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TOMTAT

Datvandé: Ténthwongthédnlabiénching thudng gdp bénhnhénnditrilémsang. Do dé, viéctim
racdcbiénphdp can thiép va diéu trimdi, ddc biét la cé nguén géc tw nhién, céy nghia va irng dung
ldm sang cGn dwoc quan tdm. Muc tiéu: Nghién ctru thir nghiém déc tinh cép - déc tinh bdn trrong
diénvatdcdungbdovéthdncuaviénbdo toanthdn (BTT) dwocphditircdcdwocliéu nguu tdt, mach
moén, bach hoa xa thiét thdo, bdn chilién, thuc dia, détrong. Phwong phdp: Ddnh gid déctinh cdp va
déc tinh bdn trwong dién dworc thuc hién theo Hwdng dén clia Quyét dinh sé 141/QP-BYT ngdy
27/10/2015cuaBo6 Yté. Nghiéncwruddnhgidtdcdungbdovéthdntrénmé hinh gdyténthuwongthén
ciachudtnhdtbdicisplatin. KEt qua: BTTkhéng cé déctinh &liéuD,, ,=14.72g/kg. BTT(1vién/kg-2
vién/kg) khéng géy dnh huwdng dén AST-ALT, creatinine-ure, triglyceride-protein, céng thirc mdu,
mé hoc cua gan-tim-thén. BTT (1vién/kg -2 vién/kg) khéng dnh huwdng dén chirc ndng thdn & chuét
binh thwong; thé hién tdc dung bdo vé thdn gitp tdng dé loc cGu thdn théng qua viéc lam gigm
creatinine-ure trong huyét tirong; déng thoi giup lam gidm qud trinh peroxy hda lipid té€ bao thén
théng qua viéc lam giam ham lwgng malondialdehyd trong thdn va lam giagm ty 1€ mé hoc thén bj
viém trén mé hinh thu'c nghiém gdy suy thdn & chudt nhdt trédng bdi cisplatin. Két ludn: BTT khéng
gdy déctinh cdp va ddctinh bdn truwdng dién trén déng vat thir nghiém. BTT ¢ tdc dung bdo vé thén
trénmé hinhthuwcnghiém.

Tirkhéa: vién nang béo toan than, cisplatin, béo vé than, déctinh

1. DAT VAN BE

Ndm 2024, WHO d3 wdctinh cé khoang 850 triéu
nguditrén toan thé gi¢i mac bénh suy than, hau
hét trong s6 ho séng & cac qudc gia co thu nhap
thap vatrung binh thap. Trdi ngwgc véibénh tim
mach, dét quyvabénh hé hapthitylétlrvongdo
mac bénh suy than dang gia tang[1]. Suy than
biéu hién sy suy giam chirc ndng than hodc téc
ddloccauthandin déntinhtrangting nito mau
hodc san xuat nuwdc tiéu khong da do luwu lugng
mau dén than gidm va tén thuong than, viém
hodc tac ngh&n. Cac nghién cttu & bénh nhan
macbénhsuythanndnghodcnhiédmtrung huyét
cé tdn thuwong than thi qud trinh oxy héa protein
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vamangtébaothintanglén,tuwongquanvdicac
dau hiéuctachattrunggian gy viém, chattrung
gian gay oxy hoa va cytokine [2]. Xu hudng ma&i
“phong bénh hon tét hon chita bénh” va “chira
bénh khi bénh mé&i phat” bang viéc st dung cac
san pham ty nhién c6 ngudn géc tir duoc liéu
ngay cang phé biénhonviduoclié cé hiéu quava
tinhantoan, phuhopvdisinhly clacothé nguoi
honsovdithudchdaduoc.

