BO GIAO DUC VA PAO TAO BO Y TE

HOQC VIEN Y DUQC HQC CO TRUYEN VIET NAM

CHOC CG
Q' Ry .
4© &,

n

TRAN PUC QUANG HUY

NGHIEN CUU POC TiNH BAN TRUONG DIEN
VA TAC DUNG CUA CAO KHO “THANG THANH
GIANG TROQC ” TREN MO HINH BENH THAN
MAN BANG ADENIN

LUAN VAN THAC SY

HA NOI - 2024




BO GIAO DUC VA PAO TAO BO Y TE
HOC VIEN Y DUQC HQC CO TRUYEN VIET NAM

CHOCCG,,
o P""e‘i,

TRAN PUC QUANG HUY

NGHIEN CUU PQC TINH BAN TRUONG DIEN
VA TAC DUNG CUA CAO KHO “THANG THANH
GIANG TROQC ” TREN MO HINH BENH THAN
MAN BANG ADENIN

Chuyén nganh : Y hoc ¢d truyén

Mai sb : 8720115

LUAN VAN THAC SY

Nguwoi hwéng din khoa hoc
Huéng din 1 : PGS.TS. Lé Thi Thanh Nhan
Huéng din 2 : TS. Pham Thiy Phuong

HA NOI - 2024




LOI CAM ON

Hoan thanh lugn van nay, véi tat ca 1ong kinh trong va biét on sdu sdc, ti xin
e Qui 101 cam on dén Pang iy, Ban Gidm doc, Phong Dao tao sau dai hoc, cac Bg
mén, khoa phong Hoc vién Y Durgc hoc Co truyén Viét Nam, la noi truc tiép dao tao va
tdn tinh giip d& 101 trong qué trinh hoc tdp, nghién cizu dé hoan thanh ludn van.

Toi xin bay té long kinh trong va biét on sdu sdc téi Thay thudc wu ti
PGS. TS. Lé Thi Thanh Nhgn cing véi TS. Pham Thuy Phiwrong, hai nguoi thay
huéng ddn luén theo sdt, thiong xuyén giip d&, cho t6i nhiéu y kién quy bau, sat
thyrc trong qua trinh hoc tap, nghién ciu dé hoan thanh ludgn van.

Toi xin tran trong cdm on Ban Gidm doc, B6 mén Duoc Iy - Hoc vién
Quan Y quan tam, tgo diéu kién tot nhdt cho toi trong viéc nghién ciu, thu thdp,
hoan thién s6 liéu d@é hoan thanh dé tai.

T6i xin duwoC Quri 101 cdm on dén cac thdy, cac cd trong Héi dong thong qua dé
cuong ludn vin da cho téi nhiéu y kién quy bau trong qué trinh hoan thién ludn van nay.

Toi v cung biér on gia dinh, ban be, anh chi em dong nghiép da déng vién,
giip do t6i trong suot qud trinh hoc tdp, nghién cizu va hoan thanh ludn van.

Mdc dit dd ¢é gang rat nhiéu, nhung ludn van khéng tranh khéi nhiing thiéu
s6t; tac gid rat mong nhdn duwoc sw thdng cam, chi dan, givip do va déng gdp ¥ kién
cua cac nha khoa hoc, ciia quy thay ¢, cac can bg quan Iy va cac ban dong nghiép.

Xin trén trong cam on!



LOI CAM POAN

T6i tén 1a Tran Puc Quang Huy, hoc vién cao hoc khoa 15 chuyén nganh Y
hoc ¢o truyén xin cam doan:

1. Pay 1a luan vin do ban than tdi truc tiép thuc hién dudi sy huéng dan caa
PGS. TS. L& Thi Thanh Nhan va TS. BSCKII. Pham Thuy Phuong.

2. Cong trinh nay khong tring lap voi bat ky nghién ciru nao khac da cong bd
tai Viét Nam.

3. Céac s6 lieu, thdng tin trong nghién ctu 1a hoan toan chinh xac, trung thuc
va khach quan, d3 duoc x4c nhan va chap thuan caa co sé nghién ctu.

T6i xin chju hoan toan trach nhiém trudc phap luat vé nhimg cam két nay.

Ha N¢i, ngay..... thang......nam 2025

Nguoi viet cam doan

Trin Pic Quang Huy
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PAT VAN PE

Bénh than man tinh (Chronic Kidney Disease- CKD) dugc dinh nghia 1a nhiing
bat thuong vé céu tric hodc chirc nang than, kéo dai trén 3 thang, va anh huong dén
suc khoé cua nguodi bénh. Trén 1am sang, dugc biéu hién qua tinh trang loc & cau
than, tang bai tiét albumin trong nudc tiéu hoic két ca hai [1].

Theo thdng ké, khoang 10% dan sé toan cau bi anh huéng boi bénh than man
tinh, véi ty 1é mac bénh & nhom ngudi tir 65 tudi tré 16n vuot ngudng 20% va tiép
tuc gia ting mot cach nhanh chéng [2]. Theo Té chuc Y té thé gidi, nam 2005 co
khoang 58 triéu ca tr vong trén toan thé gidi, trong d6 35 triéu ca lién quan dén
bénh than man tinh [3]. Dua theo nghién ctiu cua “Ganh niang bénh tit nim toan cau”
cho thay, bénh than man tinh ding tht 27 trong danh sach nguyén nhan gay ra tong
s6 ca tir vong trén toan thé gisi vao nim 1990, nhung da tang 1én vi tri thir 18 vao
nim 2010 [2]. Pén nim 2016, bénh than man tinh xép tha 13 trong cac nguyén
nhan gay tir vong hang dau, va du kién s& dang vi tri thir 5 vao nim 2040 [4].

Tai Viét Nam, mdt cudc khdo sat quy mo 16n dugc thuc hién vao nam 2008 tai
khu vuc mién Bic ¢ nhom ddi tuong trén 40 tudi cho théy ti 16 méac bénh than man
giai doan 3-5 chiém 3,1% [5]. Nam 2017 theo “Ganh ning toan cau cta bénh than
man tinh” ¢4 hon 10 triéu ngudi mic bénh than man tinh & moi giai doan trén toan
qudc, v6i hon 17 nghin truong hop tir vong lién quan dén bénh 1y nay [6].

Hién nay bénh than man tinh chu yéu duoc diéu tri béng y hoc hién dai. ¢
nhing giai doan dau chu yéu tap trung vao diéu tri triéu ching, ¢ giai doan IV-V ap
dung cac bién phap loc mau, loc mang bung, thay thé than dugc ap dung nham diéu
tri, kiém soat cac bién ching va kéo dai tudi tho cho ngudi bénh. Tuy nhién, do dac
diém tién trién man tinh cua bénh, viéc st dung thudc kéo dai hodc cac bién phap
thay thé c6 thé dan dén nhiéu tic dung phu anh hudng dén cac co quan khac trong
co thé. Pong thoi, ganh nang tai chinh lién quan dén diéu tri kéo dai cling tao ra ap

luc 16n d6i v6i nguoi bénh va gia dinh.



Bén canh viéc diéu tri bénh than man béng y hoc hién dai, viéc st dung y hoc
cd truyén trong diéu trj bénh than man d3 c6 tir 1au, dya trén co sé 1y luan cua ti
chan va bat cuong da sir dung céc triéu chimg 1am sang nham chan doan bénh, kinh
nghiém diéu tri phong pht, hiéu qua cao, an toan, ngudi bénh dé tiép can diéu tri.
Theo y hoc cd truyén, co ché bénh sinh bénh than man phtrc tap, nguyén nhan chu
yéu do chinh khi hu, ta khi thyc. Chinh khi hu bao gom ngil tang, khi huyét, am
duong hu nhuoc ma cin van 1a ty than hu nhuoc. Ta thuc c6 thép, nhiét, doc, dam,
troc 1,... ma then chét 1a troc 1.

Bai thudc “Thang thanh giang troc” dugc dugc khoa Than bénh vién Tué Tinh
st dung trong diéu tri bénh than man nhiéu nam, dat dugc hiéu qua trong diéu tri.
Tuy nhién, do nhu cdu sir dung thudc trong thoi gian dai, viéc sit dung bai thudc
dudi dang thang truyén théng boc 16 mot sé han ché, bao gom thoi gian sic thude
kéo dai, kho khin trong viéc bao quan va van chuyén, giy bt tién cho ngudi bénh.
Dé khic phuc cac han ché ké trén, ching t6i tién hanh cai dang bai thubc sang cao
kho, nhdm dam bao tinh khoa hoc cta bai thudc ching toi tién hanh nghién ctru dé
tai “Nghién ciru ddc tinh ban trwong dién va tic dung ciia cao khé Thing
Thanh Giang Troc trén mé hinh bénh thin man bing Adenine ”

1- Pdnh gid dc tinh bdn trwong dién ciia cao khé “Thing thanh gidng troc”
trén thuc nghiém.
2- Danh gia tac dung cia cao kho “Thang thanh giang troc” trén mo hinh

bénh thidn man bang adenin.



CHUONG 1
TONG QUAN TAI LIEU

1.1. Tong quan bénh thin man theo y hoc hién dai
1.1.1. Cac khai nigm

Bénh thin man tinh: bénh nhan dugc chan doan xac dinh CKD khi ¢ bat
thudng vé ciu tric hodc chirc niang than kéo dai trén 3 thang, kém theo hoic khong
kém theo giam murc loc cu than anh hudng dén strc khoé cia bénh nhan [1], [7].

Suy thian man: La tinh trang giam chiic ning than man tinh khong hdi phuc
theo thoi gian nhiéu thang nhiéu niam, do tén thuong khong phuc hdi vé sb lugng va
chat lugng nephron [1], [7], [8]. Bénh than man tuwong Gmg véi CKD tir giai doan 3
dén giai doan 5 (G3 dén G5) [8]. Viéc chan doan giai doan dugc tién hanh khi chirc
nang than 6n dinh, loai bo cac yéu té lam ning thém tinh trang than [9], [10].

Bénh thén giai doan cudi (End - Stage - Renal - Disease - ESRD): hay bénh
than man tinh giai doan cudi la giai doan nang nhét cta bénh than man. Céc biéu
hién thudng gip trén 1am sang 1a do hau qua tinh trang tich tu doc chat, nude va
dién giai trong mau. Cac doc tb nay la khi than binh thuong duoc thai qua than. Hau
qua cudi cung biéu hién trén 14m sang 13 hoi chimg ure mau cao. Than man giai
doan cudi trong tmg voi bénh than man tinh giai doan 5 [1], [7].

Ho6i chirng ure mau cao (Uremic Synderome): Pay la hdi ching hay gap trén
1am sang khi ma loc mau ngoai thian con chwa phat trién, ngdy nay van gip bénh
nhan c¢6 hoi chirng ure mau cao dac biét & bénh nhan giai doan than nang. Bao gém
la ting ure huyét thanh, creatinin huyét thanh, ting cic san pham c6 ngudn goc
nitrogen [1].

1.1.2. Co ché bénh sinh bénh thgn man tinh

Bénh than man (Chronic Kidney Disease - CKD) la mét tinh trang suy giam
chtrc nang than kéo dai va tién trién, dic trung boi sy xo héa than — mot qué trinh
tich tu seo trong nhu md than. Xo héa than duogc coi 1a con duong chung cudi cling

trong hau hét cac truong hop bénh than man tién trién, phan anh ton thuong khong



hdi phuc va su suy giam dan chirc niang loc cua than.. Xo hoé chi yéu xay ra & ké
dng than dugc goi 1a xo hoa 6ng k& than (Tubulointerstitial Fibrosis - TIF). TIF thé
hién qua cac dic diém md bénh hoc bao gdom tich liiy chat nén ngoai bao (ECM),
teo 6ng than, thAm nhidm té bao viém, va mat vi tuan hoan quanh éng than. Pay la
diém cudi chung cua nhiéu nguyén nhan gay bénh, bao gom ton thuong cau than,
t6n thuong than cap tai phat, va ton thuong k& dng than man [11], [12].

Qua trinh xo hoa than bat dau khi nephron 1a don vi chtc ning cua than bj
tén thuong. Theo gia thuyét nephron toan ven cua Bricker, mot nephron chi hoat
dong binh thuong khi cac cu trac nhu cau than, dng than, va mach mau déu nguyén
ven. Khi mot hoic nhiéu thanh phan bi ton thwong, chic niang cua nephron s&
ngung lai. Cac nephron con lai phai ting hoat dong va phi dai dé bu trir, dan dén
tang 4p luc thiy tinh tai mao mach cau than. Khi &p luc ting kéo dai, mang loc cau
than bi pha huy, gay viém tai chd, san sinh cac chat trung gian hoa hoc va mé xo,
dan dén xo héa cau than va mat thém nephron[9], [10], [11], [12]. Su m4t nephron
khéng chi giGi han tai cau than ma con lan téa dén cac 6ng than, dic biét 1a cac 6ng
lwon gan. Biéu mé ong than, khi b ton thwong cdp hoic man tinh, trai qua qua trinh
khéng phan hoa nhiam ting kha ning thich nghi va tham gia vao viéc sira chira mo
tén thuong, thém vao d6 sau khi bi thoéi ho4, cc té bao biéu md s& tang sinh dé bu
dép s6 lwong té bao bi mat do ton thuong, diéu nay dong vai tro trong viéc phuc hoi
cau tric ctua 6ng than sau khi b tén thuong. Tuy nhién, néu tén thuong lap di 1ap lai
hoic kéo dai, hién tugng chét theo chuong trinh hoic ton thuong biéu md ma khdng
dan dén mac gay chét té bao déu dan dén thay doi cau tric va chirc ning 6ng than,
kich thich xo héa mé k& [11], [12], [13], [14].

Ngoai ra, cac yéu to tang truong nhu TGF-B, HIF-1a, va integrin-linked
kinase déng vai trd quan trong trong qua trinh chuyén d6i biéu md - trung md
(Epithelial-to-Mesenchymal Transition - EMT), mét co ché thiic day san xuat ECM
va xo héa [11], [12]. Su ton thuong kéo dai khong chi 1am suy giam chiic nang loc
ctiia nephron ma con anh hudng dén co ché diéu hoa huyét ap cua than. Sy ting hoat

dong cua hé renin-angiotensin-aldosterone (RAAS), dac biét 1a Angiotensin Il, gay



co mach, tang giit mudi va nude, 1am tang huyét 4p toan than, dong thoi ting ap luc
loc tai cau than, tao vong xodn bénh Iy, dan dén mat thém nephron va suy than giai
doan cudi (ESRD)[11], [12], [15], [16].

Khi s6 nephron mét chirc nang vuot quéa 70%, kha ning loc cau than giam
nghiém trong, dan dén tich tu cac chat thai trong méau sém nhat 1a creatinine va urea,
tiép theo d6 1a acid va nhiéu chit khéac [15],[16]. Cudi cung, tinh trang xo hoa lan
rong, cling voi su mat can bang huyét dong va viém man tinh, dan dén méat chac
nang toan b than [11],[12].

Nephron hoat \déng bu trtr,
- lam tang loc cau than

4 A

Pha huy mang loc ciu than

Mt nephron véi protein niéu
b
<
THA toan than
| ANGIOTENSIN II
L v
Xo chai viing céu than, ‘ b | Xuét hién chét trung gian gay
khu tr tirng vung ‘ ‘ tang sinh/ viém/ xo hoa.

Hinh 1.1. Co ché bénh sinh bénh thin man tinh
1.1.3. Nguyén nhan
Pé chan doan nguyén nhan can tién hanh khai thac chi tiét bénh su, theo dbi
tién trién trén 1am sang va thuc hién tham kham ldm sang toan dién ké ca tham
kham tryc trang va soi ddy mat két hop can lam sang nhu xét nghiém sinh hod,
huyét hoc, X-quang, siéu &m hodc sinh thiét tuy thudc vao tinh trang 1am sang cu
thé. Tuy nhién mot sé truong hop trén 1am sang khong tim dugc nguyén nhan

[7][17].



O cac nudc phat trién, nguyén nhan chinh gy bénh than man 13 dai thao dudng,
trong khi & cdc nudc dang phat trién, viém cu than man 1a nguyén nhan hang dau,
chiém ti 16 mac chiém khoang 30-45% [13].

Theo Ho6i Thin hoc Qudc Té KDIGO niam 2012, nguyén nhan bénh thin man
dugc phan trén co so dya vao vi tri ton thuong giai phau hoc va cin nguyén cha yéu
tai than, hodc thur phat sau cac bénh 1y toan than.

Bing 1.1. Phén loai nguyén nhin bénh thin man theo KDIGO 2012 [8]

Bénh than thir phat sau

Nguyén nhan Bénh than nguyén phat
bénh toan than
Bénh cau than Bénh cau than ton thuong | P41 thdo duong, thude,
thiéu, bénh cau than mang, ... | bénh ac tinh, bénh tu mién.

Bénh 6ng thain mo k& | Nhiém trung tiéu, bénh than tic | Bénh ty mién, bénh than

nghén, soi niéu. do thudc, da u tuy.

Bénh mach méu than | Viém mach méau do ANCA, | Xo vita dong mach, ting
loan dudng xo co. huyét 4p, thuyén tic mach

do cholesterol.

Bénh nang than va Thiéu san than, nang tuy than. | Bénh than da nang, hdi

bénh than bam sinh ching Alport

1.1.4. Triéu chang lam sang cia bénh th@n man

Bénh than man (CKD) giy ra r6i loan ndéi mo, anh huong dén hau hét cac co
quan trong co thé. Theo huéng ddn KDIGO 2012, viéc danh gia tién trién cia CKD
dua vao mot trong hai yéu to: muc loc cau than (GRF) va tc do tién trién bénh.
Bénh canh lam sang cua CKD trén lam sang co nhiéu biéu hién da dang, tuy thudc
VA0 timg giai doan tién trién cua bénh.
1.1.4.1. Phu

Thuong gap & bénh nhan CKD do viém ciu than man. Giai doan dau, do d6
loc cau than giam lam giam tai hap thu natri & quai henle va 6ng luon xa, giy ting

thai natri trong nuéc tiéu. Sau do, cac nephron hoat dong bu trir, ting thai natri va




céc anion, ting ANP (atrial natriuretic peptide) 1am ting bai tiét natri. Khi CKD tién
trién, ANP giam tic dung gdy ting gitt mudi, sau d6 giit nudc, lam ting thé tich
1ong mach va gay phu. O giai doan cudi phu thuong do tim hay dinh dudng [18].
1.1.4.2. Roi loan can bcfng nudc, dién gidi, acid-base

Than déng vai trd quan trong trong viéc diéu hoa thé tich dich ngoai bao thong
qua co ché tai hép thu hodc bai tiét natri va nude. Trong bénh than man (CKD), c6
thé xdy ra tinh trang mét nude hodc dong dich, tuy thudc vao muc do ton thuong
va tién trién bénh 1y. Bén canh chirc nang diéu chinh thé tich dich, kha nang c6 dac
nude tiéu cia than ciing bi suy giam. Mot trong nhitng ddu hiéu sém nhét cta ton
thuong than 1a tinh trang da niéu, trong dé nudc tiéu gan nhu dang truong so véi
huyét tuong.

Suy giam chuc nang than trong bénh than man (CKD) dnh hudng dang ké dén
kha nang loc natri tai cau than. O than khoe manh, néng do natri trong co thé va
natri huyét thanh duogc duy tri & mtrc 6n dinh nho cac co ché tai hip thu hiéu qua tai
dng luogn gan, ong luon xa va quai Henle [10]. Tuy nhién, trong CKD, sy giam sb
lwong nephron chirc ning dan dén rdi loan trong diéu hoa tai hap thu va bai tiét natri,
gdy mét can bang trong diéu hoa ndéi moi. Khoang 90% luwong kali trong co thé dugc
bai tiét qua than. Trong bénh than man, than thich nghi v&i sy giam muc loc cau
than bang cach ting cuong bai tiét kali tai mdi nephron, dong thoi gia ting bai tiét
kali qua dudng tiéu hoa. Nho cac co ché bu trir ndy, viéc han ché kali trong ché do
an thuong khong can thiét cho dén khi GFR giam xudng dudi 5-10 mL/ph(t/1,73 m2.
Tang kali mau & bénh nhan CKD thudng xay ra do khong tuan thii ché d6 an han
ché kali, tio bén, nhiém toan chuyén hoéa cép tinh, chan thuong hodc nhiém tring
dan dén giai phong kali tir md co thé, hodc do st dung cac thudc chua kali hodc
thudc trc ché bai tiét kali [16].

Su can bang acid-base trong co thé dugc duy tri thong qua qua trinh bai tiét ion
hydro, san pham ctia chuyén héa, va tai tao bicarbonate tai 6ng luon xa [10]. Co ché
nay bao gom sy tai hap thu natri va bicarbonate, bai tiét ion hydro, va san xuat

amoniac, chat dém gitip duy tri nong do acid trong co thé & muc 6n dinh. Khi chuc



nang than suy giam, hiéu qua cta cac co ché nay bi suy yéu, din dén nguy co nhiém
toan chuyén hoa, dac biét khi bénh nhan tiép xuc véi lugng acid qua murc hodac mét
kiém, chang han trong truong hop tiéu chay. O bénh nhan CKD, tinh trang nhiém
toan chuyén hoa thuong 6n dinh khi bénh tién trién, c6 thé do vai trd dém 16n cua
xuong. Tuy nhién, co ché nay 1am ting sy tiéu xwong, gop phan vao cac rdi loan
xuong thuong gap & bénh nhan CKD [14].

1.1.4.3. Réi logn chuyén hoa Canxi, Photpho va bénh xwong

Réi loan trong chu trinh chuyén héa canxi va photpho thuong xudt hién tir
som trong bénh than man (CKD). Su suy giam chirc ning than dan dén giam bai tiét
photphat, gdy ting ndng d6 photphat trong huyét thanh. Pong thoi, nong d6 canxi
trong huyét thanh giam, kich thich tuyén cén gidp ting tiét hormone PTH, nhdm
thac day sy huy dong canxi tir xwong dé bu ddp. Mic du ndng do canxi huyét thanh
dugc duy tri nho co ché bu trir ndy, nhung su ting tiét PTH lai gdy ton hai dén ciu
trac xwong va anh hudng tiéu cuc dén cac co quan khac trong co thé [18].

Su tong hop vitamin D ciing bi suy giam ¢ bénh than man (CKD). Thén diéu
chinh hoat dong cua vitamin D bang cach chuyén d6i dang khong hoat dong cua
vitamin D thanh calcitriol, dang hoat dong cta vitamin D. Calcitriol c6 tac dung trc
ché truc tiép su san xuat PTH, do d6 gitp giam néng do PTH va tc ché qua trinh tai
tao canxi tir xwong. Khi néng do calcitriol giam, kha ning hip thu canxi tir dudng
tiéu hoa ciing bi giam. Ngoai ra, vitamin D con tham gia diéu chinh sy biét hoa
nguyén bao xuong, anh huéng dén qua trinh thay thé xuwong. Hau hét bénh nhan
mic bénh than man déu phat trién bénh cudng can giap tht phat [18].
1.1.4.4. Réi loan xwong

Réi loan xuwong va khoang trong bénh than man (CKD-MBD) 1a thuét ngit
md ta cac bién ching lién quan dén xuong va chuyén hoéa khoang ¢ bénh nhan CKD.
Nhiing bién d6i nay dugc phan loai thanh hai nhom r6i loan chinh. Cac dang khiém
khuyét chuyén hoa xwong muc do nhe thuong xuat hién ¢ giai doan sém cta bénh
than man (giai doan 2) va c6 xu hudng tré nén nghiém trong hon khi chttc nang

than tiép tuc suy giam [18], [19].



1.1.4.5. Réi loan vé huyét hoc
Thiéu mau
Thiéu méu man tinh 1a mot van dé phé bién va nghiém trong & bénh nhan bénh

than man (CKD). Theo khuyén céo cua NKF, nhitng ngudi c6 muc loc cau than
(GFR) dudi 60 mL/phut/1,73m? nén duoc danh gia tinh trang thiéu mau. Thiéu mau
trong CKD co6 thé do nhiéu yéu td, bao gém mat mau man tinh, tan méu, tc ché san
xuét hong cau tai tuy xuong do su tich tu cic yéu t6 ure trong mau, va giam san
xuét hong cau do thiéu erythropoietin va thiéu sit [1], [18]. Than 13 co quan san
xuat chinh hormone erythropoietin, hormone diéu hoa qua trinh san xuat hong cau
[10]. Tuy nhién, trong bénh than man, san xuét erythropoietin thuong khong du dé
kich thich tuy xuong tao ra da s6 luong hong ciu. Mot s6 nguyén nhan gy thiéu sit
& bénh nhan CKD bao gdm ché d6 in kiéng qua mirc, 1am han ché luong sét hap thu
qua duong tiéu hoa, va tinh trang mat mau trong qua trinh loc mau [1], [18].
Réi loan déng mau

Réi loan dong mau trong bénh than man (CKD) thudng biéu hién qua céc
triéu chimg nhu chdy mau cam, rong kinh, xuét huyét tiéu hoa, va bam tim da viing
md dudi da. Mic du san xut tiéu cau trong CKD van binh thudng, chirc ning cua
tiéu cau lai bi suy giam. Chuc nang dong mau co thé cai thién khi bénh nhan duoc
loc méau, tuy nhién, van khong hoan toan tré lai binh thudng, diéu nay cho thy murc
ure huyét cao cling gop phan vao cac van dé nay. Bénh nhan CKD ciing c6 xu
hudng dé bi r6i loan huyét khoi [18].
1.1.4.6. Réi logn tim mach
Ting huyét ap

Tang huyét ap thuong 1a dau hiéu sdm cta bénh than man. Co ché gay ting
huyét ap trong CKD 1a két qua cta nhiéu yéu td, bao gom thira thé tich dich ngoai
bao do tich tu mudi va nudc, vai trd ciia hé Renin-Angiotensin, ting hoat tinh giao
cam, suy giam chtrc ning ndi mach dan dén giam kha ning dap Gng gidn mach doi
V&1 cac tadc nhan gian mach, tdc dong cuia cudng can giap thur phat, va viée sir dung

thudc 1am tang san xuat erythropoietin [1], [18].
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Bénh tim

Céc bénh tim mach lién quan dén bénh than man bao gém phi dai that trai va
thiéu mau co tim cuc bd. Bénh nhan CKD c6 xu hudng ting ty 1¢ rdi loan chirc ning
tam tht trai, bao gdm ca giam phan sudt tbng mau thét trai, nhu trong ri loan chirc
nang tam thu, va giam kha ning dd dy tam that, nhu trong rdi loan chic ning tim
truong. Cac bat thuong nay, két hop voi tinh trang ting huyét ap kéo dai, 1am ting
ganh ning cho co tim va nhu ciu st dung oxy ctia co tim. Qua trinh nay dién ra kéo
dai va c6 thé dan dén suy tim [18].
Viém mang ngoai tim

Viém mang ngoai tim thudng xay ra & bénh nhan CKD giai doan 5, chu yéu
do ting ure huyét va qua trinh loc mau kéo dai. Cac biéu hién ctia viém mang ngoai
tim do tang ure huyét thuong gidng véi viém mang ngoai tim do virus, véi cac triéu
chtng 14m sang bao gdm dau nguc tir nhe dén ning, khé thd va tiéng co ngoai mang
tim [18].
1.1.4.7. Réi logn tiéu hoa

Chén #n, budn nén va nén thudng gip & bénh nhan ting ure huyét, kém theo
vi kim loai trong miéng, 1am giam cam giac thém an [18]. Budn non chu yéu xay ra
vao budi sang. Ngoai ra, loét va chay mau niém mac duong tiéu hoa, nic cut ciing 1a
nhimg triéu chting phd bién. Nguyén nhan ciia nén va budn nén 1a do hé vi khuan
duong rudt phan huy ure, dan dén ting nong d6 amoniac. Pong thoi, hormone PTH
lam ting tiét acid da day, gop phan vao cac van dé tiéu hoa & bénh nhan CKD [18].
1.1.4.8. Réi logn than kinh co

Nhiéu bénh nhan méc bénh than man gap phai cac thay ddi vé chirc nang cua hé¢

than kinh trung wong va ngoai bién. Bénh than kinh ngoai bién, hodc cac roi loan
lién quan dén day than kinh ngoai bién, thuong anh huéng dén chi dudi nhiéu hon
chi trén. Tinh trang nay c6 tinh d6i xtmg va anh huong dén ca cam giac va van dong.
Bénh ly than kinh nay thudng 1a két qua cua teo va mat myelin ctia cic sgi than

kinh, c6 thé do tac dong cua céc doc t6 niéu [18].



