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LOI CAM ON

Pé hoan thanh ludgn van nay, véi tat ca long kinh trong va biét on sdu
sdc, téi xin dwoc Quri 101 cdm on dén Pang iy, Ban Gidm doc Hoc vién Y Duroc
hoc ¢é truyén Viét Nam, Phong ddo tao Sau dai hoc, cac B6 mdn, Khoa phong
cia Hoc Vién Y Duoc hoc ¢é truyén Viét Nam, la noi truc tiép dao tao va tan
tinh giup do tdi trong qua trinh hoc tdp, nghién cuzu.

Téi cting xin bay té 10ng biét on téi toan thé thay cd, cac anh ch; ky thugt
vién, cac em sinh vién dang nghién ciru khoa hoc tai bg mon Duoc Iy, Pai Hoc
Y Ha Noi da luén bén toi, giup do toi trong qua trinh tbi thec hién va nghién
cuu

Toi xin bay té long kinh trong va biér on sdu sdc téi TS. Tran Thai Ha,
nguoi thday hieéng dan truc tiép ludn theo sdt, thuwong xuyén gitip d&, cho toi
nhiéu y kién quy bau, sat thuc trong qua trinh hoc tdp va nghién citu dé hoan
thanh lugn van nay.

Toi xin guri 161 cdm on chédn thanh va long biét on sdu sdac téi PGS. TS
Pham Th; Van Anh, Truéng bé mén Duroc Iy, Pai Hoc Y Ha Néi, nguoi thay
tryc tiép huong ddn, givip @& va cho tdi nhiéu y kién quy bau trong qua trinh
nghién cuu.

Cudi cung toi xin gui 101 cdm on chén thanh nhat t6i gia dinh, ban bé da
luén dong hanh, déng vién, chia sé véi tdi trong suét qua trinh hoc tdp va
nghién cuu.

Ludn van hoan thanh c¢é nhiéu tam huyét cia nguoi viét, song van khong
thé tranh khdi sai sot. Xin cam on s déng gop chan thanh cia quy thay cd, anh
chi em ban bé dong nghiép.

Xin trén trong cam on!

Tac gia
DPao Xudin Tinh



LOI CAM POAN

T6i 1a Pao Xuan Tinh, hoc vién cao hoc khoa 12 Hoc vién Y dugc Hoc ¢o

truyén Viét Nam, chuyén nganh Y hoc c6 truyén, xin cam doan:

1. Pay la luan van do ban than t6i tryc tiép thuc hién dudi sy hudng dan cua
Tién si Tran Thai Ha.

2. Cong trinh nay khong tring ldp véi bat ky nghién ciru nao khac da duoc
cong bb tai Viét Nam

3. Céc s liéu, thdng tin trong nghién ctu 14 hoan toan chinh xac, trung thuc
va khach quan, da dugc xac nhan va chap thuan cia co sé noi nghién ciu.

T6i xin hoan toan chiu trach nhiém trudc phap luat vé nhitng cam két nay.

Ha Ngi, ngay 09 thang 05 nam 2022

Tac gia

DPao Xuan Tinh
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Aspartate transaminase

Aka alanine aminotransferase
Activated partial thromboplastin time
Bénh nhan

Food and Drug Administration
High-density lipoprotein
hemoglobin Alc

International Normalized Ratio
Low-density lipoprotein
Nghién ctru

Prothrombin time

Phuyc hoi chirc nang

Trach nhiém hiru han

Tai bién mach no

Y hoc co truyén

Y hoc hién dai

Xuéat nhap khau


https://en.wikipedia.org/wiki/Aspartate_transaminase
https://en.wikipedia.org/wiki/Alanine_transaminase

PAT VAN PE

Nhoi méu ndo 1a bénh ly than kinh phd bién trén thé gioi va Viét Nam,
chiém 80 — 85% trong tai bién mach ndo néi chung [1] [2]. Nguy&n nhan cua
nhdi mau ndo 1a hau qua cua thiéu mau ndo thoang qua va xo vira cia cac dong
mach. Nhdi mau ndo 1am giai phong céc chat kich thich va cac neuropeptid c6
thé 1am ion calci vao trong té bao than kinh gay chét té bao va ting thiéu hut
than kinh. C4c thiéu sot than kinh phu thudc vao ton thuong & mach nio va tudi
mau bu.

Nhoi mau no c6 ty Ié tr vong cao ding hang thir 3 sau bénh Tim mach
va ung thu & cac nudc phat trién [3], [4]. CO ty Ié tan phé hang dau trong cac
bénh ndi khoa, 1a ganh nang cho gia dinh, bénh nhén va toan xa hoi. Chi phi
cho cong tac diéu tri, phong bénh, hang nim ¢ cac nudc trén thé gigi 1a rat 1on.
Tai Hoa Ky nam 2010 1a 73,7 ty d6 la My; & Phap chiém 2,5 - 3% tong kinh
phi chi cho y té [5].

Nhiing naim gan day viéc (ng dung khoa hoc cong nghé tién tién trong
cong tac chan doan, cip ctu da giam dang ké ty 1 tr vong cho bénh nhan nhoi
mau n&o, dong nghia véi ty 1é bénh nhan duoc ciu séng can duoc cham séc y
té, phuc hoi chirc ning tang 1én [6].

Xu huéng hién nay trén thé gi6i va ¢ Viét Nam st dung ché pham co
nguon goc tir thién nhién ngdy cang dugc quan tdm. Thi tuéng Chinh phu da
c6 Quyét dinh 1893/QD-TTg (25/12/2019) dé ban hanh Chuong trinh phat trién
y duoc ¢6 truyén, két hop y duge ¢b truyén véi y duoc hién dai ¢én nim 2030
v6i muc tiéu phat trién toan dién y dugc cd truyén, ting cuong két hop y duoc
cd truyén vo1y duge hién dai nham bao vé, chim soc, nang cao suc khoe nhan
dan trong tinh hinh mai.

Cung véi Y hoc hién dai, Y hoc ¢o truyén dong gop khong nhé vao diéu
tri, phong bénh va phuc hdi chirc ning hiéu qua tir cac bai thude ¢ phuong [7].

“Tran chau nguu hoang hoan” 1a ché pham y hoc ¢o truyén c6 nguon gbc tir



phuong “Vién B6 Tran Chau Hoan” thuéc Cong thirc bao ché kinh dién cua Y
hoc Tay Tang & thé ky tht 8 sau Cong nguyén, dugc Xuat ban 1an dau tién trong
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ki€t tac y hoc o dién cua Tay Tang "Tu BO Y bién". Bai thudc c6 tac dung
chinh giup luu thong khi huyét, khai khiéu, tinh than bao gdm 12 vi thudc khéc
nhau, trong d6 c6 nhitng vi thudc quy hiém nhu Trim Huong, Nguu Hoang,
bong Trung Ha Théo, Pan Sam. Hién nay “Tran chau nguu hoang hoan” dang
dugc st dung rong rai trén lam sang dudi dang thuc phé\m bao vé strc khoe.

Hién tai & Viét Nam chua c6 nghién ctru vé doc tinh cr?ip, ban truong dién
va tac dung chéng dong méau ctia “Tréan chau nguu hoang hoan” do vdy dé cung
cip bang chimg khoa hoc vé tinh an toan va hiéu qua ctia “Tran chiu nguu
hoang hoan” chung t6i tién hanh dé tai “Pdnh gid déc tinh cdp, ban truwong
dién va tic dung chéng dong mdu ciia Trdn Chdu Ngwu Hodng Hoan trén
dong vit thwe nghiém” voi hai muc tiéu:

1. Xdc dinh doc tinh cdp, ban truong dién cia “Tran chdu nguu hodng
hoan” trén dong vat thuc nghiém.

2. Ddnh gid tic dung chong dong mau cia “Trdn chdu nguu hodng
hoan trén mé hinh gdy déng bang lipopolysaccharid trén déng vit thuc

nghiém.



CHUONG 1:
TONG QUAN TAI LIEU
1.1. NHOI MAU NAO.
1.1.1. Dinh nghia.

Nhoi mau ndo: L& hau qua cua giam dot ngot luu lugng tuan hoan ndo do
tac mot phan hoic toan bo dong mach ndo hodc dong mach canh hoac it gap
hon 1 do tic mot tinh mach ndo. V& mat 1am sang nhdi mau ndo biéu hién dot
ngot cac triéu ching than kinh khu trd, hay gap nhat 1a liét nira nguoi [3] [8].
1.1.2. Nguyén nhén, co ché bénh sinh nhdi mau nao.

Nhéi mau ndo bao gém cac thé: huyét khoi, tic mach, nhdi mau néo 6
khuyét va nhdi mau ndo chay mau.
1.2.2.1. Huyét khoi dong mach nio.

Nguyén nhan: Tang huyét ap, vita xo dong mach, di san xo co, viém
dong mach va cac nguyén nhan khac [9].

Co ché bénh sinh: Qua trinh bénh 1y xay ra tir tir, lién tuc trong thoi gian
dai hai muoi dén ba muoi nim véi hai giai doan:

Giai doan dau gay r6i loan tai mach mau va huyét dong: khoi dau bang
cac thay doi bénh 1y ciia thanh mach 1am hep dan 10ng mach, hau qua giy giam
dong mau dén ndo. Tiép sau 13 qua trinh réi loan dong mau dan dén huyét khéi,
tac mach 1am gian doan cap mau cho té bao nio [9], [10].

Giai doan tiép theo gay bién doi hoa hoc té bao ndo do thiéu mau lam
hoai tir, chét cac té bao than kinh, té bao than kinh dém va cac mo khac cua ndo
[9].
1.1.2.2. Tic mach nio.

Nguyén nhan: Do cuc mau dong di chuyén tir tim hoac tir vi tri mach 1én
khac 1én ndo giy bit tac toan bd hodc mot phan lam ton thuong ving nio nudi

dudng boi dong mach bj tac [9].



Co ché bénh sinh: L6p 4o trong ctia thanh mach bi t6n thuong vita xo
tao diéu kién két dinh tiéu cau.

- Giai doan dau: Cuc mau dong ciu tao chu yéu 1a tiéu cau két dinh,
khéng bén vimg, co thé bi tan di khi dung thudc chdng déng [9], [11].

- Giai doan sau: Khi héng cau cung soi to huyét bam vao, cu tric cuc
tac tré nén bén vimng, khi bong ra khoi long mach bi ddy 1én ndo lam tic cac
d6ng mach nio c6 khau kinh nho [9], [11].
1.1.2.3. Nhéi mau néo 6 khuyét.

Nguyén nhan: Do tic dong mach nhanh xién nho cua dong mach néo 16n
nhu tic nhanh nudi ciia cac hach nén, d6i thi, bao trong hay vi tri khac. O khuyét
do vita xo dong mach ngoai s¢ hodc do vira xo cac mach mau trong s hodc do
cac huyét khoi tir tim 1én gay tac [9], [12], [13].

Co ché bénh sinh: Tuong tu nhu tdc mach, nhdi mau 6 khuyét bd1 cuc
mau dong co dudng kinh nho giy tac cic mach c6 dudng kinh tir 200 dén
400pum va ton thuong ving ndo c6 duong kinh dudi 5mm [12], [13].
1.1.2.4. Nhdi mau ndo chay mau.

Nguyén nhan: Trén co s& 6 nhdi mau ndo c6 mot ving chay mau ton tai
trong t6 chtrc ndo da bi hoai tir. Nhdi mau ndo chdy mau do tdc mach ndo can
dugc chan doan sdm va phéan biét voi xudt huyét ndo nguyén phat dé co thai o
Xt tri phu hop [12].

Co ché bénh sinh: Dén nay co ché bénh sinh ctia nhdi mau ndo chay mau
chua biét 1o rang, mot $6 gia thiét duoc dé cap nhu:

- T4i lap tuan hoan: Co ché ly giai cuc huyét khoi hodc ting tinh tham
thanh mach, ting tuan hoan mau hoic sy tai 1ap tudn hoan bang hé.

- V& mach: Lién quan dén dong mach ndo trong 6 nhoi mau bi ton thuong

bdi cac yéu to thanh mach, 16p co tron thanh mach.



Gia thuyét cua A. Zivin va cong su cho ré“tng c6 su tang sinh bach cau va
hién tuong san sinh ra gdc tu do trong 6 nhdi mau ndo dong gop vao co ché
chay mau no sau tic mach [13].

1.1.3. Pic diém IAm sang nhdi mau nio.
1.1.3.1. Huyét khdi dong mach nio.
* Pac diém 1am sang chung.

DA4u hiéu tién triéu: Tuy theo vi tri mach bi nguy co huyét khdi ma ¢o
dau hi¢u tién tri¢u khac nhau.

Huyét khoi dong mach canh, dong mach nao gitta: Mu mot mét, roi loan
cam giac, roi loan ngdn ngir, mat tri nhé.

Huyét khdi dong mach séng - nén: song thi, nhin mo, mat thang bé“mg,
roi loan nuét [9].

Thuong xay ra vao ban dém hodc sang som.

Tién trién ning dan hoic ting ning timg nAc.

Céc triéu chting chung nhu: dau dau, non, co giat, ¥ thirc thuong tinh.

Céc tricu chung than kinh khu tra tuy theo dong mach bi ton thuong ma
biéu hién 1am sang twong tng.

* Piic diém 1am sang theo vi tri ddng mach ton thwong:

Hoi chimg dong mach canh trong (hdi ching mat - thap): Mat thi luc
cung bén, liét nira ngudi bén ddi dién, giam ap luc vong mac trung tam [9],
[14].

Hoi chimg dong mach ndo giira: Liét nira ngudi bén ddi dién vu thé chan,
mat st dung dong tac nira ngudi do ton thuwong thé chai, rdi loan co tron [9],
[14].

Ton thuong gdc: Liét va mat cam giac nira nguoi bén déi dién, ban manh
cung bén, rdi loan ngdn ngit, rbi loan y thirc, dau va mat quay vé bén ton

thuong.



T6n thuong nhanh nong: Liét khong dong déu va réi loan cam giac nira
nguoi bén ddi dién, vu thé mat va tay.

T6n thuong nhanh sau: Liét dong déu va khong réi loan cam giac nira
ngudi bén ddi dién.

Tén thuong bén ban cau trdi: RSi loan ngdn ngit, mat kha ning tinh toén,
viét va mat nhén thuc co thé.

Ho1 chung dong mach mang mach trude: Liét déng déu ntra nguoi, mat
cam giac nira nguoi kiéu ddi thi, tang truong luc co, roi loan than kinh thue vat
ntra ngudi bén d6i dién [9], [14].

Hoi ching dong mach d6t song - than nén:

* Pong mach ndo sau: Ban manh bén d6i dién, mat ngdn ngit giac quan,

liét nhe nira ngud1, hoi chirng ngoai thap bén ddi dién.

* Pong mach h6 bén hanh ndo: Mat cam gidc quanh mét cing bén, rdi

loan phat am, nudt nghen, sdc, liét ddy thanh mdt bén, chong mat, non,

rung giat nhin cau.

* Tic hoan toan dong mach sdng - nén: Biéu hién rdi loan tri giac, hon

mé, roi loan truong luc co, liét nira nguoi hoac tr chi, liét day VII, IX,

X, X1, r6i loan tim mach, than nhiét, ho hép tham chi tir vong.
1.1.3.2. Nhéi mau néo 6 khuyét.

* Piac diém ton thuong:

Kich thudc 6 khuyét nho, duong kinh dudi 5mm, c6 nhiéu 6, hay gip
viing chét trang [12], [15].

* Biéu hién 1am sang;

Tuong tu nhu con thiéu mau ndo thoang qua nhu hoa mit, yéu chan tay,
noi cham, ¢6 khi khé noi.

Triéu chimg than kinh khu trt c6 khi xuat hién dot ngot hodc tir tir, rat it
khi thay nhirc dau, budn nén va co giat.

* Cac thé 1am sang nh6i méau nao 6 khuyét:



Liét van dong don thuin: Do tén thuong duong thap ¢ ving vanh tia,
canh sau bao trong, cau nio.

Liét diéu phdi nira ngudi, réi loan ngdn ngit, ban tay vung vé: Biéu hién
liét diéu phdi nira nguoi, liét nira ngudi, réi loan diéu phdi cung bén.

Réi loan cam giac don thudn: Do ton thuong nhan bung sau ctia ddi thi
hay 1/3 sau canh sau bao trong. Biéu hién té bi, di cam, kién bo hodc mat cam
gidc ntra nguoi hay & mat hoac ¢ tay.

Liét van dong kém réi loan cam giac: Do ton thuong ving bao trong, d6i
thi cau ndo bén d6i dién, gay liét van dong nira nguoi kém té bi, kién bo.
1.2.3.3. Tic mach nio:

Xuét hién triéu chirng lam sang dot ngdt, thuong xdy ra sau mot géng
sttc hodc cang thang tam 1y [9], [16].

Biéu hién: Réi loan y thirc nhe hodc hon mé, co giat, liét van dong nira
nguoi, roi loan cam giac, roi loan co tron, noi ngong, noi kho.

Tuy theo vi tri tac & cac dong mach khac nhau ma xuét hién triéu ching
than kinh khu tra ctia ving ndo ton thuong [9], [16].

1.1.4. Chan doan nhoi mau nio.
1.1.4.1. Giai doan cap:
* Triéu chirng l1am sang:

Céc triéu chtmg xay ra dot ngdt vao nira dém vé sang, nhic dau kém theo
nén, budn non, liét ntra nguoi, roi loan y thac khi tdn thuong ndo rong
[14],[15],[16].

Biéu hién triéu chimg than kinh khu tra tiy theo vi tri dong mach bi ton
thuong [14], [15], [16].

Con dong kinh it gap, rdi loan y thirc nhe hoic thoang qua.

Tién str tang huyét ap, bénh Iy tim mach [15, [17].

* Can lam sang:

Hinh anh 6 nh6i mau trén phim chup cét 16p vi tinh so néo.



Trong 3 gid - 6 gio dau cac thay doi trén phim rat kin d4o, chi yéu 1a dau
hiéu phu ndo ¢ ving tén thuong [7], [18].

Giai doan sau: Hinh anh cua 6 giam ty trong mang dic diém tiy - vo theo
so dd cdp mau cua dong mach ndo [7], [18].

Hinh &nh trén phim chup cong hudng tir so ndo: Gidm nhe tin hi€u trén
phim T;W. Tiém thudc d6i quang tir thiy 6 ton thuong khong ngdm thude.

Hinh anh chup dong mach ndo: Xac dinh vi tri dong mach, nhanh dong
mach bi téc.

Si€u am Doppler mach [19], [20]. ,

Pién tam d6. Xét nghiém mau.
1.1.4.2. Chan dodn nhdi mau nio sau giai doan cap.

