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LOI CAM ON

Pé hoan thanh luan vin nay, toi xin trdn trong bay td long biét on sau
sic téi:

Pang uy, Ban Giam ddc, Phong dao tao Sau Pai hoc, cac B mén, khoa
phong cung cac théy cd trong Hoc vién Y Dugce hoc cd truyén Viét Nam da
tao diéu kién va giup d& t6i trong qua trinh hoc tap va lam luén van.

Téi xin bay t6 long kinh trong va biét on sau sc dén TS. BS. Tran Dirc
Hitu va TS. BS. Trin Thanh Tung d3 tryc tiép huéng din dinh huéng dé tai
va trang bi cho t6i kién thirc chuyén nganh, stra chita thiéu s6t trong lusn vin,
ddng vién t6i trong sudt qua trinh hoc tip, nghién ciu.

Téi xin chan thanh cam on Ban Gism déc, Bo mén Duoc ly Truong Pai
hoc Y Ha Noi da hét strc hop téc, tao didu kién hd tro t6i trong qué trinh thyc
hién dé tai. |

Cudi cling, t6i xin giri 161 cdm on siu sdc toi gia dinh, ban be, dong
nghiép va tap thé anh chi em hoc vién 16p Cao hoc 15 d3 giup d&, dong vién,
tng ho t6i trong qud trinh hoc tdp va hoan thanh ludn vidn nay.

T61i xin trdn trong cam on!

Ha N&i, ngay Y thang A4 nam 2024

Nguyén Thi Ngoc Anh




LOI CAM DOAN

Téi 1a Nguyén Thi Ngoc Anh, hoc vién cao hoc khoa 15, Hoc vién Y
dugc hoc co truyén Viét Nam, chuyén nganh Y hoc cb truyén xin cam doan:

1. Pay la luan vin do to1 truc tiép thuc hién duéi sy huéng dan cia TS.
BS Trin Dirc Hiru va TS. BS. Tran Thanh Ting.

2. Céng trinh nay khong trung 13p vdi bét ky nghién ciru ndo duge cong
b tai Viét Nam.

3. Céc s6 liéu va thong tin trong nghién ctru 12 hoan toan chinh x4c, trung thuc
va khach quan, dugc xac nhén va chip thuin cia co s& noi nghién ciru.

T6i xin hoan toan chiu trach nhiém trudc phéap luat vé cam két nay!

Ha Néi, ngay AJ thangA1 ndam 2024

Nguwoi viet cam doan
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PAT VAN PE

Gan la mot co quan 16n nhat trong co thé, dam nhiém nhiéu chic nang quan
trong va phuc tap. Gan ding & vi tri cira ngd, ndi lién éng tiéu hoa véi toan bo co
thé. Gan tich liiy cac chat va chuyén héa hau hét cac chat duoc hap thu ¢ rudt vao
va cung cap nhitng chat can thiét cho co thé [1]. Vi vay khi gan bi ton thuong, bénh
ly ciia gan thudng nang va anh huéng dén hoat dong chic ning cua nhiéu co quan.

Gan c6 nhiéu chirc ning quan trong nhu: chirc ning chuyén hda glucid, lipid,
protetid; chirc ning chéng doc: Gan gilp chuyén hda cac chat doc thanh nhitng chat
kém ddc hon hodc 1am mat doc tinh cua cac chat d6 va dao thai ra ngoai co thé;
chirc nang tao mat; chic nang du trir: ngoai du trir glucid, protein, gan con du trir
nhiéu chat khac; chitic nang san xuat cac yéu to dong mau, chéng dong mau tao mau.
Gan c6 nhiéu chtrc ning quan trong trong qua trinh trao d6i chat va thai doc co thé.
Trong cac trudng hop bénh ly hay ¢ su qué tai vé lugng ciia cac chat doc & gan sé
khién cac té bao trong gan bi hay hoai dan, dan t&i cac ton thuong trén gan, tham
chi 1a hinh thanh céc ton thuong khong hoéi phuc nhu xo gan va lam mat chirc ning
thai doc cua gan [2].

O Viét Nam, bénh ly gan mat 1a mot trong nhitng nhdm bénh phéd bién,
chiém 29,9% tong s6 cac bénh ly 1am sang, trong d6 thuong gap nhat 1a viém gan
do virus (VGVR) chiém 16,7% [2]. Viém gan do nhidm doc thuéc hozc hoa chat
ngay mot gia tang. C4c bénh lién quan dén gan s& gy men gan tiang 1a men AST va
ALT tang. Bé diéu tri chi mot sb truong hop dung duoc thude dac tri theo nguyén
nhan, con da sd cac trudong hop s& s dung cac thude lam ting cuong kha ning hoi
phuc va bao vé té bao gan.

Trong diéu tri bénh viém gan cap va man tinh, ngodi cac bién phap diéu tri
dic hiéu, cac thudce ¢ tac dung hd tro diéu tri da dugc chirng minh ¢é vai trd quan
trong. Hién nay trén thi trudng c6 mot s thude diéu tri bénh gan twong dbi tét,
dugc sir dung nhiéu trén 1dm sang nhu silymarin (Legalon), Eganin (arginin
tidiacicat)... nhung chu yéu la cac san pham nhap ngoai. Trong dan gian co rat

nhiéu vi thudc, nhat 1a nhiing vi thudc thao dugc 6 tAc dung thanh can di duoc sir



dung tir 1au. Chinh vi vay, viéc tim kiém va nghién ctiru nhirng thuéc hoac bai thude
cd tac dung bao vé té bao gan tir ngudn dugc lidu sin ¢d, vai hiéu qua cao, it doc, ré
tién va dé st dung 1a mot van dé thiét thuc va mang tinh khoa hoc cao.

Bao duong can PC 1a bai thudc nghiém phuong cia Lwong y Nguyén Phung,
lwong y Nguyén Trong Chung thira ké va ap dung trong diéu tri bénh c6 tac dung
diéu trj cai thién chtrc ning gan trén bénh nhan dat hiéu qua nhat dinh. TS.BS Tran
Duc Hitu st dung 6 hiéu qua trén 1am sang va nghién ciru chuyén dang thanh vién
nén Bao dudng can PC. Thanh phan bai thudc 1a nhiing vi thuéc cé tac dung ting
cudng chirc ning gan, loi niéu, trir thap. Nham danh gia mot cach khoa hoc vé tac
dung cua bai thudc ciing nhu chuyén dang bao ché dé thuan loi hon cho qua trinh
van dung thudc trén 1am sang, ching téi tién hanh thuc hién dé tai “Nghién ciru
doc tinh cap va tac dung bao vé té bao gan cua vién nén Bao dwong can PC
trén dong vat thec nghiém” véi hai muc tiéu:

1. Nghién cizu dgc tinh cdp cua vién nén Bdo duong can PC trén dong vat
thuc nghiém.

2. Panh gid tdc dung bao vé té bao gan cua vién nén Bao dwong can PC trén
m6 hinh viém gan.



CHUONG 1
TONG QUAN TAI LIEU

1.1. Chirc nang sinh ly cia gan
1.1.1. Chike ning chuyén héa
1.1.1.1.  Chuyén héa glucid

Gan dong vai tro rat quan trong trong chuyén héa glucid. Gan 1a kho du trit
glucid cua co thé duéi dang glycogen. Gan cé thé tong hop glucogen tir galactose,
fructose va mannose nho hé thdng enzym chi ¢6 ¢ gan. Khi ¢d nhu cau vé glucose,
gan lai phan giai glycogen dé tao thanh glucose. Do kha ning tong hop glycogen
manh dé dy trir va phan ly nhiéu ma gan dong vai tro chi chot trong co thé trong
viéc didu hoa duong mau. Toan bo hé thong diéu hoa duong méau bang hormon
hoan toan phu thudc vao su toan ven chirc nang gan. Gan la kho du trir glucid 16n
nhat cua co thé [3],[4].

1.1.1.2.  Chuyén héa lipid

Nhiéu co quan va t6 chuc trong co thé c6 tong hop lipid, dic biét 1A mé ma
c6 qua trinh tong hop lipid manh. Tuy nhién, tong hop lipid ¢ gan c6 ¥ nghia quan
trong. Gan tong hop lipid cho ban than gan, téng hop cac lipoprotein cho méu va la
noi chu yéu tong hop phospholipid. Gan ciing dong vai trd quan trong trong viéc
tong hop cholesterol tir acetyl coenzym A. Qué trinh este hda cholesterol c6 thé
dién ra & gan hoic huyét twong va enzym xuc tac cho cac phan tng nay chi do gan
san xuat. Luong cholesterol este hoa chiém khoang 60 — 70% lwong cholesterol
toan phan huyét trong. Khi ton thuong suy giam chirc ning gan thi ty 1& cholesterol

hoa/ cholesterol toan phan s& giam [3], [5].

1.1.1.3.  Chuyén hoa protid

Gan tham gia tong hop céc yéu té6 dong mau nhu II. VIL, IX, X, cung cap
acid amin tu do cho méau dé mau téng hop protein, c6 vai trd quan trong trong tong
hop protein huyét twong, dic biét 1a albumin. Gan chira nhiéu enzym quan trong
tham gia vao qué trinh chuyén hoa céc chat, 1a co quan chu yéu tao ure va acid uric.

Gan tham gia vao qué trinh thoai héa hemoglobin, tao bilirubin tu do va dac biét la



tao bilirubin lién hop dé dao thai qua mat hoic qua nudc tiéu. Gan con tong hop nén

nhiéu chat c6 hoat tinh sinh hoc cao nhu cac hormon nucleotid, nhan porphyrin,...[3]

1.1.2. Chirc nang khir déc
Gan khir doc theo 2 co ché: Co ché ha hoc va co ché ¢b dinh thai trir [3].

1.2.1.1. Co ché héa hoc
Pay 1a co ché khir doc quan trong nhat. Cac chat doc bi gan giir lai, chiu su

bién doi héa hoc rdi nhanh chéng duge dio thai ra ngoai.

Cac chat doc co thé 1a noi sinh hoic ngoai sinh duoc gan khir doc theo co

ché hoa hoc dién ra qua 2 pha:
Pha 1: Nhitng phan wrng giang hoa:

Quan trong nhat trong pha nay phai ké dén phan ung oxy héa xay ra &
microsomes gan thong qua hé thong enzym Cyt, tham gia chuyén hoa chat doc va

chét la thdng qua qua trinh monooxygen héa.
Pha 2: Nhitng phan &ng lién hop:

Sau khi giang hoa, chat chuyén hoa vira tao thanh c6 thé lién hop voi acid
acetic, acid sulfuric, acid gluconic, hoac lién hop vai glycocol, glutathion trong co
thé dé tao thanh cac san pham tan trong nudc, 6 tinh phan cuc manh hon, tir d6 dé

dao thai theo dudng mat hoic theo nudc tiéu [3].

1.1.2.2. Co ché c6 dinh thai tri:
Theo co ché nay, cac chat doc dugc gan giit lai rdi dao thai nguyén ven qua

duong mat ma khong bi bién doi vé hoa hoc [3].

1.1.3. Chirc ning tao mat
Thanh phan quan trong nhat caa mat 1a mudi mat. Mudi mat duoc tong hop &
té bao gan tir cholesterol. Mudi mat cé tac dung nhii twong hoa lipid cua thic n, tao

diéu kién thuan lgi cho sy tiéu hda va hap thu lipid caa thire an [3].



1.1.4. Chirc ning duw triv:

Gan la kho du trir glucid 16n nhit cua co thé, tham gia chuyén hoa va ciing 1a
kho du trix protid quan trong nhat. Gan bai tiét mat, tao diéu kién thuan loi cho su
hap thu lipid cua thtrc dn, kéo theo sy hap thu cua cac vitamin tan trong dau, do vay
c6 thé néi gan 1a kho du trir cia cac vitamin tan trong dau. Mai phit gan nhan duoc

1500 ml mau tir tinh mach cira va dong mach gan téi [3],[4].

1.2. Bénh ly viém gan theo Y hoc hién dai
1.2.1. Khai niém

Tir “viém gan” dung dé chi moi truong hop bénh Iy gay nén tén thuong thoai
hoa, hoai tir té bao gan va nhiing ton thuong ciia mé dém trong gan do phan tng

viém gay nén [5].

Viém gan man tinh 1a bénh gan c6 tén thuong hoai tir va viém, c6 hoic
khong co kém theo xo hoa, dién ra trong thoi gian trén 6 thang. Thé nhe 1a thé
khong tién trién hoac tién trién rat cham va khong dua dén xo hodc ung thu gan; thé
nang la thé viém hoai tir don dap hoic nhiéu dot tién trién tan cong vao té bao gan,

cudi cling dan dén xo gan va ung thu hoa [6].

1.2.2. Nguyén nhan
1.2.2.1. Nguyén nhan gay viém gan:

C6 nhiéu nguyén nhan gay ra viém gan, ta c6 thé xép loai nguyén nhan nhu sau:
- Do virus: Virus viem gan A, B, C, D, E;

- Do vi khuan hoic ky sinh trung: Leptospirose, thuong han, sét Q, bénh amip, bénh

Samonella;
- Viém gan do nhiém doc thubc, hoa chat;
- Viém gan do ruou,

- Viém gan do thiéu oxy: That dong mach gan, hoi chitng Budd Chiari, suy tuan

hoan gan (do suy tim);



- Viém gan do chuyén hoéa: Viém gan & nguoi c6 thai, bénh Wilson, hesmochro-

matosse.

Trong cac nhém nguyén nhan trén thi viém gan do virus, do rugu va viém gan do
ngd doc thude — hda chat (dac biét 1a viem gan do PAR) 1a nhém nguyén nhan hay
gap nhat [6].

1.2.3. Co ché bénh sinh

1.2.3.1. Co ché bénh sinh cia viém gan do ruou

* Co ché bénh sinh cia viém gan do ruou: Trong co thé, gan 13 co quan
chuyén hoa rugu quan trong nhat. Trén 90% luong rugu hap thu vao co thé s& dugc
chuyén héa tai gan. Phan con lai s& duoc thai ra ngoai qua phoi va than [7]. Phan

l6n rugu duoc chuyén hoa tai gan theo hai giai doan:

- Giai doan 1: Chuyén hoa rugu thanh acetaldehyde duoc thuc hién boi ba hé thdng
enzym: (1) Alcohol dehydrogenase (ADH) c6 su tham gia cia coenzym NAD nam
trong bao tuong; (2) hé thong oxy hoa ruou & microsome (Microsomal Ethanol

Oxidating System — MEQS) va (3) cac men catalase.

- Giai doan 2: Acetaldehyd duoc hinh thanh 1a mét chat doc, s& nhanh chong dugc
enzym acetaldehyd dehydrogenase 2 (ALDH2) chuyén thanh acetat. Nhu vay
ethanol duoc chuyén hoa chi yéu nho enzym alcohol dehydrogenase (ADH) va
enzym acetaldehyd dehydrogenase 2 (ALDH2). Kha ning chuyén hda cua giai doan
nay chi c6 gisi han, néu luong acetaldehyd dwogc san sinh véi mot mic qué 16n s&
khong dugc chuyén hda hét gay gidn mach va gan vao mang té bao gay tén thuong

té bao thong qua céc co ché gay doc, viém va mién dich [7],[8].

O nhitng ngudi ubng mot luong 16n rugu thi dau tién khi nong do con trong
méu cao, hé théng MEOS s& hoat dong. Hé théng enzym nay duogc tim thiy ¢ mang
cia mang ludi noi bao twong. Enzym quan trong nhat cua hé thong nay Ia
cytochrom P450 bai enzym nay khong chi ¢é vai trd trung tdm trong chuyén héa
ruou ma con tham gia vao viéc giang hoa rat nhiéu chat cia chinh co thé ciing nhu
chat la tir bén ngoai vao. Cytochrom P450 2E1 (CYP 2E1), méot dudi typ cua

cytochrome P450, c6 vai trd quan trong nhat trong chuyén hoéa alcohol thanh



acetaldehyd. Trong 50 nam ké tir khi dugc tac gia Charles Lieber (1968) phat hién,
cac nha khoa hoc da ching minh rang viéc st dung thuong xuyén thirc udng c6 con
s& gay cam tmg lam ting hoat d6 hé théng enzym nay 18n 10 lan. Mot dic diém cuc
ky quan trong la phan ¢ng giang hoa nay s& giai phong ra cac géc oxy tu do hoat

dong (ROS) va gay ra stress oxy hoa dan dén ton thuong té bao gan [9].

Viéc thuong xuyén sir dung mot luong I6n alcohol sé lam tang hoat dong cua
hai enzym khac nita tham gia vao qua trinh chuyén acetaldehyd thanh acetate. D6 1a
cac enzym xanthinoxidase va aldehydoxidase. Théng qua hoat dong cua hai enzym
nay, thém mét luong Ion cac goc tu do gay doc duoc giai phong, gop phan tao nén

nhitng ton thuong gan do rugu[9].

1.3.2.4. Co ché bénh sinh cia viém gan do thusc va héa chat:

Mic du di c6 nhiéu nghién ciu vé ton thuong gan do thudc nhung co ché
cua hau hét cac loai thuéc van chua dugc biét rd [10]. Mot loai thudc co thé co
nhiéu co ché khac nhau gay ton thuong gan. Nhin chung, ton thuong gan do thudc

duoc chia chu yéu theo 2 co ché chinh sau:

- Ton thuong gan do phan tng dic tng (di ung dic biét ¢ tieng bénh nhan):
Trong d6 thudc gy ra mot dap wng mién dich chéng lai gan [10]. Cac dic diém
chinh cua loai ton thuong nay bao gdm: Phan ung khong phu thudc liéu, phan tng
lién quan dén cac biéu hién qua man (sét, 6n lanh, phat ban da, ting bach ciu wa
acid), phan wng c6 thoi gian tiém tang (khoang thoi gian tir khi bat dau ding thude
dén khi khoi phét ton thuong gan), thoi gian tiém tang khi tai sir dung thudc ngan
hon khi st dung thudc lan dau va thinh thoang cé su xuat hién cua cac khang thé tu
mién trong huyét thanh [10],[11]. Céc khang thé tu mién da duoc tim thay trong cac
truong hop viém gan gay ra boi halothan, acid tienilic, dihydralazin, thuc chéng co

giat, papaverin va nitrofurantoin [10], [11].
Qua trinh mot thubc gay ton thuong gan trai qua 3 giai doan:

- Giai doan 1: Thubc duoc chuyén hoa lan dau thanh mot chat chuyén hoa c6 hoat

tinh, lién két véi cac enzym tao ra no.



- Giai doan 2: Qua trinh lién két s& tao ra mot neoantigen (khang nguyén tan tao),
trinh dién t6i hé théng mién dich dé tir d6 kich hoat mét phan tng mién dich dic
trung boi viéc san xuat cac khang thé nhan dién protein ban dau va/hoic protein
bién dbi.

- Giai doan 3: Tai str dung thudc dan dén tang san xuat neoantigen, khi d6 s& xuat

hién cac khang thé, dan dén ly giai té bao gan [10],[11].

- Tén thuong gan do qué lidu: mot sé thude duogc biét chic 1a khi dung liéu cao, kéo
dai hoac khi st dung chung vai mot sé thude khac s& gay tuong tac thubc do cac
thudc ndy 1am anh huong dén chirc ning chuyén hda, giai doc cua gan nhu thudc

giam dau ha sét (paracetamol), thuéc khang lao. ..[10].
* C4c hinh thizc gay tén thiwong té bao gan:
It nhat 6 hinh thirc gay ton thuong gan da duoc nhan dién:

1. Thay d6i ndi mdi calci trong té bao dan toi tach roi hoat dong cua cac soi actin

trén bé mit té bao gan, mang té bao bi v& dan toi hién tuong tiéu té bao;

2. Su gdy V& soi actin co thé xuat hién & gan cac kénh (canaliculus), phan dic biét
cua té bao gan dam trach bai tiét mat. Mat qua trinh tao nhung mao va ngimg bom
van chuyén nhu MRP3 (multidrug-resistance-associated protein-3) giup ngin ngira

bai tiét bilirubin va cac phuc hop hitu co khac;

3. Nhiéu phan ung cua té bao gan kéo theo hé cytochrom P-450 chara hem, san sinh
phan umg nang lugng cao dan ti gan dong hoa tri thuéc vai enzym, tao nén cac
phuc hop mai khéng cé chirc nang;

4. Cac phtic hop thude - enzym di tra 18n bé mit té bao trong cac boc nho tac dong
gidng nhu khang nguyén dich cua té bao T dén tan cong ly giai, kich thich nhiéu
dang dap ung mién dich (t& bao T va céc cytokin);

5. Hoat hoa con duong chét theo chuong trinh thong qua receptor TNF-a hodc Fas

dan toi chét té bao theo chuong trinh;



6. Mot sb thude e ché chic ning ty thé bang tac dong kép lén qua trinh p-oxy hoa
(tac dong san sinh ning lwong bang &c ché tong hop NAD va FAD, gay giam san
sinh ATP) va cac enzym trong chudi hd hap té bao. Céac acid béo ty do khong duoc
chuyén héa va thiéu ho hap yém khi dan t6i tich tu lactat va cac géc tu do. Céc gbc
ROS c6 thé 1am dut gdy cac DNA cua ty thé. Kiéu ton thuong nay 1a dic trung cua
nhiéu tac nhan khac nhau bao gom ca cac chit uc ché sao chép nguoc nucleosid
(nucleoside reverse-transcriptase inhibitors) - gin truc tiép vao DNA cua ty thé nhu

acid valproic, tetracyclin va aspirin [12].
* Vai tro cua cac goc tu do trong co ché bénh sinh cua ton thuong gan:

- Hau hét co ché bénh sinh bénh gan do cic nguyén nhan khac nhau déu lién quan
dén sy phat sinh cua cac goc tu do doc hai trong co thé. Goc tu do doc hai da duogc
chang minh c6 vai tro trong mot loat cac bénh ly cia cac co quan trong co thé [13],
[14], [15].

- Gébc tu do c6 thé la nguyén tir, phan tir, cac ion (anion va cation) ma I6p dién ti
ngoai cing c6 chtra dién tir khdng cip doi (dién tir c6 doc hoic hoa tri ty do). Sb
luong dién tir khdng cip doi co thé 1a mot hodc nhiéu. Goc tu do ¢d thé 1a nguyén ti
(Cl., 02-7), la nhém nguyén tir (CH3, OH), la phan tir (NO2, NO) [16],[17].