Nguwu tat (Achyranthes bidentata), mach mén
(Ophiopogon japonicus), bach hoa xa thiét thao
(Hedyotis diffusa), ban chi lién (Scutellaria
barbata), thuc dia (Rehmannia glutinosa), do
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trong (Eucommia ulmoides) la nhirng duoc liéu
duoc st dung nhiéu trong dan gian. nguu tat bd
can than, dwgc sir dung lam thudc lgi tiéu chita
viém cau than [3]. mach mén cé tdc dung nhuan
phé&, lam mét tim, thanh nhiét, hoat chéat
Ophiopogonin D cia mach mén cé tac dung cai
thién chircnangthanbangcach trcché stress oxy
hda va giam viém trén chudt bi gy tang duong
huyét bédi streptozotocin [4]. bach hoa xa thiét
thdo co6 tadc dung chéng viém, dugc sir dung
trong nhiéu bai thudc chira viém than cip cé
phu, nuwdc tiéu cé albumin. ban chi lién cé tic
dung lgi tiéu, tiéu sung, chita ung thu phdi, ung
thugan,ungthutrywctrang; cdtacdungcaithién
tinh trang réi loan chirc nang than, gidp giam
dang ké ndng do cytokin giy viém va giam tén
thwong &ng than trén mé hinh gy tén thuong
than chudt badi cisplatin [5]. thuc dia duoc st
dung rong rdi & cac nudc chau A dé diéu tri cac
bénh vé than, chira cdc thanh phan héa hoc bao
gébm sitosterol va mannitol; cdcthanh phan khac
bao gobm mét lvgng nhéd strigmaterol,
campesterol, catapol, rehmannin, 2-formyl-5-
hydroxymethylfurane va rehmaglutin D; co tac
dung caithiéntinh trang réiloan chirc ndng than
& chudt bi suy than cdp do thi€éu mau cuc bd; cd
tadc dung rc ché& biéu hién thu thé angiotensin Il
va AT1 bang cach diéu chinh biéu hién TGF-1 va
collagen typ IV [6]. d6 trong cé tac dung b6 gan
than, dudng huyét; c6 tac dung chéng viém,
chéng oxy hda va bao vé gan va than va duoc sy
dunglam thuéc dé ha huyét dp va lwgng lipid va
dudng trong mau [7]. Néu xét vé tinh thi bach
hoa xa thiét thdo, ban chilién cé tinh han, mach
montinh vihan, thucdiatinh vi6n,d6trongt|’nh
6n, nguu tat tinh binh nén viéc két hop tao nén
sy hai hoa trong cong thirc. thuc dia quy kinh
can, than, tdmgilp twam, b6 huyét, ich tinh, tdy
tlrdé caithiénchircndngthanvatangcuongsic
khée, day la vi thudc duwoc dung phé bién trong
diéutricdcchirngbénhdothinhutheoyhoccod
truyén. ngwu tat, do6 trong véi tac dung bé can
than, manhgan cdtbdtrochotadcdungchinhcda
san pham la b6 than ddong thoihoat huyét théng
kinh, ha dp gidi quyét dwgc nguyén nhan gdy nén
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suy giam chirc ndng than nhw dam thap, tang
huyét ap. bach hoa xa thiét thdo, ban chi lién
trong cong thirc khdng cé tdc dung bé than ma
tap trung vao giai quyét nguyén nhan gay nén
suy giam chirc nang than, tdc dung thanh nhiét
gidi doc, loi tiéu, tiéu ung tan két, hda & giup
gidm tinh trang & nwdc & than, viém cau than
(trong pham vi chirng phu thiing theo y hoc ¢6
truyén). machmondudngvisinhtan, nhudnphé
thanhtamgitp b6 ph&€ am, thanh nhiét &tam gitr
vaitro nhu motvithudc b, tang cudng strc khde
[3-7]. Do d6, nghién clru tién hanh danh gid tinh
an toan va tac dung bao vé than cla vién nang
bdo toan than duoc bao ché tir cac hdn hop
duocliéu nguu tat, mach mén, bach hoa xa thiét
thao, ban chi lién, thuc dia, d6 trong vé&i dinh
huwéng san pham cé tinh an toan khi s&r dung 1au
dai va hiéu qua déi vdi bénh ly suy than trong
tuonglai.

2.901TUQNG VAPHUONG PHAP NGHIEN CU'U
2.1.Dditwgngnghiénciru

Vién nang bao toan than (BTT) duoc cung cép
b&i Cty TNHH Y hoc ¢6 truyén Pai Hong Phuc
(Lot#: 01N23, sdn xudt ngay: 20/12/2023, thoi
gian hét han sir dung: 20/12/2026, dat tiéu
chuancosd, quycich 11060vién);thanh phan1
vién nang cirng 750 mg chira: bét nguu tat 250
mg; bot mach mdn 250 mg; 200 mg cao hdn hop
duocliéu(1:10) gobm: bach hoaxa thiétthdo 833
mg; ban chi lién 417 mg; thuc dia 417 mg; d6
trong 333 mg va phu liéu. MaAu vién nang cing
bdotoanthidnduocddnggditronglonhya.

