid, isoastragalosid, soyasaponin... Flavonoid: 2’4" -
Dihydroxy-5,6- Dimethoxyisoflavane...Cac acid amin: Cholin, Betain, acid
Folic...Sistosterol.

Tinh vi, quy kinh: vi ngot, tinh Am, quy kinh Ty, Phé.

Tdc dung: bd khi, thing duong cua ty, 1o niéu, tiéu viém.

Chu tri: khi hu mét moi, kém an; trung khi ha ham, ti€u chay lau ngay, sa tang
phu, tién huyét, rong huyét; ra mo hoi; nhot doc kho v&; ndi nhiét tiéu khat;
viém than man.

Hoang ky chich mat: kién ty ich khi.

Hoang ky phién: ¢ biéu, loi tiéu, trir ma sinh co.

Cdch ding, liéu lwong: ngay dung tir 9g - 30g,
dang thudc sic hodc hoan tan.

Xich Thwge [25], [26]

Tén khoa hoc: Radix Paeaniae




B¢ phdn ding: Ré da phoi kho cua cay Thuoc dugc (Paeonia lactiflora Pall.)
hodc cay Xuyén xich thugc (Paeonia veitchii Lynch), ho Hoang Lién
(Paeoniaceae).

Hoat chat: Theo D3 Tat Loi, xich thuoc bao gém thanh phﬁn tinh bot, tannin,
nhua, chit nhr:iy, chét duong, sdc td va acid benzoic. Trong do ti 1€ acid benzoic
thap hon & bach thugc.

Ré xich thugc chtra thanh phan chii yéu 1a paeoniflorin, voi ty 1¢ khong dudi
2% (theo Duoc dién Trung Quéc 1997).

Hop chét paeoniflorin, ethyl palmitate, ethyl linoleate (Lu va cong su, 2012).
Tinh vi, quy kinh: vi chua, drfmg, tinh hoi han; quy kinh Can, Ty.

Céng ndng, chii tri: lwong huyét, tan @, giam dau. Chu tri: 6n doc phat ban, ia
mau, chdy méau cam, méat do sung dau, can uét, suon dau, kinh bé, hanh kinh
dau bung, hon cuc trong bung, sung dau do sang chan, nhot doc sung dau.
Cdch ding, liéu ding: ngay dung tir 6g - 12g, dang thudc séc.

Kiéng ky: khong phéi hop véi Lé Lb.
Duong Quy [25], [26]

Tén khoa hoc: Radix Angelicae sinensis
B¢ phdn diing: RE da phoi hay siy kho cia §
cay Puong quy [4ngelica sinensis (Oliv.)

Diels.], ho Hoa tan (Apiaceae).

Hoat chdt: Tinh dau, coumarin, acid hitu co,

polysaccharid, vitamin, polyacetylen, sterol, nguyén té vi luong.

Tac dung duogc 1y: Tac dung kiéu estrogen va progesteron yéu. Gayting truong
lyc va bién do co bop tir cung. Uc ché su ngung két tap tiéu cau. Tang lyc. Tang
dé khang. Chdng viém. Uc ché co that co tron rudt. Tang cuong tudn hoan no
Tinh vi, quy kinh: vi ngot, cay, tinh 4m; quy vao kinh Tam, Can, Ty.

Tdc dung: b6 huyét, hanh huyét.



Céng nang, chii tri: bd huyét, hoat huyét, diéu kinh, giam dau, nhun trang.
Chu tri: huyét hu, chong mit, kinh nguyét khong déu, bé kinh, dau bung kinh,
tao bon do huyét hu. Phong thap té dau, sung dau do sang chéan.

Toan Quy: Hoa huyét (vira bo huyét vira hoat huyét).

Quy vi: Hoat huyét hoa 1.

Quy than: Dudng huyét bd huyét.

Quy dau: Chi huyét.

Cdch ding, liéu lwong: Ngay dung tir 6g - 12g, dang thudc sic hodc ngdm ruou.
Kiéng ky: Ty vi c¢6 thap nhiét, dai tién 16ng khong nén dung.

Xuyén Khung [25], [26] )

Tén khoa hoc: Rhizoma Ligustici wallichii
Bé phdn ding: than ré da phoi hay say kho
cua cay Xuyén khung (Ligusticum wallichii
Franch.), Ho Hoa tan (Apiaceae).