- Hau nhu tat ca céc trang thai bénh ly quan trong déu do ROS gay ra, bao gdm géc
hydroxyl, géc superoxid anion, hydro peroxid, hypochlorit, oxy don boi, goc oxid

nitric va goc peroxynitrit [17].

- Céc gbc ty do co thé co ngudn goc noi sinh hodc ngoai sinh. Trong co thé ludn cé
su can bang noi moi gitta ROS va cac chat chdng oxy hoa. Khi co thé nhidm chat
doc, stress tam ly, viém, nhiém khuan... 1am ting cao sd luong cac ROS trong co
thé dan dén sy mat can bang giita cac chat chéng oxy héa véi cac ROS goi la stress
oxy hoa [18],[19].

- Céc gbc tu do nay cd thé tac dong téi mang hodc nhan té bao, gay ra cac phan tng

sinh hoc c6 hai cho phan tir DNA, protein, carbohydrat va lipid [20]. Cac gdc tu do
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tan cong cac dai phan tir quan trong dan dén ton thuwong té bao va pha v can bang

noi moi gay ra chét té bao [21].

1.2.4. Chdn dodn viém gan

Dua vao cac triéu chirng lam sang va can l1am sang.
* Triéu chizng lam sang:

- Triéu ching khai dau c6 thé biéu hién nhitng dot rAm ro nhu trong viém gan cap
(1/3 trudng hop), phan con lai thuong am tham 1am phan 16n bénh nhan khdng nhan
biét duoc, thuong chi biéu hién bai triéu chimg co ning chung 13 moi mét, cam giac
nang tac ving ha suon phai, nhiéu lac c6 dau co, dau khép hoic nhiéu lic chi c6

cam giac nhirc moi chung chung [6].

- Trong nhimng dot tién trién, cac triéu chimg thuong phong phl va ram ro hon voi
sét, vang da, vang mét, nudce tiéu vang hoic sim mau, dau co, dau khop va nhat 1a
dau tirc ving gan va ngira. Kham thay gan Ion vira, ciang chac an dau tuc, vang da
vang mat, 1dng ban tay son va gidn mach hinh sao. C4 thé c6 lach to nhat 1a khi da
c6 tang ap ctra, kém thém c6 dich ¢ truéng, hach 1on thuong 1a hach nach va hach
co [6].

- C4c biéu hién ngoai gan c6 thé gap: ban da, viém tuyén giap tuw mién Hashimoto,
viém mach, viém cau than, hoi ching Sjogren, viém dai truc trang loét chay mau,
thiéu méu, chay mau do giam tiéu cau.

* Triéu chizng cdn l1am sang:

- Cong thirc mau: Bach cau va hong cau thudng giam, ¢ thé giam ludn ca tiéu cau

va toc do mau lang thudng ting cao [25].

- Chtrc nang gan:

+ Bilirubin tryc tiép ting, bilirubin gian tiép ting;

+ Men transaminase thudng ting gip > 5 lan binh thuong;

+ Gammaglobulin tang, albumin giam, ti 16 A/G rat thap;
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+ Ti I& prothrombin giam, yéu té V giam;

+ Phosphatase kiém tang [25].

- Xét nghiém huyét thanh (trong viém gan man do virus):

+ HbsAg (+), HBV DNA va HbeAg (+) trong viém gan man hoat dong B;
+ Anti HCV va HCV- RNA (+) trong viém gan man virus C [25].

- Sinh thiét gan: 1a mot xét nghiém can thiét giup chan doan nguyén nhan va giai
doan, do tram trong cua viém gan man cho hinh anh viém hoai tir xdm nhap tiéu
thQy gan véi hoai tir mdi gam, hoai tir cau ndi, hoai tir mang xen Ian véi t6 chic xo
phét trién nhiéu & khoang cira xam nhap tiéu thily va céc nét tan tao trong giai doan
sau [5].

1.2.5. Diéu trj viém gan
1.2.5.1. Diéu trj viém gan do rurou [26]:
- Ngung ruou: La phuong phap diéu tri chinh va quyét dinh thanh cong cua cac liéu

phap diéu tri.

- Ché d6 dinh dudng: Cung cap ché do an giau calo, gidu vitamin.
- Liéu phép corticoid .

- Liéu phép anticytokin .

- Piéu tri loc mau.

- Ghép gan.

1.2.5.2. biéu trj viem gan do thuéc [26]:
- Ngirng thuée nghi ngo.

- Chu yéu diéu tri triéu ching va diéu tri hd tro gan:

Nghi ngoi, an mém, dé tiéu, bd sung glucose, acid amin, cac vitamin nhém B,

vitamin C duong udng. Nudi dudng dudng tinh mach hd tro khi bénh nhan in kém
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hay khong an dugc (truyén duong wu truong 20%, morihepamin,...). Bo sung

vitamin K khi ty 1& prothrombin thap.

* Piéu tri diac hiéu: giéi han ddi véi nhidm doc gan, nhiém doc PAR ding N -

acetylcystein; nhiém doc valproat dung L-carnitin.

Corticoid khi thuéc gay phan @ng qua man va phan ¢ng di tmg nhu ban do,

tang bach cau i toan.
Ghép gan: Khi co chi dinh [27].

1.2.5.3. biéu trj viém gan do virus [26]:

- biéu tri chung:
+ Nghi ngoi, han ché hoat dong thé lyc, kiéng bia ruou.
+ Cac thudc hd tro té bao gan:

Acid amin chudi nhanh ( morihepamin, aminoleban....).

Silymarin: vién 70 mg, 6 vién/ ngay chia 3 lan.

- Piéu tri dic hiéu viém gan virus B: Theo hudng dan chan doan va diéu tri bénh

viém gan virus B ctia Bo Y Té nim 2019 [28].

- Biéu tri dic hiéu viém gan virus C: Theo hudng dan chan doan va diéu tri bénh

viém gan virus C ctia Bo Y Té nim 2016 [29].

+ Phac do diéu tri: Theo phac dd diéu tri viém gan vi rGt C man trén ngudi bénh

khong xo gan (theo kiéu gen) ctia Bo Y té naim 2016 [29] .

1.3. Bénh ly viém gan theo Y hec cé truyén
1.3.1 Khéi niém

Trong nhirng y vin c6 cia YHCT, nguoi xwa da som dé cip dén mot sé chang
bénh thudng gap trong linh vuc gan mat. Trong “Hoang dé noi kinh” — mot bo sach
kinh dién nhat caa YHCT Trung Quéc- ¢ chuong “Binh nhan khi twong luan” da
moé ta ching bénh cd biéu hién vang da, vang mit...trén 1am sang va goi d6 1a

hoang dan [2]. Nguyén nhan chinh cua Hoang dan 1a thap. Do thap tré ¢ trung tiéu,
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cong ning ty vi suy yéu, anh hudng dén so tiét ciia can dém ma dan dén dom dich
khéng di theo duong binh thudng ma xam nhap vao huyét dich, tran ra bi phu ma

phat sinh Hoang dan.

Trong bo sach “Kim quy yéu lugc” di phan Hoang dan ra 1am 5 loai: Hoang
dan, cdc dan, tiru dan, nit lao dan va hac dan; cac phwong phap diéu tri twong (ng
nhu thanh nhiét trir thap, tham thap loi niéu thoai hoang... O Viét Nam, thé ky tht
X1V danh y Tué Tinh ciing phan Hoang dan ra thanh 5 loai, nhung lay Hoang han
thay Héc dan; ong ciing dwa ra mot sb vi thuéc dé diéu tri nhu Chi tir, Y di, Hoang

cam...trong bd sach “Nam duoc than hiéu” ciia minh [30].

Trong bénh ly gan mat, con mot dau hiéu co nang nita thuong gap trén 1am sang la
biéu hién dau tic ving ha suon phai. YHCT thudng md ta trong ching hiép thng.
“Hiép” 1a ving mang sudn, “théng” 1a dau. Theo YHCT, ving mang suon I3 chd
trG caa can dom, do vay hiép thong c6 méi lién quan chat ché véi rdi loan chic
nang can dom. Can véi chitc nang diéu dat, dom co6 chirc ning so tiét; boi vay khi
Can khi thing giang that thuong, dom dich so tiét bj réi loan 1am cho mach 16
khong thdng, huyét & dinh ngung hoic kinh mach mat nudi dudng déu cd thé Ia
nhitng nguyén nhan din dén Hiép théng. Chiang Hiép thong co thé khai quat thanh
hai loai hu va thuc. Thuc chiing c6 thé phan thanh: Khi ngung huyét &, Can dom
thap nhiét.

Pay chinh 1a nén tang vé mat Iy luan cho nhitng nguoi thay thubc y hoc ¢6 truyén
van dung dé dua ra nhitng nguyén 1y, phuong phap diéu tri va chon lya, xay dung

nhitng bai thudc diéu tri phi hop véi ting thé bénh trén 1am sang.

1.3.2. Nguyén nhan va co ché b¢nh sinh
1.3.2.1. Nguyén nhdn va co ché bénh sinh chiing hiép thang [31]

Hiép thdng cd lién quan chit ché véi chic ning cua tang phu Can dom.
Trong YHCT, dic tinh cua tang Can 1a diéu dat, ddm c6 chirc ning so tiét. Bai vay
khi Can khi thing giang that thuong, dom dich so tiét bi réi loan lam cho mach 16
khong théng, huyét & dinh ngung hoac kinh mach mat nudi dudng déu co thé la

nhitng nguyén nhan din dén Hiép thong.
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Co ché bénh sinh caa chiing Hiép théng c6 thé khai quat nhu sau:

Khi tré: Pa phan c6 mdi quan hé mat thiét véi tinh chi bi ton thuwong 1am cho
Can khi uat két. Cho nén thuong thay nhiing nhan té vé tinh than d& dan dén phét
bénh hay 1am bénh ning hon. Bén canh d6 con c6 thé do dn qua nhiéu chit thirc an
béo m&, ubng qua nhiéu ruou kéo dai ciing c6 thé lam anh huong téi luu chuyén khi

trong co thé, ma dwa dén khi tré.

Huyét &: Khi 1a sodi cua huyét, khi tré 1au ngay s& 1am huyét khong duoc luu
théng, mach lac mat diéu hoa ma dan dén huyét a. Do vay, khi tré va huyét & dong
thoi ton tai hay xuat hién cai trudc, cai sau. Thuong bénh trong thoi ky dau 1a ¢ khi,

ma da phan la khi tré. Bénh kéo dai 1a & huyét ma la huyét .

Can dom thap nhiét, Can mach phan bb ¢ vung ha suon, mach tuan hoan &
viing mang suon. Néu nhu thap nhiét ta 6n két o trung tiéu thiéu dét Can dom, 1am

cho Can dom mat di su so tiét va diéu dat, thuong c6 thé dan dén Hiép théng.

Am hu noi nhiét: Can mach phan b ¢ viing mang suon, bénh can lau ngay
khong khoi, can &m dan bi thuong ton, dan dén ndi nhiét nhidu dong ¢ bén trong,

lam cho lac mach mat sy nuéi dudng, thuong dan dén Hiép théng.

1.3.2.2. Nguyén nhan va co ché bénh sinh chitng hoang dan [2]

Nguyén nhan chinh cta hoang dan 1a thap. Do thap tré & trung tiéu, cong
ning ty vi suy yéu, anh huong dén so tiét cia Can dom ma dian dén dom dich khong
di theo dudng binh thudng ma thim nhdp vao huyét dich, tran ra bi phu ma phat
sinh hoang dan [2],[31].

- Ty vi thip nhiét: Ngoai cam thap nhiét hodc dn udng khong diéu hoa, udng
ruou qua do lau dan gay thanh théip nhiét, tich két & ty vi, chung ddt can dom lam
can mat so tiét, dich dom tran ra ngoai ma phat hoang dan. Thap nhiét & tré & trung
tiéu, ty vi van hoa bat loi, thing giang that thuong gy nén vi quan day truéng, in
kém, budn nén, tr chi nang né, nhiét ta thinh bén trong hodc nhiét két & vi phu l[am
cho ton thuong tan dich: miéng khat, tién bi; thép nhiét luu ¢ bang quang, khi hoa

bat loi 1am tiéu tién it, do [2],[31].
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- Can dom thép nhiét: Thép nhiét ngoai ta xam nhap hodc uéng rugu qua do,
thép nhiét ndi sinh chung ddt can dom, 1am can méat tinh nhu hoa, dom dich tran ra
gy hoang dan; thip nhiét trd tré can dom, khi huyét van hanh khong thong giy ha
suon truéng dau; thip nhiét tro tré & trung tiéu, ty vi vin hoa that thuong, thing
giang bat loi, sinh ra an kém, budn non, mi¢ng déng, bung trudng; thép nhiét tro tré
& ha tiéu, bang quang khi hoa bét loi dan dén tiéu vang, do [2],[31].

Pom nhiét & két: An uéng khong diéu do hodc uéng rugu vo do, tang phu
mat diéu hoa, dom phil & nhiét hodc dom phil & nhiét khong tan, lau ngay chung dot
din dén dich mat so tiét bi trd tré, tran ra ma phat hoang. Dém nhiét « két, ton
thuong dén can, khi huyét {r tré dan dén mang suon trudng dau, cy an, dau co xu thé
manh dan 1én. Dom nhiét @ tré dan dén can dom khi nghich, xuat hién miéng déng,
nén ra dich mat, ty vi do @ nhiét tré tré, van hoa thang giang that thuong gy nén
bung day chudng, & nhiét bén trong thiéu dot dwong minh hodc xam nhap vao thiéu
duong giy nén sbt cao phién tao hodc han nhiét vang lai; & nhiét luu tri ¢ ha tiéu
lam tiéu tién it d6, nong rat [2],[31].

- Nhi¢t doc cuc thinh: thoi khi nhiét doc xam nhap co thé, can bi ton thuong,
can dom c6 quan hé biéu 1y nén anh hudng, dom dich tran ra ngoai bi phu gay
hoang dan [2].

- Nhiét doc tiém an bén trong: Pa s6 do thoi khi dich doc xam nhap, s6 it do
chting hau thap nhiét chuyén hoa gy ra. Dich ta nhiét doc bén trong thiéu dbt can
dom, dich mat tran ra ngoai gay hoang dan, ton thwong am dich dan dén sot cao,
miéng khat; nhi¢t birc huyét vong hanh giy chdy méau cam, nén mau, dai ti¢n
mau...[2]

- Han thép ton ty: Han thip ngoai ta xAm nhap hodc ty vi ndi thuong, duong
khi bi can trd, han thép ndi sinh trd tré trung tiéu dan dén can dom mat so tiét, dom
dich tran ra ngoai ma phat hoang. Duong khi bi trd tré khong thé 6n 4m tir chi gay
s¢ lanh, tr chi lanh, ty thd mat 6n 4m lam cho an ft, bung dﬁy chudng, dai tién nat
[2].[31].

- Am hu thip tré: Ngoai cam thap nhiét lau ngdy, ty vi ndi thuong, thap

nhiét dinh tré khong tan dan dén nhiét ta thuong am. Thép la am ta, tinh cia nd la &
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tré, ton thuong & ty ma xuét hién céc hién tuong cua thép ta ton ty nhu: sdc vang tdi,
an it, to chi méi, vi quan truéng dau, ludi ban [2],[31].

- Canty huyét {r: Thét tinh noi thuong, can khi uét, uéng rugu vo do, tang
phu méat diéu hoa, thip nhiét dich doc dinh luu, dan dén khi huyét van hanh tré tré,
U tré hai bén mang suon, do d6 can doém khong thé so tiét, sy luu tiét dom dich bi
tro tré tran ra ma phat hoang dan; U tré hai bén ha suon lam cho ha suon dau; khi
huyét van hanh bi tré tré, bi phu mét su nhu dudng hodc bénh lau huyét bi ton
thuong ma sic mit t6i, chat ludi tim [2],[31].

Nhu vay bénh c6 lién quan mat thiét véi 2 tang can, ty.

1.3.3. Céc thé bénh viém gan theo y hoc cé truyén
1.3.3.1. Can khi udt ket

- Triéu ching 1am sang: Pau tic man suon, nguc suon day tic, miéng dang, in kém,
nguoi mét, dai tién tao hoac nat, chat ludi nhat, réu ludi tring mong, mach huyén
[31].[33].

- Phap: So can giai uat, ly khi chi thdng

- Phuong: Sai ho so can thang gia giam

1.3.3.2. Can huyét i tré

- Triéu chung 1am sang: Pau ving man sudn nhu kim cham, c6 khdi viing man
suon, sac mat téi sam, moi tham, ludi tim, ngudi gay, dai tién tao hay nat, nudc tiéu
vang it, chat ludi do hoic co diém @ huyét, réu ludi vang dinh, mach huyén sac
[31].[33].

- Phap: Hoat huyét héa &, théng lac chi théng.

- Phuong: Cach ha truc & thang gia giam.

1.3.3.3. Can dom thdp nhiét

- Triéu chang 1am sang: Mit vang, toan than vang tuoi, ha suon phai chuéng dau,
miéng dang, dn kém, non, mét moi vo luc, tiéu it vang [31].

- Phap: Thanh lgi can dom, trir thap nhiét

- Phuong: Long dom ta can thang gia giam
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1.3.3.4. Can dom thuc hoa

- Triéu chitng 1am sang: mét mai, sét cao phién tao, dau tic canh swon, ndén nhiéu,
Vi quan trudng day, dai tién bi két, tiéu tién vang it, ludi do, réu ludi vang, mach
huyén séc.

- Phap: Thanh tiét can dom thuc hoa

- Phuong: Dai sai ho thang gia giam

1.3.3.5. Can than am hw

- Triéu chtng 1am sang: toan than vang, dau lung moi goi, dau ha suon am i, huyén
vung, ngu it, hay mé, long ban tay ban chan nong, an it, hong khé, bung trudng,
chat ludi do, réu ludi it, tao bon, tiéu vang, co thé tridu nhiét, dao han [31], [33].

- Phap: Tu am, dudng huyét, so can, chi thong

- Phuong: Nhat quan tién gia giam [31],[33].

1.3.3.6. Can duvong hu

- Triéu ching 1am sang: tinh chi u uat, nguoi lanh, so lanh, tay chan lanh, mit tai
xanh, ha suon dau tc, chat ludi nhat, réu lugi trang, mach tram nhuoc hoic

huyén tri.
- Phap: On bd can duong, dudng huyét hoa can
- Phuong: Nodn can tién gia giam [31],[33].

1.4. Mgt s6 md hinh nghién ciru vé tac dung bao vé té bao gan

Muyc tiéu caa cac md hinh nghién ctru tic dong bao vé té bao gan 1a danh gia
kha niang cac hop chét, cac phan doan hoic dich chiét twong tac hoic tranh tén
thuong do céc chit doc gan gay ra. Tac dong bao vé té bao gan c6 thé do ludng
bang cac chi s6 sinh hoa, ty 1& séng hay dic diém mé hoc cua gan. Cac md hinh c6
thé 1a md hinh in vitro, exvivo hay in vivo va méi md hinh c6 thé danh gia tac dong
bao vé hay diéu tri gan, dua vao viéc cac tac nhan bao vé té bao gan dugc ding

truéc hay sau khi ding chat gay doc [34].
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1.4.1. M6 hinh in vitro

Té bao gan twoi, mdi trudng nudi cay té bao gan so cap hay céc dong té bao
bt tir 1a cac mod hinh in vitro duoc sir dung dé danh gia tac dong bao vé té bao gan
[34]. Nhitng mé hinh in vitro 1a lva chon tét nhat dé sang loc va lua chon cac hop
chat bao vé té bao gan tiém niang va co thé thiét lap co ché tac dong ¢ muc do té bao
va phan tir. Dé danh gia tic dong bao vé, cac théng sb nhu nong d6 enzym phéng

thich ngoai bao, ting sinh té bao, hinh dang té bao... s& dugc khao sét [35].

Uu diém cua cac md hinh in vitro: Nhanh chéng (thuong 2 - 3 ngay thir
nghiém), yéu cau luong mau nho (khoang vai miligram) va diéu kién ther nghiém c6
thé kiém soat chat ché vi vay c6 kha ning tai 1ap lai cao; nhiéu mau khac nhau co
thé phan tich trong cuing thir nghiém va chi phi thap. Bac biét, mé hinh in vitro gitp
nha nghién ciu tuan tha nguyén tic 3R vé y duc (replacement: thay thir nghiém in
vivo bang thi nghiém in vitro, reduction: giam s tha vat, refinement: han ché ton

thuong, dau don trén dong vat).

Nhuoc diém cua cac md hinh in vitro: Cac té bao khong thé hoat dong nhu
trong sinh vat sbng; mit khac, cac té bao c6 thé hinh thanh twong tic véi nhau va
véi cau tric ngoai bao, vi vay can xem xét bién luan cac dix liéu in vitro, so sanh va
danh gia vai mo hinh in vivo.

Trong cac mo hinh in vitro, cac té bao gan phan lap trong huyén dich hoic
moi truong nudi cay so cap thuong ting truong cham, sd lugng té bao thu duoc it,
doi séng ngan, do do6 kho 1ap lai thi nghiém nhiéu lan din dén nhiing han ché trong

nghién cuu.

Vi vay, hién nay cac mo hinh nghién ciu in vitro thuong ding cac dong té
bao tir khéi ung thu gan ngudi véi dic tinh phat trién nhanh, kha ning ting sinh
khéng gigi han, cd thé thuc hién thi nghiém nhiéu lan, két cua co d6 lap lai va

chinh xac cao...

Dong té bao HepG2: Té bao HepG2 la dong té bao ung thu biéu md gan

ngudi dugc phan 1ap tir khéi ung thu gan cua bénh nhan nam My da trang 15 tudi.
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Té bao HepG2 di duoc dé xuat nhu mét thay thé cho té bao gan ngudi trong cac mo

hinh nghién ciru dugc Iy in vitro vé gan [36],[37].