2.2.Dongvatnghiénciru

Chudt nhat trang duwc (Swiss albino, 5-6 tuan
tudi) duoccung cap bdiVién kiém nghiém thudc
TP.H6 Chi Minh. Thé tich cho uéng (p.o.), tiém
mang bung (i.p.) 1a 10 mL/kg. Chudt dugc nudi
bang thuc pham vién dwoc cung cap bdi Cty C6
phan Kinh doanh néng nghiép quéc té IBA, nuéc
uéng day duva duoc dé n dinh (trong diéu kién
nhiét d6 phong 28 + 2 °C, d6 4m twong ddi 60 —
70%, anh sang ddm bao 12 gio' t6i/12 gidy sang) it
nhat mot tudn trwdc khi thir nghiém. Thé tich
choudng(p.o.)la10ml/kgtrongluongchubt.
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2.3.Héachat, thudcthir nghiém-Thiét bj

Héa chat- thuéc thir: Cisplatin, quercetin, acid
thiobarbituric (Sigma, MY); acid trichloroacetic
(TCA-Merk, Dirc). Cac bd kit dinh luong
creatinine-ure, AST-ALT , triglyceride, protein
(HumanCo. Ltd., BDurc).

Thiét bi: May do sinh hda ban tu ddong Screen
Master 3000 (Arezzo, Y), can phan tich Ohaus
(My), maylytam lanh (Hermle-Dirc), may ly tam
Hettich (P&c), may nghién déng thé T25 (Pirc),
may do pH (HI210- Hana), may khudy gia nhiét
(Arec-Velp), bé diéu nhiét (BH627-CE-Ovan),
may do huyéthoc (SYSMEX-XN330, Nhat).

2.4.Phwongphapnghiénciru

2.4.1. Thirnghiém déc tinh cép dwérnguéng
Dva theo tai lieu “Phwong phap xac dinh doc
tinh cha thudc” clia tac gia D6 Trung Dam va quy
tac 3R trong viéc s&r dung ddng vat thi nghiém,
ti€én hanh cho chudt dugc nhin déi qua dém
trudc khi th&r nghiém. Thir nghiém 10 chudt
(g6bm 5 con chudt duc+5 con chuét cdi) duoc cho
uéng mau thr BTT v&i lidu khéi dau 14.72 g/kg
v@ithétichchoudngla20ml/kgthétrongchudt.
Theo ddi ty 1& chudt chét va hanh vi cda chuédt
trong 14 ngay sau khi uéng mau thir. Néu phan
suat t&r vong thip la 0% thi xac dinh duoc liéu
D,.; néuphansudttlrvongthdpla 100% thitiép
tuc ra tim liéu LD,,, néu 0%<phan suat t&r vong
thap<100%thiti€ptucratimliéuLD,[8].

2.4.2. Thirnghiém déc tinh bén trudrng dién

Thoi gian khao sat trén chudt nhat trang 13 hai
thang. Chudét duwoc chia thanh cac 16: ching
(ubng nudce cat) valdé thir cho chudt udng BTT (1
vién/kg - 2 vién/kg), mdil6 10 con (5 duc+5 cai).

Sau 1 thangva 2 thang cho uéng mau, tién hanh
&y mdu & dudi chudt dé danh giad cac chisé sinh
hdéanhusau:

- Huyét hoc: s6 lvgng hdong cau, hemoglobin, s6
lwongbach cau, tiéu ciu.

-Théng s6 thudc chirc ndng gan: men gan AST va ALT.

-Théng sé thudc chirc nang than: creatinine, urea.

-Théngsdkhdac: triglycerid, protein.

- Giai phau dai thé céc co quan: tim, gan, than:
ti€n hanh sau khikétthacthinghiém (30% téng
s6chudtmdilo).

Cacthongsé huyét hoc dwocxacdinh bang bang

may SYSMEX-XN330 (Nhat.) Cicthdng sé vé sinh

héagan-than duvocxacdinhtheo hwéng dancla
cac b kit dinh lugng AST, ALT, creatinine, ure,
triglyceride, protein (Human Co., Germany) va
duoc do bang mdy sinh héa ban ty ddng Screen
Master 3000 (Y)[9].