Hoat chdt: Tinh dau, dau béo, acid ferulic, adenosin, ei?enin.
Tdc dung dwoe 1y: Uc ché co bop tir cung. Chdng loan nhip, gdy gidn dong
mach vanh. Uc ché két tap tiéu cau. Tang luu luong mau mach vanh

Tinh vi quy kinh: V1 cay, tinh am; quy vao kinh Can, Pém, Tam bao.

Tdc dyng: hanh khi, hoat huyét, khu phong chi théng.

Céng nang, chi tri: hanh khi hoat huyét, trir phong, giam dau. Chu tri: diéu
kinh, nhtrc dau, hoa mét, cam mao phong han, phong thép nhtrc moi, nguc bung
dau ttrc, nhot doc sung dau.

Cdach dimg, liéu hrong: ngay dung tir 6g - 12g, dang thudc sic, thudc bot hay

k" " 2

£\
i\

ruou thudc.

Kiéng ky: ngudi am hu hoa vuong khong nén
dung.
DPao Nhan [25], [26]

Tén khoa hoc: Semen Pruni



Bé phdn ding: Hat 1dy ¢ qua chin cta cdy Dao [Prunus persica (L.) Batsch]
hodc cay Son dao [ Prunus persica Batsch var. davidiana Maximowicz], ho Hoa
hdng (Rosaceae), dugce bo hach cimg va phoi hodc siy kho.

Hoat chdt: Dau béo (50%), amygdalin (3,5%), tinh dau (0,5%), emunsin.

Tac dung duoc ly: Tac dung ddi véi huyét mach: cdn chiét xuit Pao nhén c6
tac dung chéng déng mau yéu, gian mach, ting luu luong mau, ting mirc
CAMP trong tiéu cau, tc ché mau ngung tu, co tir cung, cam méau d6i vi san
phu sinh con so. Do thanh phan dau lipid ctia Pao nhan chiém dén 45% vi vay
Pao nhan c6 tac dung nhuan trudng. Nudc sic Pao nhan c6 tac dung khang
viém & giai doan dau doi véi sac vat thuc nghiém. Nudc sdc Pao nhan co tac
dung giam ho. Glucosid Kh6 hanh nhan c6 tac dung trc ché té bao ung thu c6
chon loc.

Tinh vi quy kinh: vi drftng, ngot, tinh binh; quy kinh Tam, Can.

Tdc dung: Pha huyét, truc & nhuan tio.

Cong nang: Hoat huyét, khtr r, nhuan trang. Chu tri: V6 kinh, mét kinh, trung
ha, sung dau do sang chén, tao bon.

Cdch ding, liéu lrong: Ngay dung tir 4,5g - 9g. Dang thudc séc.

Kiéng ky: Co thai khong nén dung.
Hﬁng hoa [25], [26]

Tén khoa hoc: Flos Carthami tinctorii
Bé phén dimg: Hoa da phoi kho ctia cdy Hong \

hoa (Carthamus tinctorius L.), ho Cuc

(Asteraceae).
Tinh vi, quy kinh: Vi cay, tinh 4m, quy kinh Tam, Can.

Tac dung: Hoat huyét thong kinh, tan @ chi thong.

Céng nang, chii tri: Hoat huyét thong kinh, tan @ huyét, giam dau. Chu trj: Phu
nir vo kinh, bé kinh, dau bung khi hanh kinh, hanh kinh ra huyét cuc, chan

thuong gy tu huyét, sung dau, myn nhot.



Cdch ding, liéu lwong: Ngay dung tir 4g - 12g, dang thudc sic, thudng phdi
hop véi cac vi thude khéc.

Kiéng ky: Phu nit c6 thai khong nén dung.
Dia Long [25], [26]

Tén khoa hoc: Pheretima

Bé phén ding: Toan than d phoi hay say kho
cuia con Giun [Pheretima aspergillum
(E.Perrier), Pheretima vulgaris Chen., Pheretima guillelmi (Michaelsen), hay
Pheretima pectinifera], ho Cu dan (Megascolecidae).

Hoat chat: lembrifebrin, lumbritin va terrastro lumbrolysia (mot chit doc duoc
chiét tich nam 1915). Ngoai ra, mot sb thanh phan khac cé trong chiing 1a chét
béo, hypoxanthin, nhiéu axit amin can thiét cho co thé nhu alanin, adenin,
tyrosin, cholin, lysin, methionin, valin... va vitamin A, D, E.