Bénh nhan di duoc chian doan nhoi mau no sau giai doan cap.

Biéu hién 1am sang: Tinh than tinh (Glasgow trén 10 diém), liét nira
nguoi, li¢t mat trung wong, noi kho, nudt nghen, roi loan cam giac, roi loan co
tron [7], [16].

Can 1am sang: Dya vao hinh anh chup cét 16p vi tinh so ndo [18], [21],
hinh anh chup cdng huong tir so nao [18], [21].

Pién tam dé.

Xét nghiém mau.

1.1.5. Piéu tri nhdi mau nio.
1.1.5.1. Piéu tri nhdi mau nio giai doan cap.

* Nguyén tic diéu tri cip ctru:

Thong thodng duong thé, bao dam kha ning tha, bao dam tuan hoan.

Chéng phu nio, tranh bién chimg ning tham chi tir vong.

Chéng tiéu huyét khéi bang chat sinh flamin mo ti to hop [7], [22].

Kiém soat huyét ap tir 160/90 mmHg dén dudi 185/100 mmHg (khuyén
cao cua Hoi Dot quy ndo Hoa Ky) [22], [23].



Kiém soat dudng mau trén bénh nhan dai thdo duong, dam bao dudng
mau dudi 7,8 mmol/l d6i v6i ngudi Chau A va dudi 10 mmol/l d6i v6i ngudi
Chau Au [22], [23], [24].

Diéu tri r6i loan lipid mau, bénh van tim, suy tim, rung nhi.

Pam bao nhu ciu dinh dudng va chim soc ho 1y tdt.
1.1.5.2. Pi¢u tri nhdi mau nio sau giai doan cap.

Thudc chdng két tap tiéu cau [3], [25], [26].
Thudc ting cudng tuan hoan mau nio[2].
Thudc bao vé than kinh [26].

Thubc diéu tri mdt sb cin nguyén:

Diéu trj tang huyét ap [27].

Diéu tri roi loan chuyén hoa lipid [28], [29].

Diéu tri bénh Iy tim mach [26], [27], [28].

Diéu trj dai thao duong [30].

Piéu tri du phong nhoi mau nio [21].

1.2. NHOI MAU NAO THEO Y HQC CO TRUYEN.
1.2.1. Pic diém lAm sang Tring phong.
1.2.1.1. Bénh danh "Tring phong".

Trong y hoc cb truyén thuét ngit "Trang phong" duoc Truong Trong
Canh ghi trong sach "Kim quy yéu lugc" va duge dung lién tuc cho dén ngay
nay. Ngoai ra sach con ghi chép nhiéu thuat ngit khac nhu: Boc kich, Thién
kho, Thién phong, Thién than bat dang [31], [32], [33]. Vuong Thanh Nhiém
doi nha Thanh c6 ghi "Ban than bt toai".

Ngay nay sach y hoc ¢6 truyén ciing nhu cic thay thudc thuc hanh 1am
sang lay tén "trang phong hodc ban than bt toai" va mo ta, bién ching trong

hai thé "tring phong kinh lac va tring phong tang phu" [31], 33].
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1.2.1.2. Phan loai "Triang phong".

Viéc phén loai trang phong c¢6 tir rat 1au nhim nang cao hiéu qua diéu tri
va phong bénh, tuy thudc vao mirc d bénh, chirng trang, ¢4 nong hay sdu ma
dé ra phwong phap diéu tri pht hop. "Y kinh t6 hoi tdp" ciia Vwong Lit chia 1am
hai loai: chan trang phong va loai tring phong. Sach Kim quy yéu lugc cua
Truong Trong Céanh c6 ghi "tring phong" va "phi phong". Duong Trang Tu
chia hai loai cta trang phong "chimg bé" va "chimg thoat" [34], [35].

Ngay nay trong cac sich y hoc cd truyén va y van hién dai, chtng tring
phong duoc chia lam hai loai: Tring phong kinh lac va tring phong tang phu.

Tring phong kinh lac: Mtrc d6 biéu hién triéu chimg nhe, khéng c6 hon
me, ta khi tring vao phén kinh mach, lac mach gay miéng méo, t€ bai nira
nguoi, réu ludi trang [36], [37].

Tring phong tang phu: Biéu hién triéu ching niang do ta khi truc tring
vao tang phu biéu hién hai mutc do:

+ Chung bé: Hon mé nong, liét nra nguodi, U &, thd kho khé, miéng méo,
mat 1éch, chan tay con 4m, mach hoat [36], [37].

+ Chung thoat: Hon mé sau, thd kho khe, ra nhiéu md héi, chan tay
lanh,dai tién khong tu chi, ludi rut, mach huyén té vo luc [36], [37].
1.2.1.3. Nguyén nhén, co ché bénh sinh Tring phong.

* Nguyén nhan:

Theo y hoc cd truyén, nguyén nhan giy bénh dugc chia lam ba loai:
Ngoai nhan (luc dam), NG1 nhan (thét tinh) va bat noi ngoai nhan. Viéc phan
dinh nguyén nhan chinh yéu hay thtr yéu khong thé rach roi ma thuong cé su
dan xen, két hop nhau gdy bénh. Mic du viy nguyén nhén tip trung vao ba
nhom gay bénh chinh la phong, hda va dam.

Nguyén nhan do Phong: Phong chii khi vé mua xuan, thuéc duong khi,

di chuyén di Ién va ra ngoai. Bén ngoai gay bénh & biéu, co khdp, cdam mao,
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viém day than kinh ngoai vi; bén trong thuong gy ting huyét 4p, ban than bat
toai, bai liét, mé man bét tinh, miéng ludi méo cung [36], [37], [38].

Ngoai phong: Gay bénh trén co so noi tai hu yéu, lac mach hu rong,
khoi dau tir biéu dan vao 1y. Sach Noi kinh di ghi "Thién kho" thudc vé chimg
"chinh khi hu, ta khi luu lai". Sach Kim quy yéu lugc ciing dé cap dén ngoai
phong "mach thén khau phui khan, khan 14 han, phu 1a hu", noi hu khong bao
vé duoc co thé, ngoai ta thtra co xam nhap, luu lai gdy méo miéng, t€ bai nira
nguoi [35], 39], [40].

Noi phong: Diép Thién Si cho rang tring phong 13 do ndi phong lién
quan truc tiép dén Can moc. Can huyét hu khong ché udc duoc phan duong,
Can duong thuong nhiéu giy nén bénh [50]. Triing phong do noi phong lién
quan dén Can Than 4m hu, 1y giai dya trén moi quan hé ngil tang: Than tang
tinh, tinh sinh huyét, huyét sinh tinh. Trén co s¢ d6 Can 4m duoc thily hoa nudi
dudng ma ché duoc Can duong. Truong hop than thiy suy ma khong dudng
dugc Can mdc gay chung Can am suy, Can duong vugng (Can hda vuong) gay
anh huong dén phan 4m ctia Than ma gay ra Than am hu [40].

Nguyén nhan do Héa: Hoa va nhiét thugc duong ta, hudng di 1€n, bén
ngoai két hop véi phong, thap, thir ma biéu hién cac ching phong nhiét, thap
nhiét, thir nhiét, bén trong gy chimg Tam hda, Can hda, nhe thi gdy hao ton
tan dich, ning thi gdy dong huyét, birc huyét vong hanh, st cao mé sang [41],
[42]. Truong hop Can khi uat két 1au ngay hoa hoa, Can hoa thinh gy chimg
huyén vung, khong dugc diéu tri dan dén Can phong ndi dong ma bi tring
phong [40], [41], [42].

Nguyén nhan do Pam: Ngudn gdc sinh ra dam 1a do chirc nang cia Ty,
Phé, Than suy giam, khong van hoa, tuc giang, khi hoa dugc thity dich 1am dinh
tré ma sinh ra dam [40], [41], [42]. Pam két hop véi Phong, Nhiét, Han, va
Thap ma gay chimng Phong dam, Nhi¢t dam, Han dam, Thap dam. Dam & Phé
anh huong dén chtrc ning tuyén phat, tic giang gay hen suyén, lau ngay giy
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ton thuong Phé am. Pam & Tam gay but rat, phién mudn, mat ngi, lau ngay
gay tac trd than minh, che 14p tdm khiéu ma sinh ra dién cudng, ludi rut, that
ngdén. BDam vit & Can, ngung & Than, luu & kinh lac ma gdy bénh chung cua
Can, Than va Kinh lac [38], [42].

* Co ché bénh sinh ciia tring phong.

Trang phong khong nam ngoai hai co ché: Tring ngoai ta va noi thuong.
Tuy nhién mdi thoi ky ¢6 nhimg quan diém va thién hudng khac nhau. Dé nang
cao niang luc chan doan va tri bénh, ngdy nay cac tac gia tip trung bién ching
co ché bénh sinh trang phong theo ting thé cta y hoc ¢b truyén [40], [41],
[43].

Noi phong gay "tring phong" thé Can duwong thuong cang: Do mét cin
bang gitta Can duwong va Can 4m (Can huyét), Can huyét hu khong dudng duoc
Can duong, lam cho phan duong ctua Can vuong manh giy phong dong, két
hop voi nhiét thic phong di 1én ma thanh bénh [40].

Noi phong gay "trang phong" thé TAm hoa thinh: Luu Ha Gian 1y giai:
Than thuy hu suy, Than am khong ché u6c duoc Hoa, TAm hoa thuong nghich
ma thanh bénh [40].

Noi phong gay "tring phong" thé khi hu: Ly Pong Vién cho rang bénh
lién quan dén tudi va thé chit, "ngudi ngoai bon muoi tudi 13 lac khi hu suy
hoic lo nghi, gian dir ma ton thuong phan khi" [40].

Noi phong gay "trang phong" thé Can Than 4m hu: Ngudi tudi cao, chirc
nang tang phu hu suy, hodc do lao luc qua do ma Can Than am hu, Can duong
vuong, am duwong mét diéu hoa, 4m hu ¢ dudi, duong phu ¢ trén, con goi
thuong thuc ha hu [43].

Noi phong gay "trang phong" thé dam nhiét tac trd: Do an udng qua do,
lo nghi cang thang ma anh hudng dén chitc ning kién van ciia Ty tho sinh ra

dam, 1au ngay dam troc hoa nhiét, nhiét cuc sinh phong [43].
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1.2.2. Piéu tri triing phong.
1.2.2.1. Nguyén tic diéu tri.
- Nguyén tic chung: CAp tri tiéu, hodn tri ban.
- Nguyén tic tri bénh theo hoc thuyét vé - khi - dinh - huyét [44], [45].
o Thong dinh vé, diéu hoa han nhiét, ich khi bd huyét, ap dung khi vé
khi hu, phong ta xadm nhap gay bénh.
o Khu phong thanh nhiét, bd hu ha dam, ap dung khi duong khi kém,
phong ta tan cong vao "kinh" hoa nhiét.
o Dudng huyét khu phong: Ap dung trudng hop phong giy ton thuong
vao phan huyét 1am huyét hu, phong dong.
o Ich khi hoat huyét: Ap dung diéu tri huyét hu va huyét .
o Phu tiét troc: Ap dung diéu trj khi huyét nghich, r6i loan nhi tién.
o Tinh than khai khiéu: Ap dung diéu tri 4am duong khong diéu hoa, noi
phong thuong nghich két hop dam hoa.
o Binh can tiém duong: Diéu tri 4&m hu duong xung, diéu hoa 4m duong,
khi huyét.
o Thanh nhiét hoa ddm: Ap dung diéu tri nhiét dam che 1ap thanh khiéu
gdy mé man, bat tinh.
1.2.2.2. Piéu tri dung thudc.
*Trang phong kinh lac: Biéu hién triéu chtng liét nira ngudi khong cé hdn mé,
bao gdm céc thé sau [40], [46].
- Thé Can phong ndi dong:
o Tri€u ching: Liét ntra nguoi, hoa mét, vang dau, chan tay co quép,
mit, mat do, hay cau gian, mach huyén sac.
o Phap diéu tri: Binh can tirc phong.
o Phuong duoc: Str dung bai Thién Ma Cau Pang Am [47].
- Thé phong dam tic tré:

o Triéu chig: Liét ntra ngudi, miéng meéo, noi kho, chan tay té bi, ludi
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tim, mach huyén hoat [40], [47].
o Phap diéu tri: Khu phong thong lac hoa dam.
o Phuong dugc: Bai: Hoa BPam Thong Lac:
- Thé dam nhiét phi thuc:
o Triéu chimg: Liét ntra ngudi, but rut, mi¢ng méo, noi kho, bung dﬁy
chudng, ting tiét dom rai, mat do, bi dai tiéu tién, mach huyén dai [40],
[47].
o Phap diéu tri: Thong tién, tiét nhiét hoa dam.
o Phuong dugc: Dung bai: Tinh Lau Thira Khi Thang.
- Thé khi hu huyét -
o Triéu chtng: Liét nira ngudi, chan tay mém yéu, néi khé, miéng ludi
méo I¢ch, mét moi, ngai van dong, hoi hop tréng nguc, tu han, ludi do,
c6 diém @ huyét, mach hu té [40], [47].
o Phap diéu tri: fch khi hoat huyét thong lac.
o Phuong duoc: Dung bai: B6 Duong Hoan Ngii Thang.
- Thé Am hw dwong xung:
o Triéu chimg: Liét nira nguoi, miéng méo, néi ngong, mat ngu, chong
mit, long ban tay chan ndng, ludi hong, mach huyén sac [40], [47].
o Phap diéu tri: Tu 4m tiém duong, trn can tirc phong.
o Phuong duoc: Dung bai: Tran Can Tirc Phong Thang.
* Triing phong tang phi: Biéu hién triéu chting nang, liét nira ngudi c6 hon
mé, gdm cac chimg:
- Duong bé:
o Triéu ching: B4t nhién nga, bat tinh, hon mé, miéng méo, liét ntra
nguoi, mat mat do, cimg gay, chan tay co quap, mach huyén sac [40],
[47].
o Phép diéu tri: Thanh nhit trc phong, tinh than khai khiéu. Trudng
hop dam hoa thinh: Thanh nhiét tiéu dam, khai khiéu tinh than.
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o Phuong dugc: Dung bai “Thién Ma Cau Pang Am” két hop véi bai

“Chi Bao Pon” d6i voi phong hoa thinh va bai” Linh Duong Giac” két

hop véi bai “Té Hop Huong” ddi v6i dam héa thinh.
- Am bé:

o Tri€u ching: Hon mé, 1iét nra ngudi, chan tay lanh, mém nhiin, tho

kho khé, nhiéu dom rai, néi kho, noi ngong, sdc mat tréng, moi tim, ludi

tim, mach tram hoat [40], [47].

o Phap diéu tri: Tao thap hoa dam, khai khiéu tinh than.

o Phuong dugc: Bai: Bich BPam Thang.

- Thoat chirng:

o Triéu chirng: Hon mé, ra nhiéu md hoi, mét ma, mi¢ng ha, chan tay

liét mém, tho yéu, sdc mat tréng, dai tiéu tién khong tu chu, chat ludi

tim, mach vi mudn tuyét [40], [47].

o Phap diéu tri: Ich khi 6n duong, phu chinh c6 thoat.

o Phuong dugc: Bai: Sam Phu Thang.

- Diéu trj hd tro tring phong biang An cung nguu hoang hoan.

o Téac dyng: thanh nhiét, khai khiéu, trir dam giai doc [47].

1.3. CAC NGHIEN CUU PIEU TRI TRUNG PHONG BANG Y HQC
CO TRUYEN
1.3.1. Trén thé gioi.

Nghién ctru ciia Hong Pong Mai, sir dung dich truyén "Pan sam" trén
bénh nhan nhéi mau nio, két qua dat loai tot (90%) [48].

Nghién ctu cia Duong Lap Van, diéu tri 75 bénh nhan nhdi mau nio
bang thude y hoc ¢d truyén két hop véi y hoc hién dai. Két qua nhom bénh nhan
str dung thudc y hoc cb truyén két hop dat loai tot (89%) so v6i nhém bénh
nhan chi str dung don thuan y hoc hién dai (67%) [49].

Nghién ctru ctia Vuong Tién Hoc trén 160 bénh nhan TBMN sau giai
doan cap bang bai thuéc Hoa @ thang két hop thudc nén y hoc hién dai (nhom
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I) va cham ctru két hop thude nén (nhom II), két qua nhém 1 loai tét (95%) so
véi nhom 11 (76,2%) [50].

Nghién ctru caa Ly Han Ngoc trén 80 bénh nhan nhdi méu ndo chia 1am
hai nhom str dung "Théng tam lac" va dich tiém "Huyét tic thong" két hop
thudc nén y hoc hién dai (nhém I) va dung thudc nén don doc (nhom II). Két
qua nhém I dat (90%) so véi nhom 11 (77,5%) [51].

Nghién ctu cua Lam Anh Kiét, HO Kim Minh trén 200 bénh nhan di
chung that ngon, trong d6 100 bénh nhan (nhém I) diéu tri bang cham ctru va
bai B6 duwong hoan ngii két hop thude nén y hoc hién dai, 100 bénh nhan (nhom
IT) chi sir dung y hoc hién dai don thuan. Két qua nhoém I dat hiéu qua (92%)
cao hon nhém 11 (77,0%) [52].

Tran Ngoc Minh so sanh 47 bénh nhan di chting nh6i méu nio uéng bai
thudc "Tran can tic phong thang gia vi" két hop véi thudc nén (Aspirin,
Atorvastatin) voi nhom 47 bénh nhan di ching nhdi mau ndo chi udng thude
nén. Két qua nhom uéng két hop y hoc ¢ truyén vo1 y hoc hién dai dat hiéu
qua (93,6%) cao hon nhom diéu tri nén don thuan (83%) [53].

1.3.2. Tai Viét Nam.

Nghién cau cia Pham Thi Van Anh, Nguyén Thi Loan, Mai Phuong
Thanh duogc thuc hién nham danh gia tac dung trén qua trinh dong mau va tiéu
fibrin cua ché pham TD.HKO!1 trén mo hinh gay dong mau thuc nghiém. Tiém
tinh mach dudi chudt cng trang lipopolyssacharid va tiém tinh mach tai tho
thrombin dé gay dong méau thuc nghiém. Két qua nghién cau cho thay
TD.HKOL1 liéu 0,8 g/kg/ngay va liéu 2,4 g/kg/ngay trén tho cd tac dung tiéu
fibrin trén m6 hinh gy dong mau bang thrombin. TD.HKO01 khéng c6 tac dung
chéng déng trén mo hinh gay dong mau bang lipopolysaccharid trén chudt cong
trang [54].