2.4.3.Ddnh gidtdcdungbdovéthdnciuaBTT
Ti€n hanh phan cac 16 chudt thi nghiém nhu
bang1.

Cac 16 chudt cho uéng cdc mau thir lién tuc trong
8 ngay, tiém mang bung liéu duy nhat cisplatin 15
mg/kg (i.p) & ngay thi 5. Vao ngay th& 8, mot gio
sau lan cho udng cudi cung |y mdu dudi chudt dé
dinh luvgng creatinine- ure trong huyét twong
duavaokit creatinine- ure (Human-Dburc) b&i may
sinh hda ban ty dong screen master 3000. Sau dé
chudt céc 16 duwogc hy sinh, tdch than dé dinh
lvgng ham luvgng malondialdehyd (MDA) trong
than chudt, gidi phdu mo hoc than chudt. Ham
lwvgng MDA (nmol/g protein) duoc tinh theo
phuong trinh hdi quy chat chuan MDA (Sigma-
M¥§):y=0,0796x+0,0035 (R*=0,9992) [10,11].

Bang 1. BS tri thir nghiém tac dung bdo vé than ctia mau thi

Nhom

Lo (n=8)

Chirng sinh ly

Cisplatin (-)

BTT liéu 2 vién/kg

Chirng bénh ly

BTT liéu 1 vién/kg

Cisplatin (+)

BTT liéu 2 vién/kg

Quercetin liéu 30 mg/kg

(-): khéng tiém mang bung cisplatin liéu 15 mg/kg
(+): tiém mang bung cisplatin liéu 15 mg/kg
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2.5.Danhgiakétqua

Cac s6 lidu duwoc bidu hién bang gia tri trung
binh: M + SEM (Standard error of the mean —sai
s6 chuln cla gia tri trung binh) va duoc x{r ly
théng ké dua vao phép kiém One — Way ANOVA
va hau kiém bang Student — Newman — Keuls
test (phdn mém SigmaStat 3.5, USA). K&t qua
thir nghiém dat y nghia théng ké véi d6 tin cay
95% khip <0.05.

3. KET QUANGHIEN CU'U

3.1.Két qua ddctinh cAp dwdngudng
SaukhichochudétubéngBTTliéu14.72g/kg (liéu
dam d3ccé thé quakim) thichudtcd biéu hién
di lam chdm chap. Gan 2 gi® sau khi uéng BTT
lieu 14.72 g/kg, tat ca chudt th nghiém déu
hoat déng binh thudng; khéng phat hién dau
hiéu bat thuong nao (tiéu ti€u, an udng, hanh
Vi,...). Theo ddi chudt trong 14 ngay & diéu kién
chdm séc binh thuwong, két qua cho thay khéng
cé con chudt nao tlr vong; chudt séng khéng co
dauhiéubatthuongnao. Nhuvay, BTTkhéngcd
ddctinh cip trén dudng udng & chudtvéibD,, =
14.72 g/kg/ngay (& ngudi trudng thanh 50 kg
twong dwong 83 vién/ngay, khéi lvong bot

trongvién 750mg+7.5%), tr dé suy raliéu an
toanchochudtthnghiémduweclyD,=1/5D,,, =
2.94g/kg (twongduong4vién/kg). Nghiénclru
lvachon2liéuth nghiém dwocly ctaBTTtrén
chudt nhat trang nhu sau: 1 vién/kg thé trong
chuét (~1/20 D) va 2 vién/kg (~1/10 D
(twong duong lidu dy ki€n dung trén nguoi: 4
vién/kg/ngayva8vién/kg/ngay).

max)

3.2. K&t qua doc tinh ban trweong dién

Sau 60 ngay udng mau thi, chudt & céc 16 thir
nghiém déu hoat ddng binh thwdng, anuéngtét,
phan khé, 16ng muot, khéng cd chudt bi chét
hodccod diuhiéubatthudngvé hanhvi.

