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DANH SACH NHUNG THANH VIEN THAM GIA

NGHIEN CUU PE TAI VA PON VI PHOI HQP CHINH

1. Cac thanh vién tham gia

ST Ho va tén Pon vi cong tac va Nhiém vu duge
T Iinh vec chuyén mon giao
Bo mén Duogc lam
_ Chu nhiém kiém
1 | ThS. Hoang Thai Hoa Cuong | sang, Truong PH Y
thu ky
Duogc, PHTN
B6 mon Dugc 1y : :
¢ mon Lugely, Nghién ctru vién
2 | PGS. TS Vii Thi Ngoc Thanh | Truong Pai hoc Y Ha
Noi
B6 mon Dugc 1y : :
¢ mon Lugely, Nghién ciru vién
3 | PGS.TS Pham Thi Van Anh | Truong Pai hoc Y Ha
Noi

2. Pon vi phoi hop chinh

B mon Dugc 1y, Truong Pai hoc Y Ha Noi.
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DANH MUC CAC CHU VIET TAT

AST Aspartat aminotransferase
ALT Alanin aminotransferase
CTP Cao toan phan
PDE Phan doan ethyl acetat
PAR Paracetamol
CYP Cytochrom P450

NAPQI N-acetyl-p-benzoquinoneimin
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DAI HOC THAI NGUYEN
TRUONG PAI HQC Y DUQC

THONG TIN KET QUA NGHIEN CUU

1. Thong tin chung:

- Tén dé tai: Nghién ctru tac dung bao vé va phuc hoi tén thuong gan cua
qua Dtra dai (Pandanus odoratissimus L.f) trén thuc nghiém.

- Ma s6: DPH2015-TN05-02

- Chu nhiém d&é tai: ThS. Hoang Thai Hoa Cuong

- T6 chtc chu tri: Trudng Pai hoc Y Dugc — Dai hoc Thai Nguyén

- Thoi gian thuc hién: 24 thang (Tt thang 1/2015 dén thang 12/2016)

2. Muc tiéu:

- Panh gia tac dung bao vé ton thuong gan giy ra bai paracetamol trén
chudt nhit tring cua qua Dira dai.

- Panh gia tac dung phuc hoi ton thuong gan giy ra bai paracetamol trén
chudt nhit tring cua qua Dira dai.

3. Tinh mdi va sang tao:

Pé tai tap trung vao nghién ctu phat trién ché pham mai tir thao dugc, ting
co hoi lya chon cho ngudi bénh, giam chi phi trong diéu tri, giam cac anh huong
bat loi tir nhitng phwong phép diéu tri theo y hoc hién dai.

4. Két qua nghién ciru:

CTP va PDE chiét xuét tir qua dira dai voi hai liéu tuong duong 7,2g duoc
lidu/kg va 14,4g dugc lidu/kg c6 tac dung bao vé gan va 1am tang phuc hoi ton
thuong gan trén mo hinh gy ton thuong gan bang PAR ¢ chudt nhit tring.

5. San pham:

a, San pham khoa hoc: 2 bai bao ding trén tap chi khoa hoc
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- Hoang Thai Hoa Cuong, Vii Thi Ngoc Thanh, Nguyén Duy Thuan,
(2016), “Tac dung bao vé va phuc hoi ton thuong gan cua quéa dia dai trén thuc
nghiém”, Tap chi Y hoc thuc hanh, (1005), tr. 709 - 714.

- Hoang Thai Hoa Cuong, Vii Thi Ngoc Thanh, Nguyén Duy Thuan,
(2017), “Tac dung bao v¢ gan cua qua dira dai trén thuc nghiém”, Tap chi Y hoc
thuc hanh, (1062), tr.60.

b, San pham dao tao: 02 chuyén dé trong luan an tién si ciia cht nhiém dé tai:

- Chuyén d& 1: Nghién ciru tac dung bao vé gan ciia qud dira dai trén dong vat
thwe nghiém, Quyét dinh s6 1859/QD-DHYD ngay 05/10/2016 ctia Truong Pai hoc Y
Duoc vé viéc thanh 1ap Hoi dong nghiém thu chuyén dé sb 1 thudc dé tai cap Pai hoc,
Bién ban hop Hoi déng danh gia nghiém thu ngay 10/10/2016;

- Chuyén dé 2: Nghién ciru tic dung phuc héi ton thwong gan cia qua dira dai
trén dong vdt thuc nghiém, Quyét dinh s6 1860/QD-DHYD ngay 05/10/2016 cua
Truong Pai hoc Y Duoc vé viéc thanh lap Hoi déng nghi¢m thu chuyén dé sb 2 thuoc
dé tai cap Dai hoc, Bién ban hop Hoi dong danh gid nghiém thu ngay 10/10/2016;

6. Phwong thirc chuyén giao, dia chi wng dung, tac dong va loi ich mang lai
ciia két qua nghién ciru:

- H trg s6 liéu cho luan an nghién ctu sinh.