Nghién ctru cua Tran Quéc Binh, Pham Van Anh va cdng su duogc thuc

hién nham dénh gi4 doc tinh cap va tic dung chong dong mau cia vién nang
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Hoat huyét an ndo trén thuc nghiém, Két qua nghién ctiu Vién nang Hoat huyét
an ndo khong gy doc tinh cap ¢ lidu 64,66gam/kg (gap 44,66 lan lidu st dung
trén 1am sang). Chua xac dinh dugc LDsp. Vién nang Hoat huyét an néo khéng
gy doc tinh ban truong dién lidu 0,36gam/kg/ngay (lidu twong dwong sir dung
trén 1am sang) va liéu 1,08gam /kg/ngay (liéu gap 3 lan sir dung trén 1am sang)
trong 8 tuan lién tuc [55].

1.4. TONG QUAN VE BAI THUOC NGHIEN CU'U.

1.4.1. Ngudn goc, xuat xir bai thude.

Tréan chau nguu hoang hoan 1a ché phidm y hoc ¢b truyén c6 ngudn goc
tir phuwong “Vién B6 Tran Chau Hoan” thuéc Cong thirc bao ché kinh dién cua
Y hoc Tay Tang & thé ky thtr 8 sau Cong nguyén, duoc xuat ban 1an dau tién
trong kiét tac y hoc c6 dién cua Tay Tang "Te BO Y Dién". Phan 16n cac vi
thudc duoc kiém dinh dat tiéu chuan dugc dién Viét nam V [56] va dat tiéu
chuan co so.

Bai thudc gom 12 vi thude:

Thién Truc Hoang Nguu Hoang
bong Trung Ha Thao Dan Sam
Giang huong Trén chau
Hé)ng hoa Thach hoc
Nguu tat Cam thao
Thuy nguu giac Tram huong.

Mat ong vira du mdt vién.
1.4.2. Cong nang - chu tri:

Cong niang: Bai thude co tac dung chinh gitp luu thong khi huyét, khai
khiéu, tinh than.

Chu trj: Diéu tri du phong tai bién mach mau néo thé nhdi mau ndo. HO
trg hoat huyét, ting cudng luu thong mau. HS trg giam nguy co tai bién mach

nao do ngén mach.
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1.4.3. Cach dung:

Ngudi 16n sau tai bién, hoi ching tién dinh: M&i ngay ubng 1 vién, udng
lién tuc trong 6 ngay.

Ubng duy tri: Mdi thang uéng 1 vién.

Luu y: Nguoi dudi 18 tudi, ngudi ¢ hoi ching méau chdm dong, dang
chay mau, chuan bi phiu thuat, con ting huyét 4p cap, nguoi xuat huyét nio,
phu nit trong ky kinh nguyét, co thai, dang cho con bu, ngudi c6 man cam voi
bat ky thanh phan nao cta thudc khong sir dung.

1.4.4. Phan tich bai thuédc.

Trong bai Nguu hoang, Thién tric hoang, Thily nguu giac co tac dung
trir dam, thanh nhiét, khai khiéu, trir noi phong, Tran chau cé tac dung an than,
gitip diéu tri chitng mat nga, hoi hop 1a quan.

Pan sam, Hong hoa, cd tac dung hoat huyét thong kinh, tan @ giam dau
1a than.

Tram huong diéu khi, giam dau hd tro dan sam, hong hoa. Pong tring
ha thao ich tinh tay, cAm mau chi dinh trong cac truong hop suy nhuoc than
kinh. Nguu tat hoat huyét thdng kinh, manh gan cét, b can than. Thach hoc cé
tac dung tu am thanh nhiét, ich vi sinh tan la ta.

Cam thao, mat ong diéu hoa vi thudc dan thudc vao cac kinh lac 12 si.

Bai thuéc co tac dung thdng kinh hoat lac, khai khiéu tinh than, tan @
huyét, bd can than.

1.5. TONG QUAN VE CAC PHUONG PHAP NGHIEN CUU PQC TINH
VA Y NGHIA VE VIEC NGHIEN CUU TiNH AN TOAN CUA THUOC
YHCT

1.5.1. Thudc y hoc ¢6 truyén va nguyén nhén tién hanh thir doc tinh.

Thudc y hoc ¢6 truyén c6 ngudn goc phat trién 1au doi, gan lién véi lich
sir phat trién cta dan toc Viét Nam. Cac danh y ndi tiéng nhu Tué Tinh, Hai

Thuong Lan Ong da dat nén moéng virng chac cho nén y hoc ¢6 truyén nudc
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nha. Dé nang cao chat luong thude y hoc ¢b truyén, viéc nghién ciru tac dung
duoc 1y va ung dung 1am sang 1a didu vo cing quan trong. Pap tmg thi hiéu
nguoi tiéu dung, cic 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 chuan tir nhiéu duogc liéu khac nhau, da dang phong phu vé tén goi, ching
loai, thanh phﬁn, tac dung cling nhu cach bao ché, gia ca tao nén mot thi truong
thude tir duoc liéu, thude dong y khoé kiém soat [57]. Vi vay, viéc nghién ctru
ddc tinh cua cac thude y hoc cd truyén nham:

Panh gia tinh xac thyc cua thude (authenticity) véi cac tiéu chudn cam
quan, thuc vat, hoéa Iy va néu co thé ca tiéu chuén sinh hoc.

Danh gia chat luong thube thong qua viéc xac dinh ham lugng tap chit,
ham luong hoat chit hodc nhom hoat chat cua dugc liéu.

Panh gia hiéu qua cia quy trinh bao ché thude y hoc ¢ truyén.

Panh gia doc tinh, tac dung diéu tri, hd tro diéu tri cta thude.

Cac danh gia khac tuy theo muc ti€u nghién ctru.

1.5.2. Cac phwong phap thir nghiém ddc tinh cap
1.5.2.1. Muc tiéu:

Thtr doc tinh cép nham cung cép thong tin cho viéc xép loai muc do doc
cua thudc; diéu tri ngd doc cép; thiét 1ap mitrc liéu cho nhirng thtr nghiém doc
tinh tiép theo [57]. Do vay, cac phép thir doc tinh cap can xac dinh.

Liéu an toan;

Liéu dung nap téi da;

Liéu gay ra doc tinh co6 thé quan sat duoc;

Liéu thdp nhit c6 thé gdy chét dong vat thi nghiém (néu co);

Liéu LD50 gan dung (néu c6 thé xac dinh dugc);

Nhiing triéu chimg ngd doc dién hinh co thé quan sat dugc trén dong vat

va kha nang hoi phuc (n€u co).
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1.5.2.2. M6 hinh thi.
a) Nguyén tic Iya chon:

TUy theo myc dich ctia mdi nghién ctru va loai mau thir va nhiing thong
tin sin c6 dé lya chon md hinh tht thich hop. Loai dong vat gdm nham thuong
dugc str dung 1a chudt nhét, chudt céng; loai khong gam nham co thé dung la
cho hodc khi. S6 nhom va s6 lugng cho mdi nhém tiry theo mé hinh ap dung.
[57]

Thir so bg: Thuong dugce thuc hién trong hau hét cac mo hinh thir. Dya
vao két qua trong thtr nghiém s¢ bo dé lya chon, bd tri thir nghiém chinh thirc.
Véi nhitng trudng hop thong tin cho thay mau thir hodc cac chat lién quan ¢
thé khong doc hodac it doc, co thé thtr trén mét loai dong vat (gam nhém). Poi
voi cac ché phém c6 doc cao hoac co yéu cau dic biét vé khoa hoc, can thiét
thir trén hai loai dong vat thuc nghiém (gdm nham va khong gim nham). [57]

Khuyén c4o: Dé bao vé dong vat, cac mo hinh sir dung s it dong vat thi
nghiém dugc uvu tién Iya chon.

b) M#é hinh li¢u ¢ dinh:

Nguyén tic: M6 hinh thir liéu ¢b dinh duogc cac nudc thude To chie hop
tac va phat trién kinh té (OECD), 4p dung va ban hanh chinh thirc nam 2001
(OECD 420). Thtr nghiém dugc thyuc hi¢n véi cac mic liéu x4c dinh 5, 50, 300,
2000, 5000mg/kg hay 1,0/kg dong vat thuc nghiém. [57]

Lua chon liéu thir dau tién lidu thir trén mot nhom 5 dong vat thuc nghiém.
Thir nghiém tiép tuc cho dén khi xac dinh mtrc d6 doc dua trén dap trng dong
vat thuc nghiém chét hoic khong va cac triéu ching ngd doc, kha nang hoi
phuc quan sat duoc. [57]

Xac dinh gia tri LD50 gan dung (néu c6).Phép thir phu hop voi tat ca

truong hop can xéac dinh doc tinh cap.
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¢) M6 hinh Tang- Gidm:

Nguyén tic: Mo hinh thir Tang- Giam duogc cac nudc thude Té chie hop
tac va phat trién kinh té ap dung va ban hanh chinh thirc nim 2001 (OECD
425). Thir nghiém duogc tién hanh trén cac muc liéu duoc tinh theo hé sb buoc
nhay liéu, thue hién 1an luot trén tung dong vat thuc nghiém theo tién trinh tang
hodc giam liéu va tiép tuc cho dén khi dat diéu kién duing lai. [57]

Panh gia két qua bang quan sat cac biéu hién va triéu ching ngd doc theo
qui dinh chung va tinh gia tri LD50 gan dting (néu co) theo qui dinh riéng ciia
phuong phap. Phuong phap nay ap dung phi hop cho cac chét c6 thé giy chét
nhanh trong 1-2 ngay khong pht hop cho cac chat gy chét tir tir trong 5 ngay
hodc hon. Ngoai ra, c6 thé ap dung phuong phap nay trong trudng hop can thir
trén loai dong vat khong gam nham. [57]

d) M6 hinh thir theo Behrens:

Nguyén tac: M6 hinh duoc Behrens dé xuét tir nim 1929 véi 1ap luan
“Nhitng con vat di sdng & mot muc liéu thir ndo d6 thi s& séng vdi tat ca nhimng
muc lieu thép hon va nhiing con vat da chét & mot mire lidu sé chét & tat ca cac
muc liéu cao hon”. [57]

e) M6 hinh theo Litchfield — wilcoxon:

Nguyén tic: M6 hinh duoc Litchfield- Wilcoxon dé xuat nim 1949 sau
khi xem xét, cai tién va c géng khac phuc nhiing han ché ctua mét sd phuong
phap trudc d6. Két qua dugc ghi dd thi trén gidy log- probit va dugc tinh theo
phuong phap toan d6 c6 hiéu chinh, do vy cho két qua chinh xac hon. Trudc
day, phuong phap thuong dugc ap dung trong tinh gia tri LD50 cho nhiing chét
cb doc tinh cao. [57]

Trong nghién clru nay, ching tdi st dung phuong phap Litchfield —
Wilcoxon do c6 tinh chinh xac cao nhat. [57]
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1.5.3. Cac phwong phap thir nghiém déc tinh ban truong dién
1.5.3.1. Muc tiéu:

Thir doc tinh dai ngay chi dugc tién hanh sau khi di c6 thong tin vé doc
tinh cép trén dong vat va mau thtr duoc dy dinh str dung hoic tiép xuc dai hgay
trén nguoi [57].

Thir doc tinh dai ngay nham xac dinh kha nang dung nap ciia dong vat thi
nghiém khi dung mau thir nhiéu 1an. Thong tin can xac dinh c6 nhitng biéu hién
ddc tinh sau khi dung dai ngay, bao gom:

Mirc liéu khong hodc c6 gy thay d6i dang ké t6i chirc ning, co quan hodc
mdt sd biéu hién séng co thé quan sat dugc trén dong vat thi nghiém;

Nhitng doc tinh ¢ thé quan sat dugc trén dong vat va kha nang hdi phuc
néu co.
1.5.3.2. Lua chon mo hinh thi:

Can ¢t vao cac thong tin cia mau thir va két qua thir doc tinh cap dé thiét
ké mo hinh, muc liéu thir. [57]

Truong hop mau thir khéng thé hién doc tinh cip hoic rat it doc, co thé
thir trén 1 loai dong vat (gdm nham).

Truong hop mau thir thé hién doc tinh cap cao, liéu gay doc gan vai lidu
c6 tac dung dugc 1y, can thiét thir trén 2 loai dong vat (gdim nhdm va khéng
gim nham).
1.5.3.3 Thoi gian thi:

Thoi gian thir trén dong vat dugc tinh dua theo thoi gian du kién dung trén
ngudi hodc c6 thé thir véi cac khoang thoi gian xac dinh. Ngoai ra, thoi gian
thir con phu thude vao dich cua thir nghiém 1a cung cap thong tin cho thir 1am
sang giai doan nao. Khi can thong tin cho thir 1am sang giai doan 1 hodc 2, thoi
gian c6 thé ngan hon (14-28 ngay); khi can cung cap thong tin cho thir 1am sang
giai doan 3, thoi gian thir can dai hon (28-90 ngay). Hién nay, tai liéu hudng

dan ctia cic nudc tham gia Hoi nghi quoc té vé hai hoa cac thu tuc ding ky
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dugc pham sir dung cho con ngudi (ICH), gi6i thiéu tinh thoi gian thir doc tinh
theo 2 cach:

Thoi gian thir thudce bang 3-4 1an thoi gian dy kién dung trén nguoi.

Thoi gian thir theo tirng khoang xac dinh: 14 ngay, 28 hoac 90 ngay. Lua
chon timg khoang thoi gian thir tily theo yéu cau timg mau va diéu kién thir
nghiém.

Panh gia mirc d6 doc s& duoc xem xét trén bao cao két qua tuong tng véi
tung khoang thoi gian da thir. [57]
1.5.3.4. Liéu dung:

Thubc duogc dung chi yéu qua dudng udng bang dung cu chuyén biét.

Mt liéu thir phai duoc lya chon sao cho ¢ ¥ nghia trong viéc danh gia
vé kha ning an toan hay mirc do gay doc ciia mau thir khi dung nhiéu ngay trén
dong vat. Liéu thir thuong dugc tinh tir cac thong tin thu dugc tir thir doc tinh
cap, va dugc quy do6i tuong duong theo licu giita cac loai néu thir trén loai khac
nhau [58]. Vi nhiing nghién ciru day du, thir nghiém duoc thiét ké vai 3 muc
lidu (twong dwong 3 nhom thir):

Liéu thép: muc liéu du dé mau thir c6 tac dung duogc 1y hoac diéu tri (trc
1a twong duong murc liéu dy kién dung dé diéu tri cho nguoi);

Liéu trung binh: muc lidu co thé khong gay nhimg doc tinh quan sat duoc
hodc gy anh huong khong dang ké;

Liéu cao: muc lidu dy kién s& quan sat dugc biéu hién ngd doc trén co
quan cua dong vat thuc nghiém hoac dén murc thé tich gid1 han cao nhét ma
dong vat thuc nghiém co thé dung duoc.

Thir nghiém nén dugc tién hanh song song voi 1 nhém chimg trong cliing
diéu kién véi cung sd luong dong vat da dung trong nhom thr.

Cho ddng vat dung thudc hang ngay, 7 ngay/ tuan, trir khi c6 ché do liéu
dac biét.
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Sb dong vat trén moi nhom tuy theo 10ai 8-10 con (gim nham); hoic 2-4
con (khoéng gam nhdm). Viéc dung cac dong vat khong gim nhim thudng rat
tén kém, dic biét 1a cac loai linh trudong. Khi can thir nghiém trén dong vat
khong gam nham, dé cuong can duge xem xét bsi Hoi déng khoa hoc hoac khi
c6 yéu cau ctia co quan quan 1y hodc nha san xuét. [57]

1.5.4. Cac md hinh chdng dong di dwoc sir dung trén thé giéi.
1.5.4.1 M hinh giy dong mau bénh 1y bang lipopolisaccharid trén chudt
cong.

Trudce khi gdy md hinh, chudt dugce ubng nudc cat va thude tuong tmg.
Tiém Lipopolysaccharid tinh mach dudi, liéu 3 mg/kg thé trong véi thé tich 0,5
mL/100g trong luong chudt dé gay dong mau. Chudt dugc ldy mau tai cac thoi
diém trude tiém Lipopolysaccharid 4h, 8h sau tiém Lipopolysaccharid. Tét ca
cac mau duoc hoa loang (ty 18 1:9) v6i 4% natricitrat. [58], [59], [60].
1.5.4.2. Md hinh gdy dong mau bénh 1y trén thoé bing thrombin cia
Margaretten — MC Kay (1964):

Tiém tinh mach ria tai tho 1 1an dung dich Thrombin, liéu 15U1 (tiém
cham trong vong 3 pht) sau dé cho thé udng thudc chimg duong.

Thé tich cho udng ¢ tat ca cac 16 1a 5ml/kg/24h, chia déu 2 lan vao 8h
séng va 14h chiéu. Cho tho udng lién tuc trong 1 tuan. Tai c4c thoi diém trude
khi tiém thrombin (T0), sau tiém 24h (T1), 72h (T2), 5 ngay (T3), 7 ngay (T4).
Tho dugc ldy mau tinh mach dé xét nghiém cac chi tiéu déng mau. [61].
1.5.4.3. Md hinh giy huyét khéi dudi chudt bang k-Carrageenan.

M6 hinh nay duya trén co sé ting dong mau, ton thuong ndi md va su
thay d6i luu lugng mau binh thuong. Viéc that nit don gian dé thay doéi luu
lugng mau & chudt da cai thién dang ké tan suat va dau hiéu huyét khoi sau khi
tiém K-carrageenan vao tinh mach. Pac biét, tiém 1 mg / kg K- carrageenan
két hop vai 10 phit thit ¢ dudi 1am tang tan suat huyét khdi 18n gan nhu 100%
& chudt cong [62]
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1.5.4.4. M6 hinh huyét khoi tinh mach sau & khi dau ché.

Nghién ctru nay thiét 1ap mot mé hinh mai vé huyét khéi tinh mach bang
cach @c ché hé théng 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 [63]
1.5.4.5. M6 hinh giy huyét khoi dong mach canh bang Ferric Chloride
FeCl3.

Trén thuc té co rat nhiéu mé hinh huyét khéi khac nhau di dwgc phat
trién trén chudt. Trong sé do, ton thuong mach do clorua sat (FeCl 3) 1a mot
md hinh huyét khéi tic, duoc sir dung rong rai bao céo su hoat hda va két tap
tiéu cau trong bdi canh hé thdng mach kin vé tring.

M6 hinh nay dua trén ton thuong té bao ndi md do oxy hoa khtr, don gian
va nhay cam véi ca thuéc chéng dong mau va thudc chdng tiéu cau [64].