Uu diém cua té bao HepG2 1a mot dong té bao bét ta, c6 sin véi s6 luong
I6n, d& duy tri vi c6 thé bao quan lanh va céc hoat dong cua enzym chuyén hoa
thudc khong bi giam trong qua trinh nudi cay té bao. Té bao HepG2 cho thay ty 1&
twong ddng khoang 81,3% so véi té bao gan ngudi méi phan lap [38]. Té bao
HepG2 ciing sé hitu nhiéu dic diém sinh hoa va hinh théai cua té bao gan binh
thuong. Té bao HepG2 biéu hién nhiéu enzym tham gia chuyén héa thuéc ¢ pha |
nhu CYP1A, CYP2B, CYP3A, CYP2E... va mét sé enzym chuyén héa thubc pha
II. Dudi tac dong cua chat ngoai sinh, HepG2 biéu hién cac gen ma hoa protein
tham gia qua trinh van chuyén, dap ung kich thich bén ngoai, qua trinh chuyén héa
acid amin, carbohydrat, lipid, truyén thong tin... twong tu té bao gan ngudi nudi

cay so cap.

1.4.2. M6 hinh ex vivo

Cac lat cit gan 1a méi trudng ex vivo md phong cac dic diém da té bao cua
cac co quan in vivo. Tuwong tac giita cac té bao va phan bd duoc gitr nguyén trong
moé hinh nay, nén cd thé ding trong cac thir nghiém danh gia thay doi hinh dang
mau. C4c lat cat gan co dic diém giir duoc chirc ning ctia cac enzym chuyén hda va
tiéu quan mat [39]; cac mo hinh nay ciing da chiing to 1a hé thong dé danh gia qua
trinh chuyén hoa, ton thuong gan, dong thoi ¢d chirc ning nhu cau ndi gita hé
thong in vivo va moi truong té bao [40]. Gan phan lap duoc tudi mau la mot md
hinh két hop cac dac diém in vitro dudi diéu kién in vivo. Mé hinh dau tién dugc
phét trién 12 gan heo va sau d6 1a gan cua cac dong vat nho hon (chudt, tho). Mo

hinh nay giir duoc cau tric 3 chiéu cia 6ng mat tai thoi diém xu ly.

1.4.3. M6 hinh in vivo
Cac md hinh in vivo thyuc hién tryc tiép trén dong vat séng, pho bién 1a chudt,
tho, khi...; qua mé hinh nay cé thé gitip danh gia co ché bao vé. Ton thuong giy ra

& cac dong vat thr nghiém do céc chat doc gan khac nhau véi lidu luong da biét va
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tac dong cua tén thuong va/hoic kha ning bao vé duoc danh gia thong qua cic

thong s chuyén hoa va sinh hoa ciing nhu cac dic diém mé hoc.

Uu diém caa mé hinh in vivo: La mé hinh c6 sy tuong thich cao v&i ngudi.
M6 hinh in vivo thé hién duogc su twong tac giita cac té bao, phét hién dugc nhiing
thay ddi vé cau trdc giai phiu cia co quan nghién ciru. Nhd sy anh huong giita cac
co quan trong co thé nén mé hinh in vivo thich hop nghién ctru duoc dong hoc, qué
trinh chuyén hoa cac chét va doc tinh man. M hinh in vivo ciing cho thay kha ning
tac dong cua hé théng mién dich va than kinh trung wong trong tién trién cua céc
loai bénh gan [34] .

Nhuoc diém caa mé hinh in vivo: Yéu cau sb luong Ién dong vat thir nghiém
va thuong tién hanh trong khoang thoi gian dai, quan ngai vé van dé y duc va tai
chinh. M6 hinh in vivo can lugng mau thir 16n, day ciing 1a mot han ché dic biét khi

thir cac mau thir ngudn gdc tu nhién.

1.4.4. Mgt s6 md hinh in vivo gay tén thwong gan
- M6 hinh gay ton thuong gan bang CCl4

Cacbon tetraclorid (CCI4) la chat khdng mau, sir dung chii yéu 1am chat phan
g trong tong hop hita co. Poc tinh do CCI4 gay ra phu thudc vao liéu 1a thoi gian
tiép xtc. O lidu thap gay ra cac tac dong nhu mat can bang noi méi, peroxyd hoa
lipid, giai phong céc cytokin va apoptotic, sau d6 tai tao lai té bao. O liéu cao hoic
néu thoi gian tiép xtic 1au hon, s& gay anh huéng nghiém trong hon va tén thuong
xay ra trong thoi gian dai hon, bénh nhan c6 thé bi xo hoa, xo gan hoic tham chi 1a
ung thu.

Trong co ché tac dong chinh cua CCl4 ¢d su hinh thanh cac géc tu do gay
stress oxy hoa va kich thich gay viém. CCI4 dudi chuyén héa caa cytochrom P450
2E1 (CYP2E1) bién dbi thanh tricloromethyl CCI3.. CCI3. 12 mét goc tu do, tiép tuc
két hop véi oxy tao gbc tricloromethyl peroxyl (CCI300.) hoat tinh manh hon. Céc
goc tu do nay gay bdo hoa hé théng chong oxy hda phong thi cia co thé, phan tng
VGi CAC protein, tin cong cac acid béo chua no, giy peroxyd hoa lipid, giam lugng

cytochrom P450 dan dén suy giam chtrc ning do giam protein va tich tu triglycerid,
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thay d6i trang thai can bang nudc, dién giai dong thoi 1am ting cac enzym gan trong
huyét tuong. Su peroxyd hoa lipid din dén mot loat cac phan ung, nhu pha huy
lipid mang , tao ra cac chat doc hai noi sinh, gay ra nhiéu bién ching vé gan va bat

thuong chic nang.

Vi viy, peroxid hoa lipid dugc coi 1a mot yéu té quan trong trong co ché
bénh sinh cua ton thuong gan do CCl4. Viéc e ché hinh thanh cac géc tu do duoc
xem la diém mau chét trong viéc bao vé chdng lai ton thuong do CCl4 gay ra. Do
d6, md hinh nay dwoc st dung rong rii dé danh gia duoc pham va cac san pham ty
nhién c6 hoat tinh bao vé té bao gan va chdng oxy hoéa [34]. Bén canh do, su gia
tang stress oxy hoa do CCl4 kich thich gy tinh trang viém. C4c cytokin gay viém
dong thoi 1am bién doi yéu to ting truong beta-1 (TGF- B1) kich hoat céc té bao
hinh sao théng qua thu thé lién két vai TGF-B1. Céac té bao hinh sao duoc kich hoat
s& lam tang hinh thanh soi va tong hop collagen, cudi cing din dén xo héa gan.
Liéu duy nhit cua CCl4 c6 thé dat ndng do dinh trong 3 gio. Trong vong 24 gio,
CCl4 gy ra thay doi cac chi sé sinh hda va md hoc cua té bao gan. Sir dung liéu lap
lai CCI4 c6 thé gay xo hoa va hoai tir gan. Tiém dudi da CCI4 liéu 2 ml/kg trong 2
ngay lam tang ham lugng SGPT va SGOT, néu tiép tuc trong 2 — 4 tuan s& dan dén
xo hoa va xo hoa tién trién trong 5 — 7 tuan, xo gan ning trong 8 — 9 tuan [41]. Mot

s6 md hinh gay ton thuong gan chudt vai CCl4 da dugc bao céo.

- M& hinh gay ton thuong gan do acetaminophen

Acetaminophen 1a thuéc giam dau va ha st dugc sir dung rong rai. O liéu
cao, acetaminophen gay ton thwong gan cap tinh va hoai tir té bao gan. O liéu diéu
tri, acetaminophen chu yéu dugc chuyén héa thanh glucuronic hoic dan xuét sulfat
va bai tiét, phan con lai chuyén hda thanh cac chat phan ang trung gian, duoc loai
bo bang cach két hop vai glutathion. Khi dung qué lidu, acetaminophen dwgc oxy
hoa boi cytochrom P450 (cha yéu 1a dong phan CYP2E1) thanh N-acetyl-p-
benzoquinon (NAPQI), nhanh chdng gin vao glutathion. Trong diéu kién hinh
thanh qua mac NAPQI va su suy giam lutathion, chat chuyén hoa lién két hoa tri
Vi protein, tao chat cong hop, gay rdi loan chitc ning ty thé va stress oxy hoa, két

qua gay hoai tir hoic chét té bao gan [42].
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- M6 hinh gay ton thuong gan do ruou

Phan 16n rugu duoc chuyén hoa tai gan qua hai giai doan: Giai doan 1:
Chuyén hoéa ruou thanh acetaldehyd duoc thuc hién boi ba hé théng men:
alcoholdehydrogenase nam trong bao twong; hé théng oxy héa ruwou & microsom va
cac men catalase. Giai doan 2: Acetaldehyd dugc hinh thanh va nhanh chong dugc
oxy héa chuyén thanh acetat. O nhirmg nguoi lam dung ruou, lwgng acetaldehyd
dugc san sinh véi mot mic qua 16n s& khong duoc chuyén hda hét nén s& & lai
mang té bao gay tén thuong té bao thong qua cac co ché gay doc, viem va mién
dich véi hau qua 1a quéa trinh tao xo gan. Ruou ciing e ché glutathion peroxidase

va lam giam hoat dong cua catalase, disutase superoxid [43].

Chuot nhat trang dugc chia ngau nhién thanh 5 16, mdi 16 10 con. L6 1
(chang sinh hoc, n=10): Udng nudéc cit, thé tich 20 mL/kg/ngay. L6 2 (mé hinh,
n=10): Ubng ethanol + ung nudc cat thé tich 20 mL/kg/ngay. L6 3 (chimg duong,
n=10): Udng ethanol + udng silymarin liéu 70 mg/kg/ngay. L6 4 (n=10): Udng
ethanol + udng vién nang PROTECFUL liéu 0,48 vién/kg (liéu tuong duong voi
lieu du kién dung trén 1am sang, hé sé quy ddi 12). L6 5 (n=10): Udng ethanol +
udng vién nang PROTECFUL liéu 0,92 g/kg/ngay(liéu gap 3 lan liéu dy kién ding

trén 1am sang, hé s6 quy doi 12)

Chuot tir 16 2 dén 16 5 duoc udng ethanol hang ngay theo nong do tang dan
ting tuan (10%, 20%, 30%, 40%) véi thé tich cho udng l1a 10 mL/kg thé trong chudt.
Mot gio sau khi udng ethanol, chudt duoc udéng nudc cat/thude thir hodc ching
duong twong ung theo ting 16. Chudt duoc ubng ethanol va nudc cat/thudc
thir/chimg duong lién tuc trong 4 tuan. Chuot 16 1 dwoc ubng nudc cat, thé tich 20
mL/kg/ngay [44].

1.5. Giéi thiéu bai thudc Bao Pwong Can PC
1.5.1. Pdc diém cia bai thudc
1.5.1.1. Nguén géc xuat xi
Bai thuc nghién cau Bao duong can PC 1a mot bai thudc nam kinh nghiém

cua nha thudc gia truyén Nguyén Phing, xi Minh Son, huyén D6 Luong, tinh Nghé
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An. Bai thudc c6 tac dung ha men gan, bao vé té bao gan trén dong vat thuc nghiém.
Bai thudc nay di duoc ap dung diéu tri trong dan gian tir 1au doi, dung diéu tri ting
men gan, giai doc gan, hd tro bao vé va ting cudng chirc nang gan, sic ubng ngay 1
thang. Trong qué trinh céng tac, bai thuéc Bao dudng can PC duoc TS.BS Tran
DPic Hitu va Luong y Nguyén Trong Chung (1983 — Con trai lwvong Y Nguyén
Trong Phung) ap dung c6 hiéu qua trén 1am sang nhung chua cé nghién ctru ndo vé
tac dung dugc 1y va doc tinh cua bai thudc. Chinh vi vay, ching toi tién hanh
nghién ctu dé tai doc tinh cip va tac dung bao vé té bao gan cua vién nén Bao
duong can PC trén dong vat thuc nghiém.

1.5.1.2. Thanh phan vién nén:

Vién nén bao gdom cac vi sau:

Cagai leo 2625 mg Hau phac nam 120 mg
Diép ha chau 1500 mg Xa tién 110 mg
Hoang dang 500 mg Xuyén khung 110 mg
Chi tu 485 mg Ké huyét dang 100 mg
Nhan tran 333 mg Nam moc huong 100 mg
Actiso 250 mg Sai ho nam 90 mg
Hoang luc 70 mg

1.5.1.3. Phdp diéu tri:
Thanh can giai doc, phat tan phong thap, thoai hoang.
1.5.1.4. Cong nang, chu tri:

- Cong nang: Thanh can giai doc, thoai hoang.
- Chu tri: Kinh nghiém diéu tri ting men gan, hd tro bao vé té bao gan,...

1.5.2. Phan tich bai thuéc
Trong bai thuéc Bao duong can PC, Ca gai leo c6 vi khd, dn véi tac dung

thanh can giai doc va Diép ha chau giai doc tiéu viém, bao vé té bao gan cing lam
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quan. Chi tir vi dang, tinh han, tac dung loi mat, thanh tam tiéu, chi hoa; Nhan tran
thanh can thodi hoang; Hoang dang giai doc gan, thanh nhiét tao thap; Actiso thanh
can loi mat 1am than. Hau phac nam n trung ha khi, Xa tién thanh thip nhiét, Nam
mdc huong hanh khi chi thdng, Sai hd giai nhiét so can, Hoang lyc thanh can, trir
phién 1am ta. Xuyén khung, K& huyét dang hanh khi hoat huyét, dan thubc vao kinh
quyét am Can lam su.

* Phan tich cu thé tirng vi thudc trong bai thubc Bao duong can PC [45].

- Cagai leo:
+ Tén khoa hoc: Herba Solani procumbensis
+ Tinh vi quy kinh: Tinh kho, 6n
+ Coéng nang: Than can giai doc, phat tan phong thép, tiéu doc, trir ho, giam dau,
cam mau.
+ Chu tri: Phong thap, dau nhtic cac dau gan xwong, ho khan, ho ga, di ing, xo gan,
viém nhiém quanh ring.
- Nhan tran:
+ Tén khoa hoc: Herba Adenosmatis caerulei
+ Tinh vi quy Kinh:
Vi dang tinh han. Quy kinh ty vi, can, dom
+ Cong nang: thanh nhiét trir thap, thoai hoang
- Diép ha chau:
+ Tén khoa hoc: Herba Phyllanthi urinariae
+ Tinh vi quy kinh: Tinh cam, kho, lwong. Quy vao cac kinh can, phé.
+ Cong nang: Tiéu doc, sat tring, tiéu viém, tan @, théng huyét.
+ Chu tri: Viém hong, mun nhot, viém da than kinh, cham, san hau @ huyét dau
bung.
- Hoang dang:
+ Tén khoa hoc: Caulis et Radix Fibraureae
+ Tinh vi quy kinh: Kho, han. Quy vao cac kinh tdm, can, dom, vi.

+ Cong nang: Thanh nhiét tiéu viém, lgi thap, giai doc

+ Chu tri: Chira dau mat do, viém hong, mun nhot man ngta, kiét ly, viém bang

quang.
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- Chi ti:

+ Tén khoa hoc: Fructus Gardenia jasminoidis

+ Tinh vi quy kinh: Vi ding, tinh han. Quy kinh tdm, phé, tam tiéu.
+ Cong nang: Thanh nhiét trir phién, loi tiéu, luong huyét chi huyét.

+ Chu tri: S6t cao, tdm phién, hoang dan tiéu do, di tiéu ra mau, nén ra mau, chay

méu cam, mit do sung dau. Dung ngoai tri sung dau do sang chan.

- Actiso:

+ Tén khoa hoc: Folium Cynarae scolymir

+ Tinh vi quy kinh: Kho, luong. Vao cac kinh can, dom.

+ Cong nang: Loi mat, chi théng.

+ Chua tri: Tiéu hoa kém, viém gan, viém tai mat, soi mat.

- Hau phéac nam:

+ Tén khoa hoc: Cortex Magnoliae officinalis

+ Tinh vi quy kinh: Kh, tan, n. Quy vao kinh ty, vi, phé, dai trang.

+ Cong nang: On trung ha khi, t4o thap tiéu dom.

+ Chu tri: Thuong vi day trudng, ndn mira, tiét ta, thuc tich, ho, suyén.
- Xa tién:
+ Tén khoa hoc: Semen Plantaginis

+ Tinh vi quy kinh: Cam, luong, Vao cac kinh can, phé, than, tiéu truong, bang
quang.

+ Cong nang: Thanh thap nhiét, trir dom, chi ho, lgi tiéu, thdng 1am, chi huyét.
+ Chu tri: Ho nhiéu dom, viém phé quan, viém than, bang quang, soi tiét niéu, tiéu

tién ra mau, chay mau cam.
- Xuyén khung:
+ Tén khoa hoc: Rhizoma Ligustici watliehii

+ Tinh vi quy Kinh: Tan, 6n. Vao cac kinh can, doém, tam bao.
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+ Cong nang: Hanh khi hoat huyét, trir phong

+ Chu tri: Biéu kinh, nhic dau, hoa mit, cam mao phong han, phong thap nhic
moi, nguc bung dau tirc, nhot doc sung dau.

- K& huyét dang:

+ Tén khoa hoc: Caulis Spatholobi suberecti

+ Tinh vi quy kinh: Kho, cam, 6n. Vao cac kinh can, than.

+ Cong nang: Hoat huyét thong lac, bd huyét.

+ Chu tri: Ching huyét hu gay huyét @ tré, bé thdng kinh, chan thuong tu huyét,
phong thap dau lung, dau xuwong khop.

- Nam moc hwong:

+ Tén khoa hoc: Radix Saussurea lappae

+ Tinh vi quy kinh: Kho, tan, dn. Vao cac kinh ty vi, dai trang, can.

+ Cong ning: Hanh khi chi thdng, kién ty hoa vi.

+ Chu tri: Khi tré, nguc bung ddy trudng, dau bung, nén mia, ly.

- Sai ho nam:

+ Tén khoa hoc: Radix Bupleuri chinensis

+ Tinh vi quy kinh: Kho, tan, vi, han. Quy vao cac kinh: Can, dom, tdm bao, tam
tiéu.

+ Cong nang: Hoa giai biéu 1y, so can, thing duong.

+ Chi tri: Han nhiét véng lai, nguc suon dau truéng, miéng dang, khéng muén an,
budn ndn (nhu sét rét); dau dau, chdng mat, d& cau gat, réi loan kinh nguyét, sa da
con, sa truc trang.

- Hoang luc:

+ Tén khoa hoc: Fructus Zanthoxylum nitidi

+ Tinh vi quy kinh: Vi ding, tinh han. Vao kinh tam, tv, vi, can, dom, dai trang.

+ Cong nang: Thanh nhiét to thap, thanh tam, trir phién, thanh can sang mat, ta
hoa, giai doc.

+ Chu tri: Pau bung, viém maét, ia ly, bon chon mat nga, dau mat do [46].
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CHUONG 2

CHAT LIEU, POI TUQNG, PHUONG PHAP NGHIEN CUU

2.1. Chit liéu nghién ciu

2.1.1. Cong thac vién nén Bdo dwong can PC

Biang 2.1 Thanh phan cac vi thudc trong mot thang thudc Bio dwong can PC

STT Tén duoc ligu Tén khoa hoc Hing:;r ong
1 Ca gai leo Herba Solani procumbensis 2625
2 Digp ha chau Herba Phyllanthi urinariae 1500
3 Hoang ding Caulis et Radix Fibraureae 500
A Chi tir Fructus Gardenia jasminoidis 485
c Nhan tran Herba Adenosmatis caerulei 333
6 Actiso Folium Cynarae scolymir 250
. Hau phéc nam Cortex Magnoliae officinalis 120
g Xa tidn Semen Plantaginis 110
9 Xuyén khung Rhizoma Ligustici watliehii 110
10 Ké huyét dang Caulis Spatholobi suberecti 100
1 Nam méc huong Radix Saussurea lappae 100
12 Sai hd nam Radix Bupleuri chinensis 90
13 Hoang luc Fructus Zanthoxylum nitidi 70

Céc vi thube str dung trong nghién ctru dugc bao ché theo ding tiéu chuin

Duoc dién Viét Nam V [45].

- Phu li¢u:
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+ Chét chéng dong von: magnesium stearat, bot talc, calcium carbonat; Chat

6n dinh: polyvinyl pyrrolidon (PVP K30);

+ Chat lam day: hydroxypropyl methyl cellulose; Chit 1am bong:
polyethylen glycol 6000; Phdm mau: titanium dioxid, brown HT, iron oxid black;

+ Chét bao quan: sodium benzoat; Chét don: microcrystallin cellulose.

- Bdo quan thude noi kho réo, tranh anh sang mat troi truc tiép, nhiét 36 <30 do C.

S6 16 san xuat: 012023. Ngay san xuat: 27/04/2023. Han st dung: 27/04/2026.
- Thudc duoc bao ché dudi dang vién nén bao phim, ham lugng 639,3 mg.

- Thanh pham: Lo 60 vién. S6 DKSP: 1007/2022/DKSP. San phiam nghién ctru dat

tiéu chuan co so.
- Vién nén Bao duong can PC dugc san xuat boi Cong ty TNHH Bach Thao Duoc.

- Cong ty chiu trach nhiém san pham: Cong ty TNHH Pong Nam Duoc Bao Pudng
Can PC.

- Liéu dung: Tré em trén 12 tudi va ngudi 16n uéng mdi lan 3 vién, 2 lan/ngay,

trong hodc ngay sau in, trong duong 0,92 g/kg/ngaydong vat (hé sé quy doi 12)

- Chuéan bi miu thtr trong nghién ctru doc tinh cip: Hoa tan 13 vién nén trong nudc
cat dén vira du 25 ml. Dung dich nay dung trong nghién ctru doc tinh cap va xac
dinh LDsq ctia vién nén Bao duong can PC.
2.1.2. Thuéc, héa chdt va dung cu phuc vu nghién cizu
- Thuéc, hoa chdt phuc va nghién ciru

- Silymarin vién nang 54,1 mg, biét duoc Legalon® 70 Protect MADAUS
(MADAUS GmbH - Biic). Han st dung: 31/7/2026. S6 16 san xuat: 32103013.

- Cbn ethanol 70° cia Cong ty TNHH hoa chat va trang thiét bi Y té Thuan
Phat. Ngay san xuét: 22/02/2022. Han sir dung: 5 nim ké tir ngay san xuat.