- Chting minh tac dung bao vé té bao gan va 1am tiang phuc hdi ton thuong
gan trén thuc nghiém cua qua Dta dai. Lam tién dé cho céc nghién ctu o cac
pha tiép theo, tién tai san xuat thubc co tac dung diéu tri cac bénh gan st dung
cho bénh nhan.

Ngay 20 thang 6 nam 2019
T6 chirc chii tri Chii nhi¢m d@ tai

(ky, ho va tén, dong diu)

ThS. Hoang Thai Hoa Cuwong
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INFORMATION ON RESEARCH RESULTS

1. General information:

- Project title: Research hepatoprotective and recovery liver injury effects

of Pandanus odoratissimus L.f. fruit in experimental animal
- Code number: BH2015-TN05-02
- Coordinator: MS. Hoang Thai Hoa Cuong

- Implementing institution: Thai Nguyen university of medicine and

pharmacy

- Duration: from 1/2015 to 12/2016
2. Objectives:

- Evaluating the hepatoprotective effect of Pandanus odoratissimus L.f.
fruitinthe liver damageinducedbyPARiIn miceexperiment.

- Evaluating therecovery liver injury effects of Pandanus odoratissimus
L.f. fruitinthe liver damageinducedbyPARin miceexperiment.

3. Creativeness and innovativeness:

The research focuses on thedevelopment new preparation from herbal,
increasing the choice of patients, reducing the cost of treatment, and reducing
the adverse effects of modern medical treatments.

4. Research results:

TE and EAE of Pandanus odoratissimus L.f. fruit with doses 7.2 and 14.4
g/kg have been shown to have hepatoprotective effect and accelerated the
recovery of liver injury in the acute liver injury model induced by paracetamol
in mice.

5. Products:

a, Scientific products): 2 articles published scientific journals

- Hoang Thai Hoa Cuong, Vii Thi Ngoc Thanh, Nguyén Duy Thuan
(2016): “Hepatoprotective and recovery liver injury effects of Pandanus



IX
odoratissimusL.f. in experimental animal”, Journal of practical medicine,
(1005) , pp. 709 - 714.
- Hoang Thai Hoa Cuong, Vii Thi Ngoc Thanh, Nguyén Duy Thuan
(2017): “Hepatoprotective effects of Pandanus odoratissimusL.f. in experimental

animal”, Journal of practical medicine?, (1062), pp. 60.

b, Training products: 02 topics in the doctoral thesis of the project

Mmanager:

- Topic 1: “Hepatoprotective effects of Pandanus odoratissimusL.f. in
experimental animal ”, Decision No. 1859 / QD-DHYD dated October 5, 2016
of the University of Medicine and Pharmacy on the establishment of the
Acceptance Council Thematic No. 1 of the University level project, Minutes of

the Evaluation Council meeting on October 10, 2016;

- Topic 2: “Study on the effect of restoring liver damage of Pandanus
odoratissimusL.f. in experimental animals”, Decision No. 1860 / QD-DHYD
dated October 5, 2016 of the University of Medicine and Pharmacy on the
establishment of the Council acceptance of subject No. 2 of the University-level

subject, Minutes of the Evaluation Council meeting on October 10, 2016;

6. Transfer alternatives, application institutions, impacts and benefits of
research results:

- Support for training 01 doctoral students

- Proving the effect of protecting liver cells and increasing the recovery of
liver damage of Pandanus odoratissimusL.f. As a premise for studies in the next

phase, proceed to produce drugs that can treat liver diseases used for patients.



I. MO PAU
1. Tinh cép thiét ciia vin dé nghién ciru

O Viét Nam, bénh gan mat, trong d6 c6 viém gan la mot trong nhitng bénh phé
bién, hay gip nhit 1a viém gan do virus. Viém gan do nhiém ddc thudc hodc hoa chit
cling thudng gip, dic biét viém gan do dung thudc chéng lao va paracetamol co xu
huéng ngay cang gia ting. Tinh trang viém gan kéo dai khong duoc diéu trj s& ddn dén
viém gan man tinh, xo gan....

Mot s6 thude bao vé té bao gan dugce sir dung nhiéu trén 1dm sang nhu silymarin
(Legalon), biphenyl dimethyl dicarboxylat (Fortex)... chu yéu 1a cac san phim nhéap
ngoai, gia thanh cao, khéng phu hop véi diéu kién kinh té cua da s6 ngudi bénh khi
phai diéu trj 1au dai.

Trong dan gian c6 rat nhiéu céac vi thude co tac dung nhuan gan, loi mat da duoc
st dung tr lau. Chinh vi vay, viéc suu tam, tim kiém, nghién clru cac vi thude tir
nguodn duge lidu sdn co trong nudc, ¢ tac dung bao vé va phuc hoi ton thuong gan
nhung an toan, gia thanh pht hop 1udn 12 van dé can thiét hién nay.