Trong nghién ciru nay, ching tdi sir dung mé hinh gy déong mau bang
tiém Lipopolysaccharid du6i chudt cua Wang B va cong su [58], 12 mo hinh

duoc st dung rong rai trén thé gii.



26

CHUONG 2
CHAT LIEU, POI TUQNG VA PHUONG PHAP NGHIEN CUU
2.1. CHAT LIEU NGHIEN CUU
Vién hoan Tran chau nguu hoang hoan do Cong ty TNHH san xuét va
XNK Thue pham chiic ning Asean san xut, Cong ty Dong dugc Viét Y Puong
phan phdi.

Hinh 2.1: Sian phdm Tran chiu ngwu hoang hoan
L6 san xuat: 01062019. Ngay san xuét: 28/06/2019. Han sir dung 27/06/2022
MBbi vién 1g chira: Cao hdn hop 55mg tuong duong:



27

Tiéu
. Ham chuin
STT | Tén vithuoc Tén khoa hoc
lwgng dwgc
liéu
Thién truc o
1 . Concrectio Silicae Banthusa 75mg | DBVNV
hoang
2 Tram huong Aquilaria agallocha 75mg | DPVNV
3 Hong hoa Flos Carthami tinctorii 75mg | DDPVNV
4 Nguu hoang Calculus Bovis artificialis 71.06mg | DDVN V
Radix et Rhizoma Salviae
5 Dan sam . 47.09mg | DDVN V
mitiorrhzae
6 Giang huong Pterocarpus indicus 47.09mg | DBDVN V
7 Tran chau Avicula martensii 37.67mg | DBVN V
8 | Thay nguu giac Cornu bubali 32.53mg | DBVN V
9 Cam thao Radix et Rhioma Glycyrrhiea 25mg | DBbVNV
10 Thach hoc Herba Dendrobii 20mg |DBbVNV
Dong trung ha _ _
11 Cordyceps sinensis 15.41mg | DBVN V
thao
12 Nguu tat Radix Achyranthis bidentatae 9,42mg | DBVN V
Mat ong Vura du 1 vién

Bang 2.1: Thanh phan san pham

Céc vi thube duoc kiém dinh dat tiéu chuan duoc liéu theo dugc dién Viét nam

V [58] va dat tiéu chuan co sé. Liéu du kién sir dung trén nguoi 13 01 vién/ngay.

“Tran chau nguu hoang hoan” duoc pha lodng trong nudc cit thanh cac

dung dich c6 nong d6 khac nhau tuy theo mirc liéu sir dung cho chudt udng,

dung dé danh gia doc tinh cap, doc tinh ban truong dién va tac dung chdng dong

trén dong vat thuc nghiém.
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*Ho4 chit va may méc sir dung trong nghién ciru:

Rivaroxaban 20 mg, biét dugc Xarelto® cua Cong ty Bayer Health Care
Pharmaceuticals.

Lipopolysaccharides from Escherichia coli 055 :B5 L2880-25MG cua
Sigma-Aldrich.

Thromborel® S (bao gdm thromboplastin va calci) caa hing Siemens,
Puc duoc nhap khau boi Cong ty TNHH Sysmex Viét Nam;

Dade® Actin® FSL Activated PTT Reagent (bao gdm phospholipid) cua
hang Siemens, Prc duoc nhap khau bai Cong ty TNHH Sysmex Viét Nam;

Dung dich calci clorid nong d6 0,025 mol/L caa hing Siemens, Puc duoc
nhap khau bai Cong ty TNHH Sysmex Viét Nam.

May xét nghiém dong mau ban tu dong Sysmex CA-50 san xuat tai Nhat
Ban;

Dung dich xét nghiém mau ABX Minidil LMG cua hang ABX -
Diagnostics, dinh Iugng trén may Vet abcTM Animal Blood Counter.

May xét nghiém sinh hoa ban tu dong Erba Chem 5 V3 cua Diic

May xét nghiém huyét hoc ABX Micros ES 60 ctia Phap.

Kit dinh lugng cac enzym va chat chuyén hda trong mau: ALT (alanin
aminotransferase), AST (aspartat aminotransferase), bilirubin toan phan,
albumin, cholesterol toan phan, creatinin cta hang Erba (Dic).

Cac hoa chat xét nghiém va 1am tiéu ban mé bénh hoc.

Can dién tur cua Nhat, do chinh xac 0,001 gam.

Kim dau ti cho chudt udng. Coc chia vach, bom kim tiém 1ml.

2.2. POI TUQNG NGHIEN CUU.

Chu6t nhat trang chung Swiss, ca 2 gidng, khoé manh, trong luong 18 —
22g do Vién Vé sinh dich t& Trung uong cung cép.

Chudt céng tréng chung Wistar, ca hai giéng, khée manh, can nang 180

- 220g do Co so dong vat thi nghiém Pan Phuong — Ha Noi cung cép.
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Chudt dugc nuodi trong phong thi nghiém cua B mon Duoc 1y, Pai Hoc
Y Ha Noi 5-10 ngay trude khi nghién ctru va trong sudt thoi gian nghién ctu
bang thirc an chuan danh riéng cho chudt (do Vién Vé sinh dich t& Trung uong
va Cong ty lién doanh Guyomarc’h-VCN cung cip), ubng nudc tu do.

2.3. PHUONG PHAP NGHIEN CUU.
Thiét ké nghién ciu:

Nghién ciu thuc nghiém, c6 ddi chiéu véi nhém ching.

2.3.1. Nghién ctru ddc tinh cip, ban truong dién ciia Tran chiau nguu hoang
hoan.
2.3.1.1. Nghién ciru doc tinh cip ciia Tran chiau nguu hoang hoan

Nghién ctru doc tinh cip va xac dinh LDsg ctia vién hoan Tran chau nguu
hoang hoan trén chudt nhét tring theo dudng udng [65], [66].

Truéc khi tién hanh thi nghi¢m, cho chudt nhin an qua dém. Chuot duoc
chia thanh céc 16 khac nhau, mdi 16 10 con. Cho chudt udng vién hoan Tran
chau nguu hoang hoan véi lidu tang dan trong cing mot 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 cua chuot, qué trinh dién bién bat
dau c6 dau hiéu nhiém doc (nhu ndn, co giat, kich dong, bai tiét. . ) va ) luong
chudt chét trong vong 72 gid sau khi ubng thude. Tét ca chudt chét duge mo dé
danh gi4 ton thuong dai thé. Tir d6 xay dung do thi dé xac dinh LD50 ciia thude
thir [67]. Sau d6 tiép tuc theo ddi tinh trang ctia chudt dén hét ngay thir 7 sau
khi uéng vién hoan Tran chau nguu hoang hoan.
2.3.1.2. Nghién ctru déc tinh ban trwong dién ciia Tran chiu nguu hoang
hoan.

Nghién ctru doc tinh ban truong dién duong udng trén chudt cong trang
dugc tién hanh theo hudng dan ciia T6 chirc Y té thé gidi vé thude co ngudn
gbc duoc lidu [66].

Chudt céng tréng duoc chia lam 3 16, mdi 16 10 con ngﬁu nhién.



30

- Lo 1 (chtng sinh hoc) (n = 10): Ubng dung méi pha thudc 10mL/kg/ngay.

- Lo tri 1 (n = 10): Udng Tran chau nguu hoang hoan lidu 0,12 vién/kg/ngay
(liéu ¢6 tac dung twong dwong liéu dw kién trén nguoi, tinh theo hé sé 6) [68].
- L6 tri 2 (n = 10): Udng Tran chau nguu hoang hoan liéu 0,36 vién /kg /ngay
(gdp 3 lan 16 tri 1).

- Chuét dugc udéng nude hodc thude thir trong 12 tuan lién tuc, mdi ngay mot
1an vao budi sang.

* Cdc chi tiéu theo doi trudc va trong qua trinh nghién ciru:

- Tinh trang chung, thé trong ctia chudt cong trang.

- Panh gia chtrc phan tao mau thong qua s6 lugng hong cau, thé tich trung binh
héng cau, ham lugng hemoglobin, hematocrit, ) lugng bach cau, cong thirc
bach cau va sd luong tiéu cau.

- Panh gia chtic niang gan thong qua dinh lugng mot sé chat chuyén hoa trong
mau: bilirubin toan phan, albumin va cholesterol toan phan.

- Panh gia mirc d6 ton thuong té bao gan thong qua dinh luong hoat do enzy
trong mau: AST, ALT.

- Panh gia chic nang than thong qua dinh luong ndng do creatinin huyét thanh.
- C&c thong s6 theo doi duoc kiém tra vao trude lac uéng thudc, sau 4 tuan,8
tudn va sau 12 tuin udng thude.

- M6 bénh hoc: Sau 12 tuan udng thude, chudt cong trang duge mod dé quan sat
dai thé toan bo cac co quan. Kiém tra ngﬁu nhién cau trac vi thé gan, than cua
30% s6 chudt céng tréng & mdi 16. Cac xét nghiém vi thé dugc thuc hién tai
Trung tam Nghién ctru va phat hién sém ung thu (do PGS.TS. Lé Binh Roanh
doc két qua vi thé).
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2.3.2. Nghién ctru tic dung chong dong mau ciia “Tran chiau nguu hoang
hoan” trén mo hinh giy déng bang Lipopolysaccharid trén chuét cong
trz"mg.

Nghién ctru sir dung mé hinh gay déng méau bang lipopolysaccharid trén
chuét cdng trang cia Wang B va cong su [58], tinh trang d6ng méu cua chudt
duoc gay ra bang cach tiém tinh mach duéi chudt dung dich lipopolysaccharid
véi liéu 3 mg/kg, tiém cham trong 3 phit.

Chudt thi nghiém dugc chia thanh 5 16, mdi 16 10 con ngau nhién.

- L6 1 (chting sinh hoc): ubng nudc cat + tiém tinh mach dudi chudt nudc mudi
sinh ly.

- L6 2 (m6 hinh): udng nudc cit + tiém tinh mach duéi chudt lipopolysaccharid.
- L6 3: ubng Rivaroxaban liéu 3 mg/kg/1an/ ngay trong 7 ngdy + tiém tinh mach
dudi chudt lipopolysaccharid.

- L6 4: udng Tran chiu nguu hoang hoan lidu 0,12 vién/kg/ngay (liéu twong
duong liéu du kién dung trén nguoi, tinh theo hé sb 6) trong 7 ngay + tiém tinh
mach dudi chudt lipopolysaccharid.

- L6 5: udng Tran chau nguu hoang hoan liéu 0,36 vién/kg/ngay (liéu gap 3 lan
liéu du kién dung trén nguoi, tinh theo hé sb 6) trong 7 ngdy + tiém tinh mach
dudi chudt lipopolysaccharid.

- Chudt cbng trang dugc uéng Tran chau nguu hoang hoan lién tuc trong 7 ngay
trude khi tiém lipopolysaccharid dé gay tinh trang dong mau.

* Tai ngay thtr 7 cua nghién curu:

- L6 1: hai gi¢ sau khi uéng nudce cat 1an cudi, chuot céng duoc tiém tinh mach
dudi nude mudi sinh 1y.

- L6 2, 3, 4, 5: hai gi¢ sau khi uéng nude cat/thude tht 1an cudi, chudt céng
duoc tiém tinh mach duéi dung dich lipopolysaccharid voi liéu 3 mg/kg, tiém

cham trong 3 phat dé gy déng mau.
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* Chudt cong ¢ tat ca cac 16 nghién ctru duoc 14y mau vao thoi diém 4 gid sau
khi tiém lipopolysaccharid dé danh gia cac chi s nghién ctru gdm:

- S6 luong tiéu cau;

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

- Thoi gian thromboplastin timg phan hoat héa (aPTTs), aPTTbénh-ching;

- Nong d6 fibrinogen.

Céc chi s6 nghién ctru duge so sanh giita cac 10.

2.4. Pia diém va thai gian nghién ciu.

- bia diém: B4 mén Duoc Iy - Dai hoc Y Ha Nai.

- Thoi gian: Tir thang 5/2021 dén thang 9/2021

2.5. So' @ nghién ctru.

“Tran chau nguwu hoang hoan”

[ Nghién ctu thuc nghiém trén dong vat J

Téc dung chéng dong: Nghién
ciu trén mo hinh gay dong mau
bang Lipopolysaccharid (LPS)

N AN /
~. —

Két lu@n vé dac tinh va tac dung chéng déng cia “Trdn chdu nguu

- boc tinh cap.
- Doc tinh ban truong dién.

hoang hoan”

So dd 2.1. M6 hinh nghién ctru doc tinh cap, ban truong dién va tc dung chong

déng mau trén mo hinh thuc nghiém cua “Tran chau nguu hoang hoan”.
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2.6. Xir 1y s6 liéu
* Pdc tinh cp:

Céc sb liéu duoc xtr 1y thong ké theo thuat toan thong ké T-test Student
bang phan mém Microsoft Excel.
* Pdc tinh ban truwong dién

Céc s6 lidu nghién ctru duge thu thap va xir Iy bang phuong phéap thong
ké y sinh hoc theo t-test (Student) va test trudc sau (Avant-aprés). Biéu dién
dudi dang X + SD. Su khac biét co y nghia thong ké khi p < 0,05
* Tac dung chdng dong:

Céc sb liéu nghién ctiru duge xir ly théng ké theo phuong phéap t-test
Student va test trudce - sau (Avant-apres). Su khac biét ¢6 y nghia khi p < 0,05.
Quy udc:

Khac biét so v61 16 chirng sinh hoc: A p<0,05; AA p<0,01; AAA p< 0,001

Khac biét so vd1 16 mo hinh: * p<0,05; ** p<0,01; *** p<0,001
2.7. Sai s6 va cach khong ché sai so

Céc phuong phap dugc ap dung dé han ché téi da cac sai sd c6 thé xay
ra trong qua trinh thu thap, phan tich va xu 1y s6 liéu:

Pong vat nghién ctru duoc Iua chon tuong ddi déng déu, khée manh
khong c6 di tat hay ddu hiéu bat thuong.

Thoi gian thuc hién cac bude thi nghiém giita cac 16 chudt 13 théng nhét
cung mot thoi diém.

Sd liéu duoc do dac can than va chinh xac béng cac dung cu, may moéc
tai phong thi nghiém. Luu trit s6 liéu, thong tin bang so ghi chép, chup anh.

Xt 1y s6 liéu bang phan mém chuyén dung trén may tinh.

2.8. Dao dirc nghién ciru.

Nghién ctru nay chi nham bao vé va nang cao stic khée cho ngudi bénh

ngoai ra khong nham mot muc dich nao khac.

Nghién ctu dugc thong qua Hoi déng dé cuong cua Hoc vién Y Dugc



34

hoc ¢6 truyén Viét Nam.

Nghién ctru duogc thuc hién trén chudt nhét tring va chudt cong trang, sb
luong dong vat sir dung trong cac md hinh thi nghiém dwoc han ché & muc toi
thiéu, du dé thu duoc két qua dam bao do tin cay va du xu ly théng ké.

Nhitng chudt chét trong qué trinh 1am thi nghiém (néu c6) va sé chuot
sau khi thi nghiém hoan thanh déu duoc xu 1y theo diing quy dinh.

Viéc lya chon dong vat thi nghiém, diéu kién nuéi, chim soc va st dung
dong vat déu tuan tha chat ché theo “Hudng dan noi dung co ban tham dinh két
qua nghién cau tién 1am sang thude tan dugc, thude cd truyén, vac xin va sinh

pham y t&” ciia Bo y té.
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CHUONG 3
KET QUA NGHIEN CUU

3.1. Két qua nghién ctru dc tinh cap va ban trwong dién ciaa “ Tran chau
nguu hoang hoan”
3.1.1. Két qua nghién ctru djc tinh cAp cia “ Tran chidu nguu hoang hoan”

Chudt nhit trang duoc udng vién hoan Tran chau nguu hoang hoan tir
lidu thap nhat dén liéu cao nhat. L chudt da udng dén lidu 0,25 ml/10 g, 3 lan
trong 24 gio dung dich dam dac, theo ddi thay cac liéu vién hoan Tran chau
nguu hoang hoan khong c6 biéu hién gi, khdng xuat hién triéu ching bat thuong
nao trong 72 gio sau udng thude thir va suét 1 tuan sau udng thudc thir, Két qua
duoc trinh bay ¢ bang 3.1.

Biéu d0 3.1: Két qua nghién ciru doc tinh cap cia “Tran chiau nguu

hoang hoan”

=
H
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N

s 10 10 10 10 10
L 10
=
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ple]
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@ o @ o @ o @ o
0
L61 L62 L63 L6 4
|6 chuot
En Lidu (Vien/kg ~ ETy & chét (%) D&u hiéu bat thwong khac

*Nhan xét:

Két qua biéu dd 3.1 cho thay: cac 16 chudt ubng vién hoan Tran chau
nguu hoang hoan lidu tir 5,0 vién/kg dén lidu tdi da 12,5 vién/kg khong co biéu
hién doc tinh cap, khong c6 dau hiéu bat thuong. Tir d6 tinh duoc liéu dung nap
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t6i da (Ludén nho hon liéu chét 50%) cua vién hoan Tran chau nguu hoang hoan
la: 12,5 vién/kg.

3.1.2. Két qua nghién ciru ddc tinh ban truwong dién cia “Tran chiu nguu

hoang hoan” trén dong vat thuc nghiém.

a. Tinh trang chung.

Trong thoi gian thi nghiém, chudt & cac 16 hoat dong binh thuong, an

uéng tdt, nhanh nhen, l6ng muot, mét sang, phan kho.

b. Panh gia su thay ddi thé trong chudt

Bing 3.2. Anh hwéng ciia Tran chiau nguu hoang hoan dén thé trong

chuot
Thoi gian Lo chirng Lotril Lo tri 2 P
Trong % | Trong % ting | Trong | % tang | (t-test)
lwgng (g) | tang |lwgng(g) | trong | lwgng(g) | trong
(X+SD) | trong | (X£SD) | lwgng | (X+SD)| lwong
lwgng
Truéc udng | 184,00 = 189,00 + 175,00 +
thudc 24,59 30,71 25,93
Sau 4 tuan|225,00 +|122,3 |208,00 +|110,1 |214,00 +[122,2 |>0,05
ubng thude | 47,67 39,94 38,64
p trude —sau | < 0,05 <0,01 < 0,001
Sau 8 tuan|245,00 +{133,2 [219,00 +|115,9 |212,00 +|121,1 > 0,05
ubng thubc | 52,76 36,65 36,15
p trude —sau | < 0,001 < 0,001 <0,01
Sau 12 tuan|278,00+ |151,1 |244,00 +|129,1 244,00 £ 1394 |>0,05
ubng thuéc | 38,24 44,77 34,71
p trude —sau | < 0,001 < 0,001 < 0,001




*Nhan xét:
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Két qua ¢ bang 3.2 cho thiy: sau 4 tudn, 8 tudn va 12 tudn udng thudc

thur, trong luong chuot & ca 3 16 (16 chig va 2 16 tri) déu tang co y nghia théng

ké so véi trude khi nghién ctru. Murc tang trong lugng cua chudt cong trang &

cac 16 uéng Tran chiu nguu hoang hoan it hon so véi 16 chimg sinh hoc, tuy

nhién khong co su khac biét vé vai 16 chimg sinh hoc (p > 0,05).