11

Hoi ching chan khong nghi (Restless Legs Syndrome - RLS) 1a mét rdi loan
lién quan dén day than kinh ngoai bién va co thé gip ¢ khoang 2/3 bénh nhan chay
than nhan tao [20]. HOi ching nay dac trung boi cam giac cham chich va ngura,
thuong tré nén dir doi khi nghi ngoi. Cam gidc nay c6 thé giam tam thoi khi di
chuyén chan, kém theo cam giac nong rat & ban chan. Theo thoi gian, hoi ching nay
c6 thé din dén yéu co va teo co, 1a nhitng biéu hién cta hoi chimg thiéu méau [18].
1.1.4.9. Réi logn chite ning mién dich

Nhiém tring 1a mot bién chimg thuong gip va 1a nguyén nhan chinh dan dén
nhdp vién va tir vong ¢ bénh nhan méc bénh than man. Céc bat thuong vé mién dich
lam suy giam kha ning chdng lai cic tac nhin gy bénh. Nguyén nhan chinh giy
giam mién dich thuong lién quan dén mirc ure mau cao va sy tich tu cac chit thai
trong co thé. Tinh trang giam mién dich & bénh nhan CKD thé hién qua viéc giam
s6 lugng bach cau hat, suy giam kha ning mién dich qua trung gian té bao va dich
thé, chic ning thuc bao bi khiém khuyét, cing véi sy giam phan tGng viém cip tinh
va phan tng qua man muon [18].
1.1.4.10. Réi logn tinh toan ven cua da

Céac biéu hién da liéu thuong gap & bénh nhan mic bénh thin man bao gém
da nhot nhat do thiéu mau va c6 thé c6 mau vang nau. Da va ni€ém mac thuong kho,
kém theo cac vét bam tim dudi da. Kho da chi yéu do giam kich thuéc cua tuyén
md hoi va giam hoat dong cua tuyén b nhon [18].

Ngta 1a triéu chung phd bién, cha yéu do néng do phosphat trong huyét
thanh cao. DPac biét, khi bénh nhan chay than, tinh trang nay co thé lam tén thuong
tinh toan ven cua da, tir 46 ting nguy co nhiém trung. Trong giai doan ning cla
bénh than, néu khong duoc diéu tri, tinh thé ure c6 thé két tua trén da do néng do
ure cao trong dich co thé [18].

1.1.5. Chdn dodn bénh than mgn
1.1.5.1. Chdn dodn xdc dinh
e Tiéu chuan chan doan xac dinh bénh than dwa theo Bo Y té [20]: Biéu hién ton

thuong than(1 hodc hon) ton tai kéo dai trén 3 thang
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o Co6 albumin nudc tiéu (ty 1& albumin/creatinin nudc tiéu >30mg/g hoic
albumin nudc tiéu 24 gio > 30mg/24giod).

o Bat thuong can ling nudc tiéu.

o Bat thuong dién giai hoic cac bat thuong khac do réi loan chirc ning 4ng than.

o Bét thuong vé mé bénh hoc than va hinh anh hoc than.

o Nhitng bénh nhan sau khi dwgc ghép than ciing dugc xép loai 13 mic bénh
than man tinh va duoc thém ki hiéu T trong khi tién hanh phan loai.

Giam muc loc cau than (Glomerular filtration rate: GRF) < 60 mL/ph/1,73m?
tdn tai kéo dai trén 3 thang. V&1 mitc loc cau than duoc danh gia dua vao muc loc
cau than uGc tinh qua cong thirx MDRD hodc mirc do thanh thai creatinin u6c tinh
theo cong thirc Cockcroft- Gault.
1.1.5.2. Chdn dodn giai doan

Giai doan bénh than man: dugc xay dung trén co s& GRF. Nam 2002, KDIGO
(Kidney Disease Improving Global Outcomes) phan bénh than man thanh 5 giai doan
[8] cho d&én nim 2012, KDIGO d3 tach giai doan 3 thanh 3a va 3b, kém theo bd sung
albumin niéu vao trong bang phan giai doan hd trg cho viéc danh gia tién luong va tién
trién cua bénh than man [8]. 5 giai doan bénh than man theo KDIGO 2012:

- G1: mirc loc cau than > 90ml/phit/1,73m?

- G2: mirc loc cau than tir 60 - 89 ml/phat/1,73m?

- G3a: muc loc cau than tir 45 - 59 ml/phat/1,73m?

- G3b: muc loc cau than tir 30 - 44 ml/phat/1,73m?

- G4: muc loc cau than tir 15 - 29 ml/phat/1,73m?

- G5: muc loc cau than <15 ml/phat/1,73m?
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Albumine niéu kéo dai (ty 1é
albumin/creatinine) (mg/g)

A AZ A3
Binh Tang Tang
thwong trung nhié&u
dén tang binh
Nnhe
=30 30-300 =300
Phan G1 Binh thwdérng = 90
loai hoac tang
theo
GFR G2 Gia h 60-89
(ml/ph/ fam nhe
1,73 . <
m2) S3a Giam nhe dén 45-59
trung binh
G3b Giam trung 30-44
binh dén nang
S4a Giam nang 15-49
G5 Suy than =15
Mau Nguy co bé&nh than tién trién Tan suat kham bé&nh madi nam
Nguy co thap it nhat 1 1An/nam
Nguy co trung binh it nhat 2 1Aan/nam
Nguy co cao it nhat 3 1An/nam
- Nguy co’ rat cao it nhat 4 1An/nam

Hinh 1.2. Phdn logi giai doan cua bénh thdn man (KDIGO2012)[1][10]
1.1.6. Dién tién ciia bénh th@n man va cac yéu té dnh huwéng

Bénh than man c6 dién tién giam chuc nang than dan dan trong nhiéu ndm va
khong hdi phuc. O ngudi binh thudng, néu khong méc cac bénh vé than, mic loc
cau than giam trung binh khoang 1 mL/phat/1,73m? mdi nim sau tudi 30 [8]. Theo
KDIGO 2002, CKD dugc coi 1a tién trién nhanh khi eGFR giam hon 4
mL/phat/1,73m? mdi nam [8].Theo KDIGO 2012, GFR 1a mét bién sé dong nén sé&
c¢6 nhitng giao dong nho va khong phai 1a chi diém ctia bénh than tién trién [8].

Theo KDIGO 2012, viéc danh gid bénh than man tién trién can dua vao GFR
duoc goi 1a giam khi c6 su sut giam eGFR theo ting giai doan cua bénh c6 kém
theo hodc khong kém giam 25% gid tri eGFR nén. CKD duoc goi la tién trién nhanh
khi mdi nim eGFR giam hon 5ml/ph/1,73m? va khang dinh tién trién qua su gia
tang creatinin huyét tuong theo thoi gian [10],[11]. Cac nhom yéu té anh huéng 1én
tién trién cia bénh than man: gdm nhom yéu td thay doi dugc va nhom yéu t6

khong thay dbi dugc.
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Nhém cdc yéu t6 khong thay doi duoc:

o Tudi: tudi cao tinh trang dién tién cia bénh nhanh hon so véi ngudi tré tudi.

o Gidi tinh: nghién cau cho thdy, phu nit ¢6 ty Ié mic bénh cao hon so véi
nam gigi, tuy nhién, nam gidi c¢6 xu hudng tién trién bénh nhanh hon [8], [22].

o Chung tdc: ngudi da den mac bénh déi thao dudng co nguy co tién trién dén
giai doan cudi cia CKD cao gap 2-3 1an so vé6i nguoi da tring, cho thay mdi lién
hé gitta yéu té chung toc va sy tién trién caa bénh. [8].

o Yéu té di truyén Tré sinh nhe can (dudgi 25000), sinh non, hoiac ¢ me mac
bénh than hay st dung thudc doc than trong thoi ky mang thai c6 than dé& ton
thwong hon, 1am ting nguy co phat trién bénh than man trong twong lai [8].

Nhom yéu té ¢6 thé thay doi dwoc [T], [8]

o Mic d6 tiéu protein: tiéu protein cang nhiéu thi téc do dién tiép bénh cang

nhanh.

o Bénh than cin nguyén: dai thao duodng, bénh ciu than c6 dién tiép bénh

than man nhanh hon ting huyét 4p va bénh éng than mo kg

o Tang lipid mau.

o Mic do lan toa cua tén thuong 6ng than md k& trén sinh thiét than cang

nhiéu thi bénh than man dién tiép cang nhanh.

o Hut thubce 14 1am tdng qua trinh xo hoa cau than, dng than va mach mau.

1.1.7. Piéu tri bénh thdgn man
1.1.7.1. Muc tiéu diéu tri
Bénh than man tinh khong thé diéu tri khoi hoan toan, vay nén trong diéu tri

bénh than man tinh can dat dugc muc tiéu khi bat dau diéu trj [1], [21]:

o Diéu tri nguyén nhan va cac yéu td nguy co ciing nhu bénh phdi hop.

o Diéu tri nguyén nhan gay giam GFR cap tinh cd thé hoi phuc dugc.

o Diéu tri 1am cham tién trién caa bénh than man.

o Diéu tri bién ching tim mach va cac yéu td nguy co tim mach.

o Thay thé bénh than man giai doan cudi bang loc méau, loc mang bung hoic

ghép than.
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1.1.7.2. Nguyén tac dieu tri bénh thdn man
Theo KDOQI 2002, chién lugc diéu tri bénh thdn man dugc phan theo giai

doan cua phan d6 bénh than man [8][21]:

Bing 1.2. Chién lwoc diéu tri bénh thin man theo giai doan bénh

Mirc lgc cau than

Giai doan Viée cin lam
(ml/ph/1,73m?)

1 >= 90 Chan doan va diéu tri bénh can nguyén, tranh
yéu t6 nguy co giy suy than cip, lam cham su
tién trién bénh than, diéu tri yéu td nguy co tim
mach.

2 60-89 + Udc doan toc do phat trién bénh than

3 30-59 + Pang gia va diéu trj bién chung.

4 15-29 + Chuan bj diéu trj thay thé than

5 =<15 Piéu tri thay thé than néu c6 hoi ching ure

huyét.

Céc giai doan sau, s€ tiép tuc viéc can lam cua giai doan trudc.

Can cu vao giai doan cia bénh ma cac bién phap duoc st dung cho phu hop.

C6 hai phuong phap co ban dé diéu tri bénh than man bao gom [1]:

- Dic€u tri bao ton

- Diéu tri thay thé than.

Diéu tri bao ton

Bao gom cac bién phap diéu tri 1am cham su giam chitc ning than hay l1a lam

giam tinh trang mat nephron cia than. Bién phéap diéu tri bao ton dugc ap dung khi

muc loc cau than >15/ml/phut, tuong tng véi bénh than man tinh giai doan 1 dén

giai doan 4 theo phan loai cia KDIGO 2012.

Céac cach diéu tri bénh than man: diéu tri nguyén nhan, diéu tri béng ché o

an, diéu tri triéu chiing.
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e Piéu trj cin nguyén:

o Diéu tri can nguyén 1a phuong phap diéu tri quan trong nhat trong viéc bao
vé than va 1am giam qua trinh tién trién caa CKD. Bénh than man giai doan 4,5 diéu
tri can nguyén it hiéu qua, diéu tri bao ton kho khan [8], [15].

e Diéu tri bang ché @6 an va 16i séng:

o Diéu tri bang ché @6 an: Piéu tri bang ché do an rat quan trong, ké ca tur
nhitng giai doan dau cua bénh, viéc sir dung ché d6 an dung cach Natri, Photpho,
protein dong vai tro quan trong trong viéc bao vé than [23].

o An nhat: Kiém soat lwong mudi nap vao trong co thé hang ngay, mic
sodium <2g/ngay hay Nacl<5g/ngay [15].

o Giam protein trong khau phan in hang ngay: ap dung cho CKD giai doan 4
va 5 hay mutc loc cau than cua bénh nhan <30ml/ph/1,73m2 Luong protein trong
khau phan an duoc quy doi theo can ning cua bénh nhén, lwong protein nhap
<0,8g/Kg/ngay [23].

o Thay dbi 16i séng: can kiém soét can ning ¢ bénh nhan CKD, tranh béo phi,
bo hut thube 1a. Tuy theo tinh hinh thé lwc ma duy tri luyén tap 30p/lan/ngay va
khoang 5 lan mét tuan [7], [23].

e Diéu tri triéu chung

Giam protein niéu, tiéu albumin: muc tiéu diéu tri duoc coi 1a chuén khi
protein/creatinine <0,5 mg/g va Albumin/creatinine niéu< 30mg/g [8][15]. Pé giam
protein niéu can phai kiém soat duogc huyét ap, diéu tri duoc bénh cian nguyén, han
ché protein trong khau phan an.

Kiém soat huyét ap: ¢ ngudi miac CKD 1a diéu tién quyét nham lam cham sy
tién trién cta bénh than man. Nguoi bénh ¢ ty 1€ albumin/creatinin ni¢u < 30mg/g
huyét 4p muc tiéu can duy tri 13 nhé hon hodc bang 140/90mmHg, néu ty 1¢
albumin/creatinin niéu > 30mg/g thi duy tri huyét 4p muc tiéu nho hon hoic bang
130/80mmHg. Nhom thude e ché men chuyén va nhom trc ché thu thé angiotensin

IT dugc vu tién Iya chon cho bénh nhan CKD [7], [21].
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Kiém soat dudng huyét: Trén bénh nhan CKD kém tiéu dudng, co so diéu tri
chinh 13 kiém soat duong huyét tot bén canh d6 can kiém soat chit ché huyét ap va
st dung thudc e ché ACE hodc ARB [18] . Nén duy tri mic HbAlc & bénh nhan
tiéu duong trong ngudng 7%. Khong st dung thudc metformin khi mirc d6 loc cau
than nhé hon 60ml/ph/1,73m?[7], [21].

Diéu trj thiéu mau: duy tri Hb trong co thé trong khoang tir 11-12g/dL. Str
dung sét va erythropoietin tai t6 hop trong diéu tri thiéu mau do CKD [1].

Piéu tri thay thé

Chi dinh diéu tri cho bénh than man tinh giai doan cubi bao gdm cac phuong
phap thay thé than nhu chay than nhan tao, loc mang bung va ghép than. Vi¢c lua
chon phuong phap diéu tri phu thudc vao nhiéu yéu t, bao gdm nguyén nhan gay
bénh than man, cac bénh kém theo, diéu kién sdng va kha ning kinh té ctia bénh
nhan, mac d6 hiéu biét va nhan thic cta bénh nhan vé bénh Iy cling nhu cac
phuong phéap diéu tri, cing véi kha ning cung cp dich vu y té cia co so diéu tri.
Quyét dinh diéu tri can duoc dua ra mot cach hop 1y va toan di¢n dya trén cac yéu
t6 nay [1], [15], [24].

1.2. Téng quan bénh thin man theo y hoc c6 truyén
1.2.1 Bénh danh

Theo YHCT chua c6 bénh danh cu thé danh cho bénh thdn man tinh boi
nguyén 1y dién bién ctia bénh phirc tap va su da dang vé triéu ching 14m sang. Do
d6, dua trén nhing 1y luan cua y hoc ¢6 truyén kém theo qua trinh phét sinh va tién
trién cta bénh 1y, bénh than man dugc y van mo ta trong pham vi cac chiing:

Quan céch: 1a mot ching bénh nguy trong ciia CKD. Pén doi Han, Truong
Trong Céanh trong “Thuong han luan” da mi€u ta quan cach 1a bénh danh: “Quan
tire 14 khong di tiéu duogc, Cach tirc 1a non” [26].

Pén doi Han, Truong Trong Canh da chi ra co ché bénh sinh cta ching
Quan cach 1a hu thyc twong kiém, am duong thing giang that diéu [27]. Cung Dién
Hién, Ly Trung T cling néu rd “Da quan at cach, tat yéu ticu tién bat théng, non va

buon ndn, 1a do troc ta tng tac tam tiéu, chinh khi mat thang gidng, nén ha quan ma
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tiéu tién bé, cach thuong ma 4u thd, Am duong bé tuyét” [25]. Ha Liém Than trong
“Trong dinh quang 6n nhiét luan” 1an ddu néu 1én nguyén nhan bénh sinh do niéu
doc nhap huyét, huyét doc dua 1én ndo. Nguyén nhan quan cach biéu hién 13 han
nhiét thac tap, bénh & ngl tang cung xut hién. Do chinh hu ta thuc, thuan theo
bénh tién trién khong ngimg, cudi cung thi chinh khong thing duoc ta giy ching
noi bé ngoai thoat, am kiét dwong vong [26].

Long bé: di duoc md ta trong “Noi kinh”, “Hoang dé noi kinh” viét “Bénh
long bé cua no, ta thuong than” [25].

bé duy tri chlic nang tiéu tién 1a phai dua vao tac dung khi ho4 cua than va
bang quang. Theo 1y luin co ban y hoc ¢d truyén viéc hip thu, van hanh, bai tiét
thuy dich con dua vao khi hod ctia tam tiéu thong diéu va chuyén vén, va chung hoa
cua phé ty than. Sach “Td vAn- Kinh mach bién luan” viét “Pd uéng vao vi hoa
nhap cung tinh khi 1én ty, ty khi tan tinh 1én phé, phé thong diéu thuy dao ha xudng
bang quang, tinh phin di bén huéng, ngii kinh déu hanh” [28]. Vi vay long bé phat
sinh ngoai thin va bang quang con lién quan dén phé ty va tam tiéu. Khi thuong tiéu
khong hoa duoc 1a do phé, phé khong tuyén tac thi khong thong diéu thuy dao
xubng bang quang. Khi & trung tiéu khong hoa 13 do ty, ty khi hu nhugc nén khong
thang thanh gidng troc. Khi ¢ ha tiéu khong hod 1a do than, than duong hao hu nén
khi khong hoa thuy, than 4m bat tic nén thuy phu kho kiét déu gy long bé. Can khi
uét két 1am rdi loan tam tiéu ciing gy ra long bé [29].

Thuy thiing: da dugc sach “Noi kinh” goi 1a thuy va trong “Linh khu - Thuy
chting” da mo ta vé chimg bénh. Sach “Kim quy yéu lugc” goi 14 thuy khi. Chu Pan
Khé thoi Nguyén cé viét trong “Pan khé tdm phap” da phan thuy thiing thanh am
thuy va duong thuy [27]. Thuy nho vao khi ma van hanh trong toan co thé. Trong
co ché bénh sinh thuy thiing thi 3 tang phé, ty va than c¢6 mdi quan hé mat thiét voi
nhau, vira twong hd vira 4nh huéng 1an nhau [28], [29].

Lam chikng: Trong ndi kinh dd md ta vé ching “Lam”. Trong “T van - Luc
nguyén chinh ky dai luan thién” goi 13 1am bi. Pén doi Han, Hoa Pa trong “Trung
tang kinh” phan thanh tam loai [28], [29].
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Lam chtng 1a ching bénh chi yéu thudc vé phu bang quang va tang than, va
c6 mbi quan hé mat thiét dén hai tang can, ty. Cha yéu do ban dd thap nhiét uin két
& ha tiéu gy rdi loan khi hoa cta bang quang. Néu thap nhiét khéng duoc diéu tri
triét dé ma kéo dai lam nhiét uat thuong 4m, thap birc duong khi hodc 13 4m thuong
anh hudng dén khi thi s& lam cho ty than ludng hu, réi loan chitc ning khi hod cia
bang quang dan dén bénh chuyén tir thuc thanh hu hodc hu thuc thac tap [29], [30].

Thén phong: “ T6 van — Ky bénh luan” chi ra than phong c6 triéu chimg phu
chu yéu & mit kém theo dau méi thét lung, than nang dai it, da phu den tdi, an kém,
sau dn hoi hop tréng nguc, tim khi bai suy [25].

Nigu djc: Ha Liém Than trong “ Trong dinh quang 6n nhiét luan” da chi ra
“Ni¢u doc nhap huyét, huyét doc thuong nao la ching hau, dau dau ma chéng mat,
thi lyc mong lung, u tai, diéc tai, non budn non, hoi thé ¢6 mui khai, cd truong hop
xuét hién co giat, bét tinh, tay bt chudn chudn, ludi c6 diém loét diém den” [31].
1.2.2. Nguyén nhén co ché bénh sinh bénh th@n man theo Y hec cé truyén

Do cam thy ngoai ta: phong nhiét hoic phong han x4m nhép, Phé mét cong
ning tuyén giang va théng diéu thuy dao, tam tiéu khong thong loi, thip troc trd tré
1am t6n thuong dén Ty thd. Hodc sdng 1au & noi 4m thap, thuy thdp x4m nhap vao
trong vay khon at ché Ty duong, khong thé kién van thuy thip va hoa sinh khi huyét,
déu co thé khién ty duong hu suy, lau ngay thi anh huong dén Than din dén Ty
Than duong hu, thuy thap troc ta khong khi hoa ma bién chtng sinh bénh. Do cam
phai cac loai ta khi c6 tinh chat khac nhau hodc han hoa thuong duong hodc nhiét
hoa thuong am [32].

Do am thuc bét diéu: thoi gian dai an nhiéu do béo ngot, bo dudng, d6 an cay
nong kich thich nhiéu lam ton thwong Ty Vi, thap ta sinh ra bén trong, thip uat hoa
nhiét c6 thé dan dén théip nhiét uan két 1am ton thuong tang phu, tré tré khi co hoac
an nhiéu d6 song lanh, Ty duong bi ton thuong khong thé van hoa tot, Ty hu nén
hoa sinh khi huyét bat tac, than tinh tién thién khong dugc nudi dudng day du, co
thé dan dén Ty Than hu suy, thap troc khong vén, tir 46 ma sinh ra bénh [32].

Do lao lyc qua do: lam lung mét moéi qua do, tinh duc qua d¢. Than khi ton
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thuong khong thé hoé khi duoc thuy dich din dén thuy thip dinh tré & trong. Hodc
lo nghi qué do, thé chat mét moi, hao ton tinh than, ton thuong Ty Vi, hao thuong
khi co, c6 thé ddn dén Ty mat kién van, thuy thip dinh ty & trong sinh bénh [32].

Do tinh chi 1am ton thuwong: gian dir 1am ton thuong Can, lo nghi ton thuong
Ty, so hii lam ton thuong Thén, néu tinh chi khéng thoai mai, Can khi uat tré hoanh
nghich pham Ty, lam Ty mét kién van. Hodc khi co uét tré, huyét luu hanh khong
thong ma thanh @ huyét. Hodc khi uit hoa hoa 1am tén thwong dén Can Thén, Can
than 4m hu ma khéng diéu tri din dén bénh tinh ning hoa thanh chimg Can duong
hoé phong [32].

Do cac bénh khac ma thanh: Thuy thling, 1am ching, tiéu khat kéo dai ma
khong khoi hodc khong kiém soat bénh tét din dén Ty Than hu suy. Hodc dung qua
nhiéu thtr ding lanh 1am ton thwong Vi, cay néng lam ton thwong phan am. Hoic
1am dung chit doc, déu c6 thé din dén Ty Than hu suy khong thé thing thanh giang
troc, khi hoa bat thuong, din dén thip troc dinh lvu ma phat thanh bénh [32].

Tir nhitng nguyén nhan trén nhan thy, ty than hu suy va troc doc luu tich 1a
quan trong nhét, trong ty than hu suy 1a gc, troc doc luu tich 1a ngon. Ty hu khong
thé thing thanh giang troc, Than hu mit chtc nang chung bdc khi hoa, dan dén chit
thanh va chét troc 1an 16n, thing giang that thuong, nén cé thé thiy cac ching nhu
niéu bé, nén 6i, trudng bung, hon mé. Bénh kéo dai lau ngay dan dén am duong khi
huyét déu bi ton thuong, c6 thé xuat hién khi huyét hu suy, khi am ludng hu, 4m
duong ludng hu. Trong qua trinh bién d6i ciia bénh, ngoai troc doc 1a tinh trang
xuyén sudt ctia bénh, con kém thuong kém c6 thuy thip, thap nhiét, phong ta, G
huyét 1a ngon cta bénh, c6 khi nang thi may loai ta ciing nhau két hop ma gy bénh,
trong cac diéu kién nhat dinh c6 thé anh hudng va chuyén hoa l1an nhau [31], [32].
1.2.3. Chdn dodn va diéu tri bénh than magn theo YHCT [26], [29], [30], [31], [32]
1.2.3.1. Thé ty thdn khi (dwong) hw

Triéu chung: co thé mét moi khong c6 luc, doan hoi, ngai néi, bung chudng,
an kém, lung géi dau méi, tiéu tién nhiéu trong dai, co thé kém theo triéu chung s¢

lanh, tay chan lanh, ludi dam c6 han ring, réu tring, mach tram tri.
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Phap diéu tri: kién ty, ich khi 6n than

Phuong diéu tri: Huong sa luc quén tir thang gia giam
1.2.3.2. Thé khi am ludng hu:

Triéu chung: sdc mit it sang, khi doan, luc yéu, lung géi moi, da kho tao,
miéng khd khong thich uéng nudc, hodc long ban tay ban chan nong, ludi dam co
han ring, mach tram té.

Phap diéu tri: ich khi dudng 4m

Phuong diéu tri: Luc vi dia hoang thang gia giam
1.2.3.3. Thé khi tré huyét ir

Triéu chimg: da xin mau, dau thit lung, da va mong khong déu mau, té
chan tay, ludi co diém @ huyét, dai lac mach tim, mach

Phap diéu tri: hoat huyét hoda @

Phuong diéu tri: Huyét pha truc & thang gia giam
1.2.3.4. Thuy thdp dinh tré

Triéu chuing: Toan than phu thiing kha 15 rang, c6 thé kém tran dich mang
phéi, bang bung, bung truéng dai tién phan sét 10ng, tiéu tién ngan it, ludi nhat réu
trang, mach tram tri.

Phép diéu tri: hanh khi ho4 thuy

Phuong diéu tri: Ngii linh tan hop Ngii bi 4m
1.2.3.5. Ngoai cam

Phong nhiét ngoai cam, triéu chung thay phat nhiét hoi so gio, dau dau,
hong dau, miéng khé ma khat, ho khac dom vang, réu ludi vang mong, mach phu
sac. Phong han ngoai cam, triéu ching thay so lanh, phat nhiét, dau dau, ho khac
dam trang ma it, khdng ra mé hoi, réu ludi traing méng mach phu khan.

Phap diéu tri: So phong thanh nhiét

Phuong diéu tri: Ngan kiéu tan gia giam, Tang clc am gia giam
1.2.3.6. Thuy thdp dinh tré

Toan than phu thiing kha rd rang, c6 thé kém tran dich mang phoi, bang bung,

bung truéng dai tién phan sét long, tiéu tién ngén it, ludi nhat réu tra'ing, mach tram tri.



22

Phép diéu tri: hanh khi ho4 thuy.

Phuong diéu tri: Ngii linh tan hop Ngii bi am.
1.2.3.7. Can than am huw

Xay Xam chéng mat, dau dau, miéng ludi hong khd, khat thich uéng nuoc
mat, ngii tim phién nhiét, lung gbi moi yéu, tinh than mét moi yéu stc, dai tién
phan kho cung, tiéu lugong it sdc vang, ludi do nhat khong c6 réu, mach té séc.

Phap diéu tri: tu dudng can than.

Phuong diéu tri: Luc vi dia hoang thang hop Nhi chi hoan.
1.2.3.8. Thé thdp nhiét tr tré

Triéu chang: budn ndn va non, nong buc, chan an, khé miéng, miéng cé vi
nudc tiéu, chudng bung, miéng dinh, réu ludi mau vang nhon, mach hoat sac.

Phap diéu tri: thing thanh giang troc, thanh nhiét, hoa thap.

Phuong diéu tri: Hoang lién 6n dom thang gia giam
1.2.3.9. Pam thap tré tré

Tri€u chung: Budn non, ndn 6i, lau tiéy, bung truéng, mi¢ng co vi nudc tiéu,
miéng dinh mubn udng nuéc, réu ludi tring nhdt hodc trang ban.

Phép diéu tri: thing thanh giang troc, hoa vi, hoa 1.