Dira dai 13 cay moc hoang ¢ nhiéu noi. Trong dan gian thuong dung 14, hoa, qua
va ré dta dai lam thudc chita mot sé bénh nhu dai thao duong, tiéu tién khong thong,
chay mau chan rang, soi, nhot doc, bénh tri... Riéng qua dara dai co thé dung riéng
hoic két hop vai mot so thao dugc khac dé diéu tri viém gan.

Hién nay trén thi truong qua dira dai duoc ban va dung kha pho bién. Theo kinh
nghiém dan gian, qua dira dai thai phoi kho, mdi ngay 20 — 30 gam sic nudc udng dé
diéu tri cac bénh vé gan. Trén thé gidi da c6 mot sb nghién ctru vé dira dai, nhung &
trong nude cho dén nay chua c6 nghién ciru nao danh gia vé tic dung diéu tri bénh gan
ciia qua dira dai trong ¢ Viét Nam. Vi vdy ching t6i tién hanh nghién ctru nay dé
chimg minh co s& khoa hoc cua st dung qua dira dai trong diéu tri cac bénh vé gan
theo kinh nghiém dan gian. Bén canh danh gia tac dung cta dang cao toan phan, phan
doan ethyl acetat - phdn doan hoat chdt chinh trong qua dira dai ciing dugc chiét xuat
va danh gia tac dung, d¢ hudng t6i kha niang co thé sir dung dang thude chira hoat chat
tinh khiét hon, sir dung thuan tién hon dé diéu trj bénh viém gan tur nguén duoc liéu

san co, ré tién trong nudc.



2. Muc tiéu nghién ciru

Dé tai dugce tién hanh véi 2 muc tiéu sau:

a. Pdnh gid tic dung bdo vé ton thirong gan gdy ra béi paracetamol trén chudt
nhdt trdng cia qua Diva dai.

b. Pdanh gid tc dung phuc hoi ton thwong gan gdy ra béi paracetamol trén chudt
nhdt trdang cia qua Dira dai.

II. POI TUQNG VA PHUONG PHAP NGHIEN CUU
2.1. P6i twong nghién ciru
2.1.1. Thuéc nghién civu

Cao toan phan (CTP) va phan doan ethyl acetat (PDE) chiét xuat tir qua dira dai
(Pandanus odoratissimus L.f) do PGS.TS Nguyén Duy Thuan —Hoc vién Y - Dugc
hoc ¢6 truyén Viét Nam cung cap.

Vi CTP va PDE khong tan hoan toan trong nudc, nén phai pha CTP va PDE
trong dau olive cho tan hoan toan dé cho chudt udng.

2.1.2. Dong vit thuc nghié¢m

Chudt nhét tring chung Swiss, ca 2 gidng, khoé manh, trong luong 25,0 + 2,0
gam, do Vién Vé sinh dich t& trung wong cung cap.

2.1.3. Thuéc, héa chit va mdy méc phuc vu nghién civu

- Paracetamol (Biét dugc Efferalgan) dang vién sui, ham lugng 500 mg ctia héng
BRISTOL-MYERS SQUIBB.

- Silymarin (bi€t dugc Legalon) dang vién nén, ham luong 70mg cua hang
Madaus (Korea).

- Kit dinh lvong ALT, AST cua hang Hospitex Diagnostics (Italy).

- Céc hoa chét lam tiéu ban md bénh hoc dat tiéu chuin thi nghi¢m do Trung
tam nghién ctru phat hién sém Ung thu — Lién hiép cac Hoi khoa hoc va k¥ thuat Viét
Nam cung cﬁp.

- May xét nghiém sinh hdéa mau XC-55 Chemistry Analyzer cia hang Meikang

medical (Trung qudc).
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2.2. Phuwong phap nghién ciru: Nghién ciru thyc nghiém c6 ddi ching.
2.2.1. Nghién ciru tac dung bdo vé gan

Chudt nhat tring duoc chia ngiu nhién thanh 7 16, mdi 16 10 con:
L6 1 (chimg sinh hoc): udng dau olive
L6 2 ( m6 hinh viém gan): udng dau olive + uéng PAR
L6 3 (chimg duong): udng silymarin (70 mg/kg/ngay) + udng PAR
L6 4 (CTP liéu 1): udng CTP liéu twong duwong 7,2g duoc liéu kho/kg/ngay + uéng PAR
(Liéu cé tdc dung tirong dwong trén nguoi, tinh theo hé s6 12)
L& 5 ( CTP liéu 2): ubng CTP lidu twong duong 14,4g duoc lidu kho/kg/ngay+ uéng PAR
L6 6 (PPE lidu 1): uéng PPE liéu twong duong 7,2g dugc liéu kho/kg/ngay+ ubng PAR
L6 7(PPE liéu 2): uéng PPE liéu twong duong 14,4g duoc liéu kho/kg/ngay+udng PAR

Chuét dugc udng dau olive hodc cac thude thir lién tuc trong 8 ngay. Ngay thir 8,
sau uéng thude 1 gio, chudt duoc nhin déi 16 - 18 gio trude do, gy ton thuong gan &
cac 10 tir 16 2 dén 16 7 bang udng PAR liéu 400mg/kg, voi thé tich 0,2ml/10g. 48 gid
sau gay doc béng paracetamol, léy mau dong mach canh cua chudt dé xac dinh hoat d6
AST, ALT, dong thoi ldy gan dé quan sat dai thé va lam tiéu ban mé bénh hoc.