- Nudc mudi sinh ly Braun.
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- Kit dinh lwong c4c enzym va chat chuyén hoa trong méau: ALT (alanin
aminotransferase); AST (aspartat aminotransferase); GGT, bilirubin toan phan;
albumin caa hing Erba, dinh lwong trén may sinh hoa ban ty dong Erba cua An DJ.

- 5,5-Dithiol-bis(2-nitrobenzoic acid) (Sigma Aldrich, Germany).

- Acid thiobarbituric (Sigma Aldrich, Germany).

- Céc hoa chat 1am tiéu ban mé bénh hoc dat tiéu chuén thi nghiém do Khoa
Giai phau bénh - Bénh vién E cung cap.

- Dung cu, may méc phuc vu nghién ciru

- Bo dung cu phau thuat.

- Can phan tich LX 220A cuta hang Precisa (Thuy Si).

- Micropipet ctua hang Eppendorf (Ptc).

- May ly tdam Eba 20 cua hang Hettich (D).

- May sinh hoa ban tu dong Erba Chem 5x Semi Auto Biochemistry Analyser
(Dirc).

- Mdy HumanReader HS, Duc.

- May ly tdm Himac CT6e cua hdng Himac, Nhat Ban.

- Kim dau tu cho chuét ubng.

- Cc chia vach, bom kim tiém 1ml.

2.2. Thoi gian va dia diém tién hanh nghién ctu

- Nghién ctru duoc thuc hién tai: B6 mon Dugc ly, Truong Pai hoc Y Ha Noi.
- Thoi gian: Thang 02 dén thang 08 nam 2024

2.3. Poi twong, phwong phap nghién ciu
2.3.1. Péi twong nghién ciru

Chuét nhat trang ching Swiss, ca hai giéng, khoé manh, can ning 25-30g do
Vién Vé sinh dich t& Trung wong cung cap. Pong vat thi nghiém duoc nudi trong
diéu kién nhiét do duy tri 25 + 1°C, @6 am khong khi va &nh sang thich hop. Dong
vat thi nghiém dugc nudi bang thirc an tiéu chuan danh riéng cho chudt nhit va

duoc udng nuéc tu do theo nhu cau tai Bo mon Duoc 1y, Truong Dai hoc Y Ha Noi.
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2.3.2. Phwong phap nghién curu

2.3.2.1. Nghién cizu déc tinh cap cua vién nén Bdo dwong can PC trén thyc nghiém
Nghién ciru doc tinh cip cta thudc thir duge tién hanh trén chudt nhét trang

theo duong udng va xac dinh LDs, theo phuong phap Litchfied-Wilcoxon [47],[49].

- Chudt nhit trang nhin d6i qua dém, dugc chia thanh céac 16 khac nhau, mdi 16
10 con. Cho chudt udng thude thir véi lidu ting dan dé xac dinh lidu thip nhét gay
chét 100% chudt va lidu cao nhat khong gay chét chudt (gay chét 0% chudt).

- Theo doi tinh trang chung ctia chudt, qua trinh dién bién bét dau c6 du hiéu
nhiém doc (nhu nén, co giat, kich dong, bai tiét...) va sd luong chudt chét trong
vong 72 gid sau khi ubng thude thir. Tt ca chudt chét duoc mo dé danh gia ton
thuong dai thé. Tir d6 xay dung dd thi tuyén tinh dé xac dinh LDs, cua thudc thir.
Sau d6 tiép tuc theo ddi tinh trang cia chudt dén hét ngay thir 14 sau khi udng thude
tha.
2.3.2.2. Nghién citu tac dung bao vé chite ndng gan trén md hinh gay tén thuwong
gan cap tinh bang paracetamol cia vién nén Bdo diong can PC trén thuc nghiém

Nghién ctru dugc tién hanh dua theo phuong phap danh gia tac dung bao vé té
bao gan cip tinh [49-54].

Chuét nhit tring duoc chia ngau nhién thanh 5 16, mdi 16 10 con.

- L6 1 (ching sinh hoc, n=10): udng nuéc cét, 0,2 mL/10 g.

- L6 2 (md hinh, n=10): uéng nudc cit 0,2 mL/10g

- L6 3 (chung duong, n=10): udng silymarin 70 mg/kg véi thé tich 0,2
mL/10g.

- L 4 (n=10): udng vién Bao dudng can PC lidu 0,92 g/kg/24h (liéu twong
dwong voi liéu 3,849/kgIngay ¢ nguoi, hé sé quy doi 12) + paracetamol 400 mg/kg

- L6 5 (n=10): udng vién Bao dudng can PC 2,76 g/kg/24h (liéu tirong dwong
véi liéu 18 vién/ngay ¢ nguoi, hé s6 quy doi 12) + paracetamol 400 mg/kg.

Chudt duogc cho uéng thudc thir hodc nude cit lién tuc vao cac budi sang trong
8 ngay. Dén ngay thtr 8, sau khi udng thudc thtr 2h (chudt duwoc nhin déi 16-18h

trudc do), tién hanh gay ton thuong té bao gan bang cach cho chudt tir 16 2 dén 16 5
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ubng paracetamol lidu 400 mg/kg. Céc chi sé nghién ctru dugc xac dinh sau 48 gio

gy doc bang paracetamol:

- Ly mau dong mach canh dé dinh luong cac enzym AST, ALT, GGT va

albumin, bilirubin toan phan.

- Lay gan dé xé4c dinh trong lugng, quan sat hinh anh ton thuong dai thé.

- PBinh lugng malondialdehyd (MDA) va glutathion (GSH) trong gan chudt ¢

tat ca cac 16 nghién ctru.

- Kiém tra ngau nhién cau trac vi thé ciia 6 mau gan chudt moi 16, danh gia ton

thuong giai phau bénh theo bang diém [54]:

Piém Ton thwong

0 Binh thudng, khong hoai tir té bao gan.

. Tén thuong tbi thiéu dén nhe. 1 6 ton thuong, gidi han trong ving trung
tam tiéu thuy. Dudi 1/4 s6 tiéu thiy bi hoai tir.

5 Tén thuong nhe dén trung binh. 1 hodc nhidu 6 ton thuong, & trung tdm va
lan can. 1/2 s tiéu thuy bi hoai ti.

3 Tén thuong trung binh dén ning. Nhiéu 6 ton thuong. S tiéu thuy bi hoai
tor <3/4va>1/2.

4 | Tén thuong nang. Nhiéu 6 ton thuong. S6 tiéu thuy bi hoai tir > 3/4.
T6n thuong rat nang (toan bo tiéu thuy). Mat té bao gan tir tinh mach

S . ,
trung tdm dén ranh gid1 vai tiéu thuy lan can.

2.3.2.3. Nghién ciru tac dung bdo vé té bao gan cua thusc thi trén md hinh gay

viém gan bang ethanol

Chuot nhat tring duoc chia ngau nhién thanh 5 16, mdi 16 10 con.

- Lo 1 (chimg sinh hoc, n=10): uéng nudc cat, thé tich 20 mL/kg/ngay

- L& 2 (m6 hinh, n=10): uéng ethanol + uéng nudc cat thé tich 20 mL/kg/ngay

- L6 3 (chung duong, n=10): udng ethanol + udng silymarin liéu 70

mg/kg/ngay
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- L6 4 (n=10): udng ethanol + udng vién Bao duong can PC liéu 0,92 g/kg/24h
(liéu twong dwong véi liéu di kién ding trén lam sang, hé s6 quy doi 12)

- L6 5 (n=10): udng ethanol + udng vién Bao duong can PC 2,76 g/kg/24h
(liéu gap 3 lan liéu di kién dimg trén lam sang, hé sé quy doi 12)

Chuot tir 16 2 dén 16 5 dugc udng ethanol hang ngay theo néng do tang dan
timg tuan (10%, 20%, 30%, 40%) voi thé tich cho ubng 1a 10 mL/kg thé trong
chudt. Mot gio sau khi uéng ethanol, chudt duoc uéng nude cat/thube thtr hodc
chtng dwong twong tng theo ting 16. Chudt duoc udng ethanol va nude cat/thude
thir/chimg duong lién tuc trong 4 tuan. Chudt 16 1 duoc udng nude cit, thé tich 20
mL/kg/ngay [44].

Tai thoi diém két thuc nghién ctru, Jdy mau dong mach canh & tat ca cac 16
chudt dé dinh luong cac chi sé sinh hoa. Liy gan dé cén trong luwong, lam xét
nghiém mo6 bénh hoc va dinh luong malondialdehyd (MDA) va glutathion (GSH)
trong gan.

Cic chi so dinh gid:

- Can nang cua chudt dugc xac dinh tai thoi diém trude nghién ctlru, sau 1
tuan, 2 tuan, 3 tudn va 4 tuan gay mo hinh va udng thudc thi.

- Xét nghiém hoat do AST, ALT, GGT, n6ng do albumin va bilirubin toan
phan trong mau chudt nhat tring.

- Pinh lugng ham luong malondialdehyd (MDA) va glutathion (GSH) trong
gan chudt nhat trang.

- M6 bénh hoc: kiém tra ngau nhién cAu trac vi thé gan cua 30% s6 chudt &
mdi 16 [55]. Cac xét nghiém vi thé duge thuc hién tai Khoa Giai phau bénh, Bénh
vién E (do TS. Nguyén Céng Trung doc két qua vi thé).

2.4. Pao dwc trong nghién cau

- Nghién ctu dugc thuc hién trén chudt nhit trang, sé lwong dong vat sir
dung trong cac mé hinh thi nghiém dwgc han ché & muc téi thiéu, du dé thu duoc
két qua dam bao d6 tin cay va du xu ly thng ke.

- Nhitng chudt chét trong qué trinh 1am thi nghiém (néu c6) va sé chuot sau
khi thi nghiém hoan thanh déu duoc xt 1y theo dung quy dinh.
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- Viéc lya chon dong vat thi nghiém, diéu kién nuoi, chdm séc va st dung
dong vat déu tuan thu chit ché theo “Hudng dan ndi dung co ban tham dinh két qua
nghién ciu 1am sang thudc tan dugc, thude co truyén, vac xin va sinh pham vy té”
cia Bo Y té.

2.5. Phwong phap xir ly sé li¢u

- Phan tich théng ké dugc thuc hién bing cach s dung SigmaPlot 12.0
(SYSTAT Software Inc, Richmond, CA, USA). Két qua duoc biéu thi duéi dang
gia tri trung binh = SD. Su khac biét gitra cac nhom dugc danh gia bang phuong
phap phan tich phuong sai mot yéu t6 (ONE WAY ANOVA) sau d6 sir dung test
hau kiém Student-Newman-Keuls dé so sanh tirng cap.

- Céc s6 ligu trong nghién ctru doc tinh cap duoc xir ly théng ké theo phuwong
phap xac dinh LDsg, theo phuong phép Litchfied - Wilcoxon.

- Su khéc biét co y nghia thong ké khi p<0,05.

2.6. Sai s6 va bién phap khdng ché sai sé

- Sai s6 cac phuong phap thu thap sb liéu.

- Cac phuong phap dugc ap dung dé han ché ti da cac sai s6 cO thé xay ra
trong qua trinh thu thap, phan tich va xt Iy s6 liéu:

+ Pong vat nghién ctu dugc lya chon twong ddi dong déu, khoe manh,
khong c6 di tat hay dau hiéu bat thuong.

+ Thoi gian thuc hién cac budc thi nghiém giita céc 16 chudt 1a théng nhat
ciing mot thoi diém.

+ Sb liéu dugc do dac can than va chinh xéac bang cac dung cu, may moc tai
phong thi nghiém da duoc chuan hoa va cé do chinh xéac cao.

+ Xir ly s6 lidu bang phan mém chuyén dung trén may tinh.

+ CAc tiéu chuan va chi tiéu rd rang dé dua ra két qua chinh xéac va sét véi

muc tiéu

+ Luu trit s6 liéu, thong tin bang s6 ghi chép, chup anh.
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CHUONG 3

KET QUA NGHIEN CUU
3.1. Panh gia doc tinh cap cia vién nén Bao dwong can PC trén ddng vat thuc
nghiém.

Bang 3.1. Két qua nghién ciru doc tinh cap theo liéu ciia Bao duwong can PC

. R Ché db liéu S6 lwong Diu hiéu bat
Lo chuot n i .
) (vién/kg) chuot chét thwong khac
Lol 10 13 vién/kg 0 Khéng
Lo 2 10 26 vién/kg 0 Khdng
L6 3 10 24,9g/kg/ngay 0 Khong

Nhan xét: Céc 16 chudt ubng liéu tir 13 vién/kg dén liéu toi da 24,9g/kg/ngay
khong co biéu hién doc tinh cap. Tir Bang 3.1 tinh duoc liéu dung nap toi da (luén
nhé hon liéu chét 50%) ciia Bao duong can PC cao gap 27,1 lan liéu dung dy kién
trén nguoi (tinh nguoi 16n truong thanh 50 kg, hé s6 ngoai suy trén chudt nhat 12,
licu duy Kién trén nguoi la 3,84g/kg/ngay).

3.2. Panh gia tac dung bao vé té bao gan trén md hinh viém gan cap bang
paracetamol caa Bao dwong can PC trén dong vat thuc nghiém

3.2.1. Anh hwéng ciia Bdo dwong can PC 1én can ngng gan chugt
Bang 3.2 Anh hwéng cia Bao dwong can PC

l&n can niang gan chudt trén md hinh gay viém gan cap bang paracetamol

L6 nghién ciru n Trong lwong gan twong ddi
Chimg sinh hoc 10 0,47 +0,07*
M6 hinh 10 0,76 £ 0,15
Silymarin 70 mg/kg/ngay 10 0,65+ 0,10
Béo duong can PC 0,92 g/kg/ngay 10 0,64 + 0,09*
Bao dudng can PC 2,76 g/kg/ngay 10 0,71+0,11

*p < 0,05; **p < 0,01 so voi [6 mé hinh (Student’s t-test)
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Nhgn xét: Két qua nghién ciru ¢ bang 3.2 cho thay, trong lwong gan chudt & 16
mo hinh ting cao dang ké so véi 16 chang sinh hoc (p<0,05). Trong lwong gan
chuot & céc 16 udng silymarin va Bao dudng can c6 xu hudng giam so véi 16 mo
hinh, su khac biét c6 y nghia théng ké dugc quan sat thiy & 16 uéng thude thir liu
cao (p<0,05).

3.2.2. Anh hwéng cua Bdo dwong can PC dén chirc ning gan cuia chugt nhat

tridng gay ton thwong gan bang paracetamol

Bang 3.3. Anh hwéng cia Bao dwong can PC 18n hoat @6 AST, ALT trong mau
trén md hinh gay viém gan cip bing paracetamol

L6 nghién citu n AST (UI/L) ALT (UI/L)
Chirng sinh hoc 10 141,36 + 36,60*** | 60,55 + 19,15***
M0 hinh 10 578,86 + 151,21 | 401,71+ 126,42
Silymarin 70 10
. 405,33 £ 102,03* 302,33 +£ 81,69
mg/kg/ngay
Bao dudng can PC 10
. 415,00 £ 135,14* 393,75+ 90,41
0,92 g/kg/ngay
Bao dudng can PC 10
. 263,00 £ 69,43*** | 243,50 + 79,52*
2,76 g/kg/ngay

*p < 0,05; ***p < 0,001 so Vi 6 mé hinh (Student’s t-test)
Nhgn xét: Két qua & bang 3.3 cho thay:

- L6 mo hinh: Hoat d6 cac enzym gan tang cao ro rét so vai 16 1 (p<0,001).

- L6 silymarin 70 mg/kg/ngay: Hoat d6 cac enzym gan c6 xu hudng giam so
Vi 16 2, trong d6 hoat 6 AST giam c6 ¥ nghia thong ké (p<0,05).

- L6 Bao duong can PC 0,92 g/kg/ngay: Hoat d§ transaminase c6 xu hudng
giam so véi 16 2, trong d6 hoat d6 AST giam c6 ¥ nghia thong ké (p<0,05).

- L6 Bao duong can PC 2,76 g/kg/ngay: Hoat do AST, ALT déu giam c6 y
nghia thong ké so véi 16 2 véi gia tri p<0,001 va 0,05, trong tng



Bang 3.4. Anh hwéng cia Bao dwdng can PC 1én néng dd MDA trong gan
trén md hinh gay viém gan cip bing paracetamol

L0 nghién ciru n MDA (nmol/100 mg gan)
Chitng sinh hoc 10 33,79 + 4,84*
M6 hinh 10 40,07 + 6,84
Silymarin 70 10
. 32,04 + 6,16*
mg/kg/ngay
Bao dudng can PC 10
. 31,99 +5,10*
0,92 g/kg/ngay
Bao dudng can PC 10
5 30,75 £ 5,64**
2,76 g/kg/ngay

*p<0,05; **p<0,01; ***p<0,001: so vai 16 mb hinh
Nhgn xét: Sé liu & Bang 3.4 cho thay, nong d6 MDA ting cao rd rét ¢ 16 md

hinh so vai 16 ching sinh hoc (p<0,05). Silymarin va Bao duong can PC ¢ ca 2 muc

licu nghién ctru déu lam giam dang ké nong d6 MDA so voi 16 mé hinh (p<0,05
hodc 0,01). Khong co sy khéc biét khi so sanh nong d6 MDA trong dich dong thé
gan giira hai 16 uéng Bao duong can PC (p>0,05).
Bang 3.5. Anh hwéng cia Bao dwong can PC 18n ndng dd GSH trong gan trén
md hinh gay viém gan cap bing paracetamol

Lo nghién ctru n GSH (ug/100 mg gan)
Chimng sinh hoc 10 1072,79 + 119,36**
MG hinh 10 818,46 + 161,90
Silymarin 70 10
. 894,80 + 258,02
mg/kg/ngay
Béao duong can PC 0,92 10
. 982,72 + 196,26
g/kg/ngay
Béao duong can PC 2,76 10
. 962,27 + 116,41
g/kg/ngay

*p<0,05; **p<0,01; ***p<0,001: so vaGi 16 mb hinh
Nhgn xét: Két qua ¢ Bang 3.5 cho thay, Bao duong can PC & ca hai mic liéu
nghién ciru c6 xu hudng lam ting néng d6 GSH trong dich dong thé gan, tuy nhién
su khac biét 1a chua co y nghia thong ké khi so sanh vai 16 mé hinh (p>0,05).
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Bang 3.2. Piém ton thwong gan trén hinh anh vi thé trén md hinh gay viém gan
cap bang paracetamol

L6 nghién ] ] ] Diém~t6n thl{O’ng ]
n | Mau | Mau | Mau | Mau | Mau | Mau . .

ctru L ) 3 4 . 5 Tong diém
Chung sinh | 10 0 1 1 1 1 0 4
hoc
M©6 hinh 10 3 3 1 1 3 3 14
Silymarin 10 1 0 3 3 0 1 8
70
mg/kg/ngay
Bao duong | 10 0 3 0 3 3 0 9
can PC
0,92
g/kg/ngay
Bao duong | 10 1 0 2 2 0 1 6
can PC
2,76
g/kg/ngay

Hinh 28. Hinh anh gan 16 chikng sinh hec (#BVGO01) (HE x 400)
M6 gan rd cau trdc mé hoc, rai rac it 6 viém trong khoang ctra va tiéu thily. Khang

thiy xo gan hodc hoai tir. Khong thay & mat (Biém 0)
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Hinh 29. Hinh anh vi thé gan 16 chitng sinh hoc (#BVG02) (HE x 400)
M6 gan rd cau triic mo hoc, rai rac 6 viém trong khoang ctra va tiéu thay. Khong

thiy xo gan hoac hoai tir. Khdng thay & mat (Piém 1)

X
Pein))

Hinh 30. Hinh anh gan 16 mé hinh (#BVG18) (HE x 400)
M6 gan hoai tir lan rong chiém 60% dién tich, nhiéu 6 viém khoang ctra va tiéu

thily. Khéng thiy xo gan, khong & mat (Diém 3)
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Hinh 31. Hinh anh gan 16 mé hinh (#BVG22) (HE x 400)
M6 gan rd cau trdc mé hoc, rai rac 6 viém trong khoang cira va tiéu thiy. Khong

thiy xo gan. Khong thay & mat (Diém 1)

Hinh 32. Hinh anh gan 16 silymarin (#BVG23) (HE x 400)
M® gan ¢6 hoai tir viém khu trd véi nhiéu bach cau da nhan trung tinh, chiém 2%
dién tich gan, hinh thai hoai tir kndng pht hop hoai tir do thude. C6 tang xAm nhap

viém khoang cira va tiéu thiy. Khéng thiy & mat hoic xo gan (Diém 1)
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Hinh 33. Hinh anh gan 16 udng silymarin (#BVG25) (HE x 400)
M6 gan hoai tir lan rong chiém 40% dién tich, nhiéu 6 viém khoang ctra va tiéu

thily. Khéng thiy xo gan, khong & mat (Diém 3)

Hinh 34. Hinh anh gan 16 uéng silymarin (#BVG27) (HE x 400)
M6 gan rd cau tric mé hoc, rai rac it 6 viém trong khoang cira va tiéu thily. Khéng

thiy xo gan hoac hoai tir. Khdng thay & mat (Piém 0)
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Hinh 35. Hinh anh gan 16 uéng Bao dwong can PC 2,76 g/kg (#BVG35) (HE x
400)
M6 gan rd cau tric mé hoc, rai rac 6 viém trong khoang cira va tiéu thiy. Khéng

thiy xo gan hodc hoai tir. Khdng thay & mat (Biém 1)

£ =

Hinh 36. Hinh anh gan 16 Bao dwong can PC 2,76 g/kg (#BVG37)
(HE x 400)
M6 gan rd cau tric mo hoc, rai rac it 6 viém trong khoang cira va tiéu thily. Khéng

thiy xo gan hoac hoai tir. Khdng thay & mat (Biém 0)

Hinh 37. Hinh anh gan 16 Bao dwong can PC 2,76 g/kg (#BVG39)
(HE x 400)
M6 gan c6 hoai tir ving, chiém 5% dién tich. Viém rd & khoang 50% khoang ctra va

tiéu thuy. Khdng thiy & mat hoic xo gan (Diém 2)
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Hinh 38. Hinh anh gan 16 Bao dwong can PC 0,92 g/kg/ngay(#BVG46)
(HE x 400)
M6 gan rd cau tric md hoc, rai rac it 6 viém trong khoang cira va tiéu thily. Khéng

thiy xo gan hoac hoai tir. Khdng thay & mat (Biém 0)

Hinh 39. Hinh anh gan 16 Bao dwong can PC 0,92 g/kg/ngay (#BVG48)
(HE x 400)
M6 gan hoai tir lan rong chiém 60% dién tich, nhiéu 6 viém khoang ctra va tiéu

thiy. Khéng thiy xo gan, khong & mat (Diém 3)
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3.3. Panh gia tac dung bio vé té bao gan trén md hinh viém gan bang ethanol
cia vién nén Bao dwong can PC 1én dong vat thuc nghiém:

3.3.1. Anh hwéng cia vién nén Bdo dwong can PC 1én can ngng gan chudt trén
mé hinh viém gan bang ethanol

S0 4

40 4

30 4

20 4

Can ndng chudt (g)

10

Trurdre nghidn ciru Sau 2 whn Sau 4 tudn
OChimg sinh hge ®BMbS hinh O Silymarin OBéo durdng can PC @Bao dwdrng can PC
70 mg'kgngéy 1,44 vidnfkg/ngay 4,32 vidnkgingdy

Biéu d6 1. Anh hwéng ciia Biao dwong can PC trén cin ning ciia chudt nhit
trz“'lng trén mo hinh viém gan bz"ing ethanol
*p<0,05; **p<0,01; ***p<0,001: so va4i 16 md hinh

Nhgn xét: Két qua Biéu d6 1 cho thay:

- Tai thoi diém trude khi gdy mé hinh, can niang chudt khong co su khac biét
gitra cac 16 nghién ctru (p>0,05).