C. Panh gia chirc nang tao mau

Bang 3.3. Anh hwéng ciia Tran chiau nguu hoang hoan dén sé heong hong

cAu trong mau chudt cong trang

S6 lwgng hong cau (T/1) p
Thoi gian (X £ SD) (t-test)
L6 chirng Lo tril Lo tri 2

Trudc udng thuée | 9,75+0,71 [9,21+0,72 [9,20+1,08 |>0,05
Sau 4 tudn udng

, 9,84 +0,83 [8,97+1,08 [9,03+1,03 |>0,05
thuoc
p (trudc - sau) > 0,05 > 0,05 > 0,05
Sau 8 tudn udng

, 9,87 +0,95 [9,20+0,37 [991+1,16 |>0,05
thuoc
p (trudc - sau) > 0,05 > 0,05 > 0,05
Sau 12 tuan udng

, 9,60 +0,87 [8,97+1,22 [9,49+0,85 |>0,05
thuoc
p (trudc - sau) > 0,05 > 0,05 > 0,05

*Nhan xét:

Két qua & bang 3.3 cho thay: Sau 4 tuan, 8 tuan va 12 tuan uéng thuéc

thir, xét nghiém danh gia chtrc ning tao mau vé sb lugng hdng cau & ca 18 tri 1

(ubng Tréan chau nguu hoang hoan lidu trong dwong liéu dy kién ding 1am sang
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0,12 vién/kg/ngay) va 16 tri 2 (udng Tran chau nguu hoang hoan lidu gap 3 lan
1am sang 0,36 vién/kg/ngay) déu khéng c6 su khac biét co ¥ nghia so vai 16

chtng va so sanh giira cac thoi diém truéc va sau khi udng thude thir (p > 0,05).

Bang 3.4. Anh hwéng cia Tran chau ngwu hoang hoan dén ham lweng

huyét sic té trong mau chuat

Ham hrong huyét sic to (g/dl) p
Thoi gian (X£SD) (t-test)
Lo chung Lotril Lo tri 2

Trudc ubng thude | 13,50 +0,85 |13,85+0,62 | 13,73+0,73 | > 0,05
Sau 4 tudn udng

, 13,31+1,37 [12,70+1,45 | 1296+1,14 | >0,05
thudc
p (trudce - sau) > 0,05 > 0,05 > 0,05
Sau 8 tudn udng

, 12,74+1,06 [1256+1,61 |1343+1,45 |>0,05
thudc
p (trudce - sau) > 0,05 > 0,05 > 0,05
Sau 12 tuan udng

, 1269+145 [1249+1,68 |12,92+0,94 | >0,05
thudc
p (trudce - sau) > 0,05 > 0,05 > 0,05

*Nhan xét:

Két qua ¢ bang 3.4 cho thay: Tai thoi diém sau 8 tuan va 12 tudn ubng
mau thir, & ca 16 tri 1 (udng Tran chau nguu hoang hoan liéu 0,12 vién/kg/ngay)
va 16 tri 2 (uéng Tran chau nguu hoang hoan liéu 0,36 vién/kg/ngay) ham luong
huyét sic té khong c6 su khac biét so véi 16 ching va so sanh giita cac thoi

diém trude va sau khi udng thude thir (p > 0,05).
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Bang 3.5. Anh hwéng ciia Tran chiau ngwu hoang hoan dén hematocrit

trong mau chudt

Hematocrit (%) p
Thoi gian (X £ SD) (t-test)
Lo ching Lotril Lo tri 2

Trudc ubng thubc | 51,86 2,26 | 49,02 +3,67 | 49,86 +7,24 |>0,05
Sau 4 tuan udng

, 49,50 + 3,19 | 46,17 £3,98 | 46,10+£4,79 |>0,05
thudc
p (trudce - sau) > (0,05 > 0,05 > 0,05
Sau 8 tuan udng

, 49,76 £ 4,17 | 46,93+ 3,76 | 50,70 £6,07 | > 0,05
thudc
p (trudce - sau) > 0,05 > 0,05 > 0,05
Sau 12 tuan udng

, 48,77 £4,33 | 4513 +3,92 48,71 £459 |>0,05
thudc
p (trudce - sau) > 0,05 > 0,05 > 0,05

*Nhan xét:

Két qua ¢ bang 3.5 cho thdy: Sau 4 tuan, 8 tudn va 12 tudn ubng thudc
thir, cac xét nghiém danh gia hematocrit & ca 16 tri 1 (uéng Tran chau nguu
hoang hoan liéu 0,12 vién/kg/ngay) va 16 tri 2 (udng Tran chiu nguu hoang
hoan liéu 0,36 vién/kg/ngay) khong co su khac biét co y nghia so véi 16 chimg

va so sanh gitta cac thoi diém trude va sau khi ubng thude thi (p > 0,05)
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Bing 3.6. Anh hwéng ciia Tran chiau nguu hoang hoan dén thé tich trung

binh hdng ciu trong mau chudt

Thé tich trung binh hong cau (fl) p
Thoi gian (X +£SD) (t- test)
L6 ching Lotril Lo tri 2

Trudc ubng thuée | 53,60 1,17 |52,43+1,87 |52,88+2,36 |>0,05
Sau 4 tuan udng

, 52,40+2,76 |51,20+2,10 |51,70+1,83 |>0,05
thudc
p (trudce - sau) > (0,05 > 0,05 > 0,05
Sau 8 tuan udng

, 51,40 + 3,57 |50,90+2,77 |51,70+2,06 |>0,05
thudc
p (trudce - sau) > 0,05 > 0,05 > 0,05
Sau 12 tuan ubng

, 51,60+4,36 |51,60+1,65 |51,30+1,64 |>0,05
thudc
p (trudce - sau) > 0,05 > 0,05 > 0,05

*Nhan xét:

Két qua & bang 3.6 cho thiy: sau 12 tudn uéng mau tht, cac xét nghiém

danh gia thé tich trung binh hong cau & ca 16 tri 1 (udng Tran chiu nguu hoang

hoan liéu 0,12 vién/kg/ngay) va 16 trj 2 (udng Tran chau nguu hoang hoan liéu

0,36 vién/kg/ngay) cac thoi diém trudc va sau khi udng thude thir (p > 0,05)

khong co6 su khéc biét c6 y nghia so voi 16 chung va so sanh gitra
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Bang 3.7. Anh hwéng ciia Tran chau ngwu hoang hoan dén sé lweng bach

ciu trong mau chudt

S6 lwong bach cau (G/I) P
Thoi gian (X £ SD) (t- test )
Lo ching Lotril L0 tri 2

Trudc ubng thuéc | 9,43 +2,378,69+206 |9,26+2,48 |>0,05

Sau 4 tudn udng
, 9,85+2,22 10,04 +2,47 |9,04+1,27 |>0,05
thudc

p (trudce - sau) > 0,05 > 0,05 > 0,05

Sau 8 tudn udng
, 9,24+230|852+257 |7,93+1,80 |>0,05
thudc

p (trudce - sau) > 0,05 > 0,05 > 0,05

Sau 12 tuan ubng
, 9,81+1,109,79+3,13 |9,20+2,47 |>0,05
thuoc

p (trudc - sau) > 0,05 > 0,05 > 0,05

*Nhan xét:

Két qua ¢ bang 3.7 cho thay: Sau 12 tuan uéng Tran chau nguu hoang
hoan, xét nghiém danh gia $6 luong bach cau & 16 tri 1 (uéng thude thir lieu
tuong duong 1am sang 0,12 vién/kg/ngay) va va 16 tri 2 (udng Tran chau nguu
hoang hoan liéu 0,36 vién/kg/ngay) khong c6 su khac biét co ¥ nghia so voi 16

chtng va so sanh giita cac thoi diém trudce va sau khi udng thude thi (p > 0,05).
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Bing 3.8. Anh hwéng ciia Tran chiau nguu hoang hoan dén cong thirc

bach ciu trong mau chudt

Cong thirc bach cau (X + SD) P
Lo ching Lo tril Lo tri2 (t- test)
Thoi gian Trung Trung
Lympho | Trung | Lympho ] Lympho ]
) tinh (%) %) tinh %) tinh
0 in 0 0 0
(%) (%)
Trudc udng | 76,89 +(8,11 +(7596 +|9,13 =+|7415 +|7,15 * 005
4 > 1
thuoc 6,63 1,85 4,89 1,84 1,28 1,99
Sau 4 tuan | 76,34 +|856 +|73,35 +|10,74 +|74,95 +|8,76 % 0.05
r 4 > 1
uong thuoc | 8,84 2,90 6,36 2,18 4,93 2,78
p (trudce-
> 0,05 > 0,05 > 0,05 >0,056 |>0,05 > 0,05
sau)
Sau 8 tuan | 73,44 +[930 +|70,25 +|11,79 +|7404 + (858 + 005
4 7 > 1
uong thuoc | 5,39 3,00 4,83 3,13 4,73 1,73
p (trudce-
> 0,05 > 0,05 > 0,05 >0,05 |>0,05 > 0,05
sau)
Sau 12 tuan | 74,09 +|959 +[7290 +|960 +|77,94 +|7,57 % 0.05
/4 4 > 1
uong thuodc | 6,68 3,09 3,40 3,18 7,69 2,36
p (trudc-
) > 0,05 > 0,05 > 0,05 >0,06 |>0,05 > 0,05
sau

*Nhan xét.

Két qua & bang 3.8 cho thdy: Sau 4 tuan, 8 tuan va 12 tuan udng Tran

chau nguu hoang hoan, cong thirc bach cau ¢ ca 16 tri 1 (udng Tran chau nguu

hoang hoan liéu 0,12 vién/kg/ngay) va 16 tri 2 (udng Tran chau nguu hoang

hoan liéu 0,36 vién/kg/ngay) khong co su khac biét co y nghia so véi 16 chimg

va so sanh giita cac thoi diém trudc va sau khi udng thube thir (p > 0,05).
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Bang 3.9. Anh huéng ciia Tran chiau nguu hoang hoan dén s lwong tiéu

cau trong mau chugt

S6 lwong tiéu cau (G/1) p
Thoi gian (X £ SD) (t- test)
Lo ching Lo tril Lo tri 2

Trudc ubng thube | 567,20 + 109,16 | 682,70 + 75,87 | 562,50 + 88,78 |> 0,05
Sau 4 tuan udng

. 584,90 £ 96,38 | 654,00 +£ 70,17 | 595,70 + 98,87 | > 0,05
thuoc
p (trudce - sau) > 0,05 > 0,05 > 0,05
Sau 8 tuan uéng 586,10 +

. 654,90 + 102,76 | 662,10 + 92,28 > 0,05
thudc 119,31
p (trudce - sau) > 0,05 > 0,05 > 0,05
Sau 12 tuan udng

, 628,10 + 110,43 | 685,50 + 88,18 | 615,50 + 94,53 | > 0,05
thuoc
p (trudce - sau) > 0,05 > 0,05 > 0,05

*Nhan xét:

Két qua o bang 3.9 cho thiy: Sau 12 tuan uéng Tran chau nguu hoang

hoan, s6 lugng ti€u cau ¢ ca 16 tri 1 (udng Tran chau nguu hoang hoan liéu 0,12

vién/kg/ngdy) va 16 tri 2 (ubng Tran chau nguu hoang hoan liéu 0,36

vién/kg/ngay) déu khong cé su khac biét ¢6 ¥ nghia so véi 16 chting va so sanh

gitta cac thoi diém trude va sau khi udng thude thir (p > 0,05).
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d. Panh gia mirc d9 ton thwong té bao gan
Bang 3.10. Anh hwéng cia Tran chiau nguu hoang hoan dén hoat dd AST
(GOT) trong mau chugt

Hoat do AST (UI/) p
Thoi gian (X £SD) (t-test)
Lo ching Lotril Lo tri 2

Trudc ubng thude | 105,80 +29,17 |103,30 + 11,75 | 96,20 + 14,82 | > 0,05

Sau 4 tuan uéng
, 87,40+ 22,16 |96,30+22,75 |82,50+14,08
thuoc > 0,05

p (trudce - sau) > 0,05 > 0,05 > 0,05

Sau 8 tuan udng
Hud 90,20 +£19,15 |82,90+25,04 |8250+13,73 |>0,05
thudc

p (trudce - sau) > 0,05 > 0,05 > 0,05

Sau 12 tuan udng
Hud 81,50 +23,02 |88,70+14,89 |9510+26,11 |> 0,05
thudc

p (trudce - sau) > 0,05 > 0,05 > 0,05

*Nhan xét:

Két qua ¢ bang 3.10 cho thdy: Sau 4 tudn, 8 tudn va 12 tuan udng Tran
chau nguu hoang hoan, xét nghiém danh gia muc do ton thuong té bao gan
thong qua hoat 46 AST trong méau chudt ¢ ca 16 tri 1 (udng Tran chau nguu
hoang hoan liéu 0,12 vién/kg/ngay) 16 tri 2 (udng Tran chau nguu hoang hoan
lidu 0,36 vién/kg/ngay) khong co su khac biét c6 ¥ nghia so v&i 16 chimg va so

sanh giira hai thoi diém trudc va sau khi udng thude thir (p > 0,05).
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Bang 3.11. Anh hwéng ciia Tran chiau nguu hoang hoan dén hoat @ ALT
(GPT) trong mau chugt

Hoat d ALT (UI/) p
Thoi gian (X £ SD) (t-test)
Lo chirng Lotril Lo tri 2

Trudc udng thudée | 49,30 +12,37 [ 43,30 +4,30 |38,30+7,20 | >0,05
Sau 4 tuian udng

, 49,60 £ 18,73 | 4550+12,54 |39,30+£5,81 | >0,05
thuoc
p (trudce - sau) > (0,05 > 0,05 > 0,05
Sau 8 tudn udng

, 49,70 £14,90 | 40,00+5,72 |42,40+£5,64 | >0,05
thuoc
p (trudce - sau) > 0,05 > 0,05 > 0,05
Sau 12 tuin udng

, 39,40 £12,19 |40,10+9,37 |45,70+9,68 | >0,05
thuoc
p (trude - sau) > 0,05 > 0,05 > 0,05

*Nhan xét:

Két qua ¢ bang 3.11 cho thdy: Sau 4 tudn, 8 tun va 12 tun udng Tran

chau nguu hoang hoan, xét nghiém danh gia mic do ton thuong té bao gan

(hoat @0 ALT trong mau chudt) ¢ 16 tri 1 (udng Tran chau nguu hoang hoan

lidu 0,12 vién/kg/ngay) va 10 tri 2 (uéng Tran chau nguu hoang hoan liéu 0,36

vién/kg/ngay) khong co su khéc biét cd y nghia so vdi 16 ching va so sanh gitra

hai thoi diém trudc va sau khi udng thude thir (p> 0,05).




e. Danh gia chirc nang gan.
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Bang 3.12.Anh hwéng ciia Tran chiau ngwu hoang hoan dén nong d

bilirubin toan phan trong mau chugt

Bilirubin toan phﬁn(mmol/l) p
Thoi gian (X £SD) (t- test)
Lo ching Lotril Lo tri 2

Trudc ubng thude | 13,34 £0,54 | 13,59 +0,31 | 13,52 +0,39 | > 0,05
Sau 4 tuan udng

, 13,42 +0,40 [13,53+0,34 |13,44+0,39 | >0,05
thudc
p (trudce - sau) > 0,05 > 0,05 > 0,05
Sau 8 tuan udng

, 13,40+0,41 |[13,31+0,38 | 13,22+0,84 | >0,05
thudc
p (trudce - sau) > 0,05 > 0,05 > 0,05
Sau 12 tuan udng

, 13,40 +£0,54 |[13,39+0,31 | 13,54+0,48 | >0,05
thudc
p (trudce - sau) > 0,05 > 0,05 > 0,05

*Nhan xét:

Két qua ¢ bang 3.12 cho thy: Sau 12 tuan uéng Tran chau nguu hoang
hoan, xét nghiém danh gia chiic ning gan nong do bilirubin toan phan trong
mau chudt ¢ ca 10
vién/kg/ngay) va 16

vién/kg/ngay) déu khong cé su khac biét ¢6 ¥ nghia so véi 16 chting va so sanh

tri 1 (ubng Tran chau nguu hoang hoan liéu 0,12

tri 2 (uéng Tran chiu nguu hoang hoan liéu 0,36

gitra hai thoi diém trudc va sau khi udng thude thitr (p > 0,05).
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Bang 3.13.Anh hwéng ciia Tran chiau nguwu hoang hoan dén nong dé
albumin trong mau chuot
Albumin (g/dl) p
(X =+ SD) (t-test)

Thoi gian

L6 ching Lotril Lo tri2

Trudc ubng thude | 3,59 +0,24 | 3,57 +0,26 | 3,45+0,26 |>0,05

Sau 4 tuan udng
, 343+0,32 |3,27/7+0,41 |3,40+0,20 | >0,05
thudc

p (trude - sau) > 0,05 > 0,05 > 0,05

Sau 8 tuan udng
, 3,39+0,30 |3,24+0,45 |3,18+0,28 | >0,05
thudc

p (trudce - sau) > 0,05 > 0,05 > 0,05

Sau 12 tuan udng
, 3,33+£0,29 |3,28+0,28 |3,34+£0,36 | >0,05
thudc

p (trudce - sau) > 0,05 > 0,05 > 0,05

*Nhan xét:

Két qua ¢ bang 3.13 cho thay: Xét nghiém danh gia chirc ning gan nong
do albumin trong mau chudt & 16 tri 1 va 16 tr1 2 khong c6 su khac bigt co y
nghia so véi 16 chiing va so sanh giira hai thoi diém trudc va sau khi uéng thude

thtr 12 tudn (p > 0,05)
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Bang 3.14. Anh hwéng ciia Tran chiau ngwu hoang hoan dén ndng do

cholesterol toan phan trong mau chugt

Cholesterol toan phan (mmol/l) p
Thoi gian (X +SD) (t- test)
Lo ching Lotril Lo tri 2