2.2.2. Nghién citu tic dung lam ting phuc hoi ton thwong gan:

Chu6t nhat trang duoc chia thanh 9 16, mdi 16 10 con. Gay ton thuong gan chudt
bang udng PAR liéu 400mg/kg, voi thé tich 0,2m1/10g. Sau khi udng PAR 1 gid, cho
chudt udng dau olive hodc thudc thir tvong tmg véi timg 16 nhu sau:

L6 1 (chtng sinh hoc): udng dau olive

L6 2 (mod hinh viém gan): udng PAR + ubng dau olive

L6 3 (chiing duwong): uéng PAR + udng silymarin 70 mg/kg/ngay

L6 4 (CTP ): ubng PAR + CTP liéu twong duong véi 7,2g duoc liéu kho/kg/ngay.
L6 5 (PPE): ubng PAR + PPEliéu twong duong véi 7,2g duoc liéu kho/kg/ngay.
L6 6 (m6 hinh viém gan ): uéng PAR + udng dau olive

L6 7 (ching duong): uéng PAR + udng silymarin 70 mg/kg/ngay

L6 8 (CTP ): ubng PAR + CTP liéu tuong duong véi 7,2g duogc liéu kho/kg/ngay.
L6 9 (PPE): udng PAR + PPEliéu twong duong véi 7,2g duoc liéu kho/kg/ngay.
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Chuot 6 cac 16 1 (5 con), 2,3,4 va 5 duoc uéng dau olive hodc thude thir trong 2 ngay.

Chudt & cac 16 1 (5 con), 6,7,8 va 9 duoc udng dau olive hodc thude thir trong 4 ngay.

Sau 2 hodc 4 ngay ubng thudc, giét chudt, 1y mau dong mach canh dé xac

dinh hoat d0 AST, ALT, léy gan dé quan sat dai thé va lam tiéu ban mo bénh hoc.

2.3. Xir Iy s6 liéu

Céc s6 liéu nghién ctru dugc xtr Iy thdng ké theo phuong phap t - test Student. Su

khac bi¢t c6 y nghia khi p < 0,05.

III. KET QUA NGHIEN CUU

3.1. Tac dung bao vé gan

Bdng 1:Anh huwong cua CTP va PPE lén hoat dé AST, ALT trong huyét thanh

chudt bi gdy déc bang PAR
Lo AST (UI/L) ALT (UI/L)
n — -
thi nghi¢m (X £SD) p (X +SD) p
L61
(chimg 10 | 206,0+14,2 58,4 +£8,0
sinh hoc)
Lo 2 p..1<0,001 p ».1< 0,001
10 | 328,4+31,8 240,5+ 68,0
(' md hinh)
L6 3 p 31> 0,05 P 31<0,001
) ) 10 | 225,1+27,3 116,9 £ 30,3
(silymarin) P 3.,< 0,001 p3.<0,001
L6 4 p41<0,01 p 41<0,001
(CTPliéu | 10 | 23514229 | p42<0,001 |959+24,2 p 4><0,001
1) P43 >0,05 P 43> 0,05
P51 < 0,05 P51 < 0,001
L65
. 232,8 £36,7 | ps2<0,001 ps. <0,001
(CTP lieu | 10 106,6 + 21,6
2) Ps3 > 0;05 p 5.3°> 0,05
Ps4>0,05 Ps.4>0,05




Pe1>0,05 P61 <0,001
L6 6
. P s2 <0,001 93,1£20,9 |per<0,001
(PPE lieu | 10 | 208,4+33,4
1) P63 > 0,05 P 63> 0,05
D6 4> 0,05 D6 4> 0,05
P 7-1” 0105 P 7.1< 0,001
D < 0,001 D < 0,001
LO7
|10 p73>005 | 1008 +294 |p s> 0,05
(PDE lidu 216,6 + 33,1
2) P52 0,05 p s> 0,05
P76 0,05 P76 0,05

Két qua & bang 1 cho thay:

- Hoat 46 AST va ALT & 16 m6 hinh gay doc bang PAR ting cao rd rét so véi 16
chuing sinh hoc (p .1 < 0,001).

- Ubng CTP, PPE hoic silymarin 8 ngay trudc khi giy doc bang PAR di lam

giam rd rét hoat 46 AST va ALT so véi 16 2 (16 gay doc nhung khong dung thude) (p

<0,001).