- Sau 2 tuan va 4 tuan gay mé hinh, can ning cua chudt 16 ching sinh hoc ting
c¢6 ¥ nghia théng ké so véi 16 mé hinh (p<0,05).

- Tai thoi diém sau 2 tuan gy mé hinh, can nang chudt cua 16 ubng silymarin
liu 70 mg/kg/ngay va 16 uéng Bao dudng can PC liéu 0,92 g/kg/ngay khdng c6 y
nghia thong ké so véi 16 md hinh (p>0,05). Can nang chudt cua 16 ubng Bao dudng
can PC liéu 2,76 g/kg/ngay ting c6 ¥ nghia thong ké so véi 16 mé hinh (p>0,05).

- Tai thoi diém sau 4 tuan gy mé hinh, can niang chuét cua 16 ung silymarin
licu 70 mg/kg/ngay va 16 ubng Bao dudong can PC lidu 0,92 g/kg/ngay va 2,76
g/kg/ngay khéng cé su khéc biét co ¥ nghia thong ké so véi 16 md hinh (p>0,05).
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0.8 -

06 -

P
04 4 ek -

0.2

Can nang gan (g/M0g thé treng)

Chimg sinh hoe Mé hinh Silymarin Béo dudng can PC Bao dudng can PC
TOmgkgngdy 144 viinkgingdy 4,32 vignkgingay

Biéu dd 2. Anh hwéng cia Bao dwong can PC dén can ning gan trén mé hinh
viém gan bing ethanol

*p<0,05; **p<0,01; ***p<0,001: so vai 16 mb hinh
"p<0,05; "p<0,01; ™ p<0,001: so véi 16 udng Bao duong can PC lidu 2,76
g/kg/ngay

Nhgn xét: Két qua biéu do 2 cho thay:

- Tai thoi diém két thic nghién cau, can niang gan twong d6i cia chudt 16 mo
hinh ting 1 rét so véi 16 ching sinh hoc, su khéac biét co ¥ nghia théng ké voi
p<0,001.

- Silymarin 70 mg/kg/ngay va Bao duong can PC 2,76 g/kg/ngay lam giam co
¥ nghia thong ké trong lugng gan tuong dbi caa chudt so vai 16 mé hinh (p<0,001).

- Bao duong can PC 0,92 g/kg/ngay c6 xu hudng lam giam trong lugng gan
tuong ddi ctia chudt so vgi 16 md hinh, tuy nhién su khac biét khdng cé ¥ nghia
théng ké (p>0,05).

3.3.2. Anh hwéng cia Bdo dwong can PC dén chirc ning gan ciia chugt nhit

tring gay ton thwong gan bang ethanol
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Bang 3.7. Anh hwéng cia Bao dwong can PC dén hoat dp AST va ALT

trong mau chudt nhat tring trén md hinh viém gan bang ethanol

Lo chudt N | Hoatdd AST (UIL)|  Hoat 39 ALT (UL/L)
Chirng sinh hoc 101 118,80+ 19,18** 47,60 + 6,65*
M hinh 10 163,00 + 30,82 60,90 + 7,84
Silymarin 10

. 126,40 + 20,00** 49,60 % 6,22*
70 mg/kg/ngay
Bao dudng can PC 10

*

0,92 glkg/ngay 141,20 + 28,46 52,80 + 14,63
Bao dudng can PC 10

. 121,60 + 14,26** 43,90 + 10,63**
2,76 g/kg/ngay

*p<0,05; **p<0,01; ***p<0,001: so vai 16 mb hinh

*p<0,05; "p<0,01; *p<0,001: so véi 16 ubng Bao dudng can PC 2,76 g/kg/ngay

Nhgn xét: Két qua Bang 3.7 cho thay:

- Tai thoi diém két thic nghién ciu, xét nghiém danh gia mac d6 huy hoai té

bao gan hoat d6 AST va ALT trong mau chuot 16 mo6 hinh tang rd rét so vai 16

chang sinh hoc, su khac biét co y nghia théng ké véi p<0,05.

- Silymarin liéu 70 mg/kg/ngay va Bao dudng can PC 0,92 g/kg/ngay va liéu
2,76 g/kg/ngay lam giam c6 y nghia thong ké hoat do AST trong méu chudt so véi
6 md hinh (p<0,05).

- Silymarin liéu 70 mg/kg/ngay va Bao duong can PC 2,76 g/kg/ngay lam
giam hoat d6 ALT trong mau chudt so vai 16 md hinh, ¢6 ¥ nghia théng ké
(p<0,05). L6 chudt ubng Bao duong can PC 0,92 g/kg/ngay c6 xu huéng giam hoat

do ALT trong mau chuot so véi 16 md hinh, tuy nhién sy khac biét khong c6 y nghia

thng ké (p>0,05).
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Bang 3.8. Anh huéng cia Bao dwong can PC dén hoat dp GGT

trong mau chudt nhit tring trén md hinh viém gan bang ethanol

Lé chupt n Hoat 49 GGT (UI/L)
Chirng sinh hoc 10 7,40 + 0,87***
M® hinh 10 13,32 + 3,03
Silymarin 70 mg/kg/ngay 10 9,50 + 1,64***
Bao duong can PC 0,92 10

. 10,54 + 2,18**
g/kg/ngay
Bao duong can PC 2,76 10

. 9,03 £ 1,77***
g/kg/ngay

*p<0,05; **p<0,01; ***p<0,001: so vai 16 mb hinh
#0<0,05; "p<0,01; **p<0,001: so vai 16 udng Bao duong can PC 2,76 g/kg/ngay

Nhgn xét: Két qua Bang 3.8 cho thay:

- Tai thoi diém két thdc nghién ctu, hoat d6 GGT trong méau chudt 16 mé hinh
tang rd rét so voi 16 chung sinh hoc, su khac biét ¢ ¥ nghia thong ké vai p<0,001.

- Silymarin 70 mg/kg/ngay va Bao duong can PC 0,92 g/kg/ngay va 2,76
g/kg/ngay lam giam cd y nghia thong ké hoat ¢6 GGT trong mau chudt so vai 16 md
hinh (p<0,001).
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Bang 3.9. Anh hwéng cia Biao dwong can PC dén ndng dd bilirubin toan phan

va ndng dd albumin trong mau chudt nhat tring trén mé hinh viém gan bing

ethanol
Nong d¢ bilirubin L
A A X X Nong do
L6 chuot n toan phan .
albumin (g/dl)
(pmol/L)
Chtng sinh hoc 10 8,67 + 0,62 2,40 +0,27
M6 hinh 10 8.46 + 0,76 272+0,15
Silymarin 70 mg/kg/ngay 10 8,80 + 0,97 252 +0,23
Bao duong can PC 10
0,92 glkg/ngay 8,41 + 0,82 2,63 +0,30
Béo duong can PC 10
276 glkg/ngay 8,55+0,73 2,69+0,31

*p<0,05; **p<0,01; ***p<0,001 : so véi 16 m6 hinh

*0<0,05; #p<0,01; **p<0,001: so véi 16 Bao duong can PC 2,76 g/kg

Nhgn xét: Két qua Bang 3.9 cho thiy nong d bilirubin toan phan va néng do
albumin trong méau chudt khéng co6 su khac biét gitra cac 16 nghién cau (p>0,05).

Bang 3.10. Anh hwéng ciia Bao duong can PC dén ndng do MDA
trong gan chugt nhat trang trén mé hinh viém gan bang ethanol

o n Nong d) MDA Nong dp GSH
LO chut
(nmol/100 mg gan) (1g/100 mg gan)
Chung sinh hoc 10 25,45 + 4,92*%* 1068,35 + 180,52**
M6 hinh 10 38,47 + 3,23 711,95 + 204,48
Silymarin 70 10
X 29,90 £ 7,69* 1055,72 + 187,54**
mg/kg/ngay
Bao duong can PC 10
0,92 glkg/ngay 33,42 £10,41 914,92 + 239,69
Bao duong can PC 10
. 26,98 £ 6,37* 1099,82 + 219,80**
2,76 g/kg/ngay

*p<0,05; **p<0,01; ***p<0,001: so vai 16 mb hinh
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*p<0,05; "p<0,01; **p<0,001: so véi 16 ubng Bao dudng can PC 2,76 g/kg/ngay

Nhgn xét: Két qua Bang 3.10 cho thay:

- Tai thoi diém két thdc nghién ctiu, ndng do MDA trong gan chudt 16 mé hinh
tang so véi 16 chiing sinh hoc, sy khéc biét c6 ¥ nghia thong ké véi p<0,01. Nong
d6 GSH trong gan chuot 16 mé hinh giam so vaéi 16 chirng sinh hoc, su khac biét c6
¥ nghia thong ké véi p<0,01.

- Silymarin 70 mg/kg/ngay va Bao duong can PC 2,76 g/kg/ngay lam giam co
v nghia thong ké néng do MDA va ting c6 ¥ nghia thong ké ndng d6 GSH trong
gan chudt so véi 16 mé hinh (p<0,05).

- Béo duong can PC liéu 0,92 g/kg/ngdy c6 xu husng 1am giam néng d¢6 MDA
va ting néng do GSH trong gan chudt so véi 16 md hinh, tuy nhién su khac biét
khoéng c6 ¥ nghia thong ké (p>0,05).

3.3.3. Hinh dnh dai thé va vi thé gan cia chugt nhdt trang trén mé hinh viém gan
bang ethanol

Anh huéng cua vién nén Bao dudng can PC dén hinh anh vi thé gan cua chuot
nhat trang: M gan caa chudt 16 ching sinh hoc rd cau triic mé hoc, rai rac it 6 viém
trong khoang cira va tiéu thiy, khdng thiy xo gan hoic hoai tir, khong thiy thoai
hoéa m&, khdng thiy & mat. M6 gan cua chudt 16 md hinh c6 rai rac 6 viém trong
khoang cira va tiéu thiy, md gan thoai héa héc nang. Mo gan cua chudt udng
silymarin va Bao duong can PC ca 2 muc lidu 6 rai rac it 6 viém trong khoang cura
va tiéu thuy va md gan c6 thoai héa héc nhe.

Hinh 40. Hinh anh gan 16 ching sinh hec (chugt #01) (HE x 400) trén md hinh

viém gan bing ethanol
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M6 gan rd cau tric mé hoc, rai rac it 6 viém trong khoang cira va tiéu thiy. Khong
thiy xo gan hoic hoai tir. Khong thay thodi héa ma. Khdng thdy « mat. M6 gan

trong gidi han binh thuong

Hinh 41. Hinh anh vi thé gan 18 chieng sinh hoc (chudt #03) (HE x 400) trén md
hinh viém gan bang ethanol

M6 gan rd cau tric mo hoc, rai rac it 6 viém trong khoang cira va tiéu thiy. Khong

thiy xo gan hodc hoai tir. Khong thay thoi héa ma. Khdng thidy « mat. M6 gan

trong gidi han binh thuong

)

Hinh 42. Hinh anh vi thé gan 16 chitng sinh hoc (chudt #04) (HE x 400) trén mo
hinh viém gan bang ethanol

M6 gan rd cau tric md hoc, rai rac it 6 viém trong khoang cira va tiéu thiy. Khong

thiy xo gan hoic hoai tir. Khong thay thoai hda ma. Khong thay & mat. Mo gan

trong gidi han binh thuong
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Hinh 43. Hinh anh gan I6 mé hinh (chugt #13) (HE x 400) trén mo hinh viém
gan bing ethanol
M6 gan rd cau tric mo hoc, rai rac it 6 viém trong khoang ctra va tiéu thiy. M6 gan
c6 thodi hoa héc ning. Khdng thiy xo gan hodc hoai tir. Khong thiy thoai hoa ma.

Khéng thiy & mat

Hinh 44. Hinh anh gan 16 m6 hinh (chugt #15) (HE x 400) trén mé hinh viém
gan bang ethanol
M6 gan rd cau trdc md hoc, rai rac it 6 viém trong khoang ctra va tiéu thiy voi
thanh phan té bao viém chua yéu 1a lympho bao, it bach cdu da nhan. Md gan c6
thodi hoa héc nhe. Khong thiy xo gan hodc hoai ta. Khong thay thoai hda mé.

Khéng thiy & mat
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Hinh 45. Hinh anh gan I6 mé hinh (chugt #18) (HE x 400) trén mo hinh viém
gan bing ethanol
M6 gan rd cau tric mé hoc, rai rac it 6 viém trong khoang cira va tiéu thiy. Md gan
thoai héa hoc nang. Khong thiy xo gan hoac hoai tir. Khéng thay thodi hda ma.

Khong thay & mat

Hinh 46. Hinh anh gan 16 silymarin (chugt #21) (HE x 400) trén mé hinh viém
gan bang ethanol

M6 gan rd cau tric mo hoc, rai rac it 6 viém trong khoang ctra va tiéu thiy. M6 gan

c6 thodi hoa hc nhe. Khong thiy xo gan hoic hoai tir. Khong thiy thoai hda ma.

Khéng thiy & mat

Hinh 47. Hinh anh gan 16 uéng silymarin (chugt #22) (HE x 400) trén mé hinh
viém gan bing ethanol

M6 gan rd cau tric mo hoc, rai rac it 6 viém trong khoang ctra va tiéu thiy. M6 gan

c6 thodi hda hc nhe. Khong thiy xo gan hoic hoai tir. Khong thiy thoai hda ma.

Khong thay & mat
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Hinh 48. Hinh anh gan 16 udng silymarin (chugt #23) (HE x 400) trén mé hinh
viém gan bing ethanol

M6 gan rd ciu tric mé hoc, rai rac it 6 viém trong khoang cira va tiéu thiy. Md gan

thodi hoa héc nang. Khéng thiy xo gan hoic hoai tir. Khdng thiy thoai hda ma.

Khéng thiy & mat

Hinh 49. Hinh anh gan 16 uéng Bao dwong can PC 0,92 g/kg/ngay(chudt #32)
(HE x 400) trén mé hinh gay viém gan bing ethanol

M6 gan rd cau tric mo hoc, rai rac it 6 viém trong khoang ctra va tiéu thiy. M6 gan
thodi hoa héc nang. Khéng thiy xo gan hoic hoai tir. Khdng thiy thoai hda md.
Khéng thiy o mat

WS,
s

Hinh 50. Hinh anh gan 16 Bao dwong can PC 0,92 g/kg/ngay trén mé hinh gay
viém gan bing ethanol (chudt #34) (HE x 400)
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M6 gan rd cau tric md hoc, rai rac it 6 viem trong khoang cta va tiéu thiy. M gan
thodi héa héc nhe. Khong thdy xo gan hodc hoai tar. Khong thiy thoai hda mé.
Khong thay & mat

Hinh 51. Hinh anh gan 16 Bao dwong can PC 0,92 g/kg/ngay trén mé hinh gay
viém gan bing ethanol (chudt #35) (HE x 400)

M6 gan rd cau tric mo hoc, rai rac it 6 viém trong khoang ctra va tiéu thiy. M6 gan
thodi hoa héc nhe. Khong thiy xo gan hoic hoai ta. Khong thay thoai hda mé.
Khong thay @ mat

'-ﬁﬂ' P g

Hinh 52. Hinh anh gan 16 Bao dwong can PC 2,76 g/kg/ngay trén mé hinh gay
viém gan bing ethanol (chudt #41) (HE x 400)

M6 gan rd cau tric mo hoc, rai rac it 6 viém trong khoang ctra va tiéu thiy. M6 gan
c6 thodi hda hc nhe. Khong thiy xo gan hoic hoai tir. Khong thiy thoai hda ma.
Khéng thiy & mat
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B
Hinh 53. Hinh anh gan 16 Bao dwong can PC 2,76 g/kg/ngay trén mo hinh gay
viém gan bing ethanol (chudt #42) (HE x 400)
M6 gan rd ciu tric mé hoc, rai rac it 6 viém trong khoang cira va tiéu thiy. Md gan
thodi hda héc nhe. Khong thdy xo gan hodc hoai ta. Khong thiy thoai héa mé.
Khéng thiy & mat

Hinh 54. Hinh anh gan 16 Bao dwong can PC 2,76 g/kg/ngay trén mé hinh viém
gan bing ethanol (chugt #43) (HE x 400)

M6 gan rd cau tric mo hoc, rai rac it 6 viém trong khoang ctra va tiéu thiy. M6 gan

thodi hoa héc nang. Khéng thiy xo gan hoic hoai tir. Khdng thiy thoai hda md.

Khéng thiy o mat
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CHUONG 4
BAN LUAN

Hién nay, v6i quan diém két hop Y hoc hién dai va Y hoc cb truyén trong
diéu tri bénh, cac thudc c6 ngudn gdc tir dugc lidu di va dang duoc dua vao sir dung
rong réi tai Viét Nam. Nugc ta c6 ngudn duoc liéu phong phu, nhan dan ta c6 kinh
nghiém str dung thudc tir dugc ligu 1au doi. Trong dan gian c6 rat nhiéu vi thudc,
nhét 1a nhitng vi thudc thao dugc c6 tAc dung thanh can di duoc sir dung tir 1au, c6
nhitng thudc hozc bai thudc co tac dung bao vé té bao gan tir nguon duoc lidu sin
c6, voi hiéu qua cao, it doc, ré tién va dé st dung. Bao duong can PC 1a bai thudc
nghiém phuong cia lvong y Nguyén Phung, lwvong y Nguyén Trong Chung thura ké
va &p dung trong diéu tri bénh cd tac dung diéu trj cai thién chic ning gan trén bénh
nhan dat hiéu qua nhat dinh. TS.BS Tran Dac Hitu sir dung ¢ hiéu qua trén 1am
sang va nghién ctu chuyén dang thanh vién nén Bao duong can PC nhung chua ¢
nghién ciru ndo veé tac dung duogc 1y va doc tinh caa bai thuc. Vay Bao duong can
PC c6 tac dung that sy trong diéu tri bénh viém gan, xo gan nhu kinh nghiém dan
gian hay khong? Dé tai luan van thac si duoc tién hanh dé chirg minh co so khoa
hoc cua viéc s dung Bao duong can PC trong dan gian, hudng toi muyc tiéu cé the
dua vién nén Bao duong can PC vao san xuat thudc, gop phan dap (ng yéu cau diéu
tri c4c bénh vé gan hién nay.
4.1 . Poc tinh cap cia vién nén Bao dwong can PC trén md hinh dong vat thuc
nghiém.

Thudc mudn duoc sir dung phai dam bao an toan va cd hiéu lyc. Mot thube
di c6 hiéu lyc manh dén ddu, nhung néu khong dam bao an toan thi cling khdng
duogc sir dung. Pé ching minh thubc c6 tinh an toan hay khéng, phai nghién ctu
doc tinh cua thube. Pay 1a budc rat quan trong trong nghién ciru phat trién thude.
Theo huéng dan caa WHO, tat ca cac thude co nguon gbc tir dugc lidu hay hoa chat
déu phai danh gia doc tinh cip va doc tinh ban truong dién trén dong vat trude khi
dua vao thtr nghiém trén ngudi [56]. Dac tinh cap cung cip céc thong tin vé tridu

chang, thoi gian, mirc do ngd doc cua dong vat thuc nghiém sau khi ding mau thir don
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lidu hoac da liéu trong 24 gio, thudng duoc tién hanh theo dudng ding giéng voi duong

dung trong lam sang.

Khi thir doc tinh cp can xac dinh lidu an toan, liéu dung nap téi da, lidu gay doc
tinh c6 thé quan sat duoc, lidu thip nhat cd thé gay chét dong vat thuc nghiém va LDs,

(lidu gay chét 50% sé dong vat thuc nghiém) néu cé [57].

Chuét nhit trang duoc udng Bao duong can PC tir liéu thap nhat dén liéu cao
nhat véi thé tich 25 ml/kg/lan, 3 lan trong 24 gio. Theo ddi thiy chudt ung Bao
duong can PC & cac mac lidu khdng xuat hién triéu ching bat thudng nao trong 72
gio sau khi udng san pham nghién ciu. Mic du chudt nhét tring da duoc uéng Bao
duong can PC dén liéu rat cao (24,9g/kg/ngay), cao gap 27,1 lan liéu ding du kién
trén ngudi (tinh nguoi 16n truong thanh 50 kg, hé s6 ngoai suy trén chudt nhat 12,
licu du kién trén nguoi la 3,84g/kg/ngay), nhung véi muc lieu nay khong co chuot
nao chét va khong quan sat thay biéu hién ngd doc & chuot. Vi vay, chua xac dinh
duoc doc tinh cdp va chua tinh dugc LDsg ciia Bao duong can PC trén chudt nhat

trang theo dudng uéng.