Trudc uéng thude | 1,81 +0,22 |1,87+0,21 |1,97+0,19 |>0,05
Sau 4 tudn udng

, 1,65+0,23 |1,69+0,24 1,82+0,25 |>0,05
thudc
p (trude - sau) > 0,05 > 0,05 > 0,05
Sau 8 tuan udng

, 1,64+0,38 |1,63+0,35 1,76 £0,30 |>0,05
thudc
p (trude - sau) > 0,05 > 0,05 > 0,05
Sau 12 tuan udng

, 1,86 £0,39 |1,63+0,30 2,02+0,28 |>0,05
thudc
p (trudce - sau) > 0,05 > 0,05 > 0,05

*Nhan xét:

Két qua & bang 3.14 cho thay: Tai thoi diém sau 4 tudn, 8 tuan va 12 tuin

uong Tran chau nguu hoang hoan, xét nghiém danh gia chirc nang gan nong do

cholesterol toan phan trong mau chudt c 16 tri 1 (uéng Tran chau nguu hoang

hoan liéu 0,12 vién/kg/ngay) va 16 tri 2 (ubng Tran chau nguu hoang hoan liéu

0,36 vién/kg/ngay) khong co6 su khéac bi€t co6 y nghia so voi 16 ching va so sanh

giita hai thoi diém trude va sau khi udng thude thir 12 tudn (p > 0,05).




f. Danh gia chirc niang than.
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Bang 3.15.Anh hwéng cia Tran chau ngwu hoang hoan dén nong dé

creatinin trong mau chuot

Creatinin (mg/dl) p
Thoi gian (X +SD) (t- test)
Lo ching Lotril Lo tri 2

Trudc ubng thube [ 0,81+0,22 0,81+0,14 [0,80+0,15 |>0,05
Sau 4 tuan udng

, 0,88 £ 0,18 0,80 £0,14 0,88+0,15 |>0,05
thuoc
p (trudce - sau) > 0,05 > 0,05 > 0,05
Sau 8 tuan udng

, 0,72+0,11 0,81 +£0,15 0,85+0,19 |>0,05
thuoc
p (trudce - sau) > 0,05 > 0,05 > 0,05
Sau 12 tuan udng

, 0,74 £0,13 0,84 £0,11 0,86 £0,17 |>0,05
thuoc
p (trudce - sau) > 0,05 > 0,05 > 0,05

*Nhan xét:

Két qua ¢ bang 3.15 cho thdy: Sau 12 tuan uéng Tran chau nguu hoang

hoan, ¢ ca 16 tri 1 (uéng Tran chau nguu hoang hoan liéu 244,8 mg/kg/ngay)

va 10 tri 2 (udng Tréan chau nguu hoang hoan lidu 0,36 vién/kg/ngay), ndng dd

creatinin trong méau chudt khong cé sy khac biét co y nghia thong ké so vai 16

chtng va so sanh giira hai thoi diém trude va sau khi udng thudc thir (p > 0,05).
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g. Hinh anh dai thé va vi thé co quan sau 12 tuin nghién ciru

- Hinh anh dai thé: Trén tit ca cac chudt nghién ctru (16 chimg va 2 16 tri),
khong quan sat thiy c6 thay d6i bénh Iy nao vé mat dai thé cia cac co quan:
tim, phoi, gan, lach, tuy, than va hé thong tiéu hoa ciia chudt

- Hinh anh vi thé gan chudt: T4t ca cac mau bénh pham, té bao gan co cdu
truc binh thuong.

- Hinh anh vi thé than chudt: Than c6 cdu tric binh thuong. Cac cau than
khong c6 bién ddi ctia mang day va gian mach cau than. Cac té bao dng than
khong c6 ton thuong (Anh chup minh hoa dugc trinh bay ¢ phu luc 3)

3.2. Két qua danh gia tac dung chong dong mau cia Tran chiu nguu
hoang hoan trén mé hinh gy déng bang lipopolysaccharid trén dong vat
thuc nghiém
Biéu dd 3.16. Anh hwéng cia Tran chiu nguu hoang hoan dén sb lwong
tiéu cau.
anh huong cua Tran Chéau Nguu Hoang Hoan dén s6 luong
ti€u cau

700
618,10+106,71

co0 552.50+111,33+

500 407.40+89,83aAA%
400 307.20+88,90414 328.10+94,61asa
300
200
100
10 10 10 10 10
N - s — N _ —_

L6 1: Chirng sinh L6 2: M6 hinh L6 3: Rivaroxaban L0 4: Tran chau L6 5: Tran chau
hoc liu 3 ngwu hoang hoan ngwu hoang hoan
vién/kg/ngay vién/kg/ngay

s0 16 chudt nghién ctru

mn mSélwong tidu clu
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Khéc biét so vdi 16 chizng sinh hoc: 2 p< 0,05; 24 p< 0,01; 444 p< 0,001
Khac biét so vai 16 m6 hinh: * p<0,05; ** p<0,01; *** p<0,001
*Nhan xeét:

Két qua & biéu d6 3.16 cho thay:

-S4 luong tiéu cau caa chudt ¢ 16 md hinh giam rd rét so vai 16 ching
sinh hoc, su khéc biét c6 ¥ nghia thong ké véi p < 0,001.

-S4 luong tiéu cau caa chudt & 16 ubng Rivaroxaban liéu 3mg/kg/lan/ngay
tang rd rét so véi 16 md hinh, su khac biét co ¥ nghia thong ké véi p < 0,001.
S6 lwong tiéu cau cua chudt 16 uéng Rivaroxaban khong khac biét so vai 16
chung sinh hoc (p > 0,05).

-S4 luong tiéu cau caa chudt & 16 udng Tran chau nguu hoang hoan liéu
0,12 vién/kg/ngay c6 xu hudng tang so vai 10 mo hinh, tuy nhién sy khéc biét
khong ¢ ¥ nghia thong ké (p > 0,05). Sb lwong tiéu cau cua chudt & 16 uéng
Tréan chau nguu hoang hoan lidu 0,36 vién/kg/ngay tang so v&i 16 md hinh, su
khac biét c6 ¥ nghia théng ké véi p < 0,05.

Biéu d0 3.17. Anh hwéng ciia Tran chau ngwu hoang hoan dén ndng do

fibrinogen

ANH HUONG CUA TRAN CHAU NGUU HOANG HOAN DEN
NONG PQ FIBRINOGEN

=
N

E? 10 10 10 10 10

O 10

o]

S 8

(@]

<§ 6

T

(O]

Z 4

=~ 2.063+0,139 1.988+0,429***

S 5 11196+0,294AAA 11233:0273AAA  1.476+0,280AAA*

T

E - - - - -

(%3]

L6 1: Chirng sinh L6 2: M6 hinh Lé3:Rivaroxaban L0 4: Tranchau L& 5: Tran chau
hoc lidu nguu hoang hoan ngwu hoang hoan

3mg/kg/|én/ngéy lieu 0,12 lieu 0,36

vién/kg/ngay vién/kg/ngay
SO LO CHUOT NGHIEN cUru

n ™ Fibrinogen (g/L)
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Khéc biét so vdi 16 chizng sinh hoc: 2 p< 0,05; 24 p< 0,01; 444 p< 0,001
Khac biét so vai 16 m6 hinh: * p<0,05; ** p<0,01; *** p<0,001
*Nhan xeét:

Két qua & biéu d6 3.17 cho thay:

- Nong d6 fibrinogen caia chudt & 16 md hinh giam rd rét so vai 16 chiing
sinh hoc, su khéc biét c6 ¥ nghia thong ké véi p < 0,001.

- Nong d6 fibrinogen cua chudt & 16 uéng Rivaroxaban liéu
3mg /kg/lan /ngay tang so véi 16 md hinh, sy khac biét c6 ¥ nghia thong ké véi
p < 0,001. Nong db fibrinogen caa chudt 16 uéng Rivaroxaban khdng khac biét
so voi 16 chung sinh hoc (p > 0,05)

- Nong d¢ fibrinogen caa chudt ¢ 16 udng Tran chau nguu hoang hoan liéu
0,12 vién/kg/ngay c6 xu hudng tang so vai 10 mo hinh, tuy nhién sy khéc biét
khong c6 y nghia thong ké (p > 0,05). Nong do fibrinogen cua chudt & 16 uéng
Tréan chau nguu hoang hoan lidu 0,36 vién/kg/ngay tang so v&i 16 md hinh, su

khé&c biét c6 ¥ nghia théng ké vai p < 0,05.
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Bang 3.18. Anh hwéng cia Tran chiau nguu hoang hoan dén thoi gian
prothrombin (PTs), ty 1€ prothrombin (PT %) va prothrombin-INR (PT-
INR)

PTs PT% PT-INR

L6 nghién ciru n _ _ _
(XxSD) (X£SD) (X£SD)

L0 1: Ching sinh hoc | 10 | 8,38 £0,45 | 206,19 £24,20 | 0,72 +0,04

Lo 2: M6 hinh 10 | 9,61+1,17 | 158,03+ 38,50 | 0,83 +0,10

P21 <0,01 <0,01 <0,01

L6 3: Rivaroxaban liéu
. 10 | 12,17+1,81 | 96,76 +32,00 | 1,05+0,16
3 mg/kg/lan/ngay

D32 <0,01 <0,01 <0,01

L0 4: Tran chau nguu
hoang hoan liéu 0,12 | 10 | 9,96 +1,11 | 145,83 +38,33 | 0,86+ 0,10
vién/kg/ngay

P42 > 0,05 > 0,05 > 0,05

L0 5: Tran chau nguu
hoang hoan 1iéu 0,36 | 10 | 11,30 £1,59 | 113,75+ 36,94 | 0,97 +0,14
vién/kg/ngay

Ps-2 < 0,05 < 0,05 < 0,05
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*Nhan xeét:
Két qua & bang 3.18 cho thay:

- L0 mé hinh: PTs kéo dai, PT-INR tang va PT% giam so véi 16 ching
sinh hoc, su khéc biét c6 ¥ nghia thong ké (p < 0,01).

- L6 udng Rivaroxaban liéu 3 mg/kg/lan/ngay: PTs kéo dai, PT-INR ting
va PT% giam so vai 16 md hinh, su khéc biét c6 ¥ nghia théng ké (p < 0,01).

- L6 udng Tran chau nguu hoang hoan liéu 0,12 vién/kg/ngay: PTs kéo
dai, PT-INR tang va PT% giam so v&i 16 mo hinh, tuy nhién su khac biét khong
c¢6 ¥ nghia théng ké (p > 0,05).

- L6 ubng Tran chau nguu hoang hoan liéu 0,36 vién/kg/ngay: PTs kéo
dai, PT-INR tang va PT% giam so véi 16 md hinh, su khac biét c6 ¥ nghia thong
ké (p < 0,05).
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Bang 3.19. Anh hwéng ciia Tran chiu ngwu hoang hoan dén thai gian

thromboplastin tirng phan hoat hoa (aPTTs) va aPT Toenh-ching

L6 nghién ciru n aPTTs Aptthenh-ching

(xxSD) (X+SD)

L6 1: Chung sinh hoc 10| 20,27 +1,47 | 0,75+ 0,06

L6 2: M6 hinh 10 25,11 +£5,26 | 0,93 £ 0,20

psovoilo 1 < 0,05 < 0,05

L6 3: Rivaroxaban liéu 3 mg/kg/lan/ngay | 10 | 34,15 + 8,38 | 1,27 + 0,31

p sovoilo 2 <0,01 <0,01

L0 4: Tran chau nguu hoang hoan liéu | 10 | 28,84 + 4,74 | 1,08 +0,17

0,12 vién/kg/ngay

p sovoilo 2 > 0,05 > (0,05

L0 5: Tran chau nguu hoang hoan liéu | 10 | 30,36 + 4,78 | 1,13+ 0,18

0,36 vién/kg/ngay

p sovoilo 2 < 0,05 < 0,05

*Nhan xét:

Két qua & bang 3.19 cho thay:

- L0 md hinh: aPTTs keéo dai va aPT Tpenn-ching tang so véi 10 chang sinh

hoc, su khac biét c6 y nghia théng ké (p < 0,05).

- L6 ubng Rivaroxaban liéu 3 mg/kg/lan/ngay: aPTTs kéo dai va

aPT Thenh chang tang SO VGi 16 md hinh, sy khéc biét c6 ¥ nghia thong ké (p <
0,01).

- L6 udng Tran chau nguu hoang hoan liéu 0,12 vién/kg/ngay: aPTTs kéo
dai va aPT Thenh-ching tang so véi 10 mo hinh, tuy nhién sy khac biét khong co y
nghia théng ké (p > 0,05).

- L6 udng Tran chau nguu hoang hoan liéu 0,36 vién/kg/ngay: aPTTs kéo

dai VA aPT Thenh-ching tang co ¥ nghia thong ké so véi 16 mo hinh (p <0,05).
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CHUONG 4
BAN LUAN
4.1. V& dpc tinh cap, ban trwong dién cia “Tran chiu ngwu hoang hoan”

Tréan chau nguu hoang hoan 1a ché phim y hoc cb truyén c6 ngudn goc
tir phuong “Vién b tran chau hoan” thudc Cong thirc bao ché kinh dién cua Y
hoc Tay Tang & thé ky thir 8 sau Cong nguyén, duge xuat ban 1an dau tién trong
kiét tac y hoc o dién cua Tay Tang "TG B0 Y Pién". Tuy nhién hién tai & Viét
Nam chua c6 nghién ciru vé doc tinh cip, ban trudng dién “Tran chau nguu
hoang hoan”. Do vay “Tran chau nguu hoang hoan” can duoc xac dinh doc tinh
dé dam bao an toan cho viéc nghién ciru tiép theo.

4.1.1. Pgc tinh cap ciia “Tran chiau nguu hoang hoan”

Poc tinh cap 1a doc tinh xay ra sau khi ding thuéc mot 1an hoic vai ba
lan trong ngay [65].

Nghién ctru doc tinh cap caa vién hoan Tran chau nguu hoang hoan duoc
tién hanh bang duong udng theo phuong phap Litchfield — Wilcoxon.

Két qua nghién ctu cho thay: cac 16 chudt udng vién hoan Tran chau
nguu hoang hoan liéu tir 30 ml/kg twong duong 5,0 vién/kg dén lidu t6i da 75
ml/kg twong duong 12,5 vién/kg khong cé biéu hién doc tinh cap. Tir d6 tinh
duoc lidu dung nap téi da (Ludn nhé hon lidu chét 50%) cua vién hoan Tran
chau nguu hoang hoan 1a: 12,5 vién/kg.

Véi dugc lidu cd lidu chét LD50 gap trén 10 lan diéu tri dugc xem 14 c6
khoang an toan diéu tri tot [65]. Tuy nhién trong nghién ctru nay chua xac dinh
dugc LD50 trén chudt nhat trang cia Tran chau nguu hoang hoan theo duong
uéng do khéng c6 chudt chét trong qua trinh nghién ctu.

Nhu vay, Tran chau nguu hoang hoan c¢é tinh an toan cao, khoang an

toan diéu tri rong vai lidu ding trén 1am sang theo huéng dan caa WHO [66].
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4.1.2. Pjc tinh ban trueong dién cia “Tran chau ngwu hoang hoan”
a. Anh hwéng 1én tinh trang chung, thé treng cia chuét.

Qua theo ddi chuot duoc udng Tran chau nguu hoang hoan va dung moi
lién tuc trong 12 tuan, chudt & ca 16 chieng va 2 16 tri déu hoat dong binh thuong,
nhanh nhen, mét sang, 1ong muot, an udng tot, phan khé. Két qua bang 3.2 cho
thay:

- Trong lugng chudt & ca 3 16 (16 ching va 2 16 tri) déu ting co ¥ nghia
théng ké so véi truge khi nghién ciu. Bidu nay phi hop vai sinh 1y phét trién
cua chudt trong diéu kién nudi nhdt va dugc nudi dn bang cdng cu va khau phan
chuyén dung.

- Muc tang trong lugng cta chudt cng trang o cac 16 ubng Tran chau
nguu hoang hoan it hon so vai 106 ching sinh hoc, tuy nhién khong co su khac
biét vé véi 16 chang sinh hoc.

Néu can nang chudt giam di hoac thé trang chung thay d6i trong qué trinh
nghién ctu thi c6 thé 1a hau qua caa sy tac dong cua thudc thir. Nhu vay, két
qua nghién cttu cho thay Tran chau nguu hoang hoan trén lidu twong duong liéu
lam sang trén ngudi (liéu 0,12 vién/kg/ngay, tinh theo hé s6 6) va liéu gap 3
(lidu 0,36 vién/kg/ngay) déu khong c6 anh huong dén tinh trang chung va trong
luong caa chuot.

b. Panh gia chirc phan tao mau caa chugt nghién cau.

Mau 1a mot té chire rat quan trong vi mau lién quan mat thiét véi moi bo
phan, co quan trong co thé. Vé mat bénh ly, mau chiu anh huong cua tat ca cac
t6 chic d6 nhung dong thoi cling bi anh hudng va phan anh tinh trang riéng cua
co quan tao mau [69]. Néu thubc c6 anh hudng dén co quan tao méu thi trudc
hét cac thanh phan ciia mau sé bi thay d6i, dic biét thuong lam giam sé luong
C4C té bao mau.

Huyét sac té trong hdng cau c6 nhiém vu tiép nhan oxy khi qua phoi va

nhuong lai luong oxy d6 cho cac té bao khi qua cac mao mach. Pinh luong
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huyét sic t6 cho biét rd chic nang cua hong cau. Thé tich trung binh hong cau
phan anh dic diém cua tinh trang thiéu méu [70]. Hematocrit 1a ty 1& % giita
khdi hong cau va mau toan phan. Néu thudc 1am thay d6i 1am s luong hong
cau hodc 1am mét nudc hay & nude trong té bao mau thi chi s6 nay sé thay doi.

Vi vay, c4c xét nghiém vé sb luong hong cau, thé tich trung binh hang
cau, ham luong hemoglobin, hematocrit, sé lugng bach cau, cong thic bach
cau va sé luong tiéu cau caa chudt thi nghiém duoc xac dinh. Két qua tir cac
bang tir 3.3 dén 3.9 déu cho thay cac chi sé trén caa chudt & ca hai 16 tri déu
khéng co thay ddi ¢ ¥ nghia thong ké (p > 0,05) so vai trudc khi sir dung Tran
chau nguu hoang hoan va so véi 16 chung & cing thoi diém. Nhu vay, Tran
chau nguu hoang hoan khéng giy anh hudng dén chac phan tao mau caa chudt
nghién cuu.

c. Panh gia mirc d ton thwong gan ciia chudt nghién ciiu.