- Tac dyung cua 2 liéu CTP va PPE d3 dung tuong duong nhau va twong duong

v6i thude silymarin (p > 0,05).

- Vi lidu ding bang nhau, CTP va PBE c6 tic dung tuong duong nhau (p 64> 0,05;

p75> 0,05)

Bang 2: Anh huong cua CTP va PDE lén hinh anh mé bénh hoc cua gan chuot.

Lo

thi nghiém

Dai thé

Vi thé

L6 1 (chung

Gan mau d6, mat nhan,

mat do mém, khong phu

2/3 miu bénh pham ciu tric vi thé gan

binh thwong, 1/3 miu bénh pham gan

( mé hinh)

nhat mau, bé mat gan

sinh hoc) né, khong sung huyét thodi hoa nhe, bao twong té bao gan c6 it
héc sang nho .
Lo 2 Gan phu né, sung huyét, | Cac mau bénh phim c6 hinh anh gan

thodi hda ning, bao twong té bao gan co




khong nhan, c6 nhiéu

cham xuat huyét.

nhi€u hoc sang 16n va nhé. Mdt so t€ bao

mat nhan.

Gan mau do, sung huyét

Cac miu bénh phim c6 hinh anh gan

(CTP liéu 1)

nhe, rai rac c6 vai di€ém

t6n thuong.

L6 3 . .
_ _ nhe, rai rac c6 vai diém | thodi hoa vira, bao twong t€ bao gan co
(silymarin) | o
ton thuong. cac hoc sang nho .
54 Gan mau do, sung huyét | Cac mau bénh phim c6 hinh anh gan
0

thoai hdéa mirc do vira.

L65
(CTP liéu 2)

Gan mau do, sung huyét
nhe, rai rac co vai di€ém

t6n thuong.

Céc mau bénh phiam c6 hinh anh gan

thoai hoa mirc do vira.

L6 6
(PDE liéu 1)

Gan mau do, sung huyét
nhe, khong théy o ton

thuong trén bé mit.

1/3 mau bénh pham c6 hinh anh gan
thoai hda ning, 1/3 miu bénh pham c6
hinh anh gan thoai hdéa vira, 1/3 mau

bénh pham gan thoai hoa nhe.

L6 7
(PDE liéu 2)

Gan mau do, sung huyét
nhe, khong thdy rd ton

thuong trén bé mit.

2/3 mau bénh pham c6 hinh anh gan
thodi hoa vira, 1/3 mau bénh pham gan

thodi hoa nhe.

3.2.T4c dung 1am ting phuc hdi ton thwong gan

3.2.1. Sau gdy doc bang PAR 2 ngay

Bdng 3: Anh hwéng ciia CTP va PPE Ién hoat dj AST va ALT trong huyét thanh chudt

sau gdy déc bang PAR 2 ngay

Lo AST (UI/L) ALT (UI/L)
thi " (XxsD) p (X + SD) p
nghiém
Lo 1
(chimg 5 | 108,04+ 14,6 48,4+ 6,4
sinh hoc)




L6 2 P .1 < 0,001 p,.1 < 0,001
10 | 442,04+ 143,0 286,3 £ 90,2
(' m6 hinh)
LO63 P31 < 0,001 P31 < 0,01
] ] 10 | 221,1+40,7 117,3+ 35,8
(silymarin) P32 < 0,001 P3.»< 0,001
Ps-1< 0,01 Ps-1< 0,01
L6 4 238,4+£74,3
10 Ps2< 0,001 1204 + 40,7 Pg2< 0,001
(CTP)
Das > 0,05 04z > 0,05
Ps.. < 0,001 Ps.1 < 0,01
L65 Ps.p < 0,001 Ps. < 0,001
10 | 205,9+334 94,1+ 30,0
(PDE) p5_3 > 0,05 p5_3 > 0,05
Ps.4> 0,05 Ps5.4> 0,05

Két qua & bang 3 cho thay:

- Sau 2 ngay gdy doc bang PAR, hoat 40 AST va ALT ¢ 16 mo hinh giy doc

bang PAR tiang cao rd rét so v4i 16 chimg sinh hoc (p ,.4 < 0,001).

-Caclo uéng CTP, PBEva silymarin c6 tac dung lam gidm rd rét hoat do AST va

ALT so véi 16 2 (p<0,001) nhung van ting cao so voi 16 chimg sinh hoc (p <0,01).

- Tac dung lam giam hoat d6 AST va ALT cua cac 16 udng thudc thir va udng

silymarin trong duong nhau, su khac biét khong c6 y nghia thong ké (p > 0,05).