S6 lwgng va chat lvgng céc té bao méu phan dnh
tinh trang clia co quan tao mau. Néu mau thir tac
ddng dén co quan tao mdau sé lam thay déi so
lwong va chat lvgng cac té bao méu [12]. K&t qua
bang 2 cho thay rang, cac 16 thir uéng BTT & ca 2
lieu th&r nghiém 1 vién/kg va 2 vién/kg déu co sé
lwong héng cau, hemoglobin, bach cau, tiéu cau
khéng khac biét so véi 16 chirng cung thoi diém
khao sattrong cung 1gidi. Diéu nay cho thay rang,
BTT (1 vién/kg-2 vién/kg) an toan vdi chitc nang
taomau khidung kéo daisau 60 ngay thir nghiém.

Bang 2. Chi s6 huyét hoc clia cac 16 chubt th&r nghiém

Chirng sinh ly BTT (1 vién/kg) BTT (2 vién/kg)
1) Trudc Sau Sau Trudc Sau Sau Trudc Sau Sau
thir 30 60 thir 30 60 thir 30 60
nghiém | ngay ngay | nghiém | ngay ngay | nghiém | ngay ngay
Giéng duc (n=5)
:g:}uigi 929+ | 912+ | 943+ | 929+ | 9.69+ | 9.15+ | 913+ | 9.40+ | 9.12+
e 013 | 028 | 031 | 017 | 028 | 017 | 026 | 030 | 041
(triéu/pL)
Hemoglobin | 15.02+ | 14.72 | 14.84 | 14.98+ | 14.41 | 14.32 | 14.74+ | 14.84 | 1434
(g/dL) 027 | +033 | +020 | 036 | +024 | +033 | 034 | +0.22 | +0.39
‘:’)Zc':‘zgﬁ 960+ | 977+ | 972+ | 999+ | 943+ | 965+ | 991+ | 999+ | 10.01
A 028 | 029 | 028 | 044 | 037 | 065 | 048 | 022 | +0.8
(nghin/uL)
S5 luomg tiéu | 824.80 821.00 79(1.60 61160 85(1.20 821.80 633 20 81(3-.80 831.20
3 + - - + - - + - -
cau (K/uL) | #1936 | 5 o | 3604 | ¥3703 | 3358 | 3501 | ¥2°1° | 4686 | 35.58
Giéng cdi (n=5)
:Zr']”i:i 951+ | 964+ | 944+ | 935+ | 964+ | 954+ | 933+ | 958+ | 9.98+
ng 022 | 052 | 028 | 024 | 018 | 038 | 039 | 069 | 036
(triéu/pL)
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Chirng sinh ly BTT (1 vién/kg) BTT (2 vién/kg)
Lo Truwdc Sau Sau Trwdc Sau Sau Truwdc Sau Sau
thir 30 60 thir 30 60 thor 30 60
nghiém | ngay ngay | nghiém | ngay ngay | nghiém | ngay ngay
Gibng cdi (n=5)
Hemoglobin 14.58 + | 14.54 14.82 | 1490+ | 15.16 14.18 | 15.36+ | 14.88 14.72
(g/dL) 0.30 +0.23 | £0.38 0.69 +0.62 | £0.55 0.50 +0.44 | £0.55
zzc';“zgf 958+ | 9.28+ | 1027 | 9.95+ | 9.91+ | 1030 | 951+ | 9.34+ | 10.01
T 0.60 0.41 +0.32 0.68 0.45 +0.48 0.16 0.14 +0.47
(nghin/uL)
S6 lugng tiéu | 789.20 77'1'20 800.00 | 809.80 83?_'00 83[:_'20 821.00 833'20 773'20
3 + - + + - - + - -
cau(K/uL) | £878 | )¢, | £8:22 | £33.28 | g 00 | 5155 | 17100 4068 | 1810