4.2 Téc dung bao vé té bao gan cia vién nén Bao dwong can PC 1én md hinh
dong vat thuc nghiém.
4.2.1. Tac dung bdo vé té bao gan cia Bédo dwong can PC trén mo hinh chugt
nhdt triang gay ton thwong gan bang paracetamol

Pé danh gia kha nang bao vé va phuc hdi ton thuong gan cua thude, trudc
hét phai gdy dugc mo hinh gay viém gan thuc nghiém. Mé hinh gay viém gan cang
gan voi thuc té va rd rang vé co ché thi tinh ang dung cang cao. Nhu da trinh bay
trong phan tong quan, c6 ba nhdm nguyén nhan chinh gay viém gan 1a do virus, do
thudc va do hda chat. Vi vay viéc xay dung mé hinh gay viém gan trén thuc nghiém

thuong dya vao ba nhém nguyén nhan nay.

Hién nay di c6 mot s6 nghién ctiu trén thé gioi xay dung thanh cong mé hinh
gay viém gan virus B [58],[59], viém gan virus C [59],[60],[61], viém gan virus D
[62] trén chudt suy giam mién dich théng qua viéc cay ghép té bao gan nguoi vao

gan cua chang chudt nay cé thé tao ra gan chudt nhan héa (human liver chimeric
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mice) va gay nhiém virus viém gan trén chinh nhiing con chudt da duoc cay ghép
nay [59],[63]. Trong diéu kién nghién cu tai Viét Nam, chiing t6i chua thé 4p dung

mo& hinh nghién ctu nay.

Hién nay, dé nghién ciu thudc co tac dung trén gan, cc tac gia trong va
ngoai nude thuong dung cac md hinh gay viém gan bang thudc hoic hoa chat, danh
gia tac dung cua thudc thtr qua tac dung d6i khang véi tac dung gay tén thuong do
cac chat doc trén gan. Nghién ciru 6 thé tién hanh theo hai hudng: tdc dung bao vé
té bao gan (gay doc gan sau khi dung thuéc thir nghiém) hoic tac dung ting phuc

hdi t6n thuong gan (gdy doc gan trudc khi dung thude thir nghiém) [18].

C6 nhiéu loai thudc/ hoa chat dugc cac tac gia sir dung dé gay mé hinh viém
gan trong c&c nghién cau nhu PAR, carbon tetrachlorid [64], [65], D- galactosamin
[66], erythromycin estolat [67],[68], aflatoxin B1 [69], thioacetamid [70] T4t ca cé4c
mo hinh trén déu da duoc chiang minh rd rang vé co ché gay ton thwong gan [71],

viéc lya chon md hinh nao tiy thudc vao muc tiéu va diéu kién nghién ctu thyc té.

Trong d& tai nay ching t6i chon mé hinh gay viém gan cip bang PAR liéu
cao. PAR la thudc ha sét, giam dau thong thudng duoc sir dung rat rong rii. Pay 1a
thudc duoc dung dé diéu tri triéu chang trong nhiéu bénh, c6 thé mua dé dang ma
khdng can ké don, vi vay tinh trang lam dung thudc hoic st dung qué liéu dan dén

doc tinh cua thude thuong xay ra [72].

Theo thong ké tai My, ngd doc do PAR chiém khoang 39% cac trudong hop
viém gan cap do thubc [73]. Paracetamol gay ton thuong gan dién hinh, kha ning
gy doc gan trén thuc nghiém da duoc chitng minh va dé tién hanh, tan suat gap ton
thuong trén thuc té 13 rat 16n [74]. Vi vay, dé danh gia tac dung bao vé té bao gan
cua Bao duong can PC, ching tdi lya chon mé hinh gay ton thuong gan bang PAR,

phl hop véi thuc tién 1am sang hién nay.

Vé liéu gay doc gan cua PAR trén thyc nghiém: Trong mé hinh gay doc gan
bang PAR trén chudt nhit tring, mic d6 tén thuong gan tuy thudc vao lidu luong va
duong dung. Liéu cang cao thi su ton thuwong té bao gan cang nang, c6 thé dan dén

tor vong.
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Goksel sener va cong su (2006) tiém mang bung chuét PAR 900 mg/kg da
gy doc tinh ning, lam ting hoat o AST 1én dén 1389,6 % va ALT Ién 3162,5% so
véi nhém chang sinh hoc [75]. Theo Stephan U va cong su, lieu PAR 150 mg/kg
duong udng gay ban doc (subtoxic), lidu 500 mg/kg gy doc tinh rd [76].

Sau khi tham khao tai liéu cua tac gia Nguyén Thi Tuyét Mai vé chon liéu
gy doc [77], ching tdi chon lidu PAR gay doc trén chudt nhit 1a 400 mg/kg theo
duong udng. Véi lidu gay doc nay, chudt khong chét sau khi gy doc, c¢d thé quan
sat duoc tén thwong gan & muc do vira phai. Lua chon gay doc bang PAR theo
duong udng 1a phu hop véi thuc tién 1am sang 14 ngudi bénh cha yéu bi ngd doc

thudc theo dudng udng.

Chon thudc chimg duong trong nghién ciru: Trong nghién ctu nay, silymarin
duoc lra chon 1am thudc ching duong dé so sanh vai tac dung cua cac mau thir.
Silymarin 1a mét thude da dugc ching minh ¢é tac dung bao vé té bao gan tét thong
qua mot s6 nghién ctiru thuc nghiém trén moé hinh gay doc gan bang PAR [78], CCl4
[79], D-galactosamin [80]... va nghién cizu trén 1am sang. Co ché bao vé té bao gan
cua silymarin c¢6 dugc thdng qua mot s6 tac dung nhu: chéng oxy hda [81], tc ché
peroxid hoa lipid [82], chéng viém [83]. Chinh vi nhiing 1y do trén chung toi d sir

dung silymarin 1am thudc ching duong trong nghién ciru nay.

Gan la tang Ion cua co thé, dam nhan rat nhiéu chic ning quan trong va
phiic tap cta co thé. Gan con 13 noi chuyén hda va thai trir thudc. Chinh vi vay, khi
dua thudc tir bén ngoai vao trong co thé véi muc dich chira bénh, chinh thude ciing
c6 thé 1a tac nhan gdy doc voi gan, gay ton thuong gan. Vi vay, trong cac nghién
ctru danh gia doc tinh cua thude, rat can thiét phai nghién ciru anh huong caa thude

tGi cau trdc va chirc nang cua gan.

Trong nghién ctu ndy, cac chi sb dugc danh gia bao gdbm trong lwong gan,
enzym gan, ham lugng MDA, GSH & gan. Tang trong luong gan la mot trong
nhitng dau hiéu c6 thé gap trong cac bénh ly gan. Bé danh gia mirc do ton thuong té
bao gan, thuong dinh luong ndng d6 cac enzym c6 ngudn goc tai gan trong huyét

thanh. Sy ting ndng do cic enzym nay thuong gan lién vai doc tinh cua thude do
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su huy hoai té bao gan. ALT 1a enzym duoc tim thay nhiéu nhat ¢ gan, khu tr
trong bao twong cua t& bao nhu mé gan. Khi ton thuong huy hoai té bao gan, tham
chi chi can thay d6i tinh tham cia mang té bao gan, hoat 6 ALT di ting cao trong
méu. Hoat d6 ALT thudng duoc st dung nhu dau 4n sinh hoc dic hiéu cho cac bénh
& gan. Khéc véi ALT, AST khdng nhiing cd ¢ gan ma con ¢ ¢ cac co quan khac
nhu co tim, co van, than, ndo... Trong l1am sang, hoat 46 AST thuong duoc sir dung
nhu diu 4n sinh hoc dé chan doan nhdi mau co tim cip. Trong té bao gan, AST c¢6
cha yéu trong ty thé, chi 1/3 khi tri & bao twong cua té bao. Khi tén thuong té bao
gan & mtrc do dudi té bao, AST trong ty thé méi duoc giai phong ra ngoai [25]. Xét
nghiém hoat 46 ALT dic hiéu cho tén thuong té bao gan hon so v&i AST. Khi ¢6
hoi chiing hity hoai té bao gan, ALT va AST thuong ting rat cao, > 10 — 100 lan, do

d6 c6 gia tri trong chan doan viém gan cap.

Két qua nghién cau cho thay trong luong gan cua chudt 16 moé hinh cao hon
so véi 16 ching sinh hoc, hoat d6 enzym gan (AST, ALT va GGT) tang 3, chi $6
MDA tidng cao va giam ham lugng GSH so vai 16 ching sinh hoc. Nhu vay, nghién
ctru da gay thanh cong mo hinh gay ton thuong gan do PAR. Két qua bang 3.3 cho
thay, 16 md hinh c6 hoat d6 cac enzym gan ting cao rd rét so véi 16 ching sinh hoc
(p<0,001), 16 uéng silymarin: hoat d6 cac enzym gan c6 xu hudng giam so véi 16
mo hinh, trong d6 hoat do AST giam co y nghia thong ké (p<0,05), 16 udng Bao
duong can PC liéu cao lam hoat d6 AST, ALT déu giam, liéu thap hoat do
transaminase ¢ xu hudng giam so vdi 16 mo hinh, trong d6 hoat do AST giam cO y
nghia thong ké (p<0,05). Bao dudng can PC liéu 2,76 g/kg thé hién tac dung ha
transaminase tot hon liéu 0,92 g/kg.

Két qua nghién ciu tai bang 3.4 cho thiy nong d6 MDA ting cao 1o rét & 16
mé hinh so véi 16 chitng sinh hoc. Silymarin va Bao duong can PC & ca 2 muc liédu
nghién ctru déu lam giam dang ké nong do MDA so véi 16 md hinh (p<0,05 hoic
0,01). Két qua ¢ Bang 3.5 cho thdy, Bao duong can PC ¢ ca hai muc lidu nghién
cru ¢6 xu hudng lam ting néng d6 GSH trong dich déng thé gan. Nhu vy, tac
dung bao vé té bao gan cua Bao Puong Can PC 1a do tac dung dd dugc chang minh

cua tirng thanh phan trong vién nén. Tém lai, tdc dung cua Bao duong can PC 1a tac
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dung phu thugc liéu, cu thé mic lidu 2,76 g/kg thé hién tac dung tét hon mac lidu
0,92 g/kg.

4.2.2. Tac dung bdo vé té bao gan cia Bdo dwong can PC trén mo hinh chugt
nhat tri@ng gay viém gan do ethanol

Bénh gan gay ra khoang 2 triéu ca tar vong mdi nim va chiém 4% cac ca tu
vong. Nguyén nhan chu yéu 1a do cac bién chiing tir xo gan va ung thu té bao biéu
mo gan. Trong d6, virus va ruou la nhitng nguyén nhan phé bién giy xo gan [84].
Hién nay, viéc phat trién cac thuéc méi dé bao vé té bao gan 1a diéu can thiét. Két
qua nghién ciu cho thdy Bao duong can PC liéu 0,92 g/kg/ngdy c6 xu hudng tac
dung bao vé té bao gan trén md hinh gay ton thuong gan do ethanol. Trong khi do,
Bao duong can PC licu 2,76 g/kg/ngay cé tac dung bao vé té bao gan théng qua lam
giam can ning gan tuong ddi; giam hoat d6 cac enzym gan va stress oxy hod tai gan
c6 ¥ nghia thong ké so véi 16 mé hinh; ddng thoi cai thién cau tric vi thé gan cua

chuét nhat trang gay viém gan man do ethanol.

Hién nay, trén thé gidgi, mo6 hinh viém gan man va xo gan thuc nghiém duoc
tién hanh trén nhiéu loai dong vat khac nhau (chudt nhat, chuét cong, ...), bang
cach su dung hoa chat nhu carbon tetrachlorid, thioacetamid, dimethylnitrosamin,
d-galactosamin, ruou, hoic sir dung cac bién phap nhu thiat duong mat, st dung
chuot dot bién gen. Mdi md hinh gay ton thuong gan c6 co ché riéng dic hiéu.
Nghién ctu nay sir dung ruou dé gay viém gan man & chudt nhit nhu mot mé hinh
mo phong quaé trinh trong bénh gan rwou & ngudi, cung cap mot nghién ciu pha hop
vé co ché bénh sinh [85]. Pau tién, ruou s& duoc chuyén hda thanh acetaldehyd
du6i tac dong cua enzym dehydrogenase. Tiép theo, enzym acetaldehyd
dehydrogenase oxy hda acetaldehyd thanh acetat khong 6n dinh, d& dang phan hay
thanh nudc va carbon dioxid. Sy hinh thanh cua acetaldehyd gay pha hay té bao gan
vi day 1a mot tac nhan phan tng véi ADN va tao ra cac chat 1am ton thuong mé.
Acetaldehyd va din xuit MDA (malondialdehyd) dong thoi lién két véi protein, tao
thanh cac phuc hgp MAA (acetaldehyde adducts), duoc nhan biét boi cac thu thé té
bao gan, kich thich diéu hoa cua cac cytokin [86]. Con dudng thodi hoa th hai cua

ruou théng qua hé thdng microsom xuc tac béi enzym CYP2EL, chiu trach nhiém
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chinh cho sy phan hay ruou & ngudi nghién ruou. CYP2EL dugc kich hoat sé giai
phong céac goc oxy hoa hoat dong c6 ngudn gdc tir oxy (ROS), dan dén stress oxy
hoa va chét té bao[87]. Nhu vay, ethanol 1a mot tac nhan gay ra tinh trang viém gan

man.

Trong nghién ctu ndy, cac chi sé duge danh gia bao gdbm trong lwong gan,
enzym gan, ham lugng MDA, GSH ¢ gan. Tang trong lugng gan la mot trong
nhitng dau hiéu cé thé gap trong cac bénh Iy gan. Bén canh dé, dinh lugng hoat do
AST, ALT va GGT dong vai trd quan trong trong danh gia muc d6 ton thuong té
bao gan. Khi mang té bao gan bi ton thuong do ethanol, cac enzym nay duogc giai
phong ra khong gian ngoai bao va di vao hé tuan hoan, do d6 lam ting ndng do
trong huyét thanh. Hon nira, ton thuong gan man thudng di kém véi ting céc stress
oxy hoa duoc thé hién bang su gia ting cua marker chi diém cho su peroxy héa
lipid 12 MDA va GSH. Két qua nghién ctiu cho thay trong lugng gan caa chudt 16
mo hinh cao hon 6 rét so vai 16 ching sinh hoc, hoat 36 enzym gan (AST, ALT va
GGT) ting rd, chi s6 MDA ting cao va giam ham luong GSH so véi 16 ching sinh

hoc. Nhu vay, nghién ciru da gay thanh cong mo hinh gay viém gan man do ethanol.

Mot sb thanh phan trong vién nén Bao Puong Can PC da duoc ching minh
c6 tac dung bao vé té bao gan trén mé hinh dong vat thuc nghiém. Ca gai leo duoc
nghién ciu tir rat lau véi tac dung bao vé té bao gan. Nghién ctu cua Nguyén Phic
Thai chi ra rang ca gai leo c6 tac dung bao vé té bao gan trén chudt nhit trang gay
ton thuong gan bang trinitrotoluen théng qua viéc lam giam trong luong gan, giam
hoat d6 enzym gan AST, ALT c6 y nghia thong ké so véi 16 md hinh [88]. Tac dung
nay cua ca gai leo c6 thé ching minh théng qua co ché chdng oxy hoé [89]. Bén
canh d6, diép ha chau ciing 1a duoc liéu duoc st dung tir 1au dé giai doc va bao vé
té bao gan [46]. Ngay nay, cac nghién ctru da ching minh rang diép ha chau co tac
dung bao vé té bao gan in vitro va in vivo théng qua co ché chdng oxy hoa va chdng
viém [90]. Ngoai ra, chi tur cling da dugc Mi-Kyung Nam va cong su chirng minh
tac dung bao vé té bao gan trén chudt nhat chung C57BL/6 bi ton thuong gan do
ché do an giau chat béo [91]. Actiso 1 vi duoc lidu duoc dé cap véi tac dung bao vé

té bao gan[46]. O. Aksu va cong su da chi ra rang thanh phan cynarin déng vai tro



62

chinh trong tac dung bao vé té bao gan cua actiso [92]. Mt sé thanh phan khac cua
Bao Pudng Can PC nhu hau phac nam, xa tién, ké huyét dang ciing da dugc chung
minh tac dung bao vé té bao gan trén cac md hinh thuc nghiém [93 — 95].

Nhu vay, tdc dung bao vé té bao gan cua Bao Puong Can PC 1 do tac dung
da duoc chitng minh caa tirng thanh phan trong vién nén. Tém lai, két qua nghién
ctru cho thay vién nén Bao duong can PC liéu 2,76 g/kg/ngay c6 tac dung bao vé té

bao gan trén mé hinh chudt nhat tring gay viém gan man bang ethanol.
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KET LUAN

T céc két qua nghién cau vé doc tinh cap va tac dung bao vé té bao gan cua
Bao dudng can PC trén thuc nghiém, ching t6i rat ra mot sé két luan nhu sau:
1. Nghién ciru ddc tinh cip cia Bao dwong can PC
- Chua xac dinh duge LDsg trén chudt nhét tréng cua Bao duong can PC theo
duong ubng.
- Bao dudng can PC khong gay biéu hién doc tinh cip khi chudt udng dén licu

24,99/kg/ngay.

- Liéu dung nap t6i da (ludn nho hon liéu chét 50%) cua Bao duong can PC
cao gap 27,1 lan liéu dung dy Kién trén nguoi (tinh nguwoi I6n trudng thanh 50 kg,
hé s6 ngoai suy trén chudt nhdt 12, liéu dw kién trén nguoi la 3,84g/kg/ngay).

2. Nghién ciru tac dung bao vé té bao gan ciia Bao dwong can PC
2.1. Nghién ciru tac dung bao vé té bao gan cia Bdo dwong can PC trén mé hinh
chugt nhdt trdng gay viém gan do paracetamol

- Két qua nghién ctu tac dung bao vé té bao gan cua vién nén Bao dudng can
PC ¢ 2 muc liéu 0,92 g/kg/ngay va 2,76 g/kg/ngay trén md hinh thyc nghiém gay
viém gan cap bang paracetamol cho thay xu huéng cai thién cac chi s6 nghién cau
s0 voi 16 md hinh, bao gém: can ning gan twong ddi, hoat do transaminase (AST,
ALT) trong huyét thanh, ndng 6 MDA va GSH trong dich dong thé gan, mic do
ton thuong gan trén vi thé. Tac dung cia Bao dudng can PC 1 tac dung phu thudc
lidu, cu thé muc lidu 2,76 g/kg thé hién tac dung tét hon muc liéu 0,92 g/kg.

2.2. Nghién ciru tac dung bdo vé té bao gan cia Bdo dwong can PC trén mé hinh
chugt nhdt trang gay viém gan do ethanol

- Bao duong can PC licu 2,76 g/kg/ngay co tac dung bao vé té bao gan thong
qua 1am giam can ning gan twong ddi; giam hoat d6 AST, ALT, GGT; giam nong
d6 MDA, ting nong d6 GSH tai gan c6 ¥ nghia thong ké so voi 16 mé hinh va cai
thién cau triic vi thé gan ciia chudt nhat tring gy ton thuong gan do ethanol.

- Bao dudng can PC liéu 0,92 g/kg/ngdy c6 xu hudng tic dung bao vé té bao

gan trén mo hinh gay t6n thuong gan do ethanol.
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KIEN NGHI

Tur cac két qua nghién ctu vé doc tinh cap va tac dung bao vé té bao gan cua Bao

duong can PC trén thyc nghiém, chung t6i dé xuat mot sé kién nghi sau:

- Panh gia tic dung bao vé té bao gan cua Bao duong can PC trén mot sé6 mo

hinh thuc nghiém khac.

- Kién nghi thir nghiém Bao duong can PC trén 1am sang.
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Phu luc 1

QUY TRINH SAN XUAT TOM TAT VIEN NEN BAO PUONG CAN PC

I. THANH PHAN, PAC PIEM NGUYEN LIEU VA CONG THUC SAN

XUAT

Thanh phan Tén khoa hec Hﬁ_n_l frong Tiéu chuan
(miligam)

Cagai leo Herba Solani procumbensis 2625
Diép ha chau Herba Phyllanthi urinariae 1500
Hoang dang Caulis et Radix Fibraureae 500
Chi tu Gardenia jasminoides Ellis 485 Pat tiéu
Nhan tran Adenosma caeruleum R. Br. 333 chuan Dugc
Actiso Folium Cynarae scolymir 250 dién Viet
Hau phac nam Cortex Magnoriae officinalis 120 Nam xuat
Xa tién Semen Plantaginis 110 ban lan thir
Xuyén khung Rhizoma Ligustici watliehii 110 )
Ké huyét dang Spatholobus harmandii Gagnep. | 100 [45].
Nam moc huong | Saussurea lappa Clarke 100
Sai ho nam Bupleurum chinense DC 90
Hoang luc Zanthoxylum nitidum (Roxb.) DC | 70

Tat ca cac nguyén lidu dugc kiém tra tai phong kiém nghiém cua cong ty

theo tiéu chuan cua duoc dién Viét Nam V. Yéu cau phai dat trudce khi dua vao

San Xuat.

Ngay 6 vién, chia 2-3 lan (twong duong 38,4 g duoc liéu)




I1. XU LY NGUYEN LIEU:
1. Bao ché, ché bién:
Cac nguyén liéu duoc liéu duoc xtr ly, ché bién theo dugc dién Viét Nam V.
2. Chiét xuét cao dac:
2.1. Phuong phap chiét xuat
Phwong phap chiét nudc
2.2. Biéu kién chiét xuat
S6 lan chiét: 2
Ti 1€ dung moi: duoc ligu =7:1
Nhiét do chiét: 100°C
Thai gian chiét: 3h cho lan 1 va 2h cho lan 2
Pé lang va loc truéc khi co cao
2.3. Cb cao
Phuong phap co: ¢o hd, ap suat thuong
Nhiét d6 co: 100°C
Do 4m cao: cd vé cao c6 dd am 15 — 20%
3. Lam cao khé
Cao dic con néng duge do6 mong ra khay 16t nilon chéng dinh.
S4y & 80°C dén kho (khoang 50-60h); cao kho do am <= 2%.
Banh cao kho duoc bé v rdi nghién thanh bot min.