Bang 4. Anh hwong cua CTP va PDE lén hinh anh moé bénh hoc cua gan chudt sau

gdy doc bang PAR 2 ngay

Lo
thi Pai thé Vi thé
nghiém
L6 1 Gan mau d6, mat nhan, | 2/3 mau bénh phém cAu trac vi thé gan binh
(chung | mat d6 mém, khong phu | thuong, 1/3 miu bénh pham gan thoai héa
sinh hoc) né, khong sung huyét. nhe, bao twong té& bao gan co it hdc sang nho.
L6 2 Gan phu né, sung huyét, | 2/3 mau bénh pham c6 thoai hoa ning kém




8

(M6 hinh)

nhat mau, bé mat gan
khong nhan, c¢6 nhiéu 6
hoai tr, cac cham xuat

huyét.

theo hoai tir t€ bao gan, xen k& c6 cac vung
hoai tor chdy mau, c6 xam nhdp viém. 1/3
mau bénh phadm gan thodi hoa vira, bao

tuong té bao gan c6 kha nhiéu héc sang nho.

L6 3
(silymarin)

Gan phu né, sung huyét
nhe, bé mat gan ¢c6 mot

vai cham xuat huyeét.

Céac mau bénh pham c6 hinh anh gan thoai
hoa vira, bao tuong t€ bao gan c6 nhicu hoc
sang nho. Nhan té bao khong déu, c6 xam

nhap viém ¢ khoang cura.

Lo 4
(CTP)

Gan mau do, sung huyét
nhe, rai rac ¢c6 mot so

diém ton thuong,

1/3 miu bénh pham c6 hinh anh gan thodi
hoa ning, 1/3 miu bénh phdm c6 hinh anh
gan thoai hda vira, 1/3 mau bénh pham gan

thodi hoa nhe.

Lo 5
(PDE)

Gan mau do, sung huyét
nhe, khong théy o ton

thuong trén bé mit.

1/3 mau bénh pham c6 hinh anh gan thoai
héa mirc d6 vira, 2/3 miu bénh pham gan

thoai hoa nhe.

3.2.2. Sau gdy djc bang PAR 4 ngay

Bdng 5: Anh huéng ciia CTP va PDE Ién hoat dg AST va ALT trong huyét thanh chuét

sau gdy déc bang PAR 4 ngay.

Lo AST (UI/L) ALT (UI/L)
thi N1 (X+SD) p (X+ SD) p
nghiém
L6 1
(ching 5 |111,0+125 496+27
sinh hoc)
Lo 2 p,.1 < 0,001 p,.1 < 0,001
10 | 197,3+24,7 108,2+17,1
( mé hinh)
Lo 3 Ps.1> 0,05 Ps.1> 0,05
10 | 132,0+35,7 543+6,7
(silymarin P 3..< 0,001 P;.,< 0,001




67mg/kg)
P4-1< 0,05 P4.1>0,05
L6 4 144,2 + 28,0
10 Ps>< 0,001 56,7 £ 74 ps>< 0,001
(CTP)
043 > 0,05 Das > 0,05
P51 > 0,05 Ps.1 > 0,05
Lo5 D5 < 0,001 D5, < 0,001
10 | 130,6 £22,5 53,7+4,6
(PDE) p5_3 > 0,05 p5_3 > 0,05,
Ps5-4> 0,05 Ps-4> 0,05

Két qua & bang 5 cho thay:

- Sau gdy doc bang PAR 4 ngay, hoat d6 AST va ALT ¢ 16 mo hinh giy doc

bang PAR (16 2) van ting cao 13 rét so vai 16 chimg sinh hoc (p < 0,001).

- Cac 16 ubng thudc thtr CTP, PPE va silymarin c¢6 tic dung 1am giam rd rét hoat

do AST va ALT so v61 16 2 (p < 0,001), tré vé gia tri tuong duong véi 16 ching sinh

hoc (p> 0,05).

- Tac dung lam giam hoat 46 AST va ALT cua cac 16 udng thudc thir CTP, PDE

va silymarin trong dwong nhau, su khac biét khong cé y nghia théng ké (p>0,05).

Badng 6:Anh hwong cua CTP va PPE lén hinh anh mé bénh hoc cua gan chugt

sau gdy déc bang PAR 4 ngay

L6 thi ., .
Dai thé Vi the
nghiém
51 Gan mau dd, mit nhan, mat | 2/3 mau bénh phém ciu trac vi thé gan
0 1 ~ 2
, dd mém, khong phu né, | binh thuong, 1/3 mau bénh pham gan
(chimg ) ,
khong sung huyét. thodi héa nhe, bao tuong t€ bao gan cb it
sinh hoc) L )
hdc sang nhd.
Gan phu né, sung huyét |2/3 miu bénh pham c6 thodi héa vira,
Lo 2 nhe, bé mit gan c6 mot sb | bao twong té bao gan c6 kha nhiéu hoc
( m6 hinh) cham xuét huyét. sang nho. 1/3 mau bénh pham gan thoai
hoa nhe
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Gan mau do, khong thay rd | 2/3 mau bénh pham ciu trac vi thé gan

L6 3 , . X .

] | ton thuong trén bé mat. binh thwong, 1/3 mau bénh pham gan
(silymarin) o
thoai hoa nhe.