Bai thuc: On dém thang gia giam, Thing thanh giang troc thang gia giam

Thé bénh dam thfip thuong gap trén 1am sang & bénh nhan bénh than man
tinh. Phap diéu tri thing thanh giang troc, hoa vi dugc xem 1a phap diéu tri co ban
trong viéc diéu tri thé bénh nay. Tuy nhién, néu tinh trang dam thap tro tré khong
duogc can thiép kip thoi, bénh c6 thé dién tién thanh thé Thap nhiét tro tré, lam tram
trong thém tinh trang bénh 1y. Dua trén co s& ndy, ching toi da tién hanh nghién
ctru bai thuéc “Thiang Thanh Gidng Troc” nham danh gid hiéu qua va co ché tac
ddng cta bai thudc nay trong diéu tri bénh than man tinh.
1.3. Mt so6 nghién ciru vé thudc diéu tri bénh thin man tinh bang y hoc cb
truyén
1.3.1. Nghién cizu thec nghiém

Hién nay cac nghién ciru trén thyc nghiém nham tim hiéu co ché tac dung

cua céc vi thude, bai thuoc thuong duoc s dung trong dicu tri bénh thdn man va
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nghién ctru cac mo hinh gay bénh thdn man khac nhau .
1.3.1.1. Tai Viét Nam

Tran Khanh Linh va cong su (2019) nghién ctru tac dung cta dich chiét cay
Ha khé thao nam — Blumea lacera trén chudt gdy suy than man bang adenine, két
qua cho thdy nhém chudt dugc sir dung dich chiét cdy ha kho thao co ty 16 séng cao
hon cac nhom ching con lai [33].

Tran Thi Tuyét Nhung va cong su (2023) danh gia tic dung cua vién nang
GK1 diéu tri suy than man trén lam sang. Vién nang GK1 gém céc vi thude: Pai
hoang, Tho phuc linh, Bd cong anh, Long c6t, Mau 1¢, Ha kho thao nam. Két qua
cho théy vi én nangGK1 c6 tac dung tang muc loc cAu than, cai thién cac triéu
ching thuong gap trén 1am sang [34].
1.3.1.2. Trén thé gidi

Ping-lan Lin va cong su (2023) nghién ctru trén thuc nghiém bai thudc Shen-

shuai-yi tré chudt gy tic ngh&n niéu quan mot bén. Bai thude * Shen-shuai-yi” hay
“SSYR” gdm cac vi thude: Puong quy 10g, Hoang ky 30g, Ban ha 10g, Tran bi 10g,
Thé phuc linh 10g, Vuong bat luu hanh 10g, Hb 16 ba 30g va Dai hoang 10g. Két
qua cho thiy trén thuc nghiém SSYR giam ton thuong thin va xo hoa than, ngin
chin qua trinh phosphoryl hoa STAT3 va Smad3, dong thoi e ché CTGF [35].

Xian Sun va cong su (2022) da nghién ctu tac dung cia bai thudc “ Yishen
Qingli Heluo” hay “ YQHG” trén mé hinh chudt bi cit than 5/6. Bai thuéc YQHG
gdm cac vi: Puong quy, Nguu tat, Lién tién thao, Ngoc truc, Tho phuc linh, Dai
hoang, Thach vi, Hoang ki, Bong né, Cét khi cu. Két qua cua thuc nghiém cho thay
YHQG c6 tac dung bao v¢ than nho co ché giam tinh trang xo hoa va viém than, cai
thién hang rao duong rudt nhd ting sd luong vi khuan san xuat SCFA c6 loi cho
duong rudt [36].

Chen Hui Xia va cong sy (2019) da tién hanh nghién ciru trén mé hinh chuot
mic bénh than do Adenine giy ra, st dung bai thuéc "Yigihuoxue" gom céc vi
thudc: Hoang Ky, Xuyén Nguu Tat, Chi Thuc, Cbt khi cu, Tam Lang, Uat Kim,
Tho Miét Tring va Dia Long. Két qua thuc nghiém cho thay cac chi sé sinh héa
than nhu Scr va BUN, ciing nhu cic chi s6 sinh hoa gan nhu ALT va AST déu giam

16 rét & nhom diéu tri bang "Yigihuoxue". Két qua giai phau bénh cho thay tinh
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trang xo héa than giam déng ké so véi nhom chi sir dung Adenine, khi nhuom ba
mau ciia Mason. Dbi voi giai phau bénh gan, nhuém bang HE cho thdy nhom chudt
dung Adenine bi xam nhap bdi cac té bao viém 16n, trong khi nhém chuét str dung
"Yiqgihuoxue" thdy giam tinh trang thAm nhiém té bao viém [37].

Xinhui Liu va cong su (2019) nghién ctru thuc nghiém thude sic “ Huangqi-
Danshen”hay “HDD” trén mo6 hinh chudt gay bénh than man béng Adenine. Bai
thudc bao gébm 2 vi Hoang ky 30g va Pan sam 15g. Két qua trén thuc nghiém cho
thdy, chirc nang than dugc cai thién thong qua viéc danh gia mic d6 Scr va BUN.
Hinh anh nhuém PAS cho théy, hinh anh teo 6ng than dugc cai thién khi str dung
HDD, nhuom Masson cho théy tinh trang xo hoa k& dugc cai thién. HDD lam giam
su phan hach cua ty thé va lam ting sy hop nhit cta ty thé & chudt [38].

Meng Wang va cong sy (2018) sir dung cong thic “ShenShuai II” hay “SSR”
trén mo hinh gy bénh than man & chudt bang phuong phap cat 5/6 than dé nghién
ctru xéac dinh tac dung ctia SSR trén bénh than man. SSR gém cac vi thude: bang
sam 15g, Dam dwong hodc 15g, Pan sdm 15g, Puong quy 15g, Dai hoang 15g,
Hoang lién 6g, To tor 15g, Xuyén khung 15g, Pao nhan 15g. Nghién ctru thuc
nghiém dd chimg minh SSR ¢6 tac dung trung gian bao vé than bang cach cai thién
trinh trang thiéu oxy trong than, tham gia vao cac tac dung chéng apoptotic [39].

Xinhui Liu va cong sy (2018) nghién ctru trén tac dung bai thude “ Jian-Pi-
Yi-Shen” hay “JPYSF” trén thuc nghiém moé hinh chudt gy bénh than man bﬁng
phuong phap cit 5/6 than. Bai thudc JPYSF gom cac vi: Hoang ky, Bach truat, Hoai
son, Nhuc thung dung, Bach dau khau, Pan sam, Pai hoang va Cam thao. Qua thuc
nghiém thdy JPYSF cai thién ton thuong bénh 1y & than, v6i két qua nhuom PAS
cho théy su cai thién dang ké & tinh trang phi dai cau than va teo 6ng than. Nhuom
Masson cho thay tinh trang xo hoa giam rd rét. Ngoai ra, bai thudc con cai thién
chtic niang ty thé & chudt, giam sy phan hach cia ty thé va tang sy hop nhat [40].
1.3.2. Nghién cizu 1am sang
1.3.2.1 Trén thé gici

Trong vai chyc nim gan day, dya trén trén 1y ludn YHCT ma ngudi xua dé

lai cac thﬁy thuéc YHCT, dic biét & Trung Quéc, di tién hanh nhiéu nghién ctru dé
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chirng minh tac dung cua YHCT trong diéu tr1 bénh than man.

Lé Thi Thanh Nhan va cong su (2005) nghién ctru bai thube “Thang thanh
giang troc thang” trong diéu tri suy than man trén lam sang. Nghién ctru dugc thyc
hién trén 50 bénh nhan suy thdn man tinh tai Vién y hoc- Bénh vién Trung y s6 1,
thudc trudng dai hoc trung y dugc Quang Chau- Trung Qudc. Két qua diéu trj dat
89,6%, sau diéu tri cac triéu chung trén 1am sang déu co tién trién tot hodc khoi han,
chtrc nang than dugc cai thién, cai thi¢én dugc tinh trang thiéu mau cta bénh nhan
suy than [41].

Feixia Dong va cong sy (2010) nghién ciu 1am sang vé sy thay doi cia
Cysatin C trén 1am sang bang viéc sir dung bai thuc “Gubenqudiyishen” phat trién
tir bai thude cd phuong “ Luc vi dia hoang” dé diéu tri hoi chtng than hu va viém
than man tinh trong bénh than man tinh. Nghién ctru dugc thuc hién trén 68 bénh
nhan méic bénh than man tinh giai doan 2 chia ngdu nhién thanh 2 nhém. Nhém 1
udng thude ddi chimg, nhom 2 ubng thude sic Gubenqudiyishen. Sau 48 thang diéu
tri, két qua & nhom str dung thude sic Gubenqudiyishen cho thiy ndng do Cys-C,
Scr va BUN trong huyét thanh giam dang ké, trong khi d6 & nhom déi chimg khéng
thdy duoc diéu nay [42]

Shanshan Wang va cong sy (2016) d3 1am 20 nghién ctru bao gom 1606
ngudi tham gia mic CKD. Str dung cao kho “ Shen shaining” bao gdm céc vi thudc:
Dai hoang, Hoang lién, Hong hoa, Pan sam, Nguu tit, Nhan sim. Két qua cho thiy
cao kho 1am giam dang ké SCR va BUN, tang HB va cai thién hiéu qua tong thé cac
tri¢u chirng va dau hiéu ¢ bénh nhan mic bénh than man [43].
1.3.2.2. Tai Viet Nam

Vii Hoang Long va cong su (2011), nghién ctru tac dung diéu tri bénh nhan
suy than man cta bai thuéc “ Thang thanh giang troc thang” trén 30 bénh nhan cho
thiy c6 80% bénh nhan dap ung véi thude diéu tri, bai thudc lam giam chi s6 ure
mau va 1am ting murc loc cau than [31].

1.4. Khai quat vé ddc tinh ban truwong dién va mé hinh giy bénh thin man
bang Adenine
1.4.1. Téng quan vé déc tinh bédn truong dién [44], [45], [46].
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Poc tinh ban truong dién 13 mot nghién ciru doc tinh da lidu (multi dose
toxicity) va liéu 1ap lai ( repeated dose toxicity), muc dich tim ra cac tac dung khong
mong muén gay ra boi thude trong mot thoi gian dai, voi liéu nho, 13p lai trén co
quan chuyén hoa trong co thé. Nghién ctru doc tinh ban truong dién 13 mot budc
quan trong trong qua trinh danh gid tién 1am sang, cung cip thong tin chi tiét vé cac
tac dong lau dai cua thudc ddi voi cac co quan va hé thong trong co thé. Loai
nghién ctru ndy thuong duge thuc hién trong mot khoang thdi gian kéo dai, nham
x4c dinh cac bién d6i sinh 1y, hoa sinh va md hoc co thé xay ra khi thude duge st
dung & lidu 13p lai. Nhiing dit li¢u thu thap dugc khong chi giap danh gia tinh an
toan tong thé cua thudc ma con cung cip co so khoa hoc dé xac dinh muc liéu toi
wu, mirc lidu khong gay doc (NOAEL), va liéu gay doc (LOAEL).

Thoi gian nghién ctru ddc tinh ban truong dién co thé khac nhau tuy thudc
vao quy dinh ¢ ting quéc gia. Tai Viét Nam, céc thude co ngué)n géc tir duoc liéu,
thoi gian nghién ctru doc tinh ban trudong dién thuong gip 4 1an so vé6i thoi gian
dung dy kién trén ngudi. Puong dung thudc cho dong vat thuong duoc chon sao
cho twong tur v6i duong dung du kién trén ngudi. MSi mot 16 chudt thir nghiém s&
duogc st dung vai cac lidu luong khac nhau dé danh gia tac dong cua thuéc mot cach
toan dién.

Céc thong sé thuong dugce sir dung dé danh gia doc tinh ban truong dién bao
gdm cac chi s6 vé huyét hoc, chi sb vé sinh hoa, chtrc ning gan va chirc ning than.
Xét nghiém dai thé va vi thé 1a cac phuong phap quan trong trong viéc danh gia tac
dong cua thudc trong nghién ctru doc tinh ban truong dién. Cu thé:

o Xét nghiém dai thé: Panh gia cac co quan lon nhu gan, thugng than, lach,
da day, than, tim, phéi, va rudt dé nhan dién nhiing thay ddi 15 rang vé hinh dang,
kich thudc hoic mau sic clia cic co quan nay. Viéc kiém tra dai thé giup phat hién
cac ton thuong, viém nhiém hoic cac biéu hién bat thuong khac.

« Xét nghiém vi thé: Panh gia cac thay d6i & mic d6 mo hoc bang cach sir
dung kinh hién vi dé quan sat cac té bao va mo. Cac co quan thuong xuyén dugc
kiém tra vi thé bao gdm gan, than va tim. Viéc danh gia vi thé gitp phat hién ton

thuong té bao, nhu viém, hoai tir, xo hoa, hodc cac bién doi bat thuong khac khong
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thé phat hién dugc qua xét nghiém dai thé.

Nghién ctru ddc tinh ban trudng dién cung cip nhitng thong tin chi tiét vé tac
dong lau dai cua thudc d6i voi cac co quan va hé théng trong co thé. Nhimg dir liéu
nay gitp danh gia tinh an toan ctia thude va hd trg quyét dinh liéu c6 thé ap dung
thudc d6 trong diéu tri 1am sang hay khong. Néu duoc chi dinh sir dung, nghién ctru
doc tinh ban truong dién ciing giup xac dinh cac yéu td can duogc theo ddi dé phat
hién va quan 1y cac phan tmg phu tiém 4n trong qua trinh diéu tri.

1.4.2. Mgt sé6 md hinh gay bgnh thgn man trén thec nghiém
1.4.2.1. M4t s6 mé hinh gdy bénh thdn man bang phwong phdp phdu thudt

Téc nghén niéu quan moét bén (UOO): Pay 1a mé hinh invivo quan trong trong
viéc nghién ctru co ché xo hoa 6ng k& than lién quan dén bénh thin & ngudi. Khi tic
nghén ni€u quan, luu lugng mau qua than bi giam, va muc loc cau than giam rd rét
trong vong 24 gio sau khi tic than. Viém k& dat dinh sau 2-3 ngay kém theo c6 su
gidn nd 6ng than. Sau mot tudn co tinh trang teo 6ng than va xo hod. Sau khoang 2
tuan tir ngay bat dau, mo hinh s& di dén giai doan cudi [47], [48], [49], [51].

Cit 5/6 than:la phuong phap giam khdi luong than, dugc thuc hién bang
phuong phap cit bé mot phan thian gy xo cimg cau than tién trién va xo hoa dng k&
than [48], [49]. Phuong phap thudong duoc thuc hién & chudt 13 cit bé than, sau d6 thit
cac nhanh cuc cua dong mach than. Phuong phap khuyén nghi 14 cit bo than phai va
¢t bo cuc trén va cuc dudi cua than trai (2/3 qua than) [49], [51]. Tuy nhién, kha ning
t6n thuong than bang phuong phap niy & cac ching chudt 1a khac nhau [51].
1.4.2.2. Mot s6 mé hinh dong vdt gay bénh than man bdng hod chdt hodc ché dé an

Adriamycin gay bénh than man: 1a mét khang sinh gay doc té bao, dugc sir
dung trong hoa tri ung thu, va dugc phan 1ap tir Streptomyces peucetius var caesius.
Pay 1a tac nhan giy ton thuong thudong gip ¢ dong vat gaim nham, véi tén thuong
tuong tu bénh than man ¢ nguodi. Adriamycin chuyén hoa mot cach han ché va chu
yéu duoc tich luy & than [47], [48], [49], [51].

Bénh than do tiéu duong 14 nguyén nhan chinh gay bénh than man tinh & céc

nudc phat trién [22]. Trong d6 mo hinh sir dung Streptozotocin lam ddc t6 té bao
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beta tuyén tuy (STZ) thuong gay ra tiéu duong type 1. Dbi véi bénh tiéu duong type
2, cac md hinh sir dung cac loai gim nhidm béo phi vé mat di truyén, nhimg dong
vat nay bj thiéu leptin, ché d6 dn nhiéu chat béo dan dén khang insulin [49], [50].

Mo hinh 4p dung ché d6 an kiéng oxalate: 13 mot phwong phap nghién ciru
thuc nghiém dang tin cdy. Oxalate dé dang duoc chuot tiéu thu, va viéc do lugng
bai tiét oxalate qua nudc 12 mot chi sé quan trong giup theo ddi chinh xac luong
oxalate hap thu. Pic biét, chi trong khoang thoi gian ngin tir mot dén ba tun c6 thé
khoi phat bénh than man giai doan nang [48], [51].

Mo hinh ting huyét ap tu phat (SHR): duogc sir dung dé md phong tinh trang
tang huyét ap twong tuy ¢ ngudi. Chudt SHR bi ting huyét ap khi dugc 5-6 tuan tudi
va huyét ap tdm thu duy tri 180-200 mmHg [48]. Bén canh d6 con c6 mé hinh ting
huyét ap mudi (Deoxycorticosterone Acetate (DOCA)): duoc thyc hién bang cach
cdy mot vien DOCA dudi da, cit bo than, va bo sung 1% NaCl vao trong nude udng
hodc 4p dung ché d6 an nhiéu mubi. Phuong phap nay giy ra tinh trang ting huyét
ap o chudt [48], [51].

M6 hinh Adenine: Adenine va chit chuyén hoa 2,8- dihydroxyadenine, c6
kha ning déu két tua trong c4c 6ng than, giy ra nhimg nhiing thay ddi ¢ 6ng than va
md k&. Piéu nay dan dén thay ddi vé sinh hoa, hinh thai va mod bénh hoc & than,
tuong tu nhu bénh than man & nguoi [48], [51].
1.4.2.3.Mé6 hinh gay bénh than man khac [47], [51]

Mo hinh bién d6i gen

Mo hinh gay bénh than do phong xa.

1.4.3. Phwong phdp gdy bénh thgn magn bang Adenine
Gidi thiéu khdi qudt vé mé hinh

M6 hinh bénh than man (CKD) str dung adenine, dugc Yokowaza dé xuit nim
1986, dua trén viéc cung cap adenine qua dudng dn uéng hoic tiém, gy tic nghén 6ng
than, mat nephron, ting ure huyét, roi loan chuyén héa va suy than [53], [54]. Adenine
va chit chuyén héa 2,8-dihydroxyadenine (2,8-DHA) dong vai tro chinh trong co ché
bénh sinh. 2,8-DHA két tia trong 6ng than, gay ton thwong mo than nghiém trong.
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Adenine, mdt nucleobase purine thiét yéu, duoc chuyén hoa qua enzym APRT thanh
AMP hoic qua enzym XO thanh 2,8-DHA. M6 hinh ndy 13 céng cu quan trong dé
nghién ctru co ché bénh sinh CKD [51], [52], [53], [54], [55], [56].
Co ché gdy bénh thdn man ¢ chudt an ché @ an giau adenin [53], [54], [56].

Viém va tén thuong ong than: Tinh thé 2,8-DHA gay ton thuong té bao dng
than, kich hoat thy thé toll-like (TLRs) trén dai thyc bao va NF-xB trén lympho B,
dan dén viém kéo dai véi sy xAm nhap cua dai thyc bao va cac té bao mién dich
khac. Viém hat hinh thanh xung quanh tinh thé, gitip loai bo tinh thé khoi éng than.
Tuy nhién, néu tén thuong kéo dai, viém man tinh 1am ting san xuét cytokine gay
xo hoa va thiic ddy xo hoa than. Stress oxy hoa va thiéu oxy than: tic nghén dng
than do tinh thé 2,8-DHA giy 4p luc 1én mao mach quanh 6ng, din dén thiéu oxy va
ting san xuét hypoxanthine, kich hoat xanthine oxidase (XO) va stress oxy hoa.
Stress oxy héa gop phan ton thuong thém dng than va thuc ddy viem. Té bao chét
theo chuong trinh: Chét theo chuong trinh bao gdm apoptosis, necroptosis,
ferroptosis, pyroptosis va autophagy. Rdi loan chuyén hoa: CKD do adenine gy rdi
loan nhiéu con dudng chuyén hoa, bao gdm tryptophan, acid mat, phospholipid va
acid béo. Su suy giam tryptophan 5-MTP va TPH-1 kich hoat NF-kB, trc ché Nrf2,
thic ddy tich liiy chit nén ngoai bao va xo hoa than. Xo hoa va chuyén d6i trung
mo-biéu moé (EMT): Tén thuong kéo dai & RTECs kich thich san xuit cac yéu tb
ting trudng va cytokine, thuc diy nguyén bao soi biét hoa thanh myofibroblast.
Myofibroblast ting sinh nhanh, san xuat ECM (collagen, fibronectin), 1am trim
trong xo hoa than thong qua cac con duong tin hi¢u nhu TGF-B/Smad va Wnt/j-
catenin.
So sdanh co ché gy bénh thin man ciia adenin va bénh thin man trén nguwoi

Hai co ché mo ta vé ton thuong than lién quan dén viém, ton thuong ong
than do tinh thé 2,8-DHA va qua trinh xo hda than trong CKD c6 nhiéu diém giéng
nhau, dic biét trong cac co ché sinh bénh va cac yéu té thiic diy tén thuong. Cac
diém gidng nhau bao gom:

Qua trinh viém kéo dai: Trong ca hai co ché, tinh trang viém kéo dai dong

vai tro trung tim trong thiic dy t6n thuong than. Viém giy ra sy xdm nhap ciia cac
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té bao mién dich nhu dai thuc bao va lympho T/B, dong thoi kich thich san xuét
cytokine viém (TNF-o, IL-1B, IL-6) va cic yéu t6 trung gian hoa hoc khac.

Xo héa than va tich lity chat nén ngoai bao (ECM): Ca hai co ché déu din
dén xo hoa than thong qua tich liiy ECM (collagen, fibronectin). Qu4 trinh nay duoc
thic day boi cac yéu to tang truong nhu TGF-P va cac con duong tin hiéu nhu TGF-
/Smad hoac Wnt/B-catenin.

Vai tro ciia stress oxy hoa: Stress oxy hoa 1a yéu t6 chung, gop phan gay
t6n thuong thém té bao ong than va thuc ddy viém. Trong viém do tinh thé 2,8-
DHA, su tic nghén 6ng than gay thiéu oxy cuc bo, kich hoat stress oxy hoa thong
qua enzyme xanthine oxidase (XO). Tuong tu, trong CKD, stress oxy hda gia tang
do mét can bang vi tudn hoan quanh dng than va céc tin hiéu viém man tinh.

Sw chét té bao theo chwong trinh: Ca hai co ché, cac hinh thirc chét té bao
theo chuong trinh nhu apoptosis, necroptosis, hodc pyroptosis dong vai trd quan
trong trong sy tién trién ton thwong than. Dan dén 1am giam sb luong t& bao chuc
nang, tao diéu kién cho xo hoéa lan rong.

Vai tro ciia chuyén déi biéu mé - trung mé (EMT): Trong ca hai co ché,
quéa trinh EMT dong vai tro chinh trong viéc kich thich sy hinh thanh myofibroblast,
cac té bao nay san xuit ECM, din dén xo hoa k& dng than.

Vong xodn bénh Iy: Ca hai co ché déu thé hién mdt vong xodn bénh 1y,
trong d6 ton thuong té bao, viém, stress oxy hoa va xo hoa lién tuc cung cb 13n nhau,
dan dén sy tién trién khong hoi phuc cia ton thuong than.

Nhin chung, hai co ché déu phan anh cac con dudng bénh 1y chung trong ton
thuong than: viém, stress oxy héa, xo hoa, va mat chirc ning cia nephron.

Theo khuyén cdo, lidu luong adenine dé giy bénh thuong dugc thiét lap &
mtrc 0,75% w/w di v6i chudt céng va 0,20% w/w ddi v6i chudt nhit. Chudt nhat
c6 ngudng dung nap adenine thap hon, do d6 liéu lugng duoc kiém soat & mirc 0,20%
w/w nham tranh gdy doc qua mirc. Nguoc lai, chudt céng co kha ning dung nap
adenine tot hon, cho phép thiét 1ap liéu lugng & mirc cao hon, khoang 0,75% w/w
[56]. Viéc t6i wu hoa lidu luong adenine trong ché do an 1a can thiét dé xdy dung

mo hinh CKD phu hop, cung cap nén tang cho nghién ctru co ché bénh sinh va phat
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trién liéu phap diéu tri.

Pé xac dinh tac dung ciia cao kho “Thing thanh gidng troc” trén md hinh
bénh than man béng adenine chung toi tién hanh gdy mo hinh bénh than man trén
thue nghiém bang adenine 0,2% (w/w) [56], [57], phtt hop v&i diéu kién nghién ctru
tai cac phong thi nghiém & Viét Nam.

1.5. Tong quan vé bai thudc nghién ctru

Thé bénh dam thap tro tré 1a mot tinh trang thudng gap trén 1am sang, dac
trung bai su tich tu va & tré cua thap troc, gay can trd khi co va sy tuan hoan tan
dich trong co thé. Phap diéu tri chu yéu cho thé bénh nay bao gom thing thanh
giang troc, hoa vi, hod & nham diéu loai bo thap troc, nang cao chinh khi, cai thién
su van hanh cua tan dich trong co thé. Dua trén co s& 1y luan ndy, bai thudc ""Thing
thanh giang troc" da dugc ké thira va cai tién dua trén bai thudc c6 phuong "On
dom thang". Bai thudc "Thing thanh giang troc thang" da dugc L& Thi Thanh Nhan
va cong su nghién ctu va ang dung diéu tri 1am sang tai Trung Qudc. Tai Viét
Nam, bai thudc “Thing thanh giang troc thang” d dugc st dung diéu tri cho bénh
nhan suy than man tai Bénh vién Tué Tinh trong nhiéu nim, mang lai hiéu qua rd
rét trong viéc cai thién triéu ching 1dam sang. Nam 2011, nghién ctru cia Vi Hoang
Long d tién hanh xay dung va phat trién bai thuéc "Thang thanh giang troc thang"
cho thay hiéu qua diéu tri cho bénh suy than man va ddng thoi sir dung cac phuong
phap khoa hoc y hoc hién dai dé danh gia doc tinh trén thuc nghiém va hiéu qua cua
bai thudc trén 1am sang.

Tac dung: Thang thanh gidng troc, hoa vi, hoa 1.

Chi dinh: Theo YHCT thudng dugc chi dinh trong thé bénh thap troc. Theo
YHHD thuong duoc st diéu tri cho bénh nhan bénh than man giai doan bao ton,
chua co chi dinh thay thé than kém theo ure mau va creatinin mau tang. Diéu tri
bénh nhan bénh thdn man tinh c6 cac triéu chiing mét méi, an kém, ndén, mun
nhot, nglra ngoai da, da niém mac nhot, xuat huyét dudi da, phu, ting huyét ap,

viém ngoai tam mac, viém than kinh ngoai vi.
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Phan tich bai thu6c[58], [59], [60],[61]:

Bai thudc sir dung Ban ha ché lam quan duoc voi tac dung hoa dam, giang
troc, kién ty, giam budn ndn va déy truéng, déng thoi hd tro van hoa cua ty vi, ngan
ngira thip troc tich tu trong co thé. Hoang ky phdi hop cung Ban ha ché, thing
duong khi, kién ty, diéu hoa khi co, gitp loai bo dam troc va tang cuong chinh khi.
S két hop gitta Ban ha ché va Hoang ky tao sy cin bang giita thing va giang, vira
loai bo dam troc vira nang cao chinh khi. Bai thude duge phat trién tr “On dom
thang,” thay Chi thuc béng Chi xac nham 1y khi nhe nhang hon, bao vé chinh khi,
dic biét phi hop v6i bénh nhan suy giam chic ning than. Tran bi phéi hop véi Ban
ha ché héa dam, 1y khi, trong khi TrGc nhu thanh nhiét, giang nghich va dudng tan
dich, dam bao can bang 6n tio ma khong gy ton hai dén ty khi.

Céc vi Pd trong va Nguu tat bd can than, hd trg 4m can bé“mg am duong. bd
trong bo duong, ich than, din dwong khi vé ha tiéu, trong khi Nguu tit dan huyét di
xubng, thong kinh mach, giam @ tré. Rau ma, Pai hoang va Hoe hoa tao co ché
thanh nhiét, loi thdp, giang hoa, va lwvong huyét. Rau ma giai doc, thanh nhiét; Dai
hoang thong dai tién, loai bo thép nhiét troc tich tu tai ha ti€u; Hoe hoa bao vé mach
mAau, ting tuan hoan khi huyét va thanh nhiét lwvong huyét. Dan sam va Cét khi
ct hd tro hoat huyét, pha 1, sinh huyét méi, dong thoi thanh thap nhiét va cai thién
lwru théng mau. Tam sa khu phong, hoa dam, thong kinh mach, con Thé phuc
linh thanh nhiét, loi tiéu, trir phong thap, hd tro dao thai thap, nhiét, troc qua dudng
tiéu tién.