Bang 3. Cac chi sd sinh hda va trong lugng co thé cla cac 16 chudt thir nghiém
Chirng sinh ly BTT (1 vién/kg) BTT (2 vién/kg)
L6 Trwdc Sau Sau Truwdc Sau Sau Trwdc Sau Sau
thor 30 60 thr 30 60 thor 30 60
nghiém | ngay ngay | nghiém | ngay ngay | nghiém | ngay ngay
Giéng duc (n=5)
AST (U/L) 4440+ | 43.20 46.00 | 42.20+ | 45.60 46.40 | 44.20+ | 45.80 47.80
1.75 +1.62 | £1.30 1.02 +326 | £1.91 1.11 +2.71 | £2.35
ALT (U/L) 44,20+ | 45.20 4480 | 42.40+ | 45.00 47.60 | 46.20+ | 48.80 48.00
0.73 +262 | £1.28 1.29 +253 | £3.33 1.77 +3.07 | £1.79
Creatinine 0.72 0.70+ | 0.72 0.70 £ 0.70£ | 0.70+ | 0.70% | 0.68%+ | 0.72 %
(mg/dL) 0.04 0.03 0.04 0.03 0.03 0.04 0.03 0.04 0.04
Ure (mg/dL) 7.72 7.10+ | 7.02 % 7.08 £ 7.20+ | 7.02+ 7.14 + 7.18+ | 7.00+
g 0.26 0.21 0.35 0.12 0.14 0.27 0.25 0.32 0.17
Triglyceride 110.40 | 125.40 | 129.20 | 105.60 | 125.80 | 127.60 | 113.40 | 127.20 | 130.40
(mg/dL) +2.16 | +3.89" | +£356° | +2.23 | +2.62" | £2.20° | +3.01 | +2.85 | £+1.94"
Protein 6.52 + 6.54+ | 6.80 % 6.98 + 7.06+ | 6,98+ 6.84 + 6.96+ | 6.98+
(mg/dL) 0.10 0.10 0.10 0.07 0.11 0.20 0.11 0.13 0.06
CT(rjotr;ge '(f”égt 24.80+ | 34.20 | 36.60 | 26.40+ | 32.60 | 35.00 | 25.20+ | 32.20 | 37.20
@ ue 049 |+166"|+136"| 051 |+0.24"|+0.32"| 037 |+1.117|+1.20"
Giéng cdi (n=5)
AST (U/L) 44,60+ | 45.00 48.00 | 46.60+ | 47.80 45.80 | 47.00+ | 44.60 44.40
1.86 +192 | £2.35 1.89 +1.24 | £1.83 1.64 +1.81 | £1.63
ALT (U/L) 42,60+ | 47.60 46.40 | 46.40+ | 47.40 43.80 | 45.00+ | 46.20 48.20
1.40 +3.87 | £2.56 0.81 +2.73 | £1.80 2.12 +1.16 | £1.08
Creatinine 0.64 + 0.68+ | 0.70 + 0.72 ¢ 0.68+ | 0.70+ | 0.66+ | 0.68+ | 0.70 %
(mg/dL) 0.05 0.02 0.03 0.06 0.04 0.03 0.02 0.06 0.03
Ure (mg/dL) 6.44 + 6.50+ | 6.70 % 6.58 + 6.66+ | 6.62 + 6.54 + 6.70+ | 6.60
& 0.05 0.15 0.23 0.16 0.14 0.10 0.12 0.13 0.16
Triglyceride 100.00 | 121.40 | 130.00 | 100.20 | 121.40 | 130.40 | 96.40+ | 123.0 | 128.00
(mg/dL) +430 | +3.12" | +2.14" | +£2.63 | +3.12" | +2.48" | 349 |+3.74"|+2.70"
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Chirng sinh ly BTT (1 vién/kg) BTT (2 vién/kg)
L6 Trwérc Sau Sau Truwérc Sau Sau Truwérc Sau Sau
th 30 60 thir 30 60 thr 30 60
nghiém | ngay ngay | nghiém | ngay ngay | nghiém | ngay ngay
Giéng cdi (n=5)