54 Gan mau do, khong thay rd | 1/3 mau bénh pham ciu trac vi thé gan

0 2 N ~ 2
ton thuong trén bé mat. binh thwong, 2/3 mau bénh pham gan

(CTP)

thodi hoa nhe.

L65 Gan mau do, khong thay rd | Cac miu bénh phiam c6 hinh anh gan

(PDE) t6n thuong trén bé mat. thodi hoa nhe.

IV. BAN LUAN

Qua dtra dai tur lau da duogc str dung theo kinh nghiém dan gian dé chita cac bénh
vé gan voi lidu khoang 30g qua phoi kho/ngdy sic nudc udng. Trong nghién ciru nay,
chung t6i sir dung 2 dang thudc thir chiét xuat tir qua dira dai 13 cao toan phan (CTP) va
phan doan ethyl acetate (PDE) - phdn doan hoat chat chinh trong qua dta dai, voi hy
vong néu nhom hoat chét nay 14 thanh phan chu yéu c6 tac dung diéu tri viém gan trong
qué dira dai thi c6 thé dung thanh phin nay dé san xuét thudc, s& tao duoc dang thude tinh
khiét hon, d& kiém soat chat luong, lidu dung chinh xéc va thuan ti€n khi str dung.

Paracetamol 13 thubc ha sot, giam dau thong thuong, dugc st dung rat rong rai
ma khéng can ké don. Véi liéu diéu trj thong thudng, PAR khong gy doc cho gan
nhung khi st dung liéu cao s& c6 biéu hién doc v6i gan thong qua chét chuyén hoéa co
hoat tinh N-acetyl-p-benzoquinoneimin (NAPQI). Vi vdy, trong nghién ctru nay ching
t6i chon mo hinh giy ton thuong gan cip bang PAR dé danh gia tic dung bao vé va
phuc hoi tén thuong gan cia CTP va PDE chiét xuét tir qua dtra dai. Pay 1a mo hinh da
duoc nhiéu tac gia trén thé gidi va trong nude sir dung.
4.1. Tac dung bio v¢ gan:

Trong nghién ciru ndy, ¢ 16 md hinh (gdy doc nhung khong ding thudc), PAR
v6i lidu 400mg/kg dung dudong udng trén chudt nhét tring da lam ting hoat do AST
59,4%, ALT 311,8% so v6i nhom ching. Diéu nay ching t6 PAR da gay ton thuong

té bao gan, lam giai phong cac enzym vao mau.
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Dung CTP va PDE 8 ngay trudc khi gay doc co tac dung lam giam rd rét hoat do
AST va ALT so vé6i 16 md hinh (p<0,001). Véi CTP lidu 1 (liéu cé tdc dung tuong
duwong trén nguoi), hoat do AST giam 28,4%, ALT giam 60,1% so v6i 16 mo hinh. Véi
CTP liéu 2 ( cao gdp 2 lan liéu 1) hoat 46 AST giam 29,1%, ALT giam 55,7%. PDE
lidu 1 d4 1am giam hoat d6 AST 36,5%, ALT 61,3%; PPE liéu 2 di lam giam hoat do
AST 34,0%, ALT 58,1% so v6i 16 m6 hinh. L6 diéu tri bang silymarin 1am giam hoat
do AST 31,5%, ALT giam 51,4% so v6i 16 mo hinh.,

Quan sat md bénh hoc cho thay két qua twong tmg véi su bién d6i enzym gan. O
16 gay doc nhung khong dung thude, quan sat dai thé thdy gan phu né, sung huyét, nhat
mau, bé mit gan khong nhin, c¢6 nhiéu chdm xuét huyét. Hinh anh vi thé gan thiy co
thoai hoa ning, bao twong té bao gan c6 nhiéu hdc sang 16n va nho, mot s6 té bio mat
nhan. O cac 16 dung thuéc CTP, PBE hoic silymarin, hinh anh dai thé va vi thé cua
gan co bién d6i nhung mirc do ton thuong giam rd rét so v6i 16 mé hinh, chil yéu thoai
hoa gan & muc dd vira hodc nhe.

Nhu vay, CTP va PPE c6 tac dung bao vé gan khi giy doc bang PAR, tac dung
cta 2 liéu CTP va PPE da dung twong duong nhau va twong duong véi silymarin —
loai thude thudng dugce str dung 1am thude chimg dwong trong cac nghién ctru vé gan.
4.2. Tac dung 1am ting phuc hoi ton thwong gan.

Céc thudc bao vé gan co tac dung khi dung thudc fruée khi gy doc, nhung trén
thuc té, thude thuong duoc dung véi muc dich diéu tri, tire 13 khi bénh nhan xuat hién
cac triéu chimg bénh méi dung thudc. Trong trudng hop do, liéu thude c¢6 hiéu qua nhu
khi ding du phong hay khong? Dé tra 10i cau hoi nay, ching tdi tiép tuc nghién ciru
tac dung 1am tang phuc hoi tén thuong gan (ubng thudc sau khi gay doc) ciia CTP va
PDE chiét xuat tir qua Dira dai.