Su phéi hop cua cac duge lidu trong bai thuée khong chi giup loai bo dam
thap tré tré, cai thién khi co ma con hd trg chirc ning ty, than, can bang am duong,
tang cuong chinh khi va bao vé co thé khoi cac tac dong bénh ly, dac biét & bénh
nhan bénh than man tinh.

Vi Hoang Long va cong su (2011), d3 nghién ctu tac dung diéu tri bénh
nhan suy than man cua bai thudc “ Thing thanh giang troc thang” trén 30 bénh nhan
ndi tra tai Khoa than- Bénh vién Tué Tinh, két quéa cho théy c6 80% bénh nhan dap

mg véi thude diéu tri thong qua xét nghiém ure va creatinin huyét thanh [31].
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CHUONG 2
CHAT LIEU, POI TUQONG VA PHUONG PHAP NGHIEN CUU

2.1. Chit liéu nghién ciru
Chét liéu nghién ctru 14 cao kho “Thing thanh giang troc” do Vién nghién ctru
Y Duoc Bach Thao Duoc san xuit tir bai thude “Thing thanh giang troc”. Céac duoc
li¢u trong bai thubc déu dat tiéu chuin trong Dugc dién Viét Nam V va tiéu chun co
s0. Thanh phan bai thudc “Thing thanh giang troc” dugc trinh bay ¢ bang 2.1.
Bing 2.1 Thanh phén bai thuéc “Thing thanh gidng troc”

STT | Tén vi thuoc Tén khoa hoc Ham lwgng (g)
1 Tho phuc linh | Rhizoma Smilacis glabrae 10g
2 Pan sam Radix et Rhizoma Salviae miltiorrhizae 10g
3 Do trong Cortex Eucommiae 10g
4 Hoa hoe Flos Styphnolobii japonici imaturi 10g
5 Hoang ky Radix Astragali membranacei 10g
6 Rau ma Herba Centellae asiaticae 10g
7 C6t khi Radix Polygoni cuspidati 10g
8 Ban ha (ché) | Rhizoma Pinelliae 59
9 Tran bi Pericarpium Citri reticulatae perenne 5¢
10 | Trtc nhyu Caulis Bambusae in Taeniis 5¢
11 | Chi x4c Fructus Aurantii 5¢
12 | Tamsa Faeces Bombycum 59
13 | bai hoang Rhizoma Rhei 5¢
14 | Nguu tat Radix Achyranthis bidentatae 5¢
Tong 105¢g

Ty 1& bao ché cao khd “Thing thanh giang troc” la 10:1, tic tir 10g duoc ligu
kho bao ché ra 1g cao khd. Bai thuéc “Thing thanh gidng troc” ¢6 tong 105g duoc

licu kho, bao ché ra 10,5g cao khd. Theo kinh nghiém st dung 1am sang, mét thang
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thude dugc sir dung cho bénh nhan trong 2 ngay. Vai liéu cao khé twong tng 10,59
bao ché tir bai thudc, liéu cao khd st dung trén nguoi duoc du kién la
5,25g/nguoi/ngay hay 0,105g/kg/ngay. Quy d6i ra lidu dy kién c6 tac dung & chudt
nhit tring (hé s6 12) 12 0,105 x 12 = 1,26 g/kg/ngay; lidu du kién c6 tac dung &
chudt cong trang (hé sé 7) 12 0,105 x 7 = 0,735 g/kg/24h [62]. Cao khd “Thing
thanh giang troc” (viét tat la TTGT) duoc cho phan tan déu trong nudc cat thanh hdn
dich va duoc cho chudt ubng cudng birc qua kim cong dau tu chuyén dung.
2.2. Poi twong nghién ciru
2.2.1. Péi twong nghién ciru doc tinh ban trwong dién

Pong vat nghién ctru doc tinh ban truong dién 1a chuot céng tréng, thuan
chung, chung Wistar ca 2 gidng, trong luong 200-250g, sb lugng 30 con.

bong vat thyc nghiém dugc cung cép bo1 Ban dong vat - Hoc vién Quan Y.
Tiéu chi danh gia Iya chon dong vat thuc nghiém bao gom: dong vt khoe manh,
16ng muot, mét sang trong, hau mén khd r&o, hanh vi hoat déng va van dong binh
thudng, dn ubng déu dan, chat thai 6n dinh. Qua trinh lra chon dong vat nghién ctu
duogc thyuc hién bai 2 ki thuat vién c6 nhiéu kinh nghiém, sau duoc kiém tra va danh
gia lai bai can bo nghién ctru dé dam bao dap tng day du tiéu chuan nghién cuu.

Chuét thi nghiém duoc nudi trong méi truong diéu kién chudn véi chu ky
sang t6i 12 gid sang/ 12 gior tdi, nhiét d6 duy tri 6n dinh & 25 + 2°C. Ché d6 dinh
dudng bao gém thirc dn danh riéng cho dong vét thi nghiém, cing v6i nuée sach
dun soi dé ngudi udng, cung cap ty do cho chudt an va udng. Trudc khi tién hanh
nghién ctru, chudt duge nudi 6n dinh trong phong thi nghiém it nhat 7 ngay dé dam
bao chudt nghién ciru thich nghi tt véi moi trudng..
2.2.2. Doi twong nghién cizu tac dung trén mo hinh bénh thgn man bang adenine

DPong vat nghién cau tac dung trén mé hinh bénh than man 1a chudt nhat
trang, thuan chung, ca 2 giéng, trong luong 18-22g sé lwong 40 con.

Dong vat thuc nghiém duoc cung cép boi1 Ban dong vat - Hoc vién Quan Y.

Tiéu chi danh gia lwa chon dong vat thuyc nghiém bao gdm: dong vat khoe

manh, 16ng muot, mat sang trong, hau mén kho rdo, hanh vi hoat dong va van dong



35

binh thuong, an udng déu din, chat thai 6n dinh. Qua trinh lya chon dong vat
nghién ctiru dugc thyc hién boi 2 ki thuat vién cé nhiéu kinh nghiém, sau duoc kiém
tra va danh gia lai boi can bo nghién ciru dé dam bao dap tmg day du tiéu chuan
nghién cuu.

Chuét thi nghiém duoc nudi trong méi truong diéu kién chuan véi chu ky
sang t6i 12 gid sang/ 12 gio tbi, nhiét d6 duy tri 6n dinh & 25 + 2°C. Ché d6 dinh
dudng bao gém thic an danh riéng cho dong vat thi nghiém, cing véi nudc sach
dun soi dé ngudi udng, cung cap tu do cho chudt dn va udng. Trudc khi tién hanh
nghién ctru, chudt dugce nudi 6n dinh trong phong thi nghiém it nhit 7 ngay dé dam
bao chudt nghién ciru thich nghi tét véi moi trudng.

Bang 2.2. Dong vdt nghién cuu

Pong vat n Tiéu chuan Nghién ciru

) , o Nghién cuou doc tinh ban
Chudt cong trang C4a hai giong, khée manh, " A

_ 30 truong dien cua cao kho
chung Wistar can nang 160 - 180g '

“Thang thanh giang troc”

Chudt nhat tring 10 Ca hai giong, khoe manh, | Nghién ctru tic dung cta cao
thuan chung can nang 18 - 229 kho “Thang thanh giang troc”

2.3. Phwong tién may méc, hoa chit trong nghién ciru
2.3.1. Thuéc va hoa chat dung trong nghién cizu
- C4c hoa chat xét nghiém sinh hoa:

AST: Hoa chit GOT ASAT 5+1 IFCC ciia haing MEDIA, san xuat tai Italya.
ALT: Hoa chat GPT-ALT, ciia hing MEDIA, san xuét tai Italya.
Cholesterol: Hoa chat Cholesterol haing MEDIA, san xuat tai Italya.
Ure: Hoa chat Ure UV Fluid 5+3, hang PRESTIC, san xuét tai Dic.
Creatinin: Hoa chat Creatinin OSR6178 hang Beckman Coulter, San xuét tai Ailen
Albumin: Hoa chat albumin cua hing MEDIA, san xuat tai Italia.
- Héa chat xét nghiém huyét hoc ctia hing Human, Duc.
- Nudc mudi sinh 1y 0,9%.

- Adenine Hemisulphate (Duchefa, Ha Lan) dung gay bénh than man thuc nghiém.




36

- Cac hoa chat dung trong xét nghiém mé bénh hoc:
Ho4 chét nhuém Eosin: Eosin Y hang san xuit Merck, san xuét tai Diec.
Hod chit nhuéom Hematoxylin: Hematoxyline Harris, hdng Cancer
Diagnotics, san xuét tai My.
Formol 10%: hiang Cancer Diagnotics, san xuat tai My
Con (100 dd, 95 d6, 90 d6), parafin, xylen...
2.3.2. May méc va dung cu phuc ve nghién ciru

- May xét nghiém sinh ho4d Biochemical Systems International Srl, Italia,
model 3000 Evolution.

- Méy phan tich huyét hoc Humancout 30TS, hing Human, Dtc, st dung phan
mém phan tich huyét hoc danh cho chudt thi nghiém:

- May ly tam lanh Universal 320 (Hettich - Dtrc).

- Cén phéan tich 10, model CP224S (Sartorius - Durc).

- Kim cong dau ti chuyén dung ding cho chudt udng thudc, san xuét tai Nhat Ban.

- Ong mao quan thay tinh dung dé 14y mau chudt (Brand™ Micro-haematocrit
Capillary Tubes, duong kinh trong 1.15 £ 0.05 mm, duong kinh ngoai khoang 1,5 mm).

- B6 dung cu md dong vat ¢ nho va cac dung cu thi nghiém khac.

- Céc thiét bi, dung cu xét nghiém moé bénh hoc: may duc parafin, may cit bénh
pham, gi4 dung bénh phdm, bé nhudém bang thuy tinh, kinh hién vi doc va chup tiéu
ban, ...

2.4. Thoi gian va dia diém nghién ciru:

Thoi gian: nghién ctru duge tién hanh tir 4/2024 dén thang 10/2024.

Dia diém: B6 mon dugc Duoc 1y- Hoc vién Quan y

Co quan lam va doc tiéu ban: B6 mon Giai phau bénh - Bénh vién Quan y 103.
2.5. Phuwong phap nghién ctru
2.5.1. Ddnh gid déc tinh bdn truwong dién

Phuong phap nghién ctru thuc nghiém, c6 ddi chimg.

Theo qui dinh ctia B6 Y t& Viét Nam [45], hudng dan cua T6 chic Y té thé gidi, va
huéng din cia OECD (Organisation for Economic Co-operation and Development) vé

danh gia tinh an toan va hiéu luc ctia thude Y hoc cd truyén [46], [63].
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Chuét cong tring, thuin chung, ching Wistar ca 2 giéng, sé luong 30 con,

duoc chia ngau nhién 1am 3 16, mdi 16 10 con:

L6 1 (md hinh): Udng nuéc cat hang ngay 10 ml/kg/24h.

L6 2 (tri 1): Udng “Thiang thanh gidng troc” liéu 0,735 g/kg/24h.

L6 3 (tri 2): Udng “Thing thanh giang troc” lidu 2,205 g/kg/24h.

Chuot dugc udng nudc hoic mau thir trong 90 ngay lién, mdi ngay maot lan vao

budi sang.
2.5.2. Ddanh gia tac dung cua cao kho “Thang thanh gidng troc” trén mo hinh
gay bénh thdn man bang Adenine

2.5.2.1. Phirong phép gay md hinh bénh thdn man bang Adenine

Chiing t6i Iyra chon mé hinh gy CKD trén chudt nhit tring bang adenine, dua trén
mo hinh bénh thin man tinh gy ra boi ché d6 an giau adenine [56], [57]. M6 hinh nay
duoc tham khao tir mét s6 luan vin trong va ngoai nude, véi nhimg cai tién sao cho phu
hop voi didu kién ctia phong nghién ciru cua chung t0i. Cac bude nghién ctru tién hanh
nhu sau: Nudi 60 chudt nhit tring trong khiu phan dn chira ¢ Adenine 0,2%w/w trong
vong 42 ngay. Céch tron thirc dn c6 chira adenine cho chudt: 1y 1kg thirc 4n dat tiéu chuan,
dua theo khau phan 4n tiéu chun ctia chudt nhét tring nudi dudng trong phong thi nghiém.
Sau do, tron thirc an véi Adenine 0,2%w/w va dong thanh khuén trudc khi cho vao 16ng

nudi dudng chudt, chudt dugc an tu do theo nhu cau.

Trong qua trinh nudi dudng chudt bang adenine dé giy bénh than man, can
thuong xuyén quan sat va danh gia tinh trang stc khoé ctia chudt. Cac chi sb can
theo doi bao gdm su thay d6i vé can nang, tinh trang da 10ng, thay d6i vé can ning,
chat tiét va hanh vi ctia chudt (su thay doi trong hoat dong, an ubng, di chuyén, hay

cac dau hiéu bat thuong khac).

Tiéu chuan dé xac dinh chudt di gay bénh than man thanh cong cua mé hinh
duoc danh gia tai thoi diém sau 42 chudt in thice dn co chira adenin, khi chudt co hai
trong ba biéu hién cua suy giam chirc nang than: ure mau, creatinin mau tang trén hoic

bang 2,0 Ian so voi trudc, protein niéu 24h tang trén hoac bang 1,5 1an so voi trudc.



38

Cac chudt 16 chirng (10 chudt) dugc nudi trong cung diéu kién nhung cho an

bang thirc 4n tiéu chuan cta chudt nhét tring khdng tron adenine.
2.5.2.2. Phuong phap danh gia tac dung trén mé hinh bénh thdn man ¢ chugt

Chudt an thie an tiéu chuan cua chudt nhét tring khong tron adenine gom 10
con dugc cho vao 16 ching. Cac chudt an thire an c6 chira adenin trong 42 ngay, sau
khi duoc xac dinh gdy mo hinh bénh than man thanh céng duoc chia ngau nhién vao

316, mdi 16 10 con. Nhur vay nghién ciru gom 4 16 chudt, mai 16 10 con.
L6 1 (16 chang): khéng gay bénh + udng nudc ct.
L6 2 (m6 hinh): gay bénh + udng nudc cat.
Lo 3 (TTGT-1): gay bénh + udng TTGT liéu 1,26 g/kg/ngay.
L6 4 (TTGT-2): gay bénh + udng TTGT lidu 2,52 g/kg/ngay.

Cac 16 chudt duoc cho uéng mau thir hodc nuoc cat theo phan 16 trong 28 ngay

dé danh gia tac dung cua cao kho “Thang thanh giang troc”.
2.6. Chi tiéu quan sat va chi tiéu danh gia trén thuc nghiém
2.6.1. Ddnh gid dc tinh bdn trwong dién
2.6.1.1. Chi tiéu quan sat doc tinh ban truong dién
- Panh gia tinh trang chung, thé trong ctia chudt.

- C4 3 nhém déu duogc lay méu trude uong thude, sau 45 ngay, va sau 90 ngay
uong thuoc dé lam xét nghiém méu danh gid cac chi so lién quan tédi chuc phan tao

méu (huyét hoc toan bd), chiic ning gan, chiic nang than.

- Phan tich md bénh hoc: Sau 90 ngay ubng thudc, md ngau nhién 30% sé chudt & moi
16 dé quan sat dai thé cac co quan noi tang, 1am tiéu ban nhuém HE.
2.6.1.2. Chi tiéu ddanh gid két qua doc tinh ban truong dién

- Chi tiéu danh gia chung: danh gia tinh trang chung cua chu¢t (16ng, hoat dong,
phan), sy phat trién can ning cta chudt. So sanh cin ning cua chudt tai cac thoi diém

trude khi dung thude, sau khi ding thude 45 ngay va 90 ngay gitta cac 16 chudt.
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- Chi tiéu xét nghiém
+ Panh gia chire phan tao mau: S luong hdng cau, Thé tich trung binh hong cau,
Ham leong hemoglobin, Hematocrit, Sb luong bach cau, sd luong tiéu cau.
+Paénh gi4 chirc nang gan: ALT, AST, Albumin mau, Cholesterol toan phan.
+Pénh gia chirc ning than: Creatinin huyét thanh
- Chi tiéu gidi phdu bénh
Quan sat mo bénh hoc gan, than dudi kinh hién vi, chup anh, danh gia két qua.
2.6.2. Danh gid tac dung cua cao kho “Thdang thanh giang troc”
2.6.2.1. Chi tiéu quan sat
- Theo di hing ngdy vé tinh trang chung.
- Quan sat va ghi chép nhiing biéu hién bat thudng cta chudt.
- C4 4 16 ldy mau 1am xét nghiém ndng do ure, creatinin huyét thanh.
- Panh gia can ning va giai phau bénh cia than.
2.6.1.2. Chi tiéu ddnh gid két qua tic dung ciia cao khé.

- Chi tiéu danh gid chung: Hang ngay danh gia tinh trang chung ctia chuot:
tinh trang 16ng, hoat dong, an ubng. Panh gia can ning cia chudt tai 3 thoi diém:

truoc gay bénh, sau gay bénh (trudc udng thubc) va sau udng thuée.

- Chi tiéu xét nghiém: Xét nghiém mau va nuoc tiéu danh gia chtc ning than:
nong d6 ure mau, creatinine huyét thanh, thé tich nudc tiéu 24h, protein niéu 24h.
Panh gia tai 3 thoi diém: trudc gay bénh, sau gay bénh (trudc udng thude) va sau
uéng thudc.

- Chi tiéu gidi phau bénh: Két thuc thi nghiém, chudt dugc giét trong diéu kién
gdy mé qua liéu, phau tich 1y than danh gia can ning than va lam tiéu ban mo bénh

hoc nhuom HE dénh gi4 vi thé.
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2.7. So @6 nghién ciru

2.7.1. So' dé nghién ciru dgc tinh ban trwong dién

' Caokhd “Théng thanh giang troc”
Chugt cong tring ching Wistar, 2
giong, 180-200g, chia 10 con/l6

] ' '

Lo dbi chimg;:

Lo trj 1: uong

Lo tri 2: udng

cho uér}g nudc thuéc‘ nghién thudc nghién
cat ctru lieu 0,735 clu lidu 2,205
10ml/kg/ngay g/kg/24h glkg/ngay

/ Ca 316 déu duoc lay mau trudc, sau 45 ngay, sau 90 ngay uong thude dé\
danh gia cac chi s0: Tinh trang chung, thé trong cua chudt; chirc phén tao mau;
chc nang gan; chirc nang than.

Sau 90 ngay ubng thudc, md ngiu nhién 30% sb chudt & mdi 16 dé quan sat dai
thé cAc co quan ndi tang, lam tiéu ban nhudm HE (tai bd mén khoa giai phﬁu bénh

\phépy,bénhvién103)dénhgiéc§utriwvithégan,ﬂlﬁncﬁacécchu@t&méilﬁ. /

.

So sanh két qua giira céc
16, két ludn

So d0 ddc tinh ban truong dién
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2.7.2. So dé nghién ciru tac dung

L6 1 (16 chimg) Nubi chudt nhit tréing
n=10 n=60
Ché d6 an ubng Ché d4 an c6 chira
binh thuong cia adenin 0,2 % w/w
chudt nudi trong trong vong 42 ngay
phong thi nghiém
v Tiéu chuin x4c dinh chuét gay

Chon ngé.u nhién 30 chubt gay bénh thanh cﬁng chi khi thoa

- Ure mau ting > 2 1an

- Creatinin mau ting > 2 14n
- Protein ni¢u > 1,5 lan

L6 2 ( m6 hinh) L5 3 (TTGT-1) L5 4 (TTGT-2)
n=10 n=10 n=10
Y Ubng cao kho Ubng cao kho lidu
Che 49 &n utng lidu 26g/kg/ngdy 2,52 /kg/ ngiy
binh thudng ciia trong 28 nga trong vong 28 nga
chudt nudi trong g 26 ngdy ong vong 28 ngay
phong thi nghiém

Tinh trang chung va cén ning chudt

Mot s6 chi s6 sinh hod — huyét hoc — nurére tiéu

Can ning va vi thé than chudt

So d6 nghién ciru tac dung ciia cao khd “Thing thanh giang troc”
2.8. Phuong phap phan tich va xir Iy s6 liéu

Céc sb liéu duogc trinh bay dudi dang Mean + SD. So sanh théng ké bang test T-
student, sir dung phan mém SPSS 20.0. Su khéc biét c6 ¥ nghia thong ké khi p < 0,05.
2.9. Sai s6 va bién phap khic phuc sai s6

- Sai s6 cac phuong phap thu thap sb liéu.

- Cac phuong phap dugc ap dung dé han ché tdi da céc sai s6 co thé xay ra
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trong qua trinh thu thap, phén tich va xu 1y s6 liéu:

+ Pong vat nghién ctu duoc lva chon tuong ddi dong déu, khoe manh,
khong co di tat hay dau hiéu bat thuong.

+ Thoi gian thuc hién cac budc thi nghiém gitra cac 16 chudt 1a théng nhat
cung mot thoi diém.

+ S4 lidu duge do dac can than va chinh xac bang cac dung cu, may mac tai
phong thi nghiém di dugc chuan hoa va c6 do chinh xac cao, xt Iy sé liéu bang
phan mém chuyén dung trén may tinh.

+ CAc tiéu chuan va chi tiéu rd rang dé dua ra két qua chinh xac va sat voi
muc tiéu, luu trit s6 liéu, thdng tin bang so ghi chép, chup anh.

2.10. Pao dirc trong nghién ciru

Nghién ctru dugc thong qua Hoi dff)ng bao vé dé cuong tai Hoc vién Y Dugc
hoc ¢6 truyén Viét Nam.

Nghién ctru duoc trién khai theo diing dé cuong da duoc phé duyét.

Nghién ctru dugc thuc hién trén chudt céng tréng, va chudt nhat tréng, sO lugng
dong vat st dung trong cac mo hinh thi nghi¢m dugc han ché & mirc t6i thiéu, da dé thu
duoc két qua dam bao do tin cdy va da xir Iy thong ké. Trung thuc trong qua trinh xt 1y
s6 lidu.

Nhitng chudt chét trong qué trinh 1am thi nghiém (néu c6) va sb chudt sau
khi thi nghiém hoan thanh déu duogc xir Iy theo diing quy dinh.

Viéc lya chon dong vat thi nghiém, diéu kién nudi, cham soc va st dung
dong vat déu tuan thu theo “Hudng dan nodi dung co ban tham dinh két qua nghién
ctru tién 1am sang thudc tan dugc, thude cd truyén, vic xin va sinh pham y t&” cia

Bo Y té.
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CHUONG 3
KET QUA NGHIEN CUU

3.1. Két qua danh gia ddc tinh ban trwong dién

3.1.1. Anh hwéng ciia cao khé “Thing thanh gidng troc” Ién tinh trang chung va

sw thay déi thé treng ciia chugt cong tring khi ding dai ngay.

a. Tinh trang chung

Chudt cbng tring dugc theo ddi hang ngdy vé tinh trang chung gdm hoat déng, an

uéng, tinh trang 16ng, da, niém mac, chét tiét. Cac chudt & ca 16 chung va cac 16 dung

mau thtr déu hoat dong binh thuong. Chudt 16ng mugt, da niém mac binh thuong, an

ubng binh thudng, phan thanh khuon.

b. Su thay d6i can ning ctia chudt

Két qua nghién ctru duoc trinh bay & bang 3.1.

Bing 3.1. Anh hwéng ciia cao khé “Thing thanh gidng troc” doi véi cin ning (2)

ciia chuét (X+SD, n =10 ¢ méi 16).

Thoi diém XN Lochimg(l) | Létril(2) Lotri2 (3) | Pgitacicto
Can niang chudt (g)
Trude thi nghiém (a) | 190604648 | 191,50554 | 192,8045,90 | . g 5.
Sau 45 ngay (b) 211,90+8,20 | 210,20+13,73 | 213,00+11,52 |y, >0,05;
Sau 90 ngay (c) 228,40£10,18 | 227,10+10,48 | 229,30£13,21 | P32>0,05

Ptrong ciing 16

Pb-a < 0,01, Pc-a < 0,01, Pe-b < 0,01

Nhan xét:

- So sénh gifra cac 16 trong cung mot thoi diém danh gia, thady cidn ning cua

chuot ¢ céac 16 khong co6 su khac biét (p > 0,05).

- So sanh trong ciing mot 16 giita cac thoi diém danh gia, cAn nang chudt ¢ thoi

diém sau cao hon so véi thoi diém trude (p < 0,01).

Nhu vay cao kho “Thang thanh gidng troc” véi cac murc lidu va thoi gian st

dung trong nghién ciru chua gay ra cac thay doi trén su phat trién can nang ctia chudt.
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3.1.2. Anh hwéng ciia cao khé “Thing thanh gidng troc” doi véi mét sé chi tiéu
huyét hoc ciia chudt.

Két qua dugc trinh bay & cac bang 3.2, 3.3, va 3.4.
Bing 3.2. Anh huéng ciia cao khé “Thing thanh gidng troc” lén sé lwong hong

cdu va ham lwong huyét sdc té trong mdu chudt (x+ SD, n = 10 6 méi 16).

Théi diém XN Lochimg(1) | Lotril(2) | Lotri2(3) | Piacicto

S6 lrgng hong cau chudt (x10%2g/1)

Truéc thi nghiém (a) 7658094 | 7.87:0,99 | 7.80%0,56 |p,, >0,05:

Sau 45 ngay (b) 7,95+0,68 | 7,74+1,02 | 7,69£0,75 | ps;>0,05;
Sau 90 ngay (c) 7,80+0,95 | 7,70¢1,15 | 7,93x050 |ps2>0,05
Ptrong cung 16 Pb-a < 0,01; pPea < 0,01; pev < 0,01 -
Ham luong huyét sic t6 trong mau chudt (g/dL)
Truwoe thi nghi¢m (a) | 145,70+15,94 | 132,00+14,89 | 133,90+12,90 | 1, | 50,05:
Sau 45 ngay (b) 133,90+12,17 | 129,70+14,31 | 131,79+17,66 | ps-1 >0,05;
Sau 90 ngay (c) 133,70+14,31 | 130,70+20,58 | 132,70+12,93 | P32> 0,05
Ptrong cung 16 Pb-a < 0,01; pea <0,01; peb < 0,01 -

Nhan xét:

- So sanh céc 16 voi nhau trong ciing mot thoi diém, sd lwong hong cau va ham
luong huyét sac to trong mau chudt thay doi khong co y nghia théng ké (p> 0,05).

- S0 sanh trong timg 16 giita cac thoi diém thi nghiém, so lugng hong cau va ham
lugng huyét sic t6 trong méu chudt thay doi khong c6 y nghia thong ké (p> 0,05).

Nhu vdy cao kho “Thing thanh giang troc” véi cac mirc lidu va thoi gian sir
dung trong nghién ctru chua thay giy ra cac thay doi trén céc chi tiéu vé sb luong

hong cau va ham lugng huyét sac td trong mau chuot.
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Bing 3.3. Anh hwéng ciia cao khé “Thing thanh gidng troc” 1én hematocrit va

thé tich trung binh héong cau trong mdu chudt (x+ SD, n = 10 6 méi 16).

Thoi diém XN

L6 chimg (1)

Lotril ()

Lé tri 2 (3)

Pgiita cac 16

Hematocrit (%)

Trude thi nghiém (a) | 3163400 | 3355:375 | 33,80:308 | | .o oc
Sau45ngay (b) | 33,5442,97 | 34344372 | 34,08+348 | ps1>0,05;
Sau 90 ngay (c) 34,12+418 | 33,33+363 | 34,34:281 | P32>0.05

Ptrong cting 16 Pb-a < 0,01; pea < 0,01; pev < 0,01 -
Thé tich trung binh hong cau (1)

Trude thinghiém @) | 4791511 | 4708:565 | 4730255 | o 0c
Sau45ngay (b) | 45204238 | 47,25+6,07 | 46,53+2,11 | ps1>0,05;
Sau 90 ngay (c) 46,16+3,08 | 48,68+3.97 | 47,10+157 | P2>0.05

Ptrong cuing 16

Pob-a < 0,01, Pc-a < 0,01, Pc-b < 0,01

Nhan xét:

- So sanh cac 16 véi nhau trong cting mot thoi diém, hematocrit va thé tich trung binh

hong cau trong méau chudt thay doi khong c6 y nghia thong ké (p> 0,05).