Protein 654+ | 6.76+ | 688+ | 646+ | 6.80%t | 6,60+ | 6.62+ | 6.70+ | 6.84
(mg/dL) 6.76 0.13 0.14 0.14 0.08 0.15 0.12 0.14 0.12
:;Otr;i 'Cﬁ%gt 2420+ | 30.80 | 35.60 | 23.40% | 28.00 | 3440 | 23.40% | 24.20 | 3520

(&) i 0.58 +1.28 | £0.68 0.60 +0.71 | £0.75 0.51 +0.49 | £0.49

"' p < 0.05 so vdi trdc thir nghiém, ciing 16 thir nghiém va cing gidi

K&t quaBang3chothayrang,caclothirudngBTT
&ca2lieuthirnghiém 1vién/kgva2vién/kgdéu
cd AST- ALT, nbng d6 ure- creatinine, ham luong
protein trong huyét twong khong khéc biét so
v@ild chirng cung thoi diém khao sat trong cling
1 gidi. Trong luong co thé va ham luvong
triglyceride cial6 chudt duc/cdiuéng BTT lidu 1
vién/kg — 2 vién/kg sau 30 ngay-60 ngay khac
biét daty nghia théng ké so v&i thoi diém trudc
th&r nghiém (p<0.05), nhung khong khac biét so
v@ild chirng cung thoi diém khao sat twong tng
va van & trong gidi han binh thuong (71-164
mg/dL) [12]. Piéu nay cho thay rang BTT (1
vién/kg — 2 vién/kg) cling khéng anh hudng tdi
chirc nang hoat @& men gan AST-ALT, néng dd
creatinine-ure, ham lugng triglyceride- protein

Mo tim chuot duc-
L6 sinh ly

Mo tim chuot cai-
L6 sinh ly

ISSN: 2615 - 9686

M6 tim chuot duc-
L6 BTT (1 vién/kg)

Mo tim chuot cai -
L6 BTT (1 vién/kg)

trong huyét tvong va khéng dnh huédng trén sy
phét trién binh thuwdng vé thé trong cla chudt
ducvachuodtcaisaub60ngaythlrnghiém.

K&t qua gidiphaumoéhoc(Hinh1)chothaysau60
ngay chudt uéng BTT liéu 1 vién/kg va 2 vién/kg
cécautricvithégan,tim,thankhéngcd sy khdc
biét so v&ilo chirng: mod tim trong gi¢i han binh
thudng, khong thay cé su tén thwong té bao noi
mé mach mau, khéng thiy xo héa mo ké co tim
ciingnhu sung huyét; khongcéviem mokéthan,
té bao 6ng than déu binh thudng; md gan &
khong coé hién twong thoai hda md, thoai héa
nudc, hoai tlir t&€ bao gan- vdi héa dng mat; cd
viém muirc d6 nhe & té bao viém lympho bao,
bachcdudanhadnnhungchuwardnguyénnhan.

Mo tim chuot duc-
L6 BTT (2 vién/kg)

M6 tim chuot cai-
L6 BTT (2 vién/kg)
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Mo than chuot duc-
L6 sinh ly

MO0 than chudt cai-
L6 sinh ly

M6 gan chudt duc-
L6 sinh ly

M6 gan chubt cai-
L6 sinh ly

M6 than chuot duc-
L6 BTT (1 vién/kg)

MO0 than chudt cai-
L6 BTT (1 vién/kg)

M6 gan chudt dyec-
L6 BTT (1 vién/kg)

M6 gan chudt cai-
L6 BTT (1 vién/kg)

Mo than chuot duc-
L6 BTT (2 vién/kg)

M0 than chudt cai-
L6 BTT (2 vién/kg)

M6 gan chudt duc-
L6 BTT (2 vién/kg)

M6 gan chudt cai-
L6 BTT (2 vién/kg)

Hinh 1. M6 hoc tim- thén — gan cla céc 16 thir nghiém (X 40)

3.3.Két qua tacdungb3o vé thincta BTT

Két qud Bang 4 cho thdy néng d6 creatinine-ure
trong huyét twong, ham lwong MDA trong dich
dong thé than va trong lugng tuwong ddi than
chuét ctia 16 thir trén chudt binh thuong (cisplatin
(-)) udng BTT liéu 2 vién/kg khéng cé su khac biét

so 16 ching sinh ly (p=0.751; p=0.567; p=0.863;

Hong Bang International University Journal of Science

p=0.409; turong t*ng), diéu nay cho thay rang BTT
litu 2 vién/kg khéng anh hudng dén néng do
creatinine-ure trong huyét tuwong, ham lugng
MDA trong dich déng thé than va trong luong
tuwong d6ithan chudt binh thudng.
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Bang 4. Ham luong creatinine-ure trong huyét twong cla cac 16 thir nghiém