Trong co thé gan 13 co quan dam nhan nhiéu chtc nang rat quan trong.
Khi dua thube vao co thé co thé gay doc véi gan, 1am anh hudng dén chic ning
gan. Vi vay, khi danh gia doc tinh cua thudc thi nghién ctu anh huéng cua
thudc dbi véi chirc nang gan 1a rat can thiét [71]. Pé danh gia mic do ton
thuong té bao gan, ngudi ta thuong dinh luong hoat d6 cac enzym cé nguon
géc tai gan co trong huyét thanh. Su ting ndng do cac enzym nay thudng gan
lién vai doc tinh cua thude do su hay hoai té bao gan.

ALT la enzym c6 nhiéu nhét & gan, chung khu tra trong bao tuong cua
té bao nhu md gan. Khi ton thuong huy hoai té bao gan, tham chi chi can thay
d6i tinh thim ciia mang té bao gan, nong 6 ALT di tang cao. Khac véi ALT,
da s6 AST khu trd trong ty thé, chi 1/3 AST khu tri ¢ bao tuong cua té bao.
Khi ton thuong té bao gan ¢ mic d6 dudi té bao, AST trong ty thé duogc giai
phéng ra ngoai. Vi vay, trong viém gan néi chung néng d¢6 ALT ludn ting cao
hon AST [71]
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Két qua & bang 3.10 va 3.11 cho thay: nong do 2 enzym nay khong ting
trong huyét thanh cuaa cac chudt trong 2 18 tri tai cac thoi diém sau 4 tuan, 8
tuan, 12 tuan udng thuéc lién tuc so véi 16 chiing va so véi truée udng thude,
ching té Tran chau nguu hoang hoan khong giy ton thuong té bao gan cua
chudt.

d. Panh gia chirc nang gan cia chugt nghién cuu.

M6t chirc ning quan trong cua gan phai ké dén 1a chuc nang tiét mat.
Gan tao ra mat, bai tiét mat vao ta trang, tham gia vao qué trinh tiéu hoa. Xét
nghiém bilirubin trong mau dé tham do chirc ning bai tiét va chuyén hod mat
cuia gan thudng chinh xéac nhat va dé thyc hién [71], [72].

Két qua bang 3.12 cho thay: sau 12 tuan udng Tran chau nguu hoang
hoan, xét nghiém danh gia chirc ning gan ndng do bilirubin toan phan trong
mau chudt & ca 16 tri 1 (ubng Tran chau nguu hoang hoan liéu 0,12 vién/kg /
ngay) va 16 tri 2 (udng Tran chau nguu hoang hoan lidu 0,36 vién/kg/ngay) déu
khong cd su khéc biét co y nghia so véi 16 ching va so sanh gitta hai thoi diém
truc va sau khi uéng thude thir. Bidu nay cho thay Tran chau nguu hoang hoan
khong anh hudng dén chirc nang bai tiét va chuyén hoa mat caia gan khi str dung
véi lidu tuong duong lidu 1am sang trén ngudi (lieu 0,12 vién/kg/ngay, tinh theo
hé sb 6) va lidu gap 3 (lidu 0,36 vién/kg/ngay).

Chuyén hoa cac chat noi sinh va ngoai sinh 1a mot trong nhitng chirc
nang quan trong cua gan. Gan c6 mot hé thong cac enzym chuyén hoé rat phong
pht cho qué trinh tdng hop va thoéi hoa protein, lipid... [71], [72]. Tai gan, cac
acid amin da dugc tong hop thanh albumin, mot s6 globulin, mot sé yéu té dong
mau. Dinh luong albumin trong mau s& danh gia dugc mot phan chire ning
chuyén hod protein cia gan. Ngoai chuyén hoa protein gan con cé chiic nang
chuyén hod lipid. Cholesterol 1a mét thanh phan cua mat, duoc gan tong hop,
ester hod va thai ra ngoai. Vi vay, c6 thé dung xét nghiém dinh luong

cholesterol dé danh gia chitrc niang chuyén hoa lipid cua gan.
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Két qua & bang 3.13 va 3.14 cho thay ham lwong albumin va cholesterol
trong mau cua chudt & hai 16 tri khdng c6 sy khac biét c6 ¥ nghia sau 12 tuan
udng Tran chau nguu hoang hoan so Véi trudc khi uéng va so véi 16 ching.
Chting to kha ning chuyén hoa protein va lipid caa gan khdng bi anh huéng
khi uéng Tran chau nguu hoang hoan liéu 0,12 vién/kg/ngay (liéu tuong duong
licu 1am sang trén nguoi) va 0,36 vién/kg/ngay (lidu gap 3).

e. Panh gia chirc ning than ciaa chugt nghién cau.

Than 1a co quan bai tiét cua co thé. Nhu md than rat dé bi ton thuong boi
cac chat noi sinh va ngoai sinh [71], [72]. Vi vay, khi dua thubc vao co thé
thudc cd thé gay doc, lam ton thuong than, tir ¢6 anh huong dén chic ning
than.

Panh gia chirc nang than sau khi ding thudc, thuong ding xét nghiém
dinh luong creatinin méau. Creatinin 12 thanh phan dam trong méu 6n dinh nhat,
hau nhu khéng phu thudc vao ché do an hodc nhitng thay doi sinh Iy ma chi
phu thuoc vao kha ning dao thai cua than [73]. Khi cau than bi ton thuong,
ndng do creatinin mau ting sém hon ure. Creatinin mau 1a chi tiéu tin cay va
quan trong hon ure mau, nén hién nay dung dé danh gia va theo déi chirc ning
than. Két qua ¢ bang 3.15 cho thay sau 12 tuan udng Tran chau nguu hoang
hoan, & ca 16 tri 1 (lidu 0,12 vién/kg/ngay) va 16 tri 2 (liéu 0,36 vién/kg/ngay),
nong do creatinine trong mau chuot khdng cé su khac biét c6 v nghia théng ké
so vai 16 chang va so sénh gitra hai thoi diém trude va sau khi udng thude thir.

Nhu vay, chitc ning loc cua cau than caa chudt khdng bi anh huéng khi
udng Tran chau nguu hoang hoan liéu 0,12 vién/kg/ngay (liéu tuong duong liéu
1am sang trén ngudi) va 0,36 vién/kg/ngay (liéu gap 3).

4.2. \/é tac dung chong dong mau ciia “Tran chiau nguu hoang hoan” trén
mo hinh giy dong bang lipopolysacchrid trén dong vat thuc nghiém.

Trong nghién clu nay, ching t61 su dung phuong phap ti€ém

lipopolysaccharid tinh mach dudi chudt dé gdy mé hinh déng mau, 1a phuong
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phap c6 d6 tin cy cao, thuong dugc dung dé giy ra dong mau rai tac trong 10ng
mach. Lipopolysaccharide (LPS) 12 mot ndi doc t nam trong 16p mang ngoai
ctia vach vi khuan Gram 4m, thudng dugc xem 1a yéu t6 chinh chiu trach nhiém
trong qua trinh gay nén sbc nhiém trung huyét. Lipopolysaccharid gay dong
mau thong qua con duong dong mau ngoai sinh va ndi sinh, ti€u thu nguyén
lidu cta ca hai con dudng, dan dén anh hudng dén ca PTs ciing nhu aPTT(s).
[58], [74]

Trong nghién ciru ndy, ching toi chon Rivaroxaban 1a thubc chimng
duong, do Rivaroxaban trc ché truc tiép va chon loc cao yéu td dong mau Xa,
qua dé lam gian doan cac con dudng ndi sinh va ngoai sinh ctia qué trinh dong
mau, tlr 46 trc ché hinh thanh thrombin va su phat trién ciia huyét khdi. Pong
thoi, Rivaroxaban ciing c6 tic dung chong dong 6n dinh hon Warfarin khi ding
duong udng [75].

Qua trinh déng mau do Lipopolysaccharid giy ra chu yéu dugc hinh
thanh boi Lipid A, thanh phan gay doc ctia phan tir LPS, gay nén sy giai phong
hang loat cac cytokine gdy viém va hoat hoa hé théng bod thé va con duong
dong mau.

Khoi dong cho co ché dong mau 1a sy hinh thanh phirc hop
prothrombinase theo hai co ché ngoai sinh va ngi sinh. Co ché ngoai sinh XUt
hién néu co chan thuong thanh mach hoac cac mé ké can. Co ché noi sinh xuét
hién néu c6 chan thwong mau hodc méau 14y ra ngoai co thé tir 1ong mach. Trong
ca hai co ché néi sinh va ngoai sinh ¢c6 mot loat protein huyét tuong (dac biét
1a a2-globulin) déng vai tro rat quan trong. D6 1a cac yéu td gay dong mau cua
huyét tuong. Hau hét cac yéu té nay 1 cac enzym & dang khong hoat dong. Khi
chuyén thanh hoat dong, chiing giy ra cac phan ting ho4 sinh lién tiép nhau ctia
qua trinh dong mau.

Tiép d6, Khi phuc hop prothrombinase hinh thanh né s& chuyén

prothrombin thanh thrombin. Thrombin sau khi dugc hinh thanh s& chuyén
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fibrinogen thanh fibrin don phéan. Céc fibrin don phan tu trung hop thanh fibrin
¢ dang soi. MOt mang ludi fibrin da hinh thanh va dugc 6n dinh nho yéu tb
XIII. Giai doan nay ciing c6 su tham gia cia cac ion Ca++. Cac té bao mau
dugc gitlt lai trén luoi fibrin va tao nén cuc mau dong. Chinh mang Iudi nay
dinh vao vi trf ton thuong cta thanh mach dé ngan can sy chay mau.

Cubi cung, tiéu cau c6 tic dung gin cac soi fibrin lai véi nhau va 6n dinh
vitng chéc fibrin. Tiéu cAu bam trén ludi fibrin, khi co rat né 1lam cho luéi fibrin
co theo, ddng thoi voi su giai phong yéu té 8 cua tiéu cau 1am cho cuc mau
dong co cang manh hon.

Vi vay, ¢co thé dung xét nghiém dinh lugng tiéu cau, néng do fibrinogen,
thoi gian prothrombin (PTs), ty 1¢ prothrombin (PT%) va prothrombin-INR
(PT-INR), thoi gian thromboplastin timg phan hoat hoa (aPTTs) la cac xét
nghiém kinh dién dé danh gia hiéu qua chéng déong mau cta Tran chau nguu
hoang hoan trén chuot.

* Két qua & cac bang tir 3.16 dén 3.19 cho thay:

-S4 luong tiéu cau ctia chudt ¢ 16 mo hinh giam rd rét so véi 16 chimg
sinh hoc, sy khac biét ¢ ¥ nghia thong ké véi p < 0,001.

- Nong d6 fibrinogen ctia chudt ¢ 16 mé hinh giam rd rét so véi 16 chimg
sinh hoc, su khac biét c6 ¥ nghia thdng ké voi p < 0,001

- PTs kéo dai, PT-INR tang va PT% giam so véi 16 chung sinh hoc, su
khac biét co ¥ nghia thong ké

- aPTTs kéo dai va aPTTognh-chimg tang so vo1 16 chimg sinh hoc, sw khac
biét co y nghia thong ké (p < 0,05). Piéu nay c6 nghia 1a lipopolysaccharid da
gdy cac cuc mau dong rai rac trong ndi mach, gy nén cac hién tuong:

+ Gay két tap tiéu cau va giam luong tiéu cau tu do trong mau chudt.

+ Ty 1& % Prothrombin giam do dugc prothrombinase chuyén thanh
thrombin.

+ Nong do Fibrinogen giam do duoc thrombin chuyén thanh fibrin don
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phan.

- PTs kéo dai, PT-INR tang, aPTTs kéo dai do roi loan dong mau lam tiéu
thu cac yéu té dong mau hoat dong theo dudng ngoai sinh. So sanh voi két qua
nghién ctru Hideaki Matsuda va Wang B thyc hién trén mé6 hinh gay dong mau
bang lipopolysaccharid déu cho két qua twong tu. [58], [76]

* Két qua nghién ctru cho thay:

O cac 16 chig duong udng Rivaroxaban: sb luong tiéu cau va nong do
fibrinogen tang cao ro rét so voi 160 mo hinh vé1 p < 0,001, tuy nhién:

PTs van tiép tuc kéo dai, PT-INR van tiang, PT% giam voip < 0,01.

aPTTs van kéo dai va va aPT Toenh-chimg van tang so v&i 16 mé hinh,
p<0,01.

Nhu vay, Rivaroxaban trong nghién ctru nay chi cé tac dung du phong
chbng két tap tiéu cau va trc ché hinh thanh fibrin.

O cac 16 tri 1 udng Tran chau nguu hoang hoan lidu 0,12 vién/kg/ngay
(liéu tuong duong liéu 1am sang trén ngudi): sd luong tiéu cau va néng do
fibrinogen cua chudt c6 xu hudng tang so véi 16 mo hinh, tuy nhién sy khac
biét khong ¢ ¥ nghia théng ké (p > 0,05)

PTs kéo dai, PT-INR tang va PT% gidm so véi 16 mo hinh, tuy nhién sy
khac biét khong c6 ¥ nghia thdng ké (p > 0,05).

aPTTs kéo dai va aPT Toenn-ching tang so vo1 160 mo hinh, tuy nhién sy khac
biét khong co ¥ nghia thong ké (p > 0,05).

Nhu vy, Tran chau nguu hoang hoan liéu 0,12 vién/kg/ngay (liéu tuong
duong liéu 1am sang trén nguoi) o xu hudng chong két tap tiéu cau va tc ché
hinh thanh fibrin, tuy nhién su khac biét chua c6 ¥ nghia théng ké

O cac 16 tri 2 uéng Tran chau nguu hoang hoan lidu 0,36 vién/kg/ngay
(gap 3 lidu 1am sang trén nguoi): sd luong tiéu cau va nong do fibrinogen cua

chudt ting rd so voi 16 mé hinh, su khac biét co ¥ nghia thong ké véi p < 0,05.
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PTs kéo dai, PT-INR tang va PT% giam so v6i 16 m6 hinh, sy khac biét
c¢6 ¥ nghia théng ké (p < 0,05).

aPTTs kéo dai va aPTTyenh-chimg ting co y nghia thong ké so véi 16 mod
hinh (p < 0,05).

Nhu vay, Tran chau nguu hoang hoan lidu 0,36 vién/kg/ngay (gap 3 liéu
]am sang trén nguoi) co tac dung chong két tap tiéu cau va trc ché hinh thanh
fibrin, su khac biét co6 y nghia thong ké voi p < 0,05.

* Mot tac gid khac 1a PGS. TS. Pham Thi Van Anh da nghién ctru tac
dung trén qué trinh dong mau va tiéu fibrin cia vién nang TD.HKO1 trén thyc
nghiém, véi mo hinh gdy dong méu tuwong tu bang lipopolysaccharid trén chudt
cong tring:

Két qua nghién ctru cho thay s6 lugng tiéu cau va nong do fibrinogen &
16 udng rivaroxaban ting cao 13 rét so v4i 16 md hinh. Két qua nghién ciru con
cho thiy 16 udng rivaroxaban c6 PT(s) va aPTT(s) giam so véi 16 mo hinh.

TD.HKO1 khong anh huéng dén qué trinh dong mau trong diéu kién binh
thuong. TD.HKO1 liéu 0,8 g/kg/ngay va liéu 2,4 g/kg/ ngdy co tac dung tiéu
fibrin trén mo hinh gdy déng mau bang thrombin trén tho, thé hién & tac dung
kéo dai thoi gian prothrombin, thoi gian thromboplastin timg phan hoat hoa va
lam gidm D-dimer so v61 vo1 16 mo hinh.

TD.HKO1 khong c6 tac dung chéng dong trén mé hinh gay dong mau
bang lipopolysaccharid trén chudt cong trang [54].

* Theo YHCT, trong bai c6 mot s6 vi thudc nhu Pan sam, Hong hoa, ¢6
tac dung hoat huyét thong kinh, tan « giam dau, Tram huong diéu khi, Nguu
tat hoat huyét thong kinh. .. khi két hop lai s& c6 tac dung théng kinh lac, tan @
huyét, twong tng véi tac dung chong dong ciia YHHD
Nhu vay, két qua ctia nghién ctru ctia chung toi cho thay: Tran chau nguu hoang
hoan liéu 0,12 vién/kg/ngay (lidu twong duong liéu 14m sang trén ngudi) cd xu

huéng chong két tap tiéu cau va tc ché hinh thanh fibrin, tuy nhién sy khéac biét
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chua ¢ y nghia théng ké. Tran chau nguu hoang hoan lidu 0,36 vién/kg/ngay
(gap 3 lidu 1am sang trén nguoi) c6 tac dung chong két tap tiéu cau va e ché
hinh thanh fibrin, sy khac biét c6 y nghia thong ké véi p < 0,05.

Nhu vay tac dung chéng d6ng mau ctia Tran chau nguu hoang hoan c6

tac dung trén dong vat thuc nghiém.
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KET LUAN

1. Két luin vé ddc tinh cip, ban trwong dién cia “Trin chiu nguu hoang
hoan”.

a. Két luan vé doc tinh cAp ciia “Tran chidu nguu hoang hoan”.

Chua xéac dinh duge LD50 trén chudt nhét tréng cua vién hoan Tran chau
nguu hoang hoan trén dudng udng.

Vién hoan Tran chiu nguu hoang hoan khong c6 biéu hién doc tinh cap
& lidu 12,5 vién/kg.

Vién hoan Tran chau nguu hoang hoan & lidu gip 52,08 lan liéu dung du
kién trén ngudi nhung khong ¢ doc tinh cap trén chudt nhat, theo dudng udng.
b. Két luan vé ddc tinh ban trwdong dién cia “Tran chiu nguu hoang

hoan”.

Ca 2 mirc liéu cua Tran chau nguu hoang hoan 14 liéu twong duong lidu
du kién 1am sang (0,12 vién/kg/ngay) va liéu cao gip 3 lan lam sang (0,36
vién/kg/ngdy) déu khong giy biéu hién doc tinh ban truong dién trén chudt
cong tring sau 12 tuan sir dung bang dudong udng.

Tat ca cac chi sb theo ddi vé tinh trang chung, cin ning, chirc ning tao
méu, mac do ton thuong gan, chirc nang gan, chirc nang than va mo bénh hoc
dai thé - vi thé déu nam trong gidi han binh thuong, khong c6 su khac biét 1o
rét so v&i 16 chung.

2. Két ludn vé tic dung chdng dong mau cia “Tran chiu nguu hoang
hoan” trén mé hinh giy dong bang lipopolysaccharid trén dong vat
thuc nghiém.