Ti I€ cao kho thu duoc dat 8,5% so vai duoc liéu.



I11. QUY TRINH BAO CHE VIEN NEN BAO PUONG CAN PC

Kiém tra cac théng tin
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TRUGONG DAI HOC Y HA NOI CONG HOA XA HOI CHU NGHIA VIET NAM o
BO MON DUQC LY Doc ldp — Tw do — Hanh phiic
GIAY XAC NHAN

V/v: Nghién civu tién lam sang
Kinh giri: Cong ty TNHH Dong Nam Dwogc Bio Dwong Can PC

Qua thoi gian nghién ctu tién 14m sang 01 san pham ctia Cong ty, thoi gian tién
hanh tir thang 4 — 6/2024:

San pham nghién ctru: Vién nén Bio duwdng can PC

Nghién ctru dwoc tién hanh tai B6 mén Dugc ly — Trudng Dai hoc Y Ha Noi, chiing
t61 d3 tién hanh céc nghién ctru sau v6i Vién nén Bio dwong can PC bao gom:

- DBoc tinh cép trén dong vat thue nghiém

- T4c dung bao vé gan trén mo hinh tdn thuong gan thuc nghiém bang paracetamol

va ethanol.
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TRUONG PAI HOC Y HA NOI
BO MON DUGC LY

KET QUA NGHIEN CUU POC TINH CAP VA

TAC DUNG BAO VE GAN CUA VIEN NEN
BAO PUONG CAN PC TREN MO HINH GAY
TON THUONG GAN TREN THUC NGHIEM

Noi tién hanh nghién ctru: B mon Dugce ly - Trudong Pai hoc Y Ha Noi
Thoi gian nghién ciru: 4/2024 - 6/2024
Nhoém nghién ctru:

1. TS. Tran Thanh Tung

2. TS. Tran Btc Hitu

3. TS. Mai Phuong Thanh

4. TS.Nguyén Thj Thanh Loan

5. BS. Nguyén Thi Ngoc Anh

Ha Nbi, 2024




1. POI TUONG VA PHUONG PHAP NGHIEN CUU
1.1. Péi twong nghién ctu
1.1.1. Sén phdm nghién ciru

- San phdm nghién ctru: Vién nén Bao dudng can PC dugc san xuét béi
Céng ty TNHH Bach Thao Duge. Cong ty chiu trach nhiém san phém: Cong
ty TNHH Péng Nam Dugc Bao Pudng Can PC. Lo 60 vién. S6 PKSP:
1007/2022/DKSP. San phdm nghién ctru dat tiéu chuan co sd.

- Thanh phan: Trong mdi vién cé chira 639,3 mg cao khd chiét xuat tir

hdn hop thao mdc:
Ca gai leo 2625 mg Hau phéac nam 120 mg
Diéphachiau 1500 mg Xa tién 110 mg
Hoang ding 500 mg Xuyén khung 110 mg
Chi tir 485 mg K& huyét ding 100 mg
Nhan tran 333 mg Nam mdc hwong 100 mg
Actiso 250 mg Sai ho nam 90 mg
Hoang luc 70 mg
Phu li¢u:

+ Chéit chdng dong vén: magnesium stearat, bot talc, calcium carbonat;
Chét 6n dinh: polyvinyl pyrrolidon (PVP K30);

+ Chit lam day: hydroxypropyl methyl cellulose; Chit lam béng:
polyethylen glycol 6000; Pham mau: titanium dioxid, brown HT, iron oxid black;

+ Chét bao quan: sodium benzoat; Chét don: microcrystallin cellulose.

- B4o quan thudc noi kho réo, tranh 4nh sdng mat troi truc tiép, nhiét do
< 30°C. S6 16 san xudt: 012023. Ngay san Xuét: 27/04/2023. Han st dung:
27/04/2026.

- Tré em trén 12 tudi va ngudi 16n ubng mdi 14n 3 vién, 2 1an/ngay.

- Chuén bi mau tht trong nghién ctru doc tinh cép: Hoa tan 13 vién nén
trong nude cit dén vira du 25 ml. Dung dich nay dung trong nghién ctru doc
tinh cdp va x4c dinh LDjs, cta vién nén Bao dudng can PC.
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1.1.2. Hod chit, dung cu va mdy méc phuc vu nghién ciru
Hod chét phuc vu nghién ciru

- Silymarin vién nang 54,1 mg, biét duoc Legalon® 70 Protect
MADAUS (MADAUS GmbH - buc). Han st dung: 31/7/2026. S6 16 san
xuét: 32103013.

- Cdn ethanol 700 ciia Cong ty TNHH hoa chét va trang thiét bi Y t& Thuan
Phét. Ngay san xuét: 22/02/2022. Han st dung: 5 nim ké tir ngdy san Xuét.

- Nuédc mubi sinh 1y Braun.

- Kit dinh lugng céc enzym va chit chuyén ho4 trong mau: ALT (alanin
aminotransferase); AST (aspartat aminotransferase); GGT, bilirubin toan
phan; albumin ctia hing Erba, dinh lugng trén may sinh héa ban tu dong Erba
ciia An P9.

- 5,5-Dithiol-bis(2-nitrobenzoic acid) (Sigma Aldrich, Germany).

- Acid thiobarbituric (Sigma Aldrich, Germany).

- Céc hoa chét 1am tiéu ban md bénh hoc dat tiéu chuén thi nghiém do
Khoa Giéi phiu bénh - Bénh vién E cung cip.

Dung cu, mdy mdc phuc vu nghién civu

- B6 dung cu phau thuét.

- Céan phén tich LX 220A ctia hang Precisa (Thuy Si).

- Micropipet ctia hing Eppendorf (Dirc).

- Méy ly tdm Eba 20 cta hang Hettich (D).

- May sinh ho4 ban ty dong Erba Chem 5x Semi Auto Biochemistry
Analyser (Puc).

- May HumanReader HS, Dtrc.

- M4y ly tAm Himac CT6e cta hing Himac, Nhat Ban.

- Kim dAu ti cho chudt ubng.

- Cdc chia vach, bom kim tiém 1ml.




1.1.3. Bong vit thuc nghiém

Chudt nhit tring ching Swiss, ca hai gidng, khoé manh, can nang 25-30g
do Vién Vé sinh dich t& Trung vong cung cap. Pong vat thi nghiém dugc nudi
trong diéu kién nhiét d6 duy tri 25 + 1°C, 40 4m khong khi va anh sang thich
hop. Pong vat thi nghiém dugce nudi bing thirc 4n tiéu chuén danh riéng cho
chudt nhit va duge udng nuéc ty do theo nhu cdu tai BO mén Dugce 1y,
Trudng Pai hoc Y Ha Noi.
1.2. Phwong phap nghién ciru
1.2.1. Nghién civu dbc tinh cdp ciia Bio dwong can PC

Nghién ctru doc tinh cép clia san phadm nghién ctru duge tién hanh trén
chudt nhét tring theo dudng ubng va x4c dinh LDs, theo phwong phap
Litchfied-Wilcoxon [1-3].

- Chudt nhét tring nhin d6i qua dém, dugc chia thanh cac 16 khac nhau,
mdi 16 10 con. Cho chudt udng san pham nghién clru v6i lidu ting dan dé xac
dinh lidu thip nhat gay chét 100% chudt va lidu cao nhét khong gdy chét
chudt (gay chét 0% chudt).

- Theo d&i tinh trang chung cua chudt, qua trinh dién bién bét diu c6 déu
hiéu nhidm doc (nhw ndn, co gidt, kich dong, bai tiét...) va so luong chudt
chét trong vong 72 gid sau khi udng san pham thi. T4t ca chudt chét duge md
dé dénh gia tén thuong dai thé. Tr d6 xdy dung dd thi tuyen tinh dé x4c dinh
LDs, ctia san phim thir. Sau d6 tiép tuc theo ddi tinh trang cia chudt dén hét
ngay thtr 14 sau khi ubng san pham thi.

1.2.2. Nghién ctru tdc dung béo vé gan ciia Bio duong can PC trén mo
hinh chugt nhit tring gy viém gan bing paracetamol

Phuong phéap gdy md hinh: Ubng paracetamol lidu duy nhit 400 mg/kg
[4, 5].

Chuot nht tring dugc chia ngau nhién thanh 5 16 nhu sau:

-L6 1 (ching sinh hoc): ubng nudce cit, 0,2 mL/10 g.

- 16 2 (md hinh): ubng nuée c4t 0,2 mL/10g + paracetamol 400 mg/kg
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- L6 3 (ching duong): ubng silymarin 140 mg/kg + paracetamol 400
mg/kg
- 16 4: ubng Bao dudng can PC lidu 1,44 viewkg (liéu tuwong duong véi
lidu 6 vién/ngay & nguedi, hé s6 quy d6i 12) + paracetamol 400 mg/kg
- L6 5: ubng Bao dudng can PC lidu 4,32 vien/kg (liéu twong dirong véi
liéu 18 vién/ngay ¢ nguoi, hé s6 quy déi 12) + paracetamol 400 mg/kg
Chudt duoc cho udng san phém thir hodic nude cét lién tuc vao cac budi
sang trong 10 ngay. Pén ngay thir 10, sau khi ubng thudc thir 2 gid (chudt
dugc nhin doi 16-18 gio trudce do), tién hanh gay tén thuong té bao gan bang
cach cho chudt tir 16 2 dén 16 5 ubng paracetamol lidu 400 mg/kg lidu duy
nhit. Céac chi sé nghién ciru dugc x4dc dinh sau 48 gio giy doc bang
paracetamol:
- Ly mau d6ng mach canh chudt dé x4c dinh hoat 46 enzym AST, ALT.
- Lay gan:
+ Cén trong luong gan
+ X4c dinh néng d6 MDA (malonyl dialdehyd), GSH (glutathion)
trong dich déng thé gan.
+ Quan sat hinh anh dai thé ctia gan & céc 16 chudt
- Giai phau md bénh hoc gan ctia 30% s6 chudt mdi 16. Céac xét nghiém
vi thé duge thuc hién tai Khoa Giai phiu bénh, Bénh vién E (do TS. Nguyén
Cong Trung doc két qua vi thé). Mitc d6 tbn thuong gan trén hinh anh vi thé
dugc danh gid dua theo thang diém nhu sau [6]:
diém 0 = mé hoc binh thudng.
didm 1 = tén thuong/viém té bao gan khu tri nhe hogc thwa thét.
didm 2 = tén thuong/viém té bao gan ving 3 (zone 3) ddng chu y.
diém 3 = tdn thuong/viém té bao gan ving 3 (zone 3) nghiém trong.
1.2.3. Nghién ciru tdc dung bdio vé gan ciia Bio dwong can PC trén mo
hinh chudt nhit triing gdy viém gan bing ethanol
Chudt nhét tréng duoc chia ngu nhién thanh 5 16, mdi 16 10 con:
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- L6 1 (chtng sinh hoc): udng nuéc cét, thé tich 20 ml/kg/ngay
- 1.6 2 (md hinh): udng ethanol + ubng nuée cit thé tich 20 ml/kg/ngay
S (ching duwong): udng ethanol + udng silymarin lidu 70
mg/kg/ngay

- L6 4: udng ethanol + udng Bao dudng can PC lidu 1,44 vién/kg/ngdy
(liéu twong dwong véi liéu 6 vien/ngdy & ngudi, hé s6 quy doi 12)

- Ld 5: ubng ethanol + ubng Bao dudng can PC licu 4,32 vién/kg/ngay
(liéu twong dwong véi liéu 18 vién/ngdy 6 nguoi, hé s6 quy doi 12)

Chudt tir 16 2 dén 16 5 duoc ubng ethanol hang ngay theo noéng dd ting
dan ting tudn (10%, 20%, 30%, 40%) véi thé tich cho udng 1a 10 ml/kg can
ning chudt. Mot gid sau khi udng ethanol, chudt duge ubng nudc cat/Bao
dudng can PC hodc chimg duong twong tng theo tirng 16. Chudt dugce ubng
ethanol va nuéc cit/Bao dudng can PC/chiung duong lién tuc trong 4 tuan.
Chu6t 16 1 duoc ubng nude cat, thé tich 20 ml/kg/ngay [7].

Tai thoi diém két thuc nghién ctu, 1Ay mau dong mach canh & tat ca céc
16 chuot d& xé4c dinh céc chi sé sinh hoa. LAy gan dé cén trong lugng, 1am xét
nghiém md bénh hoc va dinh lugng néng d6 malondialdehyd (MDA) va
glutathion (GSH) trong gan.

Cdc chi so ddnh gid:

- Céan nidng cta chudt dugc xac dinh tai thoi diém tru6c nghién ctru, sau
2 tudn va 4 tudn gy md hinh va ubng san phim nghién ctru.

- Xét nghiém hoat d AST, ALT, GGT, nong d albumin va bilirubin
toan phan trong mau chudt nhit tring.

- Pinh luong ndng d6 MDA (malonyl dialdehyd), GSH (glutathion)
trong dich ddng thé gan chudt nhét tring [8],[9].

- Giai phAu mé bénh hoc gan ciia 30% s& chudt mdi 16. Cac xét nghiém
vi thé duoc thuc hién tai Khoa Giai phu bénh, Bénh vién E (do TS. Nguyén
Coéng Trung doc két qua vi thé).
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1.3. Phan tich va xit Iy s6 liéu
Phén tich théng ké duogc thuc hién béng cach st dung SigmaPlot 12.0
(SYSTAT Software Inc, Richmond, CA, USA). Két qua dugc biéu thi dudi
dang gi4 tri trung binh = SD. Su khéc biét gifta cac nhém duge danh gia béang
phuong phép phén tich phuong sai mot yéu td (ONE WAY ANOVA) sau d6
str dung test hau kiém Student-Newman-Keuls dé so sanh tirng cp.
Céc sb liéu trong nghién ctru doc tinh cap duge xir Iy thdng ké theo
phuong phap xé4c dinh LDs, theo phuong phép Litchfied - Wilcoxon.
Su khac biét ¢6 y nghia thdng ké khi p<0,05.
2. KET QUA NGHIEN CUU
2.1. Két qua nghién ciru djc tinh cAp ciia Bao duong can PC trén thiye
nghiém
Chudt nhét tring dugc udng Bao dudng can PC tir lidu thdp nhit dén
Jidu cao nhat véi thé tich 25 ml/kg/1an, 3 14n trong 24 gid. Theo ddi thdy chudt
ubng Bao dudng can PC & cic mic lidu khong xudt hién triéu ching bt
thudng nao trong 72 gid sau khi ubng san phim nghién ctu.
Bang 1. Két qua nghién ciru dc tinh cAp theo licu

cia Bio duwong can PC

Ché a6 liéu S6 lwong Déu hiédu bat
L6 chugt | n .
(vién/kg) chuot chét thwong khac
Lo1 10 13 vién/kg 0 Khong
L62 10 26 vien/kg 0 Khong
Lo63 10 39 vién/kg 0 Khong

Két qua Bang 1 cho thdy: cac 16 chudt udng lidu trr 13 vienkg dén ligu
t5i da 39 vién/kg khong ¢6 bidu hién doc tinh cAp. Tir Bang 1 tinh dugc liéu
dung nap i da (ludn nhé hon lidu chét 50%) cua Bao dudng can PC cao gip
27,1 14n lidu ding du kién trén ngudi (tinh nguoi 1om truong thanh 50 kg, hé

s6 ngoai suy trén chudt nhdt 12, liéu dw kién trén nguoi la 6 vién/ngay).
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2.2. Tac dung bao vé gan ctia Bio duwong can PC trén m6 hinh chudt nhit

trfmg gay ton thwong gan bing paracetamol

Bang 2. Anh hwéng ciia Bdo dwdng can PC dén trong lrong gan chudt

Can ning gan tuong ddi
L6 nghién ctru ,
(g/10g thé trong)
Chting sinh hoc 0,47 +£0,07*
Mb hinh 0,76 £ 0,15
Silymarin 0,65+ 0,10
Béao dudng can PC lidu 1,44 vién/kg 0,71 £0,11
Bao dudng can PC lidu 4,32 vién/kg 0,64 + 0,09*

*p<0,05; **p<0,01; ***p<0,001: so v&i 16 md hinh

Két qua nghién clru & Bang 2 cho thdy, trong lugng gan chudt & 16 mo
hinh ting cao dang ké so véi 16 chimg sinh hoc (p<0,05). Trong lugng gan
chudt & céc 16 udng silymarin va Bao dudng can PC ¢6 xu huéng giam so vdi
16 m6 hinh, su khac biét cé y nghia théng ké duoc quan st ‘théy & 16 udng
thudc thir lidu cao (p<0,05).

Béng 3. Anh hwéng ciia Bio duwong can PC dén mic d6 huy hoai té bao gan

Lo nghién ciru AST (UI/L) ALT (UI/L)
Chirng sinh hoc 141,36 £ 36,60%** 60,55 &+ 19,15%+*
M5 hinh 578,86 £ 151,21 401,71 £ 126,42
Silymarin 405,33 £ 102,03* 302,33 + 81,69
Béao dudng can PC 4 "

" . 415,00 £ 135,14* 393,75+ 90,41
liéu 1,44 vién/kg
Béao dudng can PC

. . 263,00 £ 69,43%** 243,50 + 79,52*
liéu 4,32 vién/kg

*p<0,05; **p<0,01; ***p<0,001: so v&i 16 md hinh
#9<0,05; #p<0,01; #¥p<0,001: so v6i 16 ubng Bao dudng can PC lidu 4,32 vién/kg/ngay




Két qua & Bang 3 cho thay:

- L6 md hinh: hoat d6 cdc enzym gan ting cao rd rét so véi 16 chimg sinh
hoc (p<0,001).

- L6 ubng silymarin: hoat do cc enzym gan c6 xu huéng giam so voi 16
mo6 hinh, trong d6 hoat 0 AST giam c6 y nghia thdng ké (p<0,05).

- L6 udng Bao dudng can PC:

+ Lidu cao: hoat d AST, ALT déu giam c6 y nghia thdng ké so véi 16
md hinh véi gia tri p<0,001 va 0,05, twong ung.

+ Liéu thép: hoat d6 transaminase c6 xu hudng giam so v6i 16 m6 hinh,
trong d6 hoat do AST giam c6 y nghia théng ké (p<0,05).

+ Bao dudng can PC lidu 4,32 vien/kg thé hién tac dung ha transaminase
t6t hon lidu 1,44 vién/kg. |

Bang 4. Anh hwéng ciia Bao dudng can PC dén ndéng a6 MDA trong gan

L6 nghién ciru MDA (nmol/100 mg gan)
Chung sinh hoc 33,79 + 4,84*

M5 hinh 40,07 + 6,84
Silymarin 32,04 + 6,16*

Bao dudng can PC lidu 1,44 vién/kg 31,99 + 5,10%

Bao dudng can PC lidu 4,32 vién/kg 30,75 + 5,64%*

*p<0,05; **p<0,01; ***p<0,001: so v&i 16 md hinh

S6 liéu & Bang 4 cho théy, ndng d6 MDA ting cao 1d rét 6 16 md hinh so
v6i 16 chimg sinh hoc (p<0,05). Silymarin va Béo dudng can PC & ca 2 mic
lifu nghién ctru déu lam giam dang ké nong d6 MDA so véi 16 md hinh
(p<0,05 hodc 0,01). Khong c6 sy khic biét khi so sanh ndéng d6 MDA trong
dich ddng thé gan giita hai 16 ubng Bao dudng can PC (p>0,05).




Bang 5. Anh hwéng ciia Bdo dwong can PC dén

ndng d6 glutathion trong gan

L6 nghién ciru GSH (ug/100 mg gan)
Chirng sinh hoc 1072,79 £ 119,36**
MBS hinh 818,46 £ 161,90
Silymarin 894,80 + 258,02

Bao dudng can PC lidu 1,44 vién/kg

982,72 £ 196,26

Bao dudng can PC lidu 4,32 vién/kg

962,27 + 116,41

*p<0,05; **p<0,01; ***p<0,001: so voi 16 mo hinh

Két qua & Bang 5 cho thiy, Bao dudng can PC & ca hai muc liéu nghién

ciru ¢6 xu hudéng lam tang ndng dd GSH trong dich ddng thé gan, tuy nhién

su khéc biét 1a chua c6 y nghia thdng ké khi so sanh v6i 16 mé hinh (p>0,05).

Bang 6. Diém tén thwong gan trén hinh 4nh vi thé

Lo nghién ciru

Piém tén thwong

MAu 1 Mau 2 Mau 3 Téng diém
Chtrng sinh hoc 0 i 1 2
M5 hinh 3 3 1 7
Silymarin 1 0 3 4
Bao duong can PC 0 3 3 6
lidu thap
Bao duong can PC 1 0 2 3
lidu cao
9




Hinh 1. Hinh anh gan 16 chitng sinh hoc (#BVG01) (HE x 400)
M5 gan & cAu triic md hoc, rai réc it & viém trong khoang cira va tiéu thiry. Khong thiy xo

gan hodc hoai tir. Khong théy & mat (Piém 0)

Hinh 2. Hinh &nh vi thé gan 16 chirng sinh th #BVGO02) (HE x 400)
M5 gan 18 cdu tric md hoc, rai rac & viém trong khodng cira va tiéu thiry. Khong thiy xo

gan hoic hoai tir. Khong thdy & mat (Piém 1)

- 5

Hinh 3. Hinh anh gan 16 mé hinh (#BVG18) (HE x 400)
M5 gan hoai tir lan rong chiém 60% dién tich, nhidu & viém khoang cira va tiéu thiy.