Nhém L6 (n=8) Creatinine (mg/dL) Ure (mg/dL)
Chirng sinh ly 0.70+£0.04 8.11+£0.37
Cisplatin (-) -
BTT liéu 2 vién/kg 0.73+0.04 8.49 £ 0.46
Chirng bénh ly 1.38+0.08™" 13.14 +0.58™"
BTT liéu 1 vién/kg 1.05 + 0.05### 9.45 + 0.42###
Cisplatin (+) -
BTT liéu 2 vién/kg 0.95 + 0.06"## 9.08 + 0.49%##
Quercetin liéu 30 mg/kg 0.85 + 0.06"## 8.81 + 0.42###

***n< 0.001: so vdi sinh ly cting chi tiéu khdo sdt; “p< 0.001: so vdi bénh ly ciing chi tiéu khdo sdt.

Néng d6 creatinine- ure trong huyét twong & 16
chirng bénh ly tiém cisplatin liéu 15 mg/kg tdng
96.43%-61.93% twong (rng dat y nghia thong ké
so v3i 6 chirng sinh ly (p<0.001), chirng t6 c6 sw
suy giam chirc nang than chudt gdy bdi cisplatin.
L6 bénh cho udng quercetin liéu 30 mg/kg cb
néng dd creatinine-ure trong huyét twvong gidm
38.18%-32.92% twong ng dat y nghia théng ké
so v@i |6 chirng bénh ly (p< 0.001), quercetin co
tdc dung dwa tri s6 ndng dé creatinine- ure trong
huyét twong trd vé mirc binh thuwdng khiso sdnh
véichingsinhly (p=0.147; p=0.534; twvong &ng).
L6 bénh chudt cho udng BTT liéu 1 vién/kg- 2
vién/kg déu c6 néng dé creatinine va ure trong

Bang 5. Ham lwgng MDA trong clia céc |16 thir nghiém

huyét tuvong gidm (23.64%-44.74% va 30.92%-
39.02% tuong (rng) daty nghiathéng ké sovéild
chirng bénh ly (p< 0.001), diéu nay cho thay BTT
c6ddloccauthantéthonsovdild chirtngbénhly
khéng diéu tri thong qua kha ndng bao vé than
gilp bai tiét creatinine- ure trong huyét twong &
chudt bigdy suythan bdicisplatin. Trong d6, BTT
lidu2vién/kgthéhiéntacdunglamgidmcanong
do creatinine-ure trong huyét tuwong tuong tu
nhu quercetin liéu 30 mg/kg (p=0.209; p=0.689;
tuwong &ng); BTT lidu 1 vién/kg chi thé hién tac
dung lam gidm néng do ure trong huyét twong
twong tu nhw quercetin liéu 30 mg/kg (p=0.593;
tuong rng).

Nhom L6 (n=8) Ham lwgng MDA (nM/g protein)
. . Chirng sinh ly 107.08 +7.34
| - ;
Cisplatin (- BTT liéu 2 vién/kg 109.39 + 2.19

Ching bénh ly

* kK

204.83 £ 14.16

BTT liéu 1 vién/kg

140.16 + 12,21 "

. _— :
Cisplatin (+) BTT liéu 2 vién/kg

103.49 + 7.02%#

Quercetin liéu 30 mg/kg 145.86 + 8.47"###

*p< 0.05: so vdi sinh ly cting chi tiéu khdo sdt; ***p< 0.001: so vdi sinh ly cting chi tiéu khdo sdt;" p< 0.001:

sovdibénh ly cting chitiéu khdo sdt.

K&t qua Bang 5 chothdy 16 chirng bénh ly cd ham
lvgng MDA trong than tang 91.29% dat y nghia
théngké sovdichingsinhly (p<0.001), chirngtd
cé su tén thuong peroxy héa lipid trong té bao
than chubt bj gy ra bdi cisplatin. L6 bénh cho
uéng quercetin lidu 30 mg/kg cé6 ham luwong
MDA téc dung lam giam 28.79% dat y nghia
théng ké so vdi 16 chirng bénh ly (p<0.001). Két

ISSN: 2615 - 9686

qua thir nghiém cling cho thay |6 chirng bénh Iy
khoéng diéu tri cd ndng do creatinine-ure va ham
lwgng MDA trong than tang khac biét so v&i 16
chingsinhly.

L6 bénh cho uéng BTT ca 2 liéu 1 vién/kg- 2
vién/kg déu c6 ham lvong MDA giam 31.57%-
49.48% datynghiathéngkésovdichirngbénhly
(p< 0.001). Trong d6, BTT liéu 