- So sanh trong timg 16 gitra cac thoi diém thi nghiém, hematocrit va thé tich trung binh

hong cau trong méau chudt thay doi khong c6 y nghia thong ké (p> 0,05).

Nhu vdy cao kho “Thang thanh gidng troc” voi cac mirc li€u va thoi gian st

dung trong nghién ciru chua thiy gy ra cac thay di trén céac chi tiéu vé hematocrit

va thé tich trung binh hong ciu trong méau chudt.
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Bing 3.4. Anh hwéng ciia cao khé “Thing thanh gidng troc” lén so lwong bach

cdu va tiéu cau trong mdau chuét (x+ SD, n = 10 6 méi 16).

Thoi diém XN

L6 chimg (1)

Lotril ()

Lé tri 2 (3)

Pgiita cac 16

S6 lwong bach céu (G/I)

Trwéce thi nghiém

@ 6,40+2,19 6,95+1,22 6,24+1,05 021 50,05
p3-1 >0,05;
Sau 45 ngay (b) 6,48+1,06 6,28+,134 6,40+1,29
p32> 0,05
Sau 90 ngay (c) 6,91+1,08 6,83+0,18 6,54+1,10
Ptrong cting 16 Pb-a < 0,01; pea < 0,01; peb < 0,01 -
S6 lugng tiéu ciu (G/1)
Truwdc thi nghiém
687,20+171,81 | 762,30+160,17 |720,20+120,39 .
(@) p2-1 >0,05;
ps-1 >0,05;
Sau 45 ngay (b) 727,20+91,02 | 640,20+141,15 |654,60+138,45
ps-2>0,05
Sau 90 ngay (c) 699,30+119,21 | 636,20+137,77 | 635,70+75,77

Ptrong ciing 16

Pb-a < 0,01, Pc-a < 0,01, Pe-b < 0,01

Nhan xét:

- So sanh cdc 16 voi nhau trong cung mdét thoi diém, s6 lugng bach cau va so lugng

tiéu cau trong mau chudt thay doi khong ¢ ¥ nghia thong ké (p> 0,05).

- S0 sénh trong ting 16 gitra cac thoi diém thi nghi¢m, ) luong bach cau va sb

luong tiéu cau trong mau chudt thay d6i khong c6 y nghia thong ké (p> 0,05).

Nhu vdy cao kho “Thang thanh gidng troc” voi cac mirc li€u va thoi gian st

dung trong nghién ciru chua thay giy ra cac thay doi trén cac chi tiéu vé so lugng

bach cau va so luong ti€u cau trong mau chugt.
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3.1.3. Pdnh gid mirc dé hity hogi té bao gan khi ding cao khé “Thing thanh
giang troc” dai ngay.
Két qua duoc trinh by & bang 3.5.
Bing 3.5. Anh hwéng ciia “Théng thanh gidng troc” doi véi hoat dp AST va ALT
(x+ 8D, n =10 ¢ méi 16).

Thoi diém XN Lochimg(1) | Lotril (@) | Lotri2(3) | Paiincicto
Hoat d9 AST (UI/I)
Trwée thi nghiém (a) | 102,99+16,43 | 98,30+23,18 | 105,21+15,98 _
p2-1 >0,05;
Sau 45 ngay (b) | 114,58+32,79 | 100,57+23,12 | 110,77+24,26 | pss >0,05;
2 >
Sau90 ngay () | 106,59+17,64 | 92,2121,26 | 96,55+18,95 | P22~ 00°
Ptrong cung 16 Pb-a < 0,01; pea < 0,01; pev < 0,01 -
Hoat do ALT (UI/)
Trwée thi nghiém (a) | 93,71+13,82 | 86,48+26,69 94,56+20,96 _
p2-1 >0,05;
Sau45ngay (b) | 92,68+14,95 | 844442192 | 87,24+27,28 | psi1 >0,05;
9 >
Sau 90 ngay () | 82,05+19,46 | 852942597 | 81.31+16,28 | P2~ O0°

Ptrong cuing 16

Pob-a < 0,01, Pc-a < 0,01, Pc-b < 0,01

Nhan xét:

- So sanh cac 16 voi nhau trong cung mot thoi diém, hoat d6 cac enzym AST,

ALT trong méu chudt thay d6i khong c6 ¥ nghia thong ké (p > 0,05).

- So sanh trong timg 16 giita cac thoi diém thi nghiém, hoat do cac enzym AST,

ALT trong mau ctia chudt thay déi khong c6 y nghia thong ké (p> 0,05).

Nhu vdy cao kho “Thang thanh gidng troc” voi cac mirc li€u va thoi gian st

dung trong nghién ciru khong 1am thay d6i hoat do cac enzym AST, ALT c6 y nghia
thong ké, cho thay “ Cao kho thing thanh gidng troc” khong gy ra hity hoai té bao

gan trén chuot nghién curu.
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3.1.4. Danh gid anh hwong Ién chirc nang gan khi dung cao khé “Thing thanh

giang troc” dai ngay.

Két qua duoc trinh by & bang 3.6.

Bing 3.6. Anh huong ciia “Thing thanh gidng troc” lén chi sé albumin va

cholesterol toan phan mdu chuét (x+ SD, n = 10 6 méi 16).

Thoi diém XN Loching(l) | Lotri1 (2) | Lo tri2 3) | Pgitacaclo
Albumin huyét twong (g/1)

Truéc thi nghiém (a) | 2140+ 1,30 | 21,58+ 1,52 | 21,92+ 1,78 | pz1 >0,05;
Sau 45 ngay (b) 2072+1,99 | 21,82+2,14 | 21,12+ 2,18 | ps.1>0,05;
Sau 90 ngay (c) 2242+ 257 | 2206+2,00 | 2260+2,58 | ps2>0,05

Ptrong cung 1o Pb-a < 0,01; pea < 0,01; pes < 0,01 -
Cholesterol toan phan (mmol/l)

Truéc thinghigm () | 2,20+£027 | 2,18+03 | 210028 | p,, >0,05:
Sau 45 ngay (b) 2,12+0,29 | 2,07+0,21 | 202+0,19 | ps1>0,05;
Sau 90 ngay (c) 1,95+0,32 | 215+031 | 1,9+033 | P32>0,05

Ptrong cuing 16

Pob-a < 0,01, Pc-a < 0,01, Pc-b < 0,01

Nhan xét:

- So sanh céc 16 voi nhau trong cting mot thoi diém, céc chi s albumin va cholesterol

toan phan mau chudt thay d6i khéng co y nghia thong ké (p> 0,05).

- S0 sénh trong timg 16 gitta cac thoi diém thi nghiém, cic chi sb albumin va

cholesterol toan phan méau chudt thay doi khong c6 ¥ nghia thong ké (p> 0,05).

Nhu vdy cao kho “Thang thanh gidng troc” vdi cac mirc li€u va thoi gian st

dung trong nghién ctru khong 1am thay ddi cac chi sé albumin va cholesterol toan

phan trong mau chudt nghién ctu.
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3.1.5. Danh gia dnh hwong |én chirc ning thdn khi dung cao khé “Thang thanh
giang troc” dai ngay.
Két qua duoc trinh by & bang 3.7.
Bing 3.7. Anh huong ciia cao khé “Thing thanh gidng troc” lén ham lwong

creatinin mdu chuét (x= SD, n = 10 ¢ méi 19).

Thoi diém XN | Loching(l) | Lotril (@) | Lotri2(3) | Peicicid
Creatinin (umol/l)
Truée thinghigm (@) | 79.198,93 | 79,647,909 | 78082592 | ) 0 s
Sau45ngay (b) | 71474936 | 76,16+9,85 | 74,74+6,74 | ps1>0,05;
Sau 90 ngay (c) 7251#11,52 | 73,19+11,11 |70,65¢12,08 |Pe2>0.05
Ptrong cang 16 Pb-a < 0,01; pe-a < 0,01; pen < 0,01 -

Nhan xét:

- So sanh c4c 16 v6i nhau trong cung mot thoi diém, néng do creatinin mau
chudt thay doi khong ¢ y nghia théng ké (p > 0,05).

- So sanh trong tig 16 gitta cac thoi diém thi nghiém, nong do creatinin mau
chudt thay doi khong cé ¥ nghia théng ké (p > 0,05).

Nhu vay cao kho “Thang thanh giang troc” voi cac murc liéu va thoi gian st dung

trong nghién ctru khong lam thay doi nong do creatinin trong mau chudt nghién ctru.
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3.1.6. Két qud dai thé va mb bénh hec gan, than cia chugt thi nghiém

a) Hinh anh dai thé gan, than chudt nghién cuu.

YT 1 g ——

C
AALLTERALY AL AR AR REARARARAS (0 SR LA LS
1 1 1 : i | |

Hinh 3.1. Hinh dnh dai thé gan, thin chudt dai dién cho cdc 16 chudt nghién ciru
déc tinh bdn truong dién ciia cao khé “Thing thanh gidng troc”.

A. L6 chumg (chuot 6); B. Lo tri 1 (chuot 15); C. Lo tri 2 (chudt 24).

Nhén xét anh:

Hinh anh dai thé cac tang gan, than cta chudt ¢ cac 16 tri 1 (anh 3.1B), 16 tr1 2 (4nh
3.1C), 1a cac 16 cho udng cao kho “Thang thanh gidng troc”, c6 mau nau do thdm dong déu,
bé mat nhin, khong c6 u cuc hodc Xuét huyét, ¢6 dan héi khi 4n xuéng, khong khac biét so

vo1 hinh anh gan, 14ch, than ctia chudt ¢ 16 chimg (anh 3.1A).



o1

b) Hinh anh vi thé gan, thin chudt nghién ciru.
Céc tiéu ban mo6 bénh hoc doc tai khoa hinh thai giai ph?lu bénh, bénh vién 103. Két
qua nghién ciru vé md bénh hoc gan, lach, than chudt cho thiy cao khé “ Thing thanh giang
troc” dung dudng udng véi liéu 0,735¢/kg/24h va lidu 2,205g/kg/24h lién tuc trong 90 ngdy,
khéng gy ton thuong trén gan, than ctia chudt. Hinh anh vi thé gan, than cta cac chudt dai
dién cho cac 16 chudt nghién ctru dugc trinh bay & cac anh dudi day.

Hinh 3.2. Hinh dénh vi thé gan chugt nhupm HE, (x 400) dai dién cho cdc lo6 chugt

nghién civu dc tinh ban truong dién ciia cao kho “Thing thanh gidng troc”.
A. Lo chung (chuot 3); B. Lo tri 1 (chudt 12); C. Lo tri 2 (chudt 27).
Nhan xét anh:

Hinh anh vi thé gan duéi kinh hién vi voi d6 khuéch dai 400 1an ctia chudt ¢ 16
trj 1 (anh 3.2B) va 16 tri 2 (anh 3.2C), 1a cac 16 cho udng cao khd “Thing thanh
giang troc”, khong khéc biét so voi hinh anh vi thé gan chuét 16 chimg (anh 3.2A).
Trén hinh anh cac té bao gan sip xép thanh dai, thanh bé, giita ching c6 xoang
mach. Hinh anh nhu md gan binh thuong, céac té bao gan khong bi thoai hoa, khong

c6 xuat huyeét, hoai tu.
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Hinh 3.3. Hinh dnh vi thé than chuét nhuém HE, (x 400) dgi dién cho cdic 16 chuét
nghién ciru djc tinh ban truong dién ciia cao khé “Théing thanh gidng troc”.
L6 chung (chuot 6); B. Lo tri 1 (chuot 11); C. L6 tri 2 (chuot 25).

Nhan xét anh:

Hinh anh vi thé than dudi kinh hién vi v6i d6 khuéch dai 400 1an cua chudt &
16 tri 1 (anh 3.4B) va 16 tri 2 (4nh 3.4C), 14 céc 16 cho udng cao kho “Thing thanh
giang troc”, khong khac biét so voi hinh anh vi thé than chudt ¢ 16 chimg (anh
3.4A). Nhu mo than binh thuong. V6 than c6 céac cau than, cac 6ng than va cac

mach mau gifra cac ong than. Cac t€ bao bi¢u md ong than khong bi thoai hoa.
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3.2. Két qua nghién ctru tac dung
3.2.1. Két qud ddnh gid finh trang chung va can ngng cia chugt

Két qua danh gia tinh trang chung cho thiy chudt & cac 16 gay bénh co biéu
hién xu 16ng, 16ng sam mau hon, hoat dong va an ubng giam so vai 16 chang, voi
biéu hién ngay cang r5 rét hon theo thoi gian. Tinh trang chung cua chudt & cac 16
dang TTGT c6 cai thién tét hon (it xu 16ng hon, hoat dong va an udng tét hon) so voi
6 md hinh.
Két qua danh gia can niang cua chudt duoc trinh bay ¢ bang 3.8.
Bing 3.8. Anh huéng ciia cao khé “Thding thanh gidng troc” Ién can ning chuét

(X £ SD, n = 10 ¢ méi 15)

Lo Can nang chudt (g)
ahien gy | TTuoC gy |Trude udng pauudngthuéc | poa | Pea | Peb
g bénh () | thubc (b) | 28ngay (0)
A 19,65 22,18 23,86
L6 chang (1) +186 £209 +263 <0,05 [<0,01 [<0,05
AL 19,98 19,63 19,37
M®6 hinh (2) £201 +189 +196 >0,05 (>0,05 [>0,05
19,31 19,40 21,98
TTGT-1 (3) £1,72 £1,01 £2.02 >0,05 (>0,05 |<0,01
19,75 19,54 22,25
TTGT-2 (4) +1,96 +1,99 £211 >0,05 (>0,05 |<0,01
P21 > 0,05 <0,01 <0,01 - - -
P3.4-1 > 0,05 <0,01 < 0,05 - - -
P3.4-2 > 0,05 > 0,05 <0,01 - - -
Pas > 0,05 > 0,05 > 0,05 - - -

Nhan xét:

- Tai thoi diém trudc gay bénh: can nang chudt & cac 16 la nhu nhau (p > 0,05).

- Tai thoi diém truoc udng thudc: can nang chudt & cac 16 2,3,4 (Ia nhing 16
gay bénh than) khong ting, trong khi ¢ 16 ching chudt ting can. Két qua can ning
chudt & cac 16 gay bénh than giam cé y nghia thong ké so vai 16 ching (p < 0,01).

- Tai thoi diém sau 28 ngay udng thubc: can niang chudt & cac 16 udng thude ting
S0 Voi trude ubng thude (p < 0,01). Can nang chudt ¢ 16 mo hinh khong ting. So voi 16

m6 hinh, can nang chudt o cac 16 dung thude cao hon c¢o y nghia théng ké (p < 0,01).
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3.2.2. Két qud ddnh gid ure, creatinin mdu chugt

Két qua duoc trinh by & cac bang 3.9 va 3.10

Bing 3.9. Anh huwéng ciia cao khé “Thing thanh gidng troc” 1én néng dé ure

huyét thanh ciia chugt (X + SD, n = 10 ¢ méi 10)

Nong dd ure huyét thanh (mmol/l)

L6 nghién . . .
) Trwoc gdy | Trwoc uong | Sau uong thuoc |  Po-a Pe-a Pe-b
e bénh (a) thuéc (b) 28 ngay (c)
Lo chung (1) | 7,72+0,92 | 7,69 + 0,86 801+095 |>0,05 |>0,05]|>0,05
M®6 hinh (2) 768095 |2493+298 B3,57%3,82 <0,01 |<0,01 [<0,001
TTGT-1(3) 7,48 £0,79 | 24,36 +3,04 15,29+ 2,49 <0,01 |<0,01 [>0,05
TTGT-2 (4) 7,92+0,86 | 25,12+ 2,79 11,85+ 2,05 <0,01 |<0,01 [<0,05
Po1 > (0,05 <0,01 < 0,001 - - -
P34-1 > 0,05 <0,01 <0,01 - - -
P34-2 > 0,05 > (0,05 <0,01 - - -
P43 > 0,05 > 0,05 <0,05 - - -

Nhan xét:

- Tai thoi diém trudc gay bénh: ndng do ure huyét thanh cua chudt & cac 16 l1a
nhu nhau (p > 0,05).
- Tai thoi diém trudc udng thude: ndng do ure huyét thanh cia chudt o cac 16 2,3,4

(la nhitng 16 gay bénh than) tang (p < 0,01 so voi trudc gay bénh cling nhu so vai ¢ 16

chiing). So sanh giira & cac 16 gay bénh, nong d6 ure huyét thanh cia chudt khac biét

khéng co y nghia thong ké (p > 0,05).

- Tai thoi diém sau 28 ngay ubng thudc:

+ Nong d6 ure huyét thanh cta chudt o 16 chimg khong ting so vai cac thoi diém
truoc (p > 0,05).

+ Nong d6 ure huyét thanh cua chudt & 16 md hinh ting cao so voi cac thoi diém

truoc (p < 0,01 va p < 0,001), va tang cao so voi o 16 ching voi p < 0,001.

+ S0 Voi 16 m6 hinh, ndng d6 ure huyét thanh cta chudt o cac 16 udng thude giam

o6 y nghia théng ké voi p < 0,01. Nong do ure huyét thanh cta chudt o 16 TTGT-2

giam co y nghia thong ké so voi 016 TTGT-1 (p < 0,05).
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Bing 3.10. Anh hwéng ciia cao khé “Thing thanh gidng troc” lén nong d

creatinin huyét thanh ciia chut (X = SD, n = 10 ¢ m4i 10)

Nong dd creatinin huyét thanh (umol/I)
Lo Truwéc gay | Truwéc udng Sau uéng
nghiénciu | bénh(a) | thubc(b) |thubc2sngay | o | Tt | P
(©
Lo chang (1) | 36,29 £ 3,74 | 36,71 +391 | 37,02+ 411 | >0,05 | >0,05 | >0,05
Mo hinh (2) | 35,97 +3,53 | 88,95+ 9,23 108,26+ 12,84 | >0,05 | <0,01 0’;01
TTGT-1(3) |36,99+4,02| 90,12 +9,56 | 61,56+ 7,93 | >0,05 | <0,01 | <0,05
TTGT-2(4) | 3541+361| 89,28+9,19 | 54,21+ 6,57 | >0,05 | <0,01 | > 0,05
P21 > (0,05 <0,01 < 0,001 - - -
P34-1 > 0,05 <0,01 <0,01 - - -
P3.4-2 > 0,05 > (0,05 <0,01 - - -
Pas > 0,05 > 0,05 > 0,05 - - -

Nhan xét:

- Tai thoi diém trudc gay bénh: ndng do creatinin huyét thanh cta chudt ¢ cac
16 la nhu nhau (p > 0,05).
- Tai thoi diém trudc udng thude: ndng do creatinin huyét thanh cua chudt & cac 16

2,3,4 (la nhirng 16 gy bénh than) tang (p < 0,01 so voi trudc gay bénh cting nhur so voi o

16 chitng). So sanh gitra & cac 16 gay bénh, nong do creatinin huyét thanh ctia chudt khac
biét khéng co ¥ nghia théng ké (p > 0,05).
- Tai thoi diém sau 28 ngay ubng thudc:

+ Nong d6 creatinin huyét thanh cua chudt o 16 chimg khong tang so voi cac thoi
diém truoc (p > 0,05).
+ Nong do creatinin huyét thanh cia chudt & 16 md hinh ting cao so voi cac thoi
diém truoc (p < 0,01 va p < 0,001), va ting cao so voi ¢ 16 ching voi p < 0,001.
+ S0 voi 16 mo hinh, ndng do creatinin huyét thanh cua chudt o cac 16 udng thuée

giam co y nghia théng ké voi p < 0,01. Nong d6 creatinin huyét thanh cia chudt o 16
TTGT-2 giam c6 y nghia théng ké so vai 016 TTGT-1 (p < 0,05).
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3.2.3. Két qud ddnh gid mgt sé chi sé huyét hoc cia chugt
Két qua duoc trinh by & cac bang 3.11
Bing 3.11. Anh huéng ciia cao khé “Thing thanh gidng troc” 18n mét sé chi sé

huyét hoc cia chuét (X + SD, n = 10 ¢ mdi 16)

Lo S6 lwong hong cau [Ham lweng huyét sac | Hematocrit mau
nghién ciru mau chudt (T/1) t6 mau chudt (g/l) chuot (%)
L6 chang (1) 9,86 + 1,05 154,92 + 16,81 41,79 + 5,08
M®o hinh (2) 6,16 £ 0,73 106,84 + 12,09 41,98 £ 4,21
TTGT-1(3) 7,45 £ 0,88 127,52 + 13,74 42,21 £ 4,29
TTGT-2 (4) 8,98 £ 0,93 135,86 + 14,61 42,13 £ 4,72
P21 <0,001 <0,001 > 0,05
P34 <0,01 <(0,01 > 0,05
P34 <0,01 <0,01 > 0,05
Pa3 <0,05 <0,05 > 0,05

Nhan xét:

- S0 Véi 16 chang, s6 luong hong cau mau chudt va ham luong huyét sic t6
mau chudt ¢ 16 mé hinh giam c6 y nghia thong ké vai p < 0,001.

- S0 voi 16 md hinh, sb Twong hdng cau mau chuét va ham luong huyét sic tb
mau chuot o cac 16 dung cao khd “Thing thanh gidng troc” ting, khac biét co y nghia
thong ké vai p < 0,01.

- S6 lugng hong cau mau chudt va ham luong huyét sac t& mau chudt o 16
TTGT-2 (16 dung cao khd liéu cao) 16n hon c6 y nghia théng ké (p < 0,05) so vai o
16 TTGT-1 (16 dung cao khd liéu thap)

- Hematocrit mau chudt o cac 16 khac biét chua co ¥ nghia thong ké (p > 0,05).
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Két qua duoc trinh by & cac bang 3.12, 3.13

Bing 3.12. Anh huéng ciia cao khé “Thing thanh gidng troc” Ién sé lwong nwéc

tiéu 24h ciia chuét (X + SD, n = 10 ¢ méi 16)

S6 lwgng nwoc tiéu 24h (ml/24h)
L6 nghién Truwoc gdy | Trwéc udng Sau uong
clu bénh (a) thudc (b) | thudc 28 ngay Po-a P Pt
(©
L6 chang (1) | 0,833+0,112 | 0,854 £ 0,096 |0,849+0,142 | >0,05| >0,05 | >0,05
M©6 hinh (2) 0,826 £0,125 | 3,829 £ 0,940 (6,862 0,989 | <0,01 |[<0,001 |<0,01
TTGT-1(3) 0,907 £0,091 | 3,886 £ 0,905 (4,713+0,857 | <0,01 | <0,05 | >0,05
TTGT-2 (4) 0,896 £4,02 |3,914+1,019 (3,686+0,799 | <0,01 | <0,05 > 0,05
Po1 > 0,05 <0,01 <0,001 - -
P341 > 0,05 <0,01 <0,01 - -
P34 > 0,05 > 0,05 <0,01 - -
Pa3 > 0,05 > 0,05 < 0,05 - -

Nhan xét:

- Tai thoi diém trudc gay bénh: sé luong nude tidu 24h cia chudt ¢ cac 16 1a
nhu nhau (p > 0,05).

- Tai thoi diém trudc udng thude: sb lugng nude tiéu 24h cia chudt & cac 16 2,3,4
(la nhitng 16 gy bénh than) tang (p < 0,01 so voi trudc gay bénh cling nhu so voi o 16
chiing). So sanh gitra o cac 16 gay bénh, s6 lugng nudc tiéu 24h cia chudt khac biét
khéng co y nghia thong ké (p > 0,05).

- Tai thoi diém sau 28 ngay ubng thudc:

+ S6 luong nudc tiéu 24h cua chudt 6 16 chimg khong ting so voi cac thoi
diém trudc (p > 0,05).

+ S6 lugng nude tiéu 24h cia chudt o 16 mO hinh ting cao so voi cac thoi diém
truoc (p < 0,01 va p < 0,001), va tang cao so voi o 16 ching voi p < 0,001.

+ S0 Voi 16 md hinh, s6 lugng nude tiéu 24h ciia chudt o cac 16 uéng thude giam
co y nghia thong ké vai p < 0,01. S6 luong nudc tiéu 24h caa chudt o 16 TTGT-2 giam
co y nghia théng ké so voi 6 16 TTGT-1 (p < 0,05).
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Bing 3.13. Anh huéng ciia cao khé “Thing thanh gidng troc” 18n protein niéu
24h ciia chugt (X = SD, n = 10 ¢ méi 16)

Protein niéu 24h cua chugt (pug/24h)

L6 nghién o Truéc Sau uéng
Trwoc gay B ; i . Pb-a Pc-a Pc-b
cuu uong thuoc | thuoc 28 ngay
bénh (a)
(b) (©
L6 chung (1) | 1,38+0,09 |1,25+0,12 | 1,23+£0,16 >0,05| >0,05 | >0,05
M®6 hinh (2) 1,21+0,13 |2,01+£0,15 | 2,69 £0,27 <0,01 |[<0,001 |<0,01
TTGT-1(3) 1,19+0,11 |2,06+0,22 | 1,72+0,18 <0,01 | <0,05 | <0,05
TTGT-2 (4) 1,26 +0,15 |2,11+£0,24 | 1,49 0,16 <0,01 | <0,05 | <0,05
P21 > 0,05 <0,05 <0,001 - - -
P34-1 > 0,05 < 0,05 <0,05 - - -
P3.4-2 > 0,05 > (0,05 <0,01 - - -
Pa3 > 0,05 > 0,05 > 0,05 - - -

Nhan xét:

- Tai thoi diém truoc gay bénh: Protein niéu 24h cua chudt & cac 16 la nhu
nhau (p > 0,05).

- Tai thoi diém trudc udng thude: Protein niéu 24h cua chudt & cac 16 2,34 (la

nhitng 16 gy bénh than) tang (p < 0,05 so voi trudc gay bénh cting nhu so voi o 16

chang). So sanh gitra o cac 16 gay bénh, protein niéu 24h ctia chudt khac biét khong co y
nghia théng ké (p > 0,05).

- Tai thoi diém sau 28 ngay ubng thudc:

+ Protein nigu 24h cta chudt & 16 chimg khong ting so voi cac thoi diém truoc (p > 0,05).

+ Protein niéu 24h cua chudt & 16 md hinh ting cao so voi cac thoi diém truoc (p <

0,01 va p < 0,001), va tang cao so vai o 16 ching voi p < 0,001.

+ S0 voi 16 md hinh, protein niéu 24h caa chudt & cac 16 ubng thube giam co ¥

nghia théng ké voi p < 0,01. Protein niéu 24h cia chudt & 16 TTGT-2 giam co y nghia
thong ké so voi o 16 TTGT-1 (p < 0,05).
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3.2.5. Két qud ddnh gid can ndng va vi thé than chugt
Két qua duoc trinh bay & bang 3.14 va anh 3.1
Bing 3.14. Anh huéng ciia cao khé “Thing thanh gidng troc” 18n can ngng than
chuét (X + SD, n = 10 ¢ méi 10)

L6 nghién citu Can nang than chudt | % tang so voi | % giam so vai
(9/kg chugt) 16 chirng 16 m6 hinh

L6 chang 1) 9,146 + 0,565 - -

Mb hinh @) 11,985+ 0,846 31,041 %

TTGT-1 €)) 10,654+ 0,852 16,488 % 11,106 %
TTGT-2 4) 10,312+ 0,917 12,749 % 13,959 %
P21 <0,01 - -

P34.2 <0,05 - -

Ps31 <0,05 - -

Ps3 > 0,05 - -

Nhan xét:

- So voi 16 chung, can nang than chuot ¢ 16 mé hinh tang 31,041%, ¢6 y nghia
théng ké véi p < 0,01.

- S0 véi 16 md hinh, can ning than chudt & cac 16 TTGT-1, TTGT-2 giam lan luot
la 11,106% va 13,959%, khac biét co y nghia théng ké vai p < 0,05.

+So sanh gitra 1 16 TTGT-1 va TTGT-2, can nang than chuét o 2 16 nay khéng co
su khac biét (p > 0,05).