Khong thay xo gan, khong & mat (Diém 3)

10




Hinh 4. Hinh 4nh gan 16 mé hinh (#BVG22) (HE x 400)

Mo gan 6 ciu triic mo hoc, rai rc 6 viém trong khoang cira va tiéu thiry. Khong thay xo

E

gan. Khong thiy & mat (Piém 1)

Hinh 5. Hinh 4nh gan 16 silymarin (#BVG23) (HE x 400)
Mb gan ¢6 hoai tir viém khu tra véi nhidu bach ciu da nhan trung tinh, chiém 2% dién tich
gan, hinh thai hoai tir khéng phu hop hoai tir do thudc. C6 ting xAm nhip viém khoéang cira

va tidu thiry. Khong thdy & mat hogc xo gan Piém 1)

Hinh 6. Hinh 4nh gan 16 udng silymarin (#BVG25) (HE x 400)
MBb gan hoai tir lan rong chiém 40% dién tich, nhidu 4 viém khoang cira va tiéu thiy.
Khong thdy xo gan, khong & mét (Diém 3)
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Hinh 7. Hinh 4dnh gan 16 udng silymarin (#BVG27) (HE x 400)

M5 gan 3 cAu triic mo hoc, rai rac it 6 viém trong khodng ctra va ticu thuy. Khong thay xo

gan hojc hoai tir. Khong thiy & mét (Diém 0)

Hinh 8. Hinh 4nh gan 16 udéng Bio dwdng can
(HE x 400)

M5 gan 15 cAu triic mo hoc, rai rdc 6 viém trong khoang ctlra va ti€u thay. Khéng thay xo

PC 4,32 vién/kg (#BVG35)

gan hodc hoai tir. Khong thdy & mat (Diém 1)

¥

Hinh 9. Hinh 4nh gan 16 Bio dudng can PC 4,32 vién/kg (#BVG37)
(HE % 400)
MBb gan b cdu triic mb hoc, rai réc it b viém trong khodng ctra va tiéu thuy. Khong thdy xo
gan hodc hoai tir. Khong thdy & mat (Diém 0)
12




Hmh 10 Hinh anh gan lo Bdo dlfO'ng can PC 4 32 V1en/kg' (#BVG39)
(HE x 400)
M5 gan c6 hoai tir viing, chiém 5% dién tich. Viém r5 & khoang 50% khoing ctra va tiéu
thity. Khong thay & mat hoic xo gan (Piém 2)

Hinh 11 H‘mh anh gan 16 Bao dlr0’ng can PC 1,44 vién/kg (#BVG46)
(HE x 400)
M5 gan 18 chu tric md hoc, rai rac it 4 viém trong khoang clra va tidu thily. Khong thiy xo
gan hodc hoai tr. Khong the“iy &t mat (Piém 0)

Hinh 12. Hinh 4nh gan 16 Bdo dwong can PC 1,44 vién/kg (#BVG48)
(HE x 400)
M5 gan hoai tir lan rong chiém 60% dién tich, nhiéu 8 viém khoang cira v tiéu thity.
Khéng thiy xo gan, khong & mét (Diém 3)
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2.3. Tdc dung bio vé gan ciia Bdo dwong can PC trén mé hinh chudt nhit

tring gy tén thwong gan bing ethanol

2.3.1. Anh hwéng ciia Bio dwong can PC dén cdn ning chut nhdt gdy ton

thurong gan bang ethanol

Bing 7. Anh huéng ciia Bdo duong can PC trén cin ning

ciia chudt nhat trang tai cic thoi diém nghién ciru

Can ning (gam)
L6 chudt ; 5
Trwéc nghién citu | Sau 2 tuian Sau 4 tuin

Chuing sinh hoc 29,20 + 1,75 38,00 £ 3,50* | 44,60 + 5,38*
M&b hinh 27,80 £ 1,81 29,80 +5,33 | 36,50+ 5,42
Silymarin

N 27,20+ 2,15 34,80 £5,07 | 42,50+6,57
litu 70 mg/kg/ngay

Bao duong can PC

P . 27,70 £ 1,64 32,70 £ 6,36 | 38,00+ 6,96
liéu 1,44 vién/kg/ngay

Bao dudng can PC

3 _ 28,50 1,78 37,40 £6,26*% | 41,60 +7,28
liéu 4,32 vién/kg/ngay

*p<0,05; **p<0,01; ***p<0,001: so v&i 16 mo hinh

Két qua Bang 7 cho thy:

- Tai thdi diém trude khi gy md hinh viém gan do ethanol, can nédng
chu6t khong c6 su khac biét gitta cac 16 nghién ctru (p>0,05). Sau 2 tudn va 4
tudn gdy mo hinh, cin ning cia chudt 16 ching sinh hoc ting c6 y nghia
thdng ké so vé4i 16 mo hinh (p<0,05).

- Tai thoi diém sau 2 tudn gdy md hinh, c4n ning chudt cua 16 ubng
silymarin liu 70 mg/kg/ngay va 16 ubng Bao duong can PC lidu 1,44
vién/kg/ngay khong cé su khac biét c6 y nghia théng ké so v4i 16 md hinh
(p>0,05). Cén nang chudt cta 16 ubng Bao dudng can PC lidu 4,32
vién/kg/ngay ting c6 y nghia thdng ké so v6i 16 mo hinh (p>0,05).

- Tai thoi diém sau 4 tudn gdy mo hinh, cin ndng chudt cia 16 udng
silymarin liéu 70 mg/kg/ngay va 16 ubng Bao dudng can PC lidu 1,44 va 4,32
vién/kg/ngay khong cé su khac biét c6 y nghia théng ké so v6i 16 md hinh
(p>0,05).
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2.3.2. Anh huéng cia Bdo dwong can PC dén cén ning gan chudt nhit

tring gdy ton thwong gan bing ethanol
Bang 8. Anh huéng ciia Bio dwong can PC dén cin ning gan

ciia chugt nhat tring

CAn ning gan twong ddi

L6 chudt 7 !

(g/10g thé trong) |

Chtng sinh hoc 0,31 £ 0,05%**
M3 hinh 0,50 + 0,06 3‘3 *‘
Silymarin liéu 70 mg/kg/ngay 0,34 + 0,06%** ';:F |

Bao dudng can PC lidu 1,44 vién/kg/ngdy 0,45 + 0,10 Nc)

Bao dudng can PC liéu 4,32 vién/kg/ngdy 0,36 + 0,05%** .z; ;\
*p<0,05; **p<0,01; ***p<0,001: so v4i 16 md hinh |
#5<0,05; #p<0,01; #p<0,001: so v&i 16 ubng Bao dudng can PC lidu 4,32 vién/kg/ngay |
Két qua Bang 8 cho thay: ’

- Tai thoi diém két thuc nghién ctru, c4n ning gan tuong ddi ctia chudt 16 | :l_'r

mo hinh ting rd rét so vdi 16 chiing sinh hoc, su khac biét c6 y nghia théng ké \\'h*l'\’
v6i p<0,001. i)

- Silymarin liéu 70 mg/kg/ngdy va Bao dudng can PC liéu 4,32 1
vién/kg/ngay 1am giam cé y nghia théng ké trong luong gan tuong d6i cia
chudt so v4i 16 mo hinh (p<0,001).

- Bao dudng can PC lidu 1,44 vién/kg/ngdy c6 xu huéng lam gidm trong
lugng gan tuong d61 cua chudt so v6i 16 md hinh, tuy nhién sy khac biét

khoéng cé y nghia théng ké (p>0,05).
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2.3.3. Anh huéng ciia Béo dwimg can PC dén mirc dp huy hogi té bao gan

ciia chudt nhit tring gay ton thiong gan bing ethanol

Bang 9. Anh hwéng ciia Bao dwdong can PC dén hoat d9 AST va ALT

trong mau chudt nhat tring

Lo chudt Hoat @6 AST (UI/L) | Hoat d ALT (UI/L)

Chung sinh hoc 118,80 = 19,18%** 47,60 £ 6,65*
M& hinh 163,00 + 30,82 60,90 + 7,84
Silymarin

% + ko + %
3070 mefke/ngly 126,40 + 20,00 49,60 £ 6,22
Béao dudng can PC

b + * + ~
lidu 1,44 vien/kg/ngay 141,20 £ 28,46 52,80 .14,63
Béao dudng can PC

N + k% ] + kk
lidu 4,32 vién/kg/ngay 121,60 £ 14,26 43,90 + 10,63

*p<0,05; **p<0,01; ***p<0,001: so v&i 16 md hinh
#p<0,05; #5<0,01; ¥ p<0,001: so véi 16 udng Bao dudng can PC lidu 4,32 vién/kg/ngay
p p

Két qua Bang 9 cho thay:

- Tai thoi diém két thiic nghién ctru, xét nghiém dénh gid muc do hiy

hoai t€ bao gan hoat & AST va ALT trong mau chudt 16 mé hinh téng rd rét

50 v6i 16 chimg sinh hoc, su khac biét ¢6 y nghia théng ké véi p<0,05.

- Silymarin liéu 70 mg/kg/ngay va Béao dudng can PC lidu 1,44

vién/kg/ngay va liéu 4,32 vién/kg/ngay 1am giam c6 y nghia thdng ké hoat do

AST trong mau chudt so v4i 16 md hinh (p<0,05).

- Silymarin liéu 70 mg/kg/ngay va Béao dudng can PC lidu 4,32
vién/kg/ngay lam gidm cé y nghia thdng ké hoat d ALT trong mau chudt so
v6i 16 md hinh (p<0,05). L6 chudt udng Bao dudng can PC lidu 1,44

vién/kg/ngdy c6 xu huéng giam hoat @ ALT trong méau chudt so v6i 16 md

hinh, tuy nhién sy khac biét khong c6 y nghia théng ké (p>0,05).
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Bing 10. Anh hudng cia Bio dwong can PC dén hoat 40 GGT

trong mau chudt nhit tring

L6 chudt Hoat do GGT (UIVL)
Chumng sinh hoc 7,40 £ Q,87%**
Mo hinh 13,32 + 3,03
Silymarin liéu 70 mg/kg/ngay 9,50 £ 1,64%**
Bao duong can PC liéu 1,44 vién/kg/ngay 10,54 +2,18**
Bao dudng can PC lidu 4,32 vién/kg/ngay 9,03 + 1,77%***

#p<0,05; **p<0,01; ***p<0,001: so v6i 16 md hinh
#p<0,05; #5<0,01; ™ p<0,001: so v6i 16 ubng Bao dudng can PC lidu 4,32 vién/kg/ngay

Két qua Bang 10 cho thay:

- Tai thdi diém két thic nghién ctru, hoat 6 GGT trong mau chudt 16 md hinh
ting rd rét so v6i 16 chimg sinh hoc, su khéc biét ¢6 y nghia théng ké véi p<0,001.

- Silymarin liéu 70 mg/kg/ngdy va Bao dudng can PC lidu 1,44
vién/kg/ngay va lidu 4,32 vién/kg/ngdy lam giam c6 ¥ nghia théng ké hoat d6
GGT trong mau chudt so véi 16 mo hinh (p<0,001).

2.3.4. Anh hwéng ciia Bio dwong can PC dén chikc ning gan ciia chudt
nhdt tring gay ton thirong gan bing ethanol
Bing 11. Anh huéng ciia Bao dwong can PC dén nong dd bilirubin toan

phin va ndng d6 albumin trong mau chudt nhit tring

R ' Nong d§ bilirubin Noéng d6 albumin
L6 chuot . "
_ toan phan (pmol/L) (g/dl)
Chung sinh hoc : 8,67 £0,62 2,40+ 0,27
Mo hinh 8,46 £ 0,76 2,72 +£0,15
Silymarin liéu 70 mg/kg/ngay 8,80 + 0,97 2,52 £0,23
Bao duong can PC
B i 8,41 £ 0,82 2,63 +0,30
liéu 1,44 vién/kg/ngay
Bao dudng can PC
R . . 8,55+0,73 2,69 £0,31
lieu 4,32 vién/kg/ngay

*p<0,05; **p<0,01; ***p<0,001 : so v&i 16 mo hinh
#5<0,05; #p<0,01; #¥p<0,001: so v6i 16 Bio dudng can PC lidu 4,32 vién/kg
Két qua Bang 11 cho thiy ndng d6 bilirubin toan phan va ndng do albumin

trong mau chudt khdng c6 su khac biét gitra cac 10 nghién ctru (p>0,05).

17

NT
2L

e e

/8 Vet - W -

o Y
e



2.3.5. Anh hwong ciia Bao dwong can PC dén nong do MDA va GSH trong

gan chudt bi gdy ton thwong gan bang ethanol
Bang 12. Anh huéng ciia Bio dwong can PC dén ndng d6 MDA

trong gan chugt nhit tr{ing

o Noéng d6 MDA Nong d6 GSH
L6 chuot
) (nmol/100 mg gan) (ng/100 mg gan)

Chtng sinh hoc 25,45 + 4,92%* 1068,35 + 180,52%*
M6 hinh 38,47 +3,23 711,95 + 204,48
Silymarin
lidu 70 me/kg/ngdy 29,90 + 7,69* 1055,72 + 187,54%**
Béao dudng can PC
lidu 1,44 vien/kg/ngdy 33,42 + 10,41 914,92 + 239,69
Bdao duong can PC
lidu 4,32 vien/kg/ngly 26,98 + 6,37* 1099,82 +219,80%*

*p<0,05; **p<0,01; ***p<0,001: so v4i 16 m6 hinh
#p<0,05; #p<0,01; ¥ p<0,001: so v&i 16 udng Bao dudng can PC lidu 4,32 vién/kg/ngay

Két qua Bang 12 cho thiy:

- Tai thoi diém két thic nghién ctu, ndng d6 MDA trong gan chudt 16
mb hinh ting so véi 16 chimg sinh hoc, su khac biét ¢é y nghia théng ké vdi
p<0,01. Nong d6 GSH trong gan chudt 16 mé hinh giam so v&i 16 chtng sinh
hoc, su khéc biét c6 y nghia théhg ké véi p<0,01.

- Silymarin liéu 70 mg/kg/ngdy va Bao dudng can PC liéu 4,32
vién/kg/ngay 1am giam c6 y nghia thdng ké néng d6 MDA va ting c6 ¥ nghia
thng ké ndng d6 GSH trong gan chudt so véi 16 md hinh (p<0,05).

- Béo dudng can PC lidu 1,44 vién/kg/ngdy c6 xu huéng 1am giam ndng
d6 MDA va tiang néng d6 GSH trong gan chudt so véi 16 mé hinh, tuy nhién
su khac biét khong c6 ¥ nghia théng ké (p>0,05).
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2.3.6. Hinh énh dai thé va vi thé gan ciia chudt nhit trang

Hinh 13. Hinh 4nh gan 16 chitng sinh hoc (chudt #01) (HE x 400)

Mb gan 13 cu triic mo hoc, rai rac it & viém trong khoang cira va tiéu thity. Khong thay xo gan

hozc hoai tir. Khong thiy thoi ha m&. Khong thy & mat. M6 gan trong gidi han binh thudng

Hinh 14. Hinh 4nh vi thé gan 16 chirng sinh hoc (chudt #03) (HE x 400)

Mb gan rd céu tric md hoc, rai rac it 6 viém trong khoang cira va ticu thury. Khong thay xo gan

hozc hoai tir. Khong thdy thoai héa m&. Khong thay & méat. Mb gan trong giéi han binh thudng

Hinh 15. Hinh anh vi thé gan 16 chig sinh hoc (chuét #04) (HE x 400)

MO gan rd ciu trac md hoc, rai rac it 6 viém trong khoang cira va tiéu thity. Khong thay xo gan

hodc hoai tir. Khong thdy thoai héa m&. Khéng thdy r mat. Mb gan trong gidi han binh thudng
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Hinh 16. Hinh dnh gan 16 m6 hinh (chuét #13) (HE x 400)
Mb gan 15 cu tric md hoc, rai réc it & viém trong khoang ctra va tiéu thity. M6 gan c6 i
thoai héa hdc ning. Khong thiy xo gan hodc hoai tir. Khong thdy thoi héa m&. Khéng |

thdy & mat

- ' NI

Hinh 17. Hinh dnh gan 16 m6 hinh (chuét #15) (HE x 400) f Q

i

4 X e » ) x iR N reo1a A I\

Mb gan rd cau tric md hoc, rai ric it 6 viém trong khoang cira va ti€u thity véi thanh phén W %"
" " \ Y i
t€ bao viém chu yeu 1a lympho bao, it bach cdu da nhin. M6 gan c6 thodi héa hoc nhe. V&Vj
=/|

Khéng thdy xo gan hoic hoai tir. Khong thiy thodi héa m&. Khong thdy & mat

Hinh 18. Hinh anh gan 16 m6 hinh (chudt #18) (HE x 400) |

Mb gan rd cau triic md hoc, rai rdc it 6 viém trong khoéng cira va tiéu thiry. M6 gan thodi hoa \
B A £ = . N £ s A n £ % A \
hdc ning. Khong thay xo gan hodc hoai tir. Khong thay thoai hdéa md. Khong thay &r mét \
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Hinh 19. Hinh dnh gan 16 silymarin (chudt #21) (HE x 400)

Mb gan 13 cau tric md hoc, rai rdc it 6 viém trong khodng cira va ticu thity. M6 gan c6 thodi

héa hdc nhe. Khong thiy xo gan hoic hoai tir. Khong thdy thoi héa m&. Khong thdy &r mat

Hinh 20. Hinh dnh gan 16 udng silymarin (chudt #22) (HE x 400)

Mb gan rd ciu trac md hoc, rai rac it 6 viém trong khoang ctra va tiéu thuy. Mo gan co

thoai héa héc nhe. Khong thiy xo gan hodc hoai tir. Khong thiy thoi héa m&. Khong thiy

U mat

Hinh 21. Hinh 4nh gan 16 udng silymarin (chudt #23) (HE x 400)
M6 gan 13 cAu triic mé hoc, rai réc it & viém trong khoang cira va tiéu thity. M6 gan thodi hoa

héc ning. Khong thdy xo gan hodc hoai tir. Khong thdy tho4i héa md. Khéng thdy @ mat
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Hinh 22. Hinh 4nh gan 16 udng Bio dwdng can PC 1,44 vién/kg
(chudt #32) (HE x 400)

MBb gan 18 cau triic mo hoc, rai rac it 6 viém trong khodng ctra va ti€u thay. Mo gan thodi héa

héc niang. Khong thiy xo gan hoc hoai tir. Khong thdy thodi héa m&. Khong thiy & mat

A T % AT

Hinh 23. Hinh anh gan 16 Bido dwdng can PC 1,44 vién/kg
(chuot #34) (HE x 400)
MO gan rd chu triic md hoc, rdi réc it 8 viém trong khoang cira va tiéu thity. M6 gan thoéi

4i h6a m&. Khong thay &r mat

% E e pe e

hoéa héc nhe. Khong thiy xo gan hogc hoai tir. Khong thay tho

Hinh 24. Hinh 4nh gan 16 Bio dudng can PC 1,44 vién/kg
(chudt #35) (HE x 400)
Mb gan 18 cAu tric md hoc, rai rac it b viém trong khoang ctra va tiéu thity. Mb gan thoai

hoéa héc nhe. Khong thiy xo gan hoic hoai tir. Khong thdy thoai h6a m&. Khong thdy & mat
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Hinh 25. Hinh dnh gan 16 Bio dwong can PC 4,32 vién/kg
(chudt #41) (HE x 400)

M6 gan rd cau tric md hoc, rdi rac it 6 viém trong khoang cira va ticu thuy. M6 gan co

thoai héa hdc nhe. Khong thiy xo gan hodc hoai tir. Khéng thiy thoai héa m&. Khong thdy

U mét

Hinh 26. Hinh dnh gan 16 Bio dwong can PC 4,32 vién/kg
(chugt #42) (HE x 400)
Mb gan rd cdu triic md hoc, rai réc it 6 viém trong khodng ctra va tiéu thiy. M6 gan thodi

hoa héc nhe. Khong thiy xo gan hoc hoai tir. Khong thy thoai h6a m&. Khong thiy & mat

Hinh 27. Hinh dnh gan 16 Bao duong can PC 4,32 vién/kg
(chudt #43) (HE % 400)

Mo gan 18 ciu triic mo hoc, rdi ric it 6 viém trong khodng ctra va ti€u thiy. M6 gan thodi héa

héc ning. Khong thdy xo gan hofc hoai tir. Khong thiy thoai héa m&. Khong thay & mét
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KET LUAN

Nghién ciru doc tinh cap ciia Bdo dwong can PC:

- Chua xé4c dinh duoge LDs, trén chudt nhit tring cia Bao dudng can PC
theo dudng udng.

- Bao dudng can PC khong gy biéu hién doc tinh cdp khi chudt udng
dén lidu 39 vién/kg.

- Liéu dung nap téi da (luén nhé hon liéu chét 50%) ciia Bao dudng can
PC cao gip 27,1 lé‘m lidu ding du kién trén ngudi (tinh nguoi lén trudng
thanh 50 kg, hé s6 ngoai suy trén chudt nhét 12, lidu du kién trén nguoi la 6
vién/ngay).

Nghién ctru tdc dung bdo vé gan cia Bio dwong can PC trén mé hinh
chudt nhit tring gdy viém gan do paracetamol:

- K&t qua nghién ctu téc dung bao vé gan cla vién nén Bao dudng can
PC & 2 mic liéu 1,44 vién/kg/ngdy va 4,32 vién/kg/ngay trén mo6 hinh thyc
nghiém gay viém gan cip bing paracetamol cho thiy xu huéng cai thién céc
chi sé nghién ctru so v6i 16 md hinh, bao gdm: can ning gan tuong ddi, hoat
d6 transaminase (AST, ALT) trong huyét thanh, ndng &6 MDA va GSH trong
dich ddng thé gan, muc d6 tén thwong gan trén vi thé. Tac dung ctia Bao
dudng can PC 1a tic dung phu thudc lidu, cu thé muc lidu 4,32 vién/kg thé
hién tac dung t6t hon miic lidu 1,44 vién/kg.

Nghién ctru tac dung bao vé gan clia Bao dwong can PC trén mo hinh
_chudt nhit tring giy viém gan do ethanol:

- Béo du‘c‘mg can PC liéu 4,32 vién/kg/ngdy cé tic dung bao vé gan thong
qua lam gidm cAn ning gan tuong ddi; giam hoat o AST, ALT, GGT; giam
ndng d6 MDA, ting ndng d6 GSH tai gan c6 y nghia théng ké so véi 16 md
hinh va cai thién cdu tric vi thé gan ctia chudt nhit tring gy ton thuong gan
do ethanol.

- Bao dudng can PC lidu 1,44 vién/kg/ngay c6 xu hudng tac dung bao vé
gan trén md hinh gay tén thuwong gan do ethanol.
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