Trong nghién ctru tac dung bao vé gan, ching t6i thdy tac dung cua CTP va PBE ¢
lidu twong duong 7,2g duoc liéu/ kg (lidu 1) va 14,4g duogc lidw/ kg (lidu 2) c6 tac dung
twrong dwong nhau. Nhu vay, tac dung ciia CTP va PDE khong ti 1& thuan véi lidu dung.
Vi vy, trong nghién ciru niy ching t6i chon CTP va PBE liéu thap hon (liéu twong
dwong 7,2g duoc lidu/ kg) dé danh gia tac dung lam ting phuc hdi t6n thuong gan.

- Sau 2 ngay gay doc bﬁng PAR, hoat d6 AST va ALT & 16 mo hinh tang cao ro
rét so voi1 16 chiing sinh hoc: AST tang 309,3%, ALT tang 491,5% (p < 0,001).Trong
khi d6 & 16 udng CTP va PDE, hoat d6 AST va ALT da giam dang ké so véi 16 mo
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hinh - theo thir ty AST giam 46,1% va 53,4%; ALT giam 57,9% va 67,1%, nhung van
con tang cao so voi 16 chig sinh hoc. Hoat d§ 2 enzym nay ¢ 16 dung silymarin tuong
duong v61 16 dung CTP va PDE.

Quan sat md bénh hoc cho thay 16 mé hinh c6 ton thuong gan kha ning. O céc 16
ubng CTP, PDE va silymarin, gan van c6 ton thuong, tuy nhién mitc d6 c6 nhe hon so
v61 16 mo hinh.

- Sau 4 ngay gay doc, hoat d0 AST va ALT & 16 mo hinh da giam so véi thoi
diém 2 ngay: AST chi ting 77,7% va ALT chi ting 118,1% so v&i 16 ching sinh hoc.
Diéu nay ching t6 tén thuong gan & 16 mo hinh di tw phuc hdi mot phan. Theo Pao
Vin Phan, trong trudng hop ton thuong gan khong ning thi chirc phan gan c6 thé trd
vé binh thudng sau 5 ngay.

Sau 4 ngay gay doc, hoat @ AST va ALT trong mau chudt & tat ca cac 16 ubng
CTP, PDE va silymarin di giam rd rét so véi 16 mé hinh (p <0,001), tr& vé mirc twong
duong 16 chtg sinh hoc (p> 0,05), trir hoat @ AST & 16 udng CTP con tang nhe so
v61 16 chimg sinh hoc (p<0,05).

Quan sat md bénh hoc cho thdy két qua twong tng véi su bién d6i enzym gan.
Trong khi ¢ 16 mé hinh, 2/3 mAu bénh pham van ton thuong thoai hoa té bao gan ¢
mitc d6 vira, thi ¢ cac 16 udng thudc thar CTP va PBE ciing nhu 16 udng thudc tham
chiéu silymarin, ton thuong gan chi con & muc do nhe hodc da tré vé binh thudng.

Nhu vay, CTP va PBE véi liéu twong duong 7.2g duoc lidwkg co tac dung lam
tang phuc hoi ton thuong gan khi giy doc bang PAR trén chudt nhét tring.

Két qua nghién ctru cta ching toi phu hop vai két qua cia tac gia nude ngoai vé
tac dung chdng oxi hoa, bao vé gan cua dich chiét tir qua dta dai trén dong vat bi giy
t6n thuong gan bang CCl,.

Két qua nghién ciru da cho thay CTP va PDE chiét xuat tir qua dira dai voi 2 lidu
twong duong 7,2g dugc lidu/kg (lidu 1) va 14,4g duoc licwkg (liéu 2) c6 tac dung
tuong duong nhau va twong dwong véi silymarin. Diéu nay goi ¥ chi can dung liéu
thap (liu 1) 12 du o tac dung, khong can dung liéu cao hon.

Trong ca 2 mo6 hinh nghién ctru tdc dung bdo v€ gan va tac dung lam tang phuc
hoi ton thuong gan, PDE déu c6 tac dung twong dwong CTP. Piéu niy cho thay PDE

1a hoat chat chinh c6 tac dung trong qua dura dai.
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V.KET LUAN

1. CTP va PPE chiét xuat tir qua dira dai véi liéu twong duong 7,2g duoc liéuw/kg
va 14,4g duoc lidu/kg c6 tac dung bao vé gan trén mo hinh gay tén thuong gan cip
bang PAR trén chudt nhét trang.

2. CTP va PPE cua chiét xuat tir qua dira dai véi lidu twong duong 7,2 g duoc
lidu/kg c6 tac dung lam ting phuc hdi ton thuong gan trén mé hinh gay tén thuong gan

bang PAR trén chudt nhét trang.