Anh 3.1. Hinh énh vi thé thin chuét 6 cdc 16 nghién citu (HE x 200).
A. L6 chung (chugt 6); B. L6 md hinh (chugt 15);
C. L6 TTGT-1 (chugt 27); E. L6 TTGT-2 (chugt 35).

Mii tén den: tru niéu; Mii tén do: phi dai cau than;

Mi tén xanh: gidan long ong thdn; Mui tén nau: gian mé ké;
Nhan xet:
- Hinh anh md bénh hoc cua than chuét & 16 ching (anh A) cho thiy nhu mé
than binh thuong, vo than voi cau trac cau than, éng than va mé ké binh thuong.
- Hinh anh md bénh hoc than chuét & 16 md hinh (anh B) cho thiy gian mé
k&, phi dai cAu than, gian long dng than, co tru niéu (mii tén den).
- Hinh anh md bénh hoc than chudt o cac 16 TTGT-1 (anh C), 16 TTGT-2

(anh D) thay cac ton thuong & than duogc cai thién rd so voi ¢ 16 md hinh (anh B).
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CHUONG 4
BAN LUAN

Bénh than man (CKD), 12 mot van dé y té toan cau véi ty 18 tir vong ting
nhanh. Nam 2016, CKD xép thir 13 trong cic nguyén nhan giy tir vong toan cau va
du bao s€ xép tht 5 vao nam 2040. Do tién trién &m thim, CKD thuong duoc chan
doan muon, di kém nhiéu bién ching nghiém trong [2],[3],[4]. Piéu tri CKD hién
nay két hop thay ddi ché do an, 16i séng va su dung thude theo tung giai doan bénh.
Déng thoi, Y hoc ¢d truyén dugc chiing minh c6 hi¢u qua trong viéc hd tro chirc
nang than va giam bién ching khi phdi hop v6i Y hoc hién dai. Nghién ctru ndy cai
tién bai thubc “Thing thanh giang troc” tir dang thudc sic sang cao kho, nham ting
tién loi va kha nang tng dung. Két qua danh gia doc tinh ban truong dién va hiéu
qua diéu tri khéng chi khing dinh tinh an todn ma con mé ra hudng hién dai hoa
YHCT, hd tr¢ diéu tri toan dién cho bénh nhan CKD.
4.1.Ban luin vé doc tinh ban truwong dién cia cao khé “Thing thanh giang troc”
trén dong vat thuc nghiém

Nghién ctru doc tinh la mot budc rat quan trong trong nghién ciu phat trién
thuc. Thudc muén duoc sir dung ngoai hiéu luc thi can phai an toan. Xét vé tong
thé thi an toan con quan trong hon hiéu luc, vi mot thubc du hiéu luc dén dau,
nhung néu khong an toan thi ciing khong duoc st dung [64]. Theo hudng dan cua
WHO va quy dinh cua Bo Y té Viét Nam, ngoai trir cac bai thudc cd phuong duoc
chiét xuat theo phuong phap truyén thong, tat ca cac thuéc co nguon goc tir duoc
liu phai danh gia doc tinh cap va ban truong dién trén dong vat trudc khi dua vao
thir nghiém trén nguoi. Ngoai ra, tuy ting loai thubc bat bugc phai thir thém cac doc
tinh khac nhu doc tinh trén sinh san va phat trién, doc tinh sinh mién dich,... Trong
nghién ctu nay, chang toi chi tién hanh danh gia doc tinh ban truong dién cua ché
pham cao khd “Thang thanh giang troc” trén dong vat thuc nghiém.

Nghién ctru doc tinh ban truong dién la nghién ciru duoc thuc hién bang cach
cho dong vat thi nghiém uéng thudc thir hang ngay lién tuc trong mot thoi gian nhat

dinh. Déi tugng nghién ciru caa doc tinh ban truong dién thuong la tho hoac chuot
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cong trang hoac ca hai loai [64]. Trong nghién cttu nay ching toi lva chon d6i tuong
nghién cau la chudt cdng trang, do loai nay d& nudi hon va cac chi s6 nghién cau
cling tuong dbi 6n dinh.

Ché pham cao khd “Thiang thanh giang troc” dua trén bai thubc “Thing
thanh giang troc thang”, do thay d6i cach thuc st dung dang bai thudc vi vay viéc
nghién ctru doc tinh ban truong dién la hoan toan can thiét va la yéu cu bt budc dé
dam bao van dé y dic trong nghién ciru. Theo quy dinh, thoi gian nghién ctru doc
tinh ban truong dién tbi thiéu phai gap bdn 1an thoi gian dy kién st dung thudc trén
lam sang. Viéc kéo dai thoi gian nghién ciru doc tinh ban truong dién so voi thoi
gian sir dung thudc trén 1am sang gop phan nang cao tinh chat ché va khoa hoc
trong nghién cau [64].

Trong nghién ctiu caa ching toi, thoi gian du kién sir dung thude trén 1am sang
1a 21 ngay. Dé dam bao yéu cau vé thoi gian va tinh khoa hoc, chung t6i da tién hanh
thir nghiém doc tinh ban trudng didn trén chudt cong tring trong vong 90 ngay. Két
qua nay cho thay nghién ctru da dap tng day du céc tiéu chuan quy dinh vé thoi gian va
phuong phap khoa hoc. Theo WHO, tinh trang chung, trong liong co thé va cac chi sb
huyét hoc la nhitng xét nghiém bit budc khi danh gia doc tinh cua thude thir. Néu thube
co doc tinh s& anh hudng dén tinh trang toan than, hinh thai va mot sb co quan trong co
thé nhu co quan tao mau va chic nang gan, than [44],[45].
¢ Tinh trang chung va sir thay déi thé trong cia chugt cong

Tinh trang chung va cin ning cia dong vat thuc nghiém 1a cac chi s6 nghién
ctru quan trong can dugc theo doi chit ché trudc khi bat dau va dinh ky trong subt
qua trinh nghién ctru doc tinh ban trudong dién [64].

Cao kho “ Thang thanh giang troc” khong giy ra cc biéu hién bat thuong vé
tinh trang chung cta chudt thi nghiém trong sudt thoi gian theo ddi. Chudt ¢ ca 16
chtmg va cac 16 dung thudc déu duy tri hoat dong binh thudng, an udng tot, 1ong
muot, da va niém mac khong cé ton thuong, phan thanh khuon. Pay la céac chi )
quan trong phan anh tinh trang strc khoe tong thé on dinh va khong bi anh huong

tiéu cyc boi thude. Két qua khong ghi nhan bat ky thay doi nao vé da, niém mac
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hodc chat tiét, cho thiy cao kho “ Thing thanh giang troc” khong gay phan tmg
viém tai chd. Déng tho1i, khong co dAu hiéu stress hodc r6i loan hanh vi, diéu nay
chtng to thudc khong co tac dong tiéu cuc 1én hé than kinh hodc trang thai tam ly
cua dong vat thi nghiém.

Vé can ning, khong c6 sy khac biét c6 ¥ nghia thong ké giira cac 10 trong
cung mot thoi diém danh gia (p > 0,05), cho thay cao kho khong anh hudng dén su
phat trién tu nhién cta chudt. Trong khi do, can nang ctua chudt tang 1én theo thoi
gian trong cung mot 16 (p < 0,01), phan anh qua trinh tang truéng sinh ly binh
thuong. Sy on dinh nay loai trir kha ning cao kho "Thang thanh giang troc" gy ra
cac tac dung phu nhu suy dinh dudng, giam hap thu, hodc anh hudng dén hé chuyén
héa va noi tiét.

Nhu véy, khi ding cao khé “Thing thanh giang troc” & liéu trong duong lidu
diéu tri trén nguoi va lidu cao trong thoi gian 45 ngay va 90 ngay déu khong anh
hudng 1én tinh trang chung va thé trong caa chuét.

@ Anh hueng ciia cao khé “Thing thanh gidng troc” 1én hé thong tao mau

Mau 12 mét t6 chirc sinh hoc quan trong, déng vai trod thiét yéu trong viéc két
nbi va tuong tic véi cac co quan va hé thong trong co thé. V& mit bénh 1y, mau
chiju anh huéng cua tat ca cac to chirc d6 nhung dong thoi ciing bi anh hudng va
phan anh tinh trang riéng ciia co quan tao mau. Céc tac dong cua thudc 1én co quan
tao mau co thé dan dén su thay doi trong thanh ph?m mau, dac biét thuong biéu hién
thong qua su giam s6 lugng bach cau [65]. Viéc dénh gia dugc cang nhiéu thong sb
clia mau trong thir nghiém doc tinh cia thudc cang c6 kha niang danh gia chinh xac
vé doc tinh trén co quan tao mau. Vi vdy trong nghién ciru nay chung toi tién hanh
dinh luong cac thanh phan cia mau gom s6 lugng hong cau, ham lugng huyét sic t6,
hematocrit, thé tich trung binh héng cau, sb luong bach cau va sb luong tiéu cau cua
chuot thi nghiém.

Trong nghién ctru, hong cau, bach cau va tiéu cau déu 1 cac thanh phan mau
dugc san xuat tir té bao gdc tao mau tai tiy xwong. Mdi loai té bao mau c6 qua trinh

hinh thanh va chuc nang riéng biét, dong vai trd quan trong trong cac hoat dong
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sinh 1y ctia co thé. S6 lwong hong cau phan anh tong thé sd lugng té bao hdng cau
trong mau, trong d6 huyét sic té (hemoglobin) ddm nhiém chirc ning van chuyén
oxy tir phoi dén cac mé va loai bo CO,. Dinh luong huyét sic t6 cung cap théng tin
vé kha nang hoat dong ctia hong cau, trong khi hematocrit biéu thi ty 1é giita thé tich
khdi hong ciu va thé tich mau toan phan, con thé tich trung binh hong cau (MCV)
gitp danh gia kich thudc hong cau va phét hién tinh trang thiéu mau. SO lwong bach
cau 1a chi s6 phan anh mot phan kha ning bao vé co thé, bao gdm dép tmg mién
dich va chirc ning tao méau. Tiéu cau, mot thanh phan quan trong trong qua trinh
dong mau va cAm mau, dugc san xuit tir tuy xuong, va viéc dinh lugng tiéu cau
giup danh gia tinh trang dong mau cling nhu tdc dong cua cac tac nhan nghién ctru
1én hé tao mau [10], [66]. Cac chi s trén 1a co s¢ quan trong dé danh gia toan dién
tinh trang sinh 1y va cac anh huéng tiém tang ctia thude hodc chit thir 1én co quan
tao mau.

Két qua cho thiy sb luong hong ciu trong mau chudt khong thay d6i co ¥
nghia théng ké khi so sanh giita cac 16 ¢ ciing mot thdi diém (p > 0,05). Piéu nay
cho thiy cao kho "Thing thanh giang troc" khéng giy anh hudng bat loi dén sb
luong hong cau, bit ké lidu lwong hodc thoi gian sir dung. Bén canh d6, khi so sanh
trong timg 16 giira cac thoi diém thi nghiém, sé lwong hdng cau ciing khong thay doi
c6 ¥ nghia théng ké (p > 0,05). Diéu nay cho thiy thudc khéng anh huong dén su
san sinh hay tiéu huy hong cau trong sudt thoi gian nghién ctru. Sy 6n dinh cua sb
luong hong cau 1a mot dau hiéu tich cuc, ching minh rang cao khd khong gay ra
cac tinh trang thiéu mau hodc tan mau, va khong lam roi loan chirc nang tao mau
trong tuy xuong.

Ham lugng huyét sic to trong mau chudt ciing khong co sy thay d6i dang keé
khi so sanh giita cac 16 trong ciing mdt thoi diém (p > 0,05). Piéu nay cho thay rang
thudc khong anh huéng dén kha nang van chuyén oxy cta mau. Ngoai ra, khi so
sanh trong ting 16 giita cac thoi diém nghién ctru, ham luong huyét sic to ciing
khong thay d6i co y nghia théng ké (p > 0,05). Su 6n dinh nay cho thiy rang cao

kho "Thang thanh giang troc" khong giy ra céac tic dong tiéu cuc dén qua trinh tong
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hop hodc pha hity huyét sic td, dong thoi dam bao chic ning cung cip oxy cho md
va co quan khong bi suy giam.

Hematocrit 13 mot chi sd quan trong, dai dién cho ty 1€ phén tram thé tich
hdng cau trong tong thé tich mau, phan anh kha ning van chuyén oxy ctia hé tuin
hoan. Két qua nghién ctru khong ghi nhan sy khac biét c6 y nghia thong ké gitta cac
16 chudt tai cing mot thoi diém (p > 0,05) hodc giita cac thoi diém trong cing mot
16 (p > 0,05). Su 6n dinh cia chi s6 HCT chimg to rang cao kho “Thing thanh giang
troc” khong gay anh hudng dén ty 16 hong cau trong mau, khong lam thay doi trang
thai cAn bang giira viéc san sinh va tiéu huy hong ciu. Diéu nay cho thiy thudc
khong gy rdi loan chirc ning tao mau hoic ting nguy co mit mau, dam bao tinh an
toan ddi v6i hé tuan hoan khi sir dung lau dai.

Thé tich trung binh hdng cau 14 chi sé phan anh kich thuéc trung binh cia
hdng cau va 13 co s dé danh gia cac loai thiéu mau nhu thiéu mau hong cdu nho
hay thiéu mau hong cau to [67]. Két qua nghién ctru cho thiy khong c6 su thay doi
c6 y nghia thong ké vé MCV giita cac 16 trong cing mot thoi diém (p > 0,05) ciing
nhu giita cac thoi diém trong ciing mét 16 (p > 0,05). Diéu nay cho thiy cao kho
“Thang thanh giang troc” khong gay ra cac bién dbi vé kich thudc hdng cau, loai trir
nguy co gy roi loan vé dinh dudng hodc bénh 1y lién quan dén chirc ning méu.

Bach ciu 12 céac té bao tham gia vao phan tng mién dich cia co thé va ¢ vai
trd quan trong trong viéc bao vé co thé chdng lai cac tac nhan giy bénh. Tuy nhién,
trong nghién ctru ndy, sé luong bach cau trong mau chudt khong cé su thay doi co y
nghia thong ké. Cu thé, so sanh giira cac 16 tai cac thoi diém khac nhau ciing khong
ghi nhan su thay doi dang ké (p > 0,05). Piéu nay cho thay rang viéc st dung cao
kho “Thang thanh giang troc” trong cdc liéu luong va thoi gian thi nghiém khong
gdy ra tac dong tiéu cuc dén su san sinh hodc tiéu hay bach cau, ciing nhu khong
lam thay d6i kha nang dap tmg mién dich cia co thé chudt. Piéu nay ciung ¢ thém
luan diém vé tinh an toan ciia cao kho nay d6i vi hé mién dich trong thi nghiém
ban truong dién.

Tiéu cau déng vai trd quan trong trong qua trinh dong méu, gitp ngimg chay
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méu khi ¢6 ton thuong & mach méau. Trong nghién ctru nay, s6 luong tiéu cau khong
thay d6i co ¥ nghia thong ké khi so sanh giita cac 16 thi nghiém tai cing mot thoi diém
va giita cac thoi diém trong timg 16 chudt (p > 0,05). Su 6n dinh ctia sé luong tiéu cau
trong mau chudt cho thiy rang cao khd “Thing thanh gidng troc” khong gy tac dong
dén qua trinh sinh san hodc chiic ning cia tiéu cau. Diéu ndy dong nghia véi viée cao
kho “Thang thanh giang troc” khong 1am rdi loan qua trinh déng méau hodc 1am ting
nguy co chdy mau, mot yéu t6 quan trong trong danh gia doc tinh.

Két qua nay hoan toan twong dong voi két qua nghién ctru Vii Hoang Long
va cong sy (2011) danh gia doc tinh ban truong dién cua bai thude “ Thing thanh
giang troc” st dung dudi dang thudc thang khong c6 doc tinh 1én cac chi s6 ciia co
quan tao mau [31].

@ Anh hweng cia cao khé “Thing thanh gidng troc” dén gan

Gan la mot co quan 16n trong co thé, chiém khoang 2% téng trong luong co
thé, dam nhiém ddng thoi chire ning ngoai tiét va noi tiét. Day 1a noi du trir nhiéu
chat quan trong, dong thoi dong vai trd trung tim trong cac qua trinh chuyén héa co
ban cua co thé. Véi vai trd thiét yéu ddi véi sy sdng, gan dugc xem 1a mot co quan
c6 tinh chat quyét dinh ddi véi su duy tri va diéu hoa cac hoat dong sinh ly. Cac
chtre ning nay duoc thuc hién nho hé théng enzym da dang va phong phu trong gan,
dong vai trd quan trong trong qué trinh chuyén hoa cac chat. Tuy nhién, viéc st
dung thudc cd thé gay doc cho gan, 1am suy giam hoic rdi loan chirc ning gan. Do
do, viéc danh gia doc tinh cua thude thong qua nghién ciu tac dong cua ching doi
vé6i gan 1a mot budc quan trong trong qué trinh phat trién va st dung thubc an toan
[65]. B¢ danh gid mirc d6 ton thuong té bao gan, nong do cac enzym c6 ngudn goc
tir gan trong huyét thanh thuong duoc dinh luong. Sy gia ting nong do cua Cac
enzym nay thudng phan anh mic do doc tinh cua thude, do qué trinh pha huy té bao
gan. Alanine aminotransferase (ALT) hau nhu hién dién trong té bao chat, ciing
dugc tim thay ¢ nhiéu co quan, nhung chu yéu Ia tai gan, chii yéu khu trd trong bao
tuong cua té bao nhu moé gan [66]. Khi xay ra ton thuong hodc thay doi tinh tham

mang té bao gan, hoat ¢6 ALT trong huyét thanh ting déng ké, ngay ca & mac do
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tén thuong nhe. Nguoc lai, Aspartate aminotransferase (AST) khong chi hién dién
trong gan ma con ton tai & nhiéu co quan khac. Trong té bao gan, AST chii yéu nam
trong ty thé, véi khoang 1/3 luong enzym khu tri ¢ bao twong. Hoat d6 AST trong
huyét thanh chi ting manh khi ton thuong té bao gan & mac d6 nghiém trong, dan
dén giai phong enzym tir ty thé. Vi vdy, trong céc tén thuong gan, hoat d6 ALT
thudng ting cao hon so véi AST, gilip phan biét mirc do va loai ton thuong gan [67].
Két qua nghién cau cua dé tai cho thdy ring sau 45 va 90 ngay sir dung cao kho
"Thing thanh giang troc," cac Xét nghiém danh gia mic do tén thuong té bao gan
thong qua hoat 46 ALT va AST & cac 16 diéu tri (16 tri 1 va 16 tri 2) khéng co su
khéc biét dang ké so voi nhém chiing. Ngoai ra, khi so sanh két qua gitta hai thoi
diém trudc va sau khi sir dung thude, khdng ghi nhan sy thay doi co y nghia thdng
ké (p > 0,05). Piéu nay cho thiy cao kho "Thing thanh giang troc" khdng gay anh
hudng tiéu cuc dén chirc ning gan trong thoi gian nghién cuu.

Gan so hitu mot hé thdng enzym chuyén hoa phong phu, dong vai trd quan
trong trong qué trinh sinh tong hop va thoéi héa protein, lipid, va céc chat chuyén
hoa khac Hon 90% protein huyét twong va 15% tong khdi luong protein trong co
thé duoc san xut tai gan. Gan tong hop rat nhiéu protein huyét twrong, trong dé
albumin 14 protein quan trong nhat. Albumin 1a mét protein thiét yéu trong co thé,
dugc gan tong hop hoan toan va cing vai mot phan globulin, gop phan quan trong
trong duy tri &4p suat keo cua méau va chirc ning van chuyén. Khi chirc ning gan suy
giam, nong do albumin trong huyét thanh giam, tuy nhién su giam nay dién ra cham
do thoi gian béan thai cia albumin twong d6i dai, khoang 20 ngay ¢ nguoi va 53 gio
& chuot cong. Viéc dinh lugng albumin huyét thanh 1a phuong phap quan trong dé
danh gia chtic nang tong hop va chuyén hoéa protein cua gan [66], [67]. Trong
nghién ctru, ham lugng albumin trong mau cua chudt céng ¢ hai nhom diéu tri (16
tri 1 va 2) sau 45 ngay va 90 ngay str dung cao kho "Thang thanh giang troc” khong
c6 su thay doi so voi nhom chuang. Két qua nay cho thay viéc st dung thudc thir &
ca hai liéu luong khong gay anh hudng dén kha nang sinh tong hop protein caa gan.

Gan khong chi dam nhan vai trd tong hop protein ma con tham gia tich cuc
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VA0 quaé trinh tong hop va chuyén hoa lipid. Gan dong vai trd quan trong trong viéc
téng hop, chuyén hoa va diéu hoa cholesterol trong co thé. N6 san xuat cholesterol
tir acetyl-CoA va chuyén hda mot phan cholesterol du thira thanh axit mat, gidp tiéu
hoa chat béo. Gan ciing tong hop cac lipoprotein nhu VLDL, LDL va HDL dé van
chuyén cholesterol trong mau, phan phdi cholesterol dén cac mé va thu gom
cholesterol du thira. Khi chirc ndng gan bi ton thuong, kha nang tong hop va chuyén
hoa cholesterol bi anh huéng, dan dén sy mét can bang cholesterol trong co thé [66].
Ton thuong gan c6 thé 1am giam kha ning bai tiét cholesterol qua mat, lam ting
LDL va giam HDL. Vi vay, c6 thé dung xét nghiém dinh lugng cholesterol dé danh
gi4 chirc nang gan [67]. Nong do6 cholesterol trong mau caa chudt cong & ca hai 16
nghién ctru udng cao khé “ Thiang thanh giang troc” & ca hai thoi diém 45 ngay va
90 ngay nghién ctru khong cé gi thay doi so véi trugc nghién ciu, va so sanh véi 16
chang khéng c6 su khac biét co y nghia thong ké (p > 0,05).

banh gia trén hinh thai gan:

Danh gia dai thé: Khong quan sét thiy ton thuong rd rét tai gan. Gan ¢ mau
nau do tham, dong déu, bé mat nhin, khéng xuat hién u cuc hay diu hiéu xuat huyét.
Khi 4n xubng, gan c6 tinh dan hoi va khdng c6 su khac biét dang ké so vai gan caa
nhom dbi ching.

Danh gia vi thé: Quan sat dudi kinh hién vi v6i @6 khuéch dai 400 lan cho
thdy hinh anh md gan & cac 16 tri 1 va tri 2 (cho udng cao khé “Thing thanh giang
troc”) khong khac biét so voi 16 chitng. Cau tric mé gan van duy tri binh thudng
VGi cac té bao gan dugc sap xép thanh dai hoiac beé, xen gitra 1a cac xoang mach.
Nhitng dic diém nay cho thay mo gan van giir dugc cau triic co ban va chirc ning
sinh 1y binh thuong. Cac té bao gan khéng c6 dau hiéu thoai hda, xuat huyét hay
hoai tir, cho thdy khong c6 su ton thuong té bao gan dudi tic dong cua cao
kh6. Hinh anh dai thé va vi thé gan binh thudng bén canh d6 cac chi s6 danh gia
chtic nang gan nhu nhu néng d6 enzym albumin, cholesterol va su toan ven cua té
bao gan théng qua hai chi s6 AST, ALT van nam trong gigi han binh thuong. Tur
nhitng diéu trén cho thiy, chua phéat hién ton thuong gan khi sir dung cao kho
“ Thang thanh giang troc” trén mo hinh thuc nghi¢m.

Trong cao kho “ Thang thanh gidng troc” c¢6 Hoang ky c0 kha ning bao vé
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gan va chéng xo hoa gan [68], [69]; Tho phuc linh ¢6 tac dung bao vé gan bing
cach ting hoat dong cua cac ezym chdng oxy hod, ting néng do glutathione [70],
[71]; Rau mé nho chiét xuat ethyl acetate c6 kha ning 1am giam xo hoa gan, 1am
giam dang ké ndng do cac chi sé men gan va hydroxyproline [72], [73]; Tran bi c6
chira hesperidine c6 tac dung giam cholesterol mau va bao vé gan [74]; Pai hoang
c6 chura Aloe-emodin cé tac dung bao vé gan, bén canh d6 emodin trong Pai hoang
con cai thién vi tuan hoan va bao vé gan nhd kha ning e ché té bao sao gan [75],
[76]; Nguu tat chira alkaloid bao vé gan thong qua diéu chinh chuyén hod lipd, giam
su tich tu m& trong gan va chéng stress oxy hoa gan [77], [78]; Rutin trong Hoé hoa
c6 tac dung lam giam LDL-C va VLDL-C, ddng thoi 1am 1am ting HDL-C do viéc
trc ché tao ra Hydroperoxit va a-tocopherol dugc bao vé mang trong cac lipoprotein
khoi bi tiéu thu boi qua trinh oxy hoa LDL [79], [80]; Chiét xuat MeOH (methanol)
cia Tric nhy di dugc ching minh 14 c6 téc dunggiam téng luong
cholesterol va LDL [81].
@ Anh hwong ciia cao khé ““ Thang thanh gidng troc” dén hinh thai va chize ning than.
Than 1a mot co quan quan trong trong co thé, dam nhiéu nhiéu chic ning.
Than duoc cAu tao boi cac nhu mo, nhu md & than rat d& bj ton thuonng bai céc
chat noi sinh va ngoai sinh. Than d& bi ngd doc hon cac mé va co quan khic trong
co thé, vi chtrc ning chinh cua than 1 loc mau. Khi dua thude vao co thé, phan I6n
cac hoat chét cua thudce theo mau di qua thin dé loc va dao thai. Mot sé hoat chit c6
thé gay doc cho cac nhu mé than dan dén tinh trang ton thuong than, tinh trang nay
kéo dai cAc nhu md than bi xo hoa va lam giam kha nang loc mau va anh hudng
nghiém trong dén chirc ning than [64].

Panh gia chirc nang than sau khi sir dung thudc thuong duoc thuc hién thong
qua xét nghiém dinh luong creatinin mau. Creatinin ndi sinh, mot chat c6 nguon géc
tir su chuyén hoa creatin trong co, dugc loc hoan toan qua cau than va dao thai qua
nudc tiéu ma khdng bi tai hap thu. Mac do san sinh creatinin ndi sinh 6n dinh va
cha yéu phu thudc vao khoi luong co bap. Do d6, nong do creatinin trong mau la

mot chi s6 dang tin cay dé danh gia chic nang loc cua than. Khi nong do creatinin
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mau ting cao, diéu nay thuong phan &nh su suy giam kha niang loc mau cua than,
goi Yy ton thuong hoac suy giam chirc nang than [67]. So sanh giita cac 16 tai cing
thoi diém: Két qua cho thiy ndng do creatinin mau chudt ¢ cac 16 sir dung cao kho
"Thing thanh giang troc" khong khac biét c6 ¥ nghia théng ké so vé6i 16 ching tai
cing mot thoi diém (p > 0,05). Piéu nay cho thiy san phadm khong gy anh hudng
tirc thoi hoac cép tinh dén chirc nang loc cau than, dam bao an toan trong qua trinh
str dung ngin han va trung han. So sanh trong timg 16 qua cac thoi diém: Khéng c6
su thay ddi c6 ¥ nghia thong ké vé ndng do creatinin mau chudt giira cac thoi diém
thi nghiém trong ciing mét 16 (p > 0,05). Két qua nay cho thiy cao kho "Thing
thanh giang troc" khong gay tich lily hodc lam thay d6i murc creatinin mau qua thoi
gian, cung cb thém su an toan cua san pham trong viéc duy tri 6n dinh chirc ning
than trong sudt thoi gian nghién ciru.

Ngoai chi s6 creatinin mau dé danh gia chirc ning than, chi sé Albumin mau
cling ¢ thé sy dung trong chin doan bénh Iy ton thuwong tai than. Néu nong do
Albumin mau thip phan anh tinh trang than ton thuong hodc hu hai do mang loc ¢
than bi ton thuong khéng ngin chin dwoc sir rd ri tir mau vao nudc tiéu trong quéa
trinh loc & cau than. Trong trudng hop ndy nén xét nghiém thém nong d6 Albumin
nuéc tiéu dé danh gia chinh xac hon. Trong nghién ctru cho thiy, viéc sir dung cao
kho “ Thing thanh gidng troc” ndng do albumin mau & 16 tri 1 va 18 tri 2 so voi 16
chung khong c6 su khéc biét cé y nghia thong ké ( p > 0,05). Va so sanh giira hai 16
tri khéng cd sy khac biét, c6 y nghia thong ké (p > 0,05).