Tdc dung dirge Iy: Tac dung d6i voi phé quan: Pia long o tac dung lam gidn
phé quan, nho d6 s& ha con suyén ¢ nguoi bénh. Thude c6 tac dung lam giam
huyét 4p cham nhung lau dai. N6 ¢6 thé lam gidn mach noi tang. Trong duoc
lidu c6 chét 1am tang hoat tinh cta Fibrin gitip chéng hinh thanh huyét khéi. C6
tac dung lam hung phan tir cung, diét tinh tring. C6 tac dung ha nhiét & nhiing
bénh nhan bi sot. Co tac dung 1én hé than kinh trung wong.

Tinh vi, quy kinh: vi man, tinh han; quy kinh Can, Phé.

Tac dung: Thanh nhiét, tran kinh, tri co giat, binh suyén.

Cong nang, chu tri: Thanh nhiét, tran kinh, thong kinh lac, binh suyén, lo1 niéu.
Chu tri: St cao bét tinh, kinh giat co quip, dau khép, chan tay té bai, ban than
bat toai, tring phong, ho suyén do phé nhiét, phu thiing, tiéu it, cao huyét ap.
Cdch ding, liéu hrong: Ngay dung tir 4,5g - 9g, dang bot. Thuong phdi hop
trong cac bai thudc.

Kiéng ky: Khong dung cho ngudi hu han.



Tac dung dwoc ly cua vi thudc theo Y hoc hién dai

Dugc liéu

Keét qua nghién ctru

Xich Thuoc

2017

Chiét xuét cua Xich thuoc va bdn hop chét hoat dong
la paeoniflorin (Pae), pentagalloylglucose (Pen),
albiflorin (Ali) va axit protocatechuic (Pro) c6 tac dung
trc ché sy hinh thanh huyét khéi va tac dung chdng
huyét khoi; kéo dai thoi gian aPTT, PT, TT va giam

dang ké lugng fibrinogen trén in vitro [18].

Duong quy

2012

Phthalid dugc chiét xuat tir Puong quy c6 tac dung thic
day tudn hoan mau, loai bo huyét &, kéo dai thoi gian
huyét khdi dong mach trén thyc nghiém, giam c6 dac
mau, chong két tap tiéu cau. Liéu 1, 2, 4 g/kg/ngdy anh
huéng dén hé théng dong mau, kéo dai thoi gian

thrombin, PT va aPTT [19].

Xuyén khung

2021

Xuyén khung liéu 463 pg/ml c6 tac dung chdng dong
trén mo hinh gy dong mau bang phenylhydrazin trén
c4 ngua van (zebrafish). Thanh phan senkyunolide I
trong Xuyén khung c6 tac dung tc ché yéu t6 VII — 1a
yéu t6 hoat hoa yéu t6 X thanh yéu té X hoat dong theo

con duong dong mau ngoai sinh; giam yéu t6 11 [20].

Hong hoa

2016

Cao chiét Hong hoa néng d6 0,5 g/ml va 0,125 g/ml ¢6
tac dung chdng ngung tap tiéu cau voi chit gay ngung
tap 1a ADP. Hon nita, hong hoa ndéng d6 0,7mg/mL va
0,5mg/L kéo dai rd rét thoi gian PT, aPTT va thot gian

thrombin trén in vitro [21].




2018

Hong hoa ding dudng tiém cho két qua kéo dai thoi
gian aPTT trén in vitro so véi nhom ching (p < 0,05),

khong anh hudéng dén thoi gian PT (p > 0,05) [22].

Dia long

1997

Dia long lam ting thoi gian aPTT va TT gap 2 lan trong
5 ngay dau dung thudc. Pia long c6 kha nang lam giam
hinh thanh huyét khdi tinh mach, khéng anh huong dén
két tap tiéu cau gay ra boi ADP va collagen, nhung

[23].

2019

Enzym lumbrofibrinolytic, lumbrokinase,
lumbrocollagenase trong Dia long c6 tac dung chong
d6ng mau va chong huyét khéi [24]. Tac dung chdng
d6ng mau cua plasmin trong Dia long c6 lién quan dén
lidu lwong. Liéu thap co thé lam giam nong do
fibrinogen va kéo dai thdi gian thrombin, lidu cao c6
thé kéo dai thoi gian thrombin, giam cac yéu té dong
mau II va VIIL, tir d6 tao ra tac dung chdng déng mau

manh.