Tran chau nguu hoang hoan lidu 0,12 vién/kg/ngdy (lidu twong duong
liéu 1am sang trén ngudi) c6 xu huéng chdng két tap tiéu cau va wc ché hinh
thanh fibrin, tuy nhién sy khac biét chua c6 ¥ nghia thong ké.

Tréan chau nguu hoang hoan liéu 0,36 vién/kg/ngay (gap 3 lidu 1am sang

trén nguoi) co tac dung chong két tap tiéu cau va trc ché hinh thanh fibrin, sy
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khac biét ¢ ¥ nghia thong ké voi p < 0,05. Nhu vy tac dung chong dong cua
“Tran chau nguu hoang hoan” cé tac dung chéng dong mau trén dong vat thuc

nghiém.
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KIEN NGHI

“Tran chau nguu hoang hoan” 1a ché pham y hoc ¢6 truyén ¢ nguon gbc
tir phuong “Vién B6 Tran Chau Hoan” thuéc Cong thic bao ché kinh dién cua
Y hoc Tay Tang & thé ky thi 8 sau Cong nguyén, cd tac dung chinh giup luu
thong khi huyét, khai khiéu, tinh than. San pham c6 tinh an toan cao, cd tac
dung chéng dong mau, nén ching t6i xin dé xuat nhirng kién nghi sau:

Tiép tuc nghién ciru thuc nghiém vé co ché chong dong méau caa san pham

Tiép tuc thyc hién cac nghién ciru doc tinh va tac dung chéng dong mau,

hd tro diéu tri nhdi mau ndo va nhdi méu & cac co quan khac.
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PHULUC 1

Quy trinh san xuét

my pham - Cong ty TNHH san xuét va
XNK thuc phidm chirc ning Asean

BAN TIEU CHUAN SAN PHAM

1. San phdm: Thire phim bao vé sirc khoe TRAN CHAU NGUU HOANG HOAN

2. Tén, dia chi co’ ¢é san xuat:

Xuong san xuat thyre pham chire nang va my pham - Cong ty TNHH san xuét va

XNK thyuc pham chirc néng Asean

Dia chi: S6 nha 33, ngd 30, dudng nhanh 422 - Xa Tan Lap - Huyén Pan Phuong -

Ha Noi

3. Trang thai sin phim:

- Dang bao ché: Vién hoan

- Mau séc: mau den

- Khéi lugng trung binh: 1g

- Mui vi: Mui thom khéng 6i mée.

4. Thanh phé“m chu tao:

Mbi vién lg chaa:

Cao hén hop 55mg tuong duong:

Thién Tric Hoang(Concretin silicea Bambusa) 75mg
Tram Huong(Aquilaria agallocha) 75mg

Hong Hoa(Carthamus tinctorius) 75mg

Nguu Hoang(Calculus Bovis artificialis) 71,06mg
Dan Sam(Salvia Multiorrhiza) 47,09mg

Giang Huong(Pterocarpus indicus) 47,09mg
Tran ChaufAvicula martensii) 37,67mg

Thay Nguu Giac(Cornu Bubali) 32,53mg

Cam Thao(Glycyrrhiza uralensis) 25mg

Thach Héc(Dendrobium) 20,00mg

Pong Trung Ha Thao(Cordyceps militaris) 15,41mg
Nguu Tat(Achyranthes bidentata) 9,42mg

Phu li€u: Mit ong vira du.

5. Chi tiéu chit lwong chi yéu:

STT Tén chi tiéu Pon vi tinh Mire chat lugng
1 | Nguu Hoang Pinh tinh Duong tinh
2 | Tram Huong Dinh tinh Duong tinh
3 | Giang Huong Dinh tinh Duong tinh
4 | Tran Chau Dinh tinh Duong tinh
5 | Thuy Nguu Giac Dinh tinh Duong tinh
6 | Hong Hoa Dinh tinh Duong tinh

Xuomg san xudt thue phim chirc nang va 8 : ASA-TCNHH.TCSP/20f 9/ J3is%,  \?




7 | Thién Truc Hoang

Dinh tinh

8 | Cam Thao Dinh tinh
6. Chi tiéu an toan
6.1. Giéi han vé vi sinh vit
STT| _ Ténchitiéu Don vi tinh Miic toi da
1 | Tong s0 vi sinh vt hiéu khi CFU/g 10000
2 | E.coli CFU/g 3
3 | Tong s6 bao tir nAm men nam moc CFU/g 100
4 | Clperfringens CFU/g 10
5 | Coliforms CFU/g 10
6 | Salmonella Trong 25g KPH
6.2 Gi6i han vé kim loai niang
STT Tén chi tiéu Don vi tinh Mie t6i da
1 Pb ppm 3
2 Cd ppm 1
3 Hg ppm 0,1
7. Hwéong dan sir dung:
- Cong dung:

Hoat huyét, tang cuong luu thong mau.
Hd tro giam nguy co tai bién mach mau nao do nghén mach.

- Déi twong sir dung:

Ngudi ¢6 nguy co tai bién mach mau nio, ngudi sau tai bién mach méau nao do

nghén mach.

Ngudi ¢6 tudn hoan mau kém, nghén mach méu.

- Cdch diing:

Ngudi 16n sau tai bién, hi chimg tién dinh: M&i ngay udng 1 vién, udng lién tuc

trong 6 ngay.

Ubng duy tri: M&i thang ubng 1 vién.

Luu y:

- Nguwoi dudi 18 téi, nguoi ¢é hoi ching mau chdm dong, dang chay mdu, chudn
bi phau thudt, con huyét dp cap, ngueoi xudt huyét ndo, phu nir trong thoi ky kinh
nguyét, phu nit co thai, dang cho con bii, ngueoi cé man cam voi bat ky thanh phan

nao cua san pham khong sir dung.

- Thiee phdm nay khong phdi la thuée, khong cé tac dung thay thé thude chira

bénh.

8. Chiit liéu bso bi, quy cich déng géi

- Chét liéu bao bi: San pham duogc dong goi trong lo nhua/thiy tinh, ng nhya dam
bao an toan thuc pham theo quy dinh ciia Bo Y té.



PHU LUC 2
HINH ANH NGHIEN CU'U

Chudt cong trang sir dung trong nghién ctiu



Tiém tinh mach duoi chudt



PHU LUC 3
HINH ANH TIEU BAN VI THE MO BENH HQC CHUQT
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Anh 1: Hinh thai vi thé gan chuét 16 chieng (chudt #10) (HE x 400)
(HE x 400: Nhugm Hematoxylin - Eosin, dé phéng dai 400 lan)
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Anh 4: Hinh théai vi thé gan chudt 16 tri 1 (chudt #94) (HE x 400)






Anh 8: Hinh thai vi thé than chugt 16 chitng (chudt #13) (HE x 400)
- 0% : B
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Anh 9: Hinh thai vi thé than chudt 16 tri 1 (chudt # 93) (HE x 400)
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Anh 12: Hinh théi vi thé than chudt 16 tri 2 (chuot #85) (HE x 400)



PHU LUC 4

Thanh phan cac vi thuéc trong vién hoan “Tran chiu ngwu hoang hoan”

Thién trdc hoang [59].
-Tén khoa hoc: Concrctio Silicae Banthusa. Ho Lua (Poaceae)

-B6 phan ding: cin kho tir chat tiét trong than cdy Hop sao hoic cay Nua

vy

-Tinh vi, quy kinh: Cam, han. Vao kinh tam. &

(Bambusa textilis McClure hoac

Schicustachyum chinense Rendle)

-Cong nang, chu tri: Trir dam nhiét, thanh tam, . ‘
: »

‘ .

tran kinh. Chu tri: Tinh than hén am, triing phong
dam mé tam khiéu. Tré em kinh giat va da dé do
dam nhiét.

-Liéu dung: Ngay dung tir 3 g dén 9 g, phdi hop véi cac vi thude khac.
Tran chau [59].

-Tén khoa hoc: Avicula martensii. Ho Tran chau (Aviculidae hay Pteridae)
-Bo phan ding: Hat ngoc trong nhiéu loai trai

-Tinh vi, quy kinh: vi ngot man tinh han. Vao

kinh Tam Can. AP el
A Yo { N 24

5 A s A A 3 -
-Thanh phan hoa hoc: Trong tran chau co f“‘zl:*-,f:f"

. 4 . = - - y W
caxicachonat, chat hiru co. Calcium carbonate ‘W‘. < = + ",‘_ 4

\ . . ')~ }‘;'F ""s P~
(chung 90%), magnesium carbonate, calcium < O o

phosphate ferric oxide, silica va nhiéu nguyén té Natri, kém, chi, dong,
manganése. Ngoc trai ¢ nhiéu calcium carbonate va it magnesium carbonate
hon loai séng & bién.

-Cong nang, chi tri: thudc trir nhiét ¢ 2 kinh tm va can cho nén c6 tac dung an
than va lam sang mat (tran tam minh muc)

-Liéu dung: Ngay dung 0.30-0.60g



Nguwu hoang [60].
-Tén khoa hoc: Calculus Bovis artificialis.
-Bo phan dung: San mat bo

-Tinh vi, quy kinh: Vi ding, tinh mét. Vao kinh

can va tam : w & ,.
-Thanh phan hda hoc: Cholic acid, desoxycholic acid, choiesterol, bilirubine,
tauroccholic acid, glycine, alanine, methionine, asparagine, arginine, sodium,
magnesium, calcium, phosphate, sit, carotene, amino acid, vitamin D.

-Cong nang, chu tri: Thanh nhiét va giai doc, trir phong noi sinh va chéng co
giat, tror dam.

-T&c dung duoc ly:

-Thudc c6 tac dung an than, chdng co giat va ha sot.

-Téc dung e ché tinh tham thau cua mach mau va cé tac dung khang viém.
-Liéu dung: Liéu dung: 0,2-0,5g.

-Kiéng ki: Khong dung nguu hoang cho thai phu.
Thuay ngwu giac [60].

-Tén khoa hoc: Cornu bubali

-B6 phan dung: Sung tréu

-Tinh vi, quy kinh: Vi dang tinh han vao Tam, Can.
-Cong nang, chu tri: Thanh nhiét, giai doc, luong N N
huyét, dinh kinh. Chu tri s6t cao hdn mé, néi nham kinh phong, dién cudng, cac
chung xuat huyét nhu khéi huyét, thd huyét, ndi ban xuat huyét do huyét nhiét...
-Kiéng ki: Thiy nguu giac vi dang tinh han do vay ngudi tang han hay bi lanh
bung tiéu chay, so lanh sg gio khéng nén dung

-Liéu dung: 20g.


http://ydvn.net/contents/view/6893.luong-huyet.html
http://ydvn.net/contents/view/6893.luong-huyet.html
http://ydvn.net/contents/view/6494.khai-huyet.html

Pong trung ha thao [59].
-Tén khoa hoc: Cordyceps sinensis. Ho Nhuc
toa khudn Hypocreaceae

-Bo phan dung: Nam va sau

Thanh phan héa hoc: 7% acid cocdixepic 3-4-
5 tetraoxyhexahydrobenoic, 25

-32% protid, 8,4% chat béo c6 acid béo no
13%, khong no 82,2%,

acid cordycepic dugc chitng minh la D — mannitol, phan doan peptid

Ophiocordyceps chong oxi hoa va khang khuan (COP)
-Tinh vi quy kinh: Vi ngot, tinh n. Quy kinh phé, than
-Cong nang, chu tri: ich phé, than, bo tinh tay, cAm mau, hoa dom, ding chira
hu lao sinh ho, ho ra mau, liét dwong, lung gdi dau méi, di tinh. Chira than
Kinh
suy nhuogc
Theo YHHD: Péng tring ha thao ¢ tac dung diéu hoa mién dich, chéng viém,
chéng oxi hda, trc ché mam bénh vi khuan E.Coli va Salmonella typhi [86].
Liéu dung, cach dung: Ngay uéng 6 — 12g .
Nguru tat [60].
- Tén khoa hoc: Radix Achyranthis bidentatae.
Ho Rau gien Amaranthaceae.
- Bo6 phan dung: Ré di phoi hay say kho cua cay
Nguu tat.
- Tinh vi, quy kinh: Kho, toan, binh. Vao céc

Kinh can, than
- Cong nang, chi tri: Hoat huyét théng kinh, manh gan cét, bo can than.
Chu tri: DUng tri dau lung gbi, moi gan xuong; bé kinh, kinh nguyét khong déu,
tang huyét ap.



- Liéu dung: Ngay dung tir 8 g dén 12 g, dudi dang thudc sac.

- Kiéng ki: Phu nit c6 thai, bang huyét khong dung.
Thach héc [60].

- Tén khoa hoc: Herba Dendrobii. Ho Lan
(Orchidaceae)

- Bo phan dung: Than tuoi hay kho cua cay
Thach hoc.

- Tinh vi, quy kinh: Cam, vi han. Vao céc kinh

vi, than, phé.

- Cong nang, chu tri: Tu am thanh nhiét, ich vi sinh tan. Chu tri: am hu noi
nhiét, tan dich hao ton (ndng sét nhe, baat rat, hao khat). Vi am hu, vi nhiét (in
kém, nén khan, m6i miéng kho, 16 loét miéng). Tiéu khat.

- Liéu ding: Ngay ding tir 6 g dén 12 g duoc liéu kho, tir 15 g d¢én 30 g
duoc liéu twoi, dang thudc sic hoic hoan tan. Thuong phdi hop vai céac loai
thudc khac.

Tram hwong [60].

- Tén khoa hoc: Aquilaria crassna. Thugc ho J—

s

Vao kinh Ty, vi va than.cé tac dung giang khi ,6n '

Tram Thymelaeaceae
- Bo phan ding: Go than
- Tinh vi, quy kinh: Vi cay, hoi ngot, tinh am.

trung nodn than,trang nguyén duong giam dau,giy tran tinh

- Thanh phan héa hoc: C6 tinh dau ma thanh phan chu yéu 1a benzylaceton
26% metoxybenzalaceton 53% va terpen alcol 11%, con cé acid cinamic va cac
dan xuit cua no. O loai Bach moc huong cua Trung Qudc- Aquilaria
simensis (Lour.) trong tinh dau cé agarospirol, baimuxianic acid, baimuxianal.
- Cong nang, chu tri: Diéu khi va giam dau, ha khi kéo dai va chdng nén.

Bé than va chira hen suyén,bi tiéu tién ,nam giéi tinh lanh.



- Tac dung dugc ly:
+ San pham chung cét va dang chiét trAm huong c6 tac dung tc ché sy co bop
ty cha cua hdi trang chudt lang va chdng co thit co tron do histamin va
acetylcholin gay ra.
+ Trén méo gay mé, no co tac dung lam giam bién d6 co bop cua rudt do tiém
acetylcholin, dong thoi 1am giam nhu dong ty nhién caa ruot
+ Theo nghién ctru cua cac nha khoa hoc tai Nhat ban, Tram huong c6 tdc dung
rat dang quy v6i hé than kinh. Chat sesquiterpene c6 trong tram huong gitip hd
tro su séng cOn cia té bao than kinh hién co, khuyén khich su phat trién va biét
hoa cua cac té bao than kinh méi va cac khép than kinh
- Liéu dung: Ngay dung 1-1,5g. Dudi dang bot, ngdm ruou hodc mai véi
nudc.
Pan sam [60].
- Tén khoa hoc: Radix et Rhizoma Salviae mitiorrhzae. Ho Bac ha
Lamiaceae.
- Bo phan dung: R& va than ré phoi hoic sy
kho cta cay Dan sam
- Tinh vi, quy kinh: Khé, vi han. Vao céc kinh
tam, can

- Cong nang, chu tri: Hoat huyét, thong kinh,

giam dau, thanh tdm lwong huyét, Chu tri: Kinh

I
IIII|

nguyét khong déu, kinh nguyét bé tac, hanh kinh dau bung, huyét tich hon cuc,
dau that nguc; mat nga, tam phién.
- Liéu dung: Ngay dung: Ngay dung tir 9 g dén 15 g, dang thudc sac.
- Kiéng ki: Khong dung chung vai Lé 16

Hong hoa [60].

- Tén khoa hoc: Carthamus tinctorus.



- Bo phan dung: Hoa
- Tinh vi, quy kinh: Vi cay, tinh &m, quy vao
2 kinh: tam, can.

- Cong ning, chu tri: Hoat huyét théng kinh,

tan & huyét, giam dau. Chu tri: Phu nix v6 kinh, bé

-

kinh, dau bung khi hanh kinh, hanh kinh ra huyét cuc, chan thuong gay tu huyét,
sung dau, mun nhot.
- Liéu dung: Ngay dung 4 — 12g, dang thudc sic, thudng phdi hop vai céc
vi thudc khac. * Kiéng ki: Phu nit c6 thai khéng nén ding.

Giang hwong [60].
- Tén khoa hoc: Pterocarpus indicus. Thugc ho Bdu - Fabaceae
- Bo phan dung: Nhya va ré cay
- Tinh vi, quy Kinh:
- Thanh phan hoéa hoc: Nhya kino chira
mot tanin riéng biét la acid kino-tannic va mét
chéit mau do. Néu trung cAt kho, né cho chit [

pyrocatechin va acid protocatechinic.

- Cong nang, chu tri: Chira trang doc, dau
da day, rudt, mun nhot (V6). Nhua chira ia chay man tinh, xuét huyét, 1au, thap
khop va sét rét.

Cam thao [60].

-Tén khoa hoc: Radix et Rhioma Glycyrrhiea. Ho bau Fabaceae

- B4 phdn dung: Ré va than ré |
- Thanh phan héa hoc: 6-14% Glycyrrhizin
(23%), 3-8% glucoza, 2,4 — 6,5%
sacaroza, 25-30% tinh bot, 11-30 mg %

vitamin C,2-4% aspragin, gom, nhya

- Tinh vi, quy kinh: Cam, binh. Quy kinh: Tam, phé, ty, vi, théng 12 kinh



- Cong nang, chu tri: Kién ty, ich khi, nhuan phé, chi ho, giai doc, chi thong,
diéu hoa tac dung cac thudc.

*Chich cam thao: B6 ty, ich khi, phuc mach. Chu tri: Ty vi hu nhuoc, mét moi
yéu strc, hoa dom chi ho, danh tréng nguc, mach két dai, loan nhip tim

*Sinh cam thao: Giai doc, ta hoa.

- Chu tri: Bau hong, mun nhot, thai doc

- Liéu dung, cach dung: 4- 12g/ ngay dang sic, bot.

- Kiéng ky: Khéng dung chung véi Pai kich, Nguyén hoa, Hai Tao, Cam toai.