Panh gia dai thé than khong quan sat thay ton thuong tai than, than c6 mau
nau do tham, dong déu, bé mat nhan, khdng c6 u cuc hay xuat huyét, cé tinh dan hoi
khi 4n xudng, khong co su khac biét so vai hinh anh dai thé cua than ¢ 16 chiing,va
so sanh hinh thé dai thé caa hai 16 diéu tri khdng c6 su khac biét. Panh gia vi thé
than nhan thay két qua hinh anh vi thé than dudi kinh hién vi véi do khuéch dai 400
lan cho thay khong c6 su khac biét gitra cac 16 chudt uéng cao khd "Thing thanh
giang troc" (16 tri 1 va 16 tri 2) so véi 16 chung. Cau tric nhu md than duoc duy tri

binh thuong, bao géom cac cau than, cac 6ng than va cac mach mau giita cac ong
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than. Pac biét, cac té bao biéu md ng than khdng bi thoai héa hay ton thuong,
khéng ghi nhan tinh trang xuat huyét, hoai tir hay bat ky dau hiéu bat thuong nao.
Két qua nay cho thdy cao kho "Thing thanh giang troc" véi cac mac lidu va thoi
gian st dung trong nghién ctru khong gay tac dong bat loi 1én cau trdc vi thé cua
than. Nhu vay cao kho “ Thang thanh giang troc” dung lién tuc trong 45 ngay va 90
ngay & ca hai 16 diéu tri déu khdng gay anh hudng dén chirc ning than va hinh thai
dai thé hay vi thé cua than.

Két qua nghién ctru doc tinh ban truong dién cua chung t6i twong ddng véi
cac nghién ciru trude ddy vé danh gia doc tinh cua thude trén cac co quan trong co
thé, bao gdm nghién ctru ctia Vit Hoang Long va cong sy (2011); Tran Thi Tuyét
Nhung va cong su (2023).

4.2. Ban ludn vé tic dung ciia cao kho trén dong vat thue nghiém
4.2.1. Ban lugn vé mé hinh thgc nghiém

M6 hinh thuc nghiém gay bénh than man cang mé phong sat co ché bénh
sinh cta bénh than man trén nguoi thi cang ¢ gia tri trong nghién ctu. Dya trén mo
hinh thuc nghiém dugc mé ta boi Frutos va cong su (2019) trong nghién
ctru "chronic kidney disease induced by an adenine-rich diet upregulates integrin-
linked kinase (ILK) and its depletion prevents the disease progression™, ching toi
da trién khai dé tai nghién ctu. Md hinh nay khéng chi phu hop véi diéu kién
nghién ctu tai Viét Nam ma con c6 co ché gay bénh twong ddng véi co ché bénh
sinh cta bénh than man ¢ nguoi.

Trong nghién ctu cua cac tac gia ching t6i chua thy co tac gia hoac tai liéu
nao quy dinh rd cac tiéu chuan dé xac dinh md hinh gay bénh than man thanh cong.
Tuy nhién, cac két qua nghién ciiu cua cac tac gia trén md hinh gay bénh than man
déu cho thdy cac chi sé ure, creatinin mau mau ting, protein nudc tiéu ting co y
nghia théng ké so vai 16 chiing ciing nhu so voi trude. Khi danh gia sdu vé md bénh
hoc than cho thay c6 ton thuong cau than, 5ng than va tién trién xo hoa [54], [55].
Trong md hinh gay bénh than man bang adenine, sau chuyén héa Adenine tao thanh

2,8-dihydroxyadenine (2,8-DHA), mot hop chat kho hoa tan, ling dong trong 6ng
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than va gay ton thuong nghiém trong. Ton thuong cau than bao gém ting biéu hién
desmin va yéu té ting truong chuyén dang beta (TGF-B), gop phan tich tu collagen
trong mo than va thuc ddy xo hoéa. Apoptosis dugc ghi nhan ting cao, minh chtng
qua Sy gia ting protein caspase-3, dan dén tinh trang teo 4ng than va cau than. Pong
thoi, stress oxy hoa ciing duoc kich hoat manh mé, véi biéu hién ting cao ctia heme
oxygenase-1 (HO-1). Ngoai ra, cac yéu t6 viém nhu TNF-a va IL-6 ting cao, kém
theo su tham nhidm cua bach cau don nhan, dai thuc bao va nguyén bao soi co. Pang
ch y, chiic nang ndi md bi rdi loan nghiém trong, thé hién qua giam tong hop oxit
nitric ndi md (eNOS) va tang téng hop oxit nitric cam tng (INOS). Nhiing thay doi
nay khong chi gay ton thuong cau trac ma con thiic day tién trién xo hoa va mét chic
ning than. Do doc tinh gay doc trén than trong thoi gian dai, ton thuong than trén cac
chuét 1a 6n dinh & tit ca cac chudt va rat kho hdi phuc, theo huong dién bién cua
bénh than man tinh tién trién. M6 hinh gay bénh than man bang cho an ché d6 an
chtra 0,2% adenine (w/w) trong 42 ngay & chudt nhét trang trudc day cling da duoc
trién khai tai B6 moén Duoc ly, Hoc vién Quan y, véi két qua cac chi sé Ure,
Creatinine mau cua chudt ting tir 2 dén 3 1an so voi truoc va protein niéu 24h tang tir
1,5 1an dn 2,5 1an so véi trude. Bong thoi, cac chi sb nay tiép tuc ting ké ca sau khi
da ngung ché do an giau adenin, ching to su tién trién cua bénh than. Tuong tu két
qua nghién ciru cua cac tac gia khac [56], [57], két qua nghién ciu ctia ching toi trén
mé hinh gy bénh than man bang ché d6 in chira 0,2% adenine (w/w) trong 42 ngay
déu cho thdy cac chi sé ure, creatinin mau mau ting, protein nudc tiéu ting co y
nghia thdng ké so voi 16 chitng ciing nhu so voi trudc. Tuy nhién, dé quy chuan md
hinh, dya trén nhiing s6 liéu trudc day ciing nhu trong nghién ctu nay, chang toi lua
chon chi tiéu danh gia mé hinh thyc hién thanh cong mé hinh gy bénh than man
bang ché do an chtra 0,2% adenine (w/w) la khi chudt co hai trong ba biéu hién cua
suy giam chirc nang than: ure mau, creatinin mau ting trén hoic bang 2,0 1an so Voi
trudc, protein niéu 24h tang trén hoac bang 1,5 1an so vai truoc. Két qua nghién cau
cho thay toan bo chuot tham gia thi nghiém déu dap tng day du it nhat hai trong ba

tiéu chi néu trén, co trén 80% so chudt dap img du ca 3 tiéu chi. Biéu nay khang dinh
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rang md hinh gay bénh than man st dung trong nghién ciru caa ching tdi thanh cong,
thich hop véi diéu kién nghién ctu trong nudc va twong ddng véi cac md hinh dang
duogc nhiéu tac gia st dung dé nghién ctu vé& bénh than man, dugc cong bé trén cac
tap chi qudc té, dam bao tinh cap nhat va gia tri khoa hoc.
4.2.2. Ban lud@n dwa vao két qud trén thuc nghiém
Két qud ddnh gid tinh trang chung va can ngng chugt

Két qua nghién ctru cho thiy bai thudc "Thing thanh giang troc" c6 tac dong
tich cyc dén tinh trang chung va can ning cua chudt trong mo hinh gy bénh than.
Cu thé, chudt ¢ cac 16 giy bénh than biéu hién 15 céc triéu ching bénh 1y nhu 16ng
xu, 16ng sam mau, giam hoat dong va an udng so véi 16 chimg, va cac triéu chimg
nay ngdy cang nang hon theo thoi gian. Tuy nhién, ¢ cac 16 sir dung TTGT, cac biéu
hién bénh 1y nay duogc cai thién dang ké, v&i tinh trang 16ng muot hon, hoat dong va
an udng tot hon so vé6i 16 mo hinh.

Vé thay ddi can ning, tai thoi diém trude khi gdy bénh, cin ning chudt ¢ tit
ca cac 16 khong cé su khac biét (p > 0,05), dam bao tinh déng nhat ban dau ciia md
hinh. Trudc khi ubng thude, chudt & cac 16 giy bénh than khong ting can, trong khi
16 chimg c6 su gia ting can ning, va su chénh 1éch nay co y nghia thong ké (p <
0,01). Sau 28 ngay st dung thudc, can ning chudt ¢ cc 16 duoc udng TTGT ting
1én dang ké (p < 0,01), trong khi cin ning chudt & 16 mo hinh khéng thay d6i. So
sanh gitta cac 16, can ning chudt & 16 dung thudc cao hon c6 ¥ nghia théng ké so véi
16 m hinh (p < 0,01). Nhiing két qua nay khang dinh hiéu qua cia TTGT trong viéc
cai thién tinh trang strc khoe va thuc déy tang trudng ¢ chudt méc bénh than.
Két qua huyét hoc

Két qua nghién ciru chi ra rang s6 lugng hong cau va ham luong huyét sic to
mau c6 sy thay ddi rd rét & cac nhom chuot, phan anh tac dong ctia bénh ly than va
hiéu qua cta thude thir nghiém trong viéc cai thién tinh trang ndy. So véi 16 ching,
s6 luong hong cau va ham luong huyét sic té mau cta chudt & 16 md hinh bi giam
¢6 ¥ nghia thong ké (p < 0,001). Piéu nay cho thiy tinh trang thiéu mau, mot hién
twong pho bién trong cac bénh than min tinh. Thiéu mau trong bénh than chu yéu 1a do



74

giam san xuat erythropoietin (EPO), mot hormone do than tiét ra, ¢ vai trd kich thich
san sinh hdong cau tir tiy xuong. Khi than bi ton thuong, kha ning san xuit EPO giam,
dan dén giam s luong hong cau va huyét sic t, gay ra tinh trang thiéu mau.

O cac 16 chudt dung cao kho “Thing thanh giang troc,” s lugng hong cau va
ham lugng huyét sdc t& méau dugc cai thién dang ké so v&i 16 mo hinh, v&i su khac
biét co ¥ nghia théng ké (p < 0,01). Piéu nay chi ra tac dung tich cuc cta thude thir
nghiém trong viéc khoi phuc sé luong hong cu va huyét sic t6, co thé lién quan
dén kha ning ting cuong chic ning than hoic kich thich san xuit EPO. Cac dugc
lidu trong cao kho "Thing thanh giang troc" ¢ thé chtra cac hop chit gitip phuc hoi
chtrc ndng than, giam viém hodc lam tang hoat dong cua cac té bao san xuat EPO.

Khi so sanh gitta hai nhoém chudt st dung lidu thép va liéu cao cua cao kho,
két qua cho thiy sb lugng hong cau va huyét sic t6 mau ¢ 16 TTGT-2 (liéu cao) cao
hon c6 ¥ nghia thdng ké so v6i 16 TTGT-1 (lidu thip) (p < 0,05). Diéu nay goi y
rang lidu cao cua thudc thir nghiém c6 thé mang lai hiéu qua t6t hon trong viée cai
thién tinh trang thiéu mau, c6 thé do tac dung manh mé hon trong viéc phuc hdi
chtrc nang than hodc kich thich san xuét EPO. Tuy nhién, sy khéac biét nay can duoc
nghién ciru thém dé xac dinh co ché chinh xac.

Cudi ciing, hematocrit (ty 1¢ thé tich hdng ciu trong mau) & cac 16 khong co
su khac biét c6 ¥ nghia théng ké (p > 0,05). Diéu nay c6 thé do cac yéu td khac nhu
su thay d6i vé thé tich huyét twong khong dong déu gitta cac nhom, hoic tac dung
ctia thudc thir nghiém chua di manh dé lam thay d6i hematocrit 1& rét. Tuy nhién,
viéc khong c6 sy khac biét thong ké ciing khong loai trir kha ning rang cac thay doi
nho trong hematocrit ¢ thé dang dién ra nhung chua dat dit do nhay dé phat hién
trong khuon kho thi nghiém nay.

Tir két qua cho thdy cao khd “Thang thanh giang troc” c¢6 tac dung tich cuc
trong viéc cai thién s6 lwong hong cau va ham lugng huyét sic t& mau & chudt bi
ton thuong than, dac biét 1a ¢ lidu cao, mé ra hudng diéu tri tiém nang cho cac bénh
ly thiéu méau do bénh than man.

Két qud sinh hoa mau
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Ure huyét thanh dugc hinh thanh tir qua trinh chuyén hoa protein trong co
thé. Ure c6 ngudn gbc ndi sinh tir sy thoai hoa protein ciia md co thé va ngoai
sinh tir protein trong thic an. Sau khi dugc tong hop tai gan thong qua chu trinh ure,
ure dugc thai loai chu yéu qua nuéc tiéu thong qua chirc ning loc cua than. Mic du
ban chat cua ure khong doc, nhung ndng do ure huyét thanh 1a mot chi s6 dé do
luong, phan anh muc do tich tu cac chat chuyén hoa khi than khong thyc hién déy
du chic ning bai tiét, nhu thuong gip o bénh thin man. Nong do6 ure huyét
thanh ting cao thudng lién quan dén su suy giam kha ning loc ctia cu thin [66].

Két qua nghién ctru cho thiy rd anh hudng ctia bénh 1y than va hiéu qua cua
thudc thir nghiém ddi v6i ndng d6 ure huyét thanh. Trudc khi gay bénh, nong do ure
huyét thanh & cac 16 chudt khong c6 su khac biét (p > 0,05), dam bao tinh déng nhat
ban dau giita cic nhom. Sau khi gay bénh, ndng do ure & cac 16 gdy bénh (16 2, 3, 4)
ting dang ké so v6i truée gy bénh va 16 chimg (p < 0,01), phan anh ton thuong
than nghiém trong va sy suy gidm kha nang loc ure cta than. Tuy nhién, gitta cac 16
gy bénh, ndng d6 ure khong khac biét co ¥ nghia thong ké (p > 0,05), cho thiy
mirc d6 tén thuong ddéng déu, phu hop dé danh gia hiéu qua cua thude thir nghiém.
Sau 28 ngay ubng thudc, chudt & 16 chimg duy tri ndng do ure 6n dinh (p > 0,05),
trong khi 16 mé hinh khéng duogc diéu trj tiép tuc ting cao dang ké (p < 0,01 va p <
0,001), vuot xa 16 chimg (p < 0,001), cho thay su tién trién ning né cua bénh.
Nguoc lai, cac 16 dung thude thir nghiém c6 ndéng do ure giam dang ké so voi 16 md
hinh (p < 0,01), khang dinh hiéu qua cia thudc trong viéc cai thién chirc nang than.
Pic biét, 16 TTGT-2 c6 noéng d6 ure thap hon 16 TTGT-1 (p < 0,05), chimg té hiéu
qua vuot troi cuia liéu cao

Két qua nghién ciru phan anh rd rang tac dong ciia bénh 1y than va hiéu qua
ctia thudc thir nghiém d6i voi nong do creatinin huyét thanh & chudt thi nghiém.
Trudce khi gay bénh, ndng do creatinin huyét thanh ctia chudt ¢ tat ca cac 16 khdng
c6 su khac biét (p > 0,05), dam bao tinh déng nhét gitta cac nhom thi nghiém. Sau
khi gy bénh, ndng do creatinin huyét thanh & cac 16 giy bénh (16 2, 3, 4) ting dang

ké so v6i trude gay bénh va so vai 16 chimg (p < 0,01), phan anh sy suy giam chirc
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ning loc creatinin ctia than do ton thuong than giy ra. Tuy nhién, gira cac 16 gay
bénh, ndng d6 creatinin khong khac biét co y nghia thdng ké (p > 0,05), cho thiy
muc d6 ton thuong than twong duong gitra cdc nhom, tao diéu kién thuan loi dé
danh gia hiéu qua cua thudc thir nghiém. Sau 28 ngay udng thudc, ndng do creatinin
huyét thanh cta chudt ¢ 16 chimg van 6n dinh (p > 0,05), trong khi ¢ 16 mé hinh
khong diéu tri, ndng do creatinin tiép tuc ting cao dang ké so véi cac thoi diém
trude (p < 0,01 va p <0,001) va cao hon ro rét so voi 16 ching (p < 0,001), chiing
t6 sy tién trién nghiém trong ctia bénh 1y than. Pang cha ¥, ndng do creatinin huyét
thanh ctia chudt ¢ cac 16 dung thudc thir nghiém giam dang ké so v6i 16 mé hinh (p
<0,01), khﬁng dinh hi¢u qua cua thude trong viéc cai thién chirc nang loc cua than.
Dic biét, 16 TTGT-2 ¢6 ndng do creatinin thap hon 16 TTGT-1 (p < 0,05), cho thdy
hi€u qua vuot troi cia liéu cao hon
Ure va creatinin déu duoc loc qua than va dao thai qua nuéc tiéu. Khi hai

chat nay tich tu qua mirc trong co thé, chung c6 thé gy ra tac dong tiéu cuc ddi véi
hoat dong ctia cac co quan, dac bi¢t la than va h¢ tuan hoan. Su tang cao néng do
clia ure va creatinin trong mau thudng 13 ddu hiéu cua chirc ning than suy giam,
phan anh su & dong cac san phdm chuyén hoa ma than khong thé dao thai hiéu qua.
Theo Y hoc ¢b truyén, sy tich tu ciia cic san pham chuyén hoa nhu ure va creatinin
6 thé duoc hiéu nhu 13 biéu hién cua thé thép troc, mot thé bénh trong do6 co thé bi
r dong céac chit khong dugc dao thai, din dén su suy giam chirc ning cua thin va
cac co quan lién quan. Két qua nghién ctru cho thay, viéc st dung cao kho “Thang
thanh giang troc” c6 hiéu qua trong viéc diéu chinh néng do ure huyét thanh, gop
phan giam bét cac chat doc tich tu trong co thé. Pic biét, lidu dung cao cho thay
hiéu qua diéu trji cao hon so véi liéu dung thap.
Két qua danh gid mét sé chi sé nwéc tiéu chugt

Tang luong nudc tiéu 24 gid 1a mot biéu hiéu thudng gip trong giai doan dau
cua bénh than man. Trong giai doan nay, than mat kha nang c6 dac nudc tiéu do ton
thuong & 6ng than hodc rdi loan d6 tham thau tai tiy than, dan dén tang bai tiét

nudce va chat dién gidi. Hién tugng nay thuong xuat hién trudce khi chuyén sang giai
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doan suy giam chuc ndng ndng hon, khi bénh nhan cé thé gap thiéu niéu hoac vo
niéu. Ngoai ra, ting nudc tiéu c6 thé lién quan dén ting loc cau than bu trir & CAc
cau than con hoat dong [66], [67].

Két qua nghién ctru cho thiy sy thay doi sé luong nudc tiéu 24 gid 1a mot chi
sO 18 rang phan anh tac dong cua bénh 1y than va hiéu qua cta thudc thir nghiém.
Trudce khi gay bénh, sb lugng nudc tiéu 24 gi0 ¢ cac 16 chudt khong cé su khac bigt
(p > 0,05), dam bao tinh ddng nhit ban dau giita cac 16 thi nghiém. Tuy nhién, sau
khi gay bénh, sb luong nudc tiéu 24 gid & cac 16 gay bénh (16 2, 3, 4) ting dang ké
(p < 0,01) so voi trude giy bénh va 16 chimg. Su gia ting nay phan anh ton thuong
chtrc ning than, dic biét 1a kha ning tai hip thu nudc va dién giai, dan dén tinh
trang loi niéu bénh 1y. Giira cac 16 gdy bénh, su khac biét khong co ¥ nghia thong ké
(p > 0,05), cho thdy muc d6 ton thuong dong déu gitta cic nhém, tao diéu kién
thuan loi dé danh gia hiéu qua diéu tri. Sau 28 ngay udng thude, sd luong nudce tiéu
24 gid clia chudt & 16 ching van 6n dinh (p > 0,05), trong khi & 16 mé hinh khéng
dugc diéu tri, chi sb nay tiép tuc ting cao dang ké (p < 0,01 va p < 0,001) so véi cac
thoi diém trudce va cao hon rd rét so voi 16 chimg (p < 0,001). Pidu nay phan 4nh sy
tién trién nghiém trong ctia bénh than khong duoc diéu tri. O cac 16 dung thudc thir
nghiém, s6 luong nudc tiéu 24 gid giam dang ké so v6i 16 md hinh (p < 0,01), cho
théy hi€u qua cua thude trong viéc cai thién chirc nang tai hép thu cua than. Pac biét,
16 TTGT-2 c6 sb luong nude tiéu 24 gior thip hon 16 TTGT-1 (p < 0,05), ching to
sir dung cao kho “ Thing thanh giang troc” & liéu cao ¢ tac dung nhiéu hon so véi
lidu sir dung thap.

Protein niéu 13 mét dau hiéu quan trong phan anh ton thuong than va co mbi
lién hé chat ché véi bénh than man. Binh thudng, mang loc cau than gitlr lai protein
trong mau, chi cho phép mot lugng nhé thoat vao nude tiéu, nhung khi mang loc
cau than bj ton thuong, protein (dic biét 1a albumin) s& 10 ri qua va xuat hién trong
nude tiéu v6i lugng 16n. Trong CKD, protein niéu khong chi 1a biéu hién cua tén
thuong cau than ma con 1a yéu tb tién luong bénh, lién quan dén viém, xo héa than
va suy giam chuc nang loc [67].

Két qua nghién ctru vé protein niéu 24 gio & chudt cho thdy r& sy anh hudng



78

cua bénh 1y than va tac dung cua thube thir nghiém trong viéc cai thién tinh trang
t6n thuong than. Trudc khi gay bénh, protein niéu 24 gid cia chudt & cac 16 khong
c6 sy khac biét (p > 0,05), khang dinh tinh dong nhat giita cic nhom thi nghiém.
Sau khi gay bénh, protein ni¢u 24 gi¢ ¢ cac 16 gdy bénh than (16 2, 3, 4) tdng 10 rét
so vo1 trudc gay bénh va so véi 16 ching (p < 0,05). Su gia tdng protein ni€u nay
cho théy tdn thuong than, dac biét 1a sy mat kha nang tai hép thu va loc protein cua
than, din dén hién tuong protein niéu. Tuy nhién, giira cac 16 gy bénh, khong c6 sur
khac biét c6 ¥ nghia thong ké (p > 0,05), ching to muc do ton thuong than & cac
nhom giy bénh la twong duong, dam bdo tinh khach quan trong viéc danh gia tac
dung cua thudc thir nghiém. Sau 28 ngay udng thudc, protein niéu 24 gio ciia chudt
& 16 chimg khong c6 sy thay doi so v6i cac thoi diém trude (p > 0,05), khang dinh
rﬁng chudt & nhom chung duy tri trang thai strc khoe on dinh. Trong khi do, chuot ¢
16 m6 hinh khéng diéu tri c6 protein niéu 24 gid ting cao so v6i cac thoi diém trude
(p < 0,01 va p < 0,001) va so véi 16 chimg (p < 0,001), cho thiy sy tién trién x4u
clia bénh than ma khong c6 can thiép diéu tri. Tuy nhién, & cic 16 udng thude,
protein ni¢u 24 gid giam cd y nghia so voi 16 mo hinh (p < 0,01), chiing té tac dung
cai thién chuc nang than cua thudc thir nghiém. Pac bié¢t, 16 TTGT-2 c6 mirc protein
niéu thap hon 16 TTGT-1 (p < 0,05), goi y rang liéu sir dung cao cua cao kho
“ Thing thanh giang troc” c¢6 tac dung hon so véi lidu sir dung thap.
Két qud can ngng thgn va trén hinh dnh vi thé than chugt

Két qua nghién ctru cho thiy can ning than chudt ¢ 16 mo hinh ting 31,041%
so voi 16 chung, véi sy khac biét co y nghia thong ké (p < 0,01). Piéu nay phan anh
su xuat hién cua ton thuong than hodc tinh trang phi dai than do bénh ly dugc mod
hinh hoa, co thé lién quan dén viém, xo hoa hoic tich tu dich trong mo than. Trong
khi d6, & cac 16 can thiép TTGT-1 va TTGT-2, can ndng than chudt giam lan luot
11,106% va 13,959% so v6i 16 md hinh, su khac biét ndy co ¥ nghia théng ké (p <
0,05). Két qua nay cho thiy ca hai bién phap can thiép déu c6 hiéu qua trong viéc
giam phi dai hodc cai thién ton thuong than. Tuy nhién, khong cé su khac biét c6 ¥

nghia thong ké giita TTGT-1 va TTGT-2 (p > 0,05), goi ¥ rang hai phuong phap
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nay c6 hiéu qua tuong duong trong diéu kién thi nghiém. Cac két qua trén cho thiy
tiém nang cua TTGT-1 va TTGT-2 trong viéc kiém soat t6n thuong than, nhung can
nghién ciu thém vé chic nang than, phan tich mé bénh hoc va cac chi s6 sinh hoa
dé cing cb két luan va 1am 16 co ché tac dong.

Két qua nghién ctu hinh anh vi thé than chudt & céac 16 nghién ctu cho thay
cao kho “Thang thanh giang troc” (TTGT) c6 tic dung bao vé va cai thién ro rét cac
tén thuong than do md hinh bénh ly gay ra. O 16 chang (anh A), cau tric nhu md
than hoan toadn binh thuong, vo than bao gdm cau than, dng than va cac mach mau
gitta 6ng than déu nguyén ven, khong c6 dau hiéu bat thuong, 14 co s¢ dé so sanh
VGi cac 16 khac. Trong khi d6, & 16 md hinh (anh B), hinh anh vi thé than biéu hién
rd cac ton thuong nghiém trong, bao gdom gidn md k&, phi dai cau than, gidn long
6ng than va xuat hién try niéu, phan anh su pha hay ciu tric than do cac yéu té gay
bénh. Pang cha ¥, & c&c 16 TTGT-1 (anh C) va TTGT-2 (anh D), c4c tén thuong da
duoc cai thién dang ké. Mac du van con mot sé dau hiéu ton thuong nhe, nhung cau
than, dng than va mé k& da co su phuc hdi rd rét, cho thay tac dung tich cuc caa cao
kho TTGT. Tac dung ndy c6 thé nhd vao cac co ché nhu chdng oxy héa, chdng viém,
va bao vé té bao than. Cac hop chit nhu flavonoid, resveratrol, polyphenol va
polysaccharide,... cia cac vi thudc trong bai thudc gitp loai bo gbc tu do, giam stress
oxy hoa, uc ché cac cytokine viem TNF-o va IL-6, ddng thoi bao vé té bao than.

Két qua nghién ciru cua chang t6i co két qua twong dong véi cac nghién ctu
trén thé gioi nhu nghién ciu cua Ping-lan Lin va cong su (2023) sir dung bai thudc
“Shen-shuai-yi” trén thuc nghiém cho thay than giam tén thuong va xo hoa [34];
Nghién ciu caa Xian Sun va cong su (2023) si dung bai thuéc “Yishen Qingli
Heluo” trén thuc nghiém thay giam tinh trang xo ho va viém than [35]; Nghién ctu
ctia Chen Hui Xia va cong su (2019) nghién cau trén md hinh chudt mac bénh than
man do Adenin str dung bai thudc “ Yigihuoxue” cho thay cac chi sb sinh hoa nhu
creatinin huyét thanh, nong do ure huyét thanh giam, théng qua nhuéom HE thay tinh
trang xo hod than cia nhom st dung thudc cai thién hon so véi nhém chang [36];

Nghién ctu cua Xinhui Liu va cong su (2019) nghién ciu vé thudc sac gom 2 vi
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Hoang ky va Pan sam, hai vi thubc déu cé trong bai thudc nghién ciu cua ching ti,
chtic nang than dugc cai thién thong qua ndng do ure huyét thanh va creatinin huyét
thanh giam, trén vi thé than thay tinh trang xo hoa k& caa than giam [37]; Nghién
ciru cua Wenxiu Yu va cong su (2024) sir dung bai thudc “N1F”, chiét xuat dugc
361 thanh phan hoa hoc, cac thanh phan nay lam giam dang ké dién tich lién quan
dén xo hoa k& trong than, nong do creatinin huyét thanh, ure huyét thanh va protein
trong nudc tieu giam [82]; Nghién ctu caa Ming-Ming-Zhao va cong su (2017)
danh gia su hiéu qua va do an toan cua thudc sic “ Danggui Buxue” ghi nhan ting
hoat dong sinh truong cua té bao tién than tao mau trong tuy xuong [83]; Nghién
ctru cia Yue Guan va cong su (2015) vé tac dung cua hai vi thudc cia Pan sim va
Pai hoang cho thay hiéu qua diéu trj trong viéc cai thién dang ké chuc ning than,
ting lwong mau dén than va giam xo hoa [84].

4.2.3. Sw lya chon cao khé “Thang thanh gidng troc”

Cao kho “Thing thanh giang troc” dé diéu tri chimg thip troc trong bénh
than man theo YHCT c6 tac dung Thang thanh gidng troc, hod r thong lac. Cao kho
gop phan hién dai hoa thudc YHCT, mang lai sy thuin tién cho ngudi bénh trong
qua trinh st dung. Cong thic cao kho duogc xdy dung tir cac dugc li€u giau hoat
chat sinh hoc, thé hién da dang cac tic dung duoc ly. Cac thanh phan trong bai
thudc c6 kha ning chéng viém, bao vé gan, diéu hoa cholesterol, chéng oxy héa
manh mé, hd tro chirc ning tao mau, bao vé than, giam acid uric, on dinh huyét ap
va mot sb tac dung khac. Hi€u qua nay dat dugc nho vao su tuong tac cua cac hoat
chat sinh hoc didc trung tir ting vi thude, gitp t6i wu hoa tac dung téng hop va tao
nén hi¢u qua diéu tri toan dién.

Véi tac dung chong viém cac thanh phan nhu alkaloid, flavonoid va saponin
trong Béan ha [85], [86], [87]; emodin, resveratrol va polydatin trong Ct khi cu [88],
[89], [90]; rutin c6 trong hoe hoa [80]; tanshinone IIA, cryptotanshinone va axit
salvianolic B trong DPan sam [87], [88]; Saponin, flavonoid, astragalus
polysaccharide c6 trong Hoang ky [68], [91], [92]; Cung polyphenol va flavonoid

trong D3 trong [93], déu c6 kha niang tc ché cic con dudng tin hi¢u NF-xB va
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MAPK, tir d6 lam giam san xuét cac cytokine tién viém nhu TNF-a, IL-6, IL-1p.
Pong thoi, ching ngin chin hoat dong clia enzyme COX-2 va iNOS, dan dén giam
tong hop nitric oxide (NO) va prostaglandin E2 (PGE2), hai yéu té chinh lién quan
dén qua trinh viém. Ngoai ra, mot sé vi thue nhu Tric nhy, Hoang ky va DJ trong
tac dong sdu hon thong qua cic con dudng tin hiéu khac. Trac nhy kich hoat yéu to
phién ma Nrf-2, qua d6 ting biéu hién enzyme HO-1, gitip giam stress oxy hoa va
chéng viém [94], [95]. Hoang ky kich hoat con duong MEK/ERK, lam ting biéu
hién yéu t6 KLF2, bao vé t& bao khoi ton thuong do stress oxy hoa [68]; Db trong
con diéu hoa con dudng PI3K/Akt/mTOR va tc ché TLR-4 doc lap Myd88 [93],
gop phan kiém soat viém hiéu qua. Céac hoat chat trong Thd phuc linh bao gdm
phenolic va cac hop chit chéng oxy hoa, giup diéu hoa phan Gng viém théng qua
giam hoat dong cua prostaglandin E2 va @c ché enzyme peroxidase [70]. Tuong tu,
Tran bi voi cac hop chit nhu terpen, flavonoid, va alkaloid ciing gop phan giam
viém, thdng qua viéc uc ché cac enzym epoxygennase va lipoxigenase, tir d6 giam
san xuat cac chat trung gian gay viém, gidp 1am giam mac do viém trong co thé,
ddng thoi bao vé té bao khoi ton thuong [74], [96], [97]. Pic biét, emodin va aloe-
emodin c6 trong Pai hoang, cing saponin cé trong Nguu tit giup gidm san xuét
cytokine tién viém, diéu hoa mién dich va ngin ngira t6n thwong mé [77], [78], [98],
[99], [100]. Céc hoat chat nay hoat dong phdi hop dé tao nén tac dung chdng viém
toan dién cuia bai thudc, bao gdm viée kiém soat cac yéu td giy viém, bao vé té bao
va ting cuong chirc ning mién dich.

Cac duogc liéu trong bai thudc thé hién tac dung chéng oxy hoa manh mé
thong qua nhiéu co ché sinh hoa, gitp bao vé t& bao va md khoi ton thuong do
stress oxy héa. Nhiéu hoat chat nhu flavonoid, phenolic va polyphenol trong Bén ha,
Chi xac, Tho phuc linh, Rau mé va Tran bi c6 kha ning trung hoa goc tu do, giam
stress oxy hoa va bao vé mang té bao khoi ton thuong do qua trinh peroxid hoa lipid
[70],[74], [87], [96], [101], [102]. Resveratrol va polydatin trong Cot khi cu, cling
véi axit salvianolic B va Tanshinone IIA trong Pan sdm, khong chi loai bo géc tu

do ma con kich thich san xuat enzyme chong oxy hoa ndi sinh thong qua viéc kich
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hoat yéu t6 phién ma Nrf2, ting biéu hién HO-1 va NQOI1, tir d6 ting cudng kha
ning bao vé t& bao [88],[103],[104]. Pong thdi, saponin va polysaccharide trong
Hoang ky gop phan giam mirc 46 malondialdehyde va ting tong hoat tinh chéng
oxy hoa [91],[92]. Mot sb flavonoid (nhu naringin va hesperidin) va polyphenol
trong Chi x4c con @c ché enzym xanthine oxidase, giam san xuat cac gc oxy hoa
phan tng, bao vé cu trac DNA, protein va lipid khoi ton thuong [101]. Hop chat
Rutin trong Hoé hoa c6 tac dung trc ché enzym catecholamin-O-Methyl-tranferase
va oxidase, nhitng enzym lién quan dén oxy hoa va thoai bién cua catecholamin
[79], [80]. Ngoai ra, cac flavonoid tir th phuc linh ciing c6 kha ning chong oxy hoa
manh mé& théng qua viéc loai bo cac goc tu do nhw DPPH va ABTS+ [70]. Tém lai,
su két hop cac vi thude trong bai thudc khong chi ting cudng loai bo cac tac nhin
gdy stress oxy hoa ma con thac ddy hé théng chéng oxy hoa néi sinh, bao vé co thé
toan dién trude cac ton thuong oxy hoa.

Cac vi thudc nhu Hoang ky, Chi xéac, Pan sam, Thd phuc linh, Rau ma, Pai
hoang, Nguu tit va Dd trong déu co tac dung bao vé than, giam acid uric mau, ha
huyét 4p va ngin ngira xo héa théng qua nhiéu co ché phdi hop. Cu thé, ching giam
stress oxy hoa, cai thién chirc ning ty thé, bao vé mang té bao than, va lam chim
qua trinh 130 héa té bao. Hoang ky ting hoat dong telomerase [69],[105], trong khi
Rau ma va Db trong giup giam creatinin, albumin niéu va nito uré mau, dong thoi
cai thién tbc d6 loc cau than 1am giam qua trinh xo hoa than [106],[107],[108].
Flavonoid trong Chi xac va Tho phuc linh e ché enzym xanthine oxidase (XO),
giam qua trinh chuyén d6i hypoxanthine thanh acid uric va ting biéu hién cac chat
van chuyén anion hitu co (OAT1, OCTN2), hd trg bai tiét acid uric qua than [109]
[2 thd phuc]. Pé ngin ngira xo hda, cac hoat chat nhu Tanshinone IIA, axit
salvianolic B ctia Pan sdm va Flavonoid trong Tho phuc linh déu e ché qua trinh
tong hop collagen, giam biéu hién cta actin co tron o (a-SMA) va diéu chinh con
duong tin hi¢u TGF-B1/Smad, tir d6 gidm su hinh thanh mé xo tai than [103],[111].
Rau ma con diéu chinh yéu té ting truéng mo lién két (CTGF) va collagen loai III,

gitp duy tri cdu trac mo than [112], Pan sim c6 Tanshinone IIA giup tGc ché qua
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trinh tao collagen qua murc, gidm hinh thanh m6 xo [104]. Bén canh do, cac dugc
liéu nhu DS trong, Tam sa, Pan sdm c6 tac dung ha huyét ap théng qua gidn mach,
giam strc can mach mau va bao vé néi mé mach mau [103],[113], [114]. Enzym
ALDH2 trong Thé phuc linh hd tro kiém soat huyét ap bang cach giam ton thuong
do stress oxy héa. Rau ma hd trg diéu hoa huyét 4p thong qua diéu hoa hé thong
renin-angiotensin-aldosterone giup ngin ngira ting huyét ap va bao vé tim khoi ton
thuong do L-NAME gy ra [115]. Rutin trong Ho¢ hoa ciing c6 tac dung tri cao
huyét 4p théng qua viéc kich thich tong hop oxit nictric [79]. Nho cac co ché nay,
cac dugc li¢u trén khong chi bao vé chirc nang than ma con ngan ngua cac bénh ly
lien quan dén ting huyét ap, gout va xo hoa, dong thoi hd trg cai thién sirc khoe tim
mach va hé tuan hoan.

Trong cao kho “ Thang thanh giang troc” c6 Hoang ky cO kha nang bao vé
gan va chéng xo hoa gan [68], [69]; Thd phuc linh c6 tac dung bao vé gan bing
cach ting hoat dong cua cac ezym chdng oxy hoa, ting néng do glutathione [70],
[71]; Rau mé nho chiét xuat ethyl acetate c6 kha ning 1am giam xo hoa gan, 1am
giam dang ké nong do cac chi sé men gan va hydroxyproline [72], [73]; Tran bi c6
chura hesperidine c6 tdc dung giam cholesterol mau va bao vé gan [74]; Pai hoang
c6 chira Aloe-emodin c6 tac dung bao vé gan, bén canh d6 emodin trong Pai hoang
con cai thién vi tuan hoan va bao vé gan nhd kha ning e ché té bao sao gan [75],
[76]; Nguu tat chira alkaloid bao vé gan théng qua diéu chinh chuyén hod lipd, giam
sy tich tu m& trong gan va chdng stress oxy hoa gan [77], [78]; Rutin trong Hoé hoa
c6 tac dung lam giam LDL-C va VLDL-C, dong thoi 1am 1am ting HDL-C do viéc
tic ché tao ra Hydroperoxit va o-tocopherol dugc bao vé mang trong cac lipoprotein
khoi bi tiéu thu boi qua trinh oxy hoa LDL [79], [80]; Chiét xuat MeOH (methanol)
cia Tric nhy di dugc ching minh 14 c6 tac dunggiam tong luong
cholesterol va LDL [81].

Hoang ky c6 tac dung bao vé va hd trg chic ning cia té bao géc tao mau,
gop phan thuc day qué trinh tao médu, cai thién hoat dong cta hé tudn hoan va hoat

chat polysaccharide trong Hoang ky ciing co tac dung chong 140 hda nho kich hoat
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cac con duong tin hiéu nhu insulin/IGF-1, ting cudng biéu hién cac yéu t chéng
oxy hoéa nhu Nrf2, HO-1 va NQOI, d6ng thoi giam stress ludi noi chat [68],[69].
Pan sdm, véi cac hop chit hoat tinh nhu Tanshinone IIA va Dihydrotanshinone 1,
gitip cai thién luu thong mau thong qua co ché trc ché két tap tiéu cu, giam nguy co
hinh thanh huyét khdi, dong thoi kich thich san xuét oxit nitric (NO), tir d6 gidn
mach va ting luu luong tudn hoan méau [116]. Axit salvianolic B trong Pan sim
ciing hd tro gian mach va cai thién dong mau [117]. Ban ha chira cac alkaloid c6 tac
dung diéu hoa hoat dong ctiia ving chemoreceptor trigger zone (CTZ) trong ndo, tir
d6 trc ché cam giac budn non va non [85],[86]. Nguwu tit va PJ trong 13 cac duoc
lidu c6 tac dung phong ngira va diéu tri lodng xuwong [118]. Nguu tat chira glycoside
sterol, dic biét 1a daucosterol, giup cin bang qué trinh chuyén héa xwong, thuc day
phat trién va duy tri khéi luong xwong [77]. DB trong, thong qua kich hoat cac con
duong tin hiéu BMP-2 (Bone Morphogenetic Protein-2) va Wnt/p-catenin, tang
cudng qua trinh tao xuong bang cach thuc dy sy biét hoa va hoat dong cua té bao
tao xuwong, ddng thoi e ché hoat dong cua té bao huy xuong, gop phan duy tri sirc
khoe hé xwong khdp va ngan ngtra lodng xuong [119],[120].
4.2.4. Ban lugn vé bénh than man tinh theo YHCT va YHHD

“Hai thuong Y tong tam linh” dé cip ti tang than 13 noi chira cua ca “ Chan
am” va “Chan duong”, 1a gbc ré cua sy song, 1a noi tang trir tinh khi cua ca tién
thién va hau thién YHCT cho rang, khi 1a dang vat chét van dong va duy tri chic
ning cac co quan trong co thé [121]. Tinh 14 co so vat chat cua sy sdng cua con
ngudi Va c4c loai hoat dong co ning cua co thé. Khi 1a mot thanh phan cau tao cua
co thé, 1a ban chat co ban dé duy tri sy song caa con ngudi, Khi con goi 1a nguyén
khi, chan khi, tinh khi, dwgc hoa sinh trong than, 1a khi co ban nhat trong co thé con
ngudi, dong luc dé duy tri sy song. Tinh va khi c6 ngudn géc tir tinh tién thién va
tinh hau thién duoc chuyén hoa tai tang than, sau khi dugc chuyén ho4 trong than s&
gilp duy tri hoat dong hang ngay, gitp thuc day khi huyét luu thong toan co thé va
bao vé co thé khoi ngoai td xdm nhap [28]. Bénh than man tinh theo YHCT khong

c6 bénh danh cy thé, ma dya vao triéu chimg va co ché bénh sinh ma nam trong cac
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ching “Quan cach”, “Long bé”, “ Lam ching”, “ Than phong”, “ Ni¢u doc”. Theo
YHHD, bénh than man tinh dic trung boi tinh chat giam mac loc cau than trén 3
thang [1] va cd su xuat hién cua protein trong nudc tiéu, dic biét 1a albumin niéu.
Sy xuat hién caa albumin niéu trong YHCT c6 thé coi la hién tuong “ tinh hoa”
trong co thé bi that thoét ra ngoai, dan dén hao ton tinh chét cia co thé. Albumin, vé
ban chat 1a mot loai protein quan trong, trong d6 protein dugc xem la thanh phan co
ban cdu tao nén co thé con ngudi va duy tri cac hoat dong séng. Trong YHCT,
protein ¢ thé duoc so séanh véi « tinh khi”, mot yéu té nén tang giup nudi dudng va
bao vé co thé. O trang thai co thé khée manh, protein ni¢u khong xuat hién hodc chi
xuét hién v6i luong rit nho. Piéu nay 13 do trong diéu kién binh thudng, chi mot sb
protein huyét twong c6 kich thuéc nho c6 thé lot qua mang loc ciu than. Tuy nhién,
cac protein nay sau d6 dugc tai hap thu hoan toan hoic gan nhu hoan toan tai éng
than, din dén viéc khong c6 hodc chi c6 mot lugng protein khong dang ké trong
nudce tiéu. Sy hién dién protein ni¢u & mic cao hon mirc binh thuong la d4u hiéu
cho thiy su bat thudng trong chirc ning loc ciia cdu than hoic réi loan co ché tai
hap thu tai éng than [67]. Theo YHCT, cac ton thuong tai tang than dan dén su hao
hut tinh khi. Khi tinh khi mét di, cac chit cau tao co ban cua cua thé ciing bi tiéu
hao, din dén tinh trang thiéu hut khi va duong. Ngoai viéc luu trir tinh khi, tang
than con dam nhiém chirc ning chu vé khi hoa nuéc trong co thé, tirc 13 diéu hoa
qua trinh phan bé thuy dich trong co thé. Qua trinh nay duoc thuc hién thdng qua sy
phdi hop cua ba tang chinh, tang ty ¢am nhan viéc van hoa va hap thu nudc sau d6
chuyén Ién tang phé; tang phé dam nhan tuc giang, dua nudc xudng than; va tang
than khi hoa nhiing chat trong dé dua 1én phé, tir 46 phan bé khap toan than, dong
thoi day phan can bd xudng bang quang dé dua ra ngoai thong qua duong tiéu tién.
Sy can bang va phéi hop nhip nhang gitra cac tang nay la yéu té quan trong gidp
duy tri chirc nang sinh li binh thuong, dic biét trong viéc diéu hoa thuy dich. Khi
tang than suy yéu, qua trinh khi hoa nuéc bi rdi loan, din dén cac triéu ching phu
thiing, tiéu tién bat thuong hoic tich tu dich duc trong co thé [28]. Khi than tinh bj
ton thuong, goc ré cua tién thién bat tuc két hop véi sy thiéu hyt tinh do hau thién

cung cap, dan dén tinh trang tinh khi trong co thé suy kiét. Piéu nay lam cho qué
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trinh khi hoa bi gian doan, khéng thé thiic day su luu thong caa huyét mach. Khi khi
khong van hanh duoc huyét, huyét s& @ tré lai kinh lac va tang phu, tir d6 hinh thanh
huyét @ [28]. Theo quan diém cia YHHD, tinh trang ndy c6 thé twong Gng Véi su
suy giam muc loc cau than, dan dén tich tu cac chat doc trong co thé do than khong
con kha ning dao thai hiéu qua [122]. Su lién hé gitta YHCT va YHHD cho thay
méi quan hé chat ché gitra sy rdi loan khi hoé tai tang than va cac van dé sinh 1y hoc
hién dai vé chtc ning sinh 1y cua than.

Nguyén nhan chu yéu caa bénh than man tinh theo YHCT 1a do chinh khi hu
va ta khi thyc. Chinh khi hu 1a tinh trang suy giam sic manh cta co thé, lam mat
kha ning duy tri va bao vé chirc ning binh thuong, trong khi ta khi thirc 1a cac yéu
t6 ngoai td X&m nhap vao co thé va gy ton thuong cho cac tang l1am méat sy can
bang cta 4m dwong. O giai doan dau cua bénh than man tinh, mac du ty va than bi
hu ton, nhung chinh khi con di manh dé chéng lai ta khi xam nhap tir bén ngoai. Co
ché bénh sinh luc nay chu yéu do thyc ta, thuong gap 1a thip nhiét va huyét &. Khi
bénh tién trién dén giai doan giira, chinh khi luc nay suy yéu, kha ning chéng lai ta
khi giam sGt, cac nhan té gay bénh tich tu khong dao thai dwoc tir d6 hinh thanh
nhiéu san pham bénh ly. Luc nay, bénh ly biéu hién Ia tinh trang hu thuc xen lan,
vira ¢6 hu ton cua chinh khi lai c¢6 sy ton tai cua ta khi. Khi bénh tién trién dén giai
doan cudi, chinh khi dan suy kiét, dan dén cac biéu hién bénh sinh cha thudc vé
chinh khi hu. Hau qua 1 thuy dich, thip troc tich tu lai, 1am ning thém tinh trang
bénh Iy. O cac giai doan khac nhau caa bénh than, mic d6 hu va thyc ciing khac
nhau. Hu va thuc trong co ché bénh sinh cua bénh than man tinh c6 méi quan hé
nhan qua chat chg, 1a nguyén nhan va hé qua ctia nhau. Hu 1a biéu hién su suy yéu
cua chinh khi, 1am giam kha ning bao vé va duy tri can bang co thé. Diéu nay tao
diéu kién cho thuc ta, nhu thap nhiét hoic huyét &, xam nhap va gy ton thuong
thém. Nguoc lai, thuc ta tich tu s& 1am ton thuong chinh khi, khién tinh trang hu
ngay cang tram trong. Su tuong tac lién tuc giita hu va thuc thiic day tién trinh bénh

ly cia CKD, 1am cho bénh ngay cang phuc tap va kho kiém soat hon .

Chinh khi hu bao gom sy hu suy ngii tang, mat can bang am duong, khi huyét
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hu, trong d6 can ban 14 ty than hu nhuoc. Pdng thoi cac yéu té gay bénh nhu noi
thap, nhiét, doc, dam, thap troc, huyét u,... c6 quan hé mat thiét ddi véi su mat diéu
hoa cua tang phu trong co thé, nguyén nhan cha yéu biéu hién qua huyét &, thap
nhiét va doc troc [123], [124]. Thé bénh huyét & co thé d6i chiing véi cac ton
thuong ciu tric va chire ning duoc mo ta trong YHHPD. Céc biéu hién bao gom xo
hoa cau than, phan anh tinh trang mat chirc ning va tén thuong khong hoi phuc; su
gia ting md ngoai cau than, thé hién sy tich tu cac md soi tai khu vuc quanh cau
than; su day 1én cua mang day, lam giam kha ning loc cau than. Bén canh do 1a
hién tuong dinh bao Bowman, gay giam dién tich loc hiéu qua, huyét khdi vi mach
mau trong cau than 1am can tré dong méau luu thong. Cac hién twong xep hoic hep
long mao mach, chén ép hoic tic nghén mao mach trong bdi mach cau than lam
giam kha ning cung cip mau va oxy, trong khi xo hoa va teo dng k& gy suy giam
chtre ning tai hp thu va bai tiét caa than [123], [125].

Khi ty than hu nhuoc, chtc ning van hoa thay dich suy giam, din dén thay
thap tich tu va thip ta an tra trong co thé, bénh kéo dai l1au ngay thap ta hoa nhiét ta.
Thap nhiét trong bénh ly than thuong biéu hién qua cac hién tuong gia ting kich
thugc cua cac té bao noi md, su hinh thanh va giai phong qua mic cac chat trung
gian hod hoc gay viém. Néu thap nhiét khong duoc diéu tri, s& anh huéng chic ning
van hoé cua ty vi, dan dén viéc tich tu cac chat chuyén hoa lai co thé. Cac san pham
ctia chuyén hoa tich tu 1au ngay c6 thé din dén hoi ching ure huyét, diéu nay twong
g Vi thé thap troc theo YHCT [126], [127]. « Troc doc ” tac dong lén co thé con
ngudi, gay ra nhitng bién doi bénh ly bat thuong o cap do té bao, mé va co quan.
Céc bién doi nay bao gom phi dai, tang san, va ung thu hoa trong cac bénh ly theo y
hoc hién dai, cung véi cac phan tng nhu viém, thoai héa, chét té bao theo chuong
trinh (apoptosis), va hoai tir [128], [129].

Thap thuong & tré va tich tu trong co thé, gay can trd su van hanh cua khi
huyét va tan dich. Khi thap tich tu 1au ngay, né c6 thé hda thanh nhiét, va nhiét nung
dbt kéo dai sé sinh doc. Pong thoi, thap dai dang khong dugc loai bo kip thoi s&

sinh ra troc. Sy twong tac giira thap, troc, nhiét va doc tao thanh mét vong luan quan,
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lam ting thém mirc do nghiém trong ctia bénh. Piéu ndy dan dén su réi loan khi co
va mat can bang 4m duong trong co thé, gay anh huong nghiém trong dén stc khoe.
Tur d6 viée thic day bai xuat hoac loai bo thap, nhiét, doc, troc trong bénh than man
la rat quan trong, c6 thé s dung mot s6 phap diéu tri nhu: thing thanh giang troc,
thanh nhiét loi thap. Bai thuéc “ Thing thanh giang troc” bao ché dudi dang cao

khé dugc xay dung dua trén co s¢ nay.
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KET LUAN

1. V& djc tinh ban truong dién ciia cao khd “Thing thanh gidng troc”

Trén cac 16 chudt cong tring cho udng cao khd “Thing thanh giang troc” liéu
0,735 g/kg/24h va lidu 2,205 g/kg/ngay, lién tuc trong 90 ngdy, cho thay: Khéng gay
anh huong dén tinh trang chung va sy phat trién can ning ctia chudt, khong 1am thay
dbi cac chi sb huyét hoc, khong 1am thay ddi cac chi tiéu sinh hoa danh gia chiic ning
gan va than, khong gy ton thuong mo bénh hoc gan, than cia chudt thuc nghiém.

Nhu vy cao kho “Thing thanh giang troc” an toan & cic muc lidu dung va thoi
gian str dung udng 90 ngay lién tuc trong nghién ciru thuc nghiém trén chudt cong trang.
2. V& tac dung ciia cao khd “Thing thanh giang troc” trén mé hinh.

Cao kho “Thiang Thanh Giang Troc” lidu 1,26 g/kg/24h va liéu 2,52 g/kg/24h
c6 tac dung diéu tri, lam giam biéu hién bénh than man tinh tién trién trén mé hinh
gay bénh than man tinh bang adenin & chudt nhét trang. Cu thé:

- Lam giam cac chi s6 danh gia ton thwong chirc nang than: ure, creatinin
mau, thé tich nudc tiéu 24h va protein niéu 24h so véi 16 md hinh.

- Lam giam biéu hién thiéu mau trén chugt gay bénh.

- Giam su phi dai than va bién d6i mo bénh hoc than thdng qua cac chi sé:

giam can nang than, cai thién cac hinh anh tén thuong mé bénh hoc than.
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KHUYEN NGHI

Cao kho “Thing Thanh Giang Troc” da duoc nghién ctru doc tinh cap (thuc
hién trong mot nghién ctru khac) va doc tinh ban truong dién trén dong vat thuc
nghiém (thuc hién trong nghién ctu nay). Bong thoi, cao khd “Thiang Thanh Giang
Troc” ciing thé hién rd tac dung diéu tri trén mé hinh gay bénh than man tién trién
bang Adenin. Véi két qua dat dugc trong nghién ctu ndy, ching téi kién nghi st
dung cao kho diéu tri bénh than man trén 1am sang. Sau do co thé tiép tuc nghién
ctru diéu ché vién nang tir cao khd két hop nghién ctiru danh gia tinh an toan va tac

dung cua vién nang “Thang Thanh Giang Troc” trén bénh nhan bi bénh than man.
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PHU LUC
CAC VI THUOC TRONG BAI THUOC NGHIEN CUU

STT Duge ligu Tlnh-v! Céng dung Than’h phan L}eu
quy kinh hoa hoc dung
Ban ha ché Tén 6n c6 doc. | Giang nghich, | Saponin,
1 | (Rhizoma Quy kinh Ty | ciAm nén coumarin,.. 3-9g
Pinelliae ) vi
Cot khi Vi kho, vi han. | Trir thap, hoa | Tannin,
) (Radix Quy Can Bom | dom, chi ho | polygolin,... 9-15g
Polygoni Phe
cuspidati)
Chi xac Kho, tan | Pha khi hoa | 9,98%(glicozit,
3 | (Fructus luong. dom, tiéu | flavonoid 3-9g
Aurantii) Quy kinh ty,vi. | tich.
Pan sam Kho, vi han. Hoat huyét, Gom 3  xeton:
A (Radix et | Quy kinh can, | luong huyét. | Tansinon | 0.154
Rhizoma Salviae | tam. Tansinon 11
miltorhizae) Tansinon 111
Hoang ky: Cam, on. B6i khi ¢ | Cholin betain
. (Radix Astragali | Quy kinh phé, | biéu, loi tiéu, 9-30g
membranecei) ty. trr mu, sinh
CO.
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Roxb) Quy kinh can,
Vi.
Rau ma Ding, han Thanh nhiét | Ancaloit,
. (Centella Quy kinh Can, | loi thap, giai | triterpenoids, 10-12g
asiatica(L.)Urb.) | than, ty. doc, tiéu | flavonoids, va
sung. polyphenols
Truc nhu: Ngot, han. Thanh nhiét | Chua rd hoat chat
o (Caulis Quy kinh can, | luong ‘huyé’t, 3.9
Bambusae in | phe, vi. trir phién.

Taeniis)
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1o | (Flos ) Quy kinh can | chi huyét. 6.9
Styphnolobii
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Tran bi Kho, tan, on. Ly khi kién | Tinh dau, vitamin
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14 | Cortex than alkaloid, 10-15¢
Eucommiae polyphenols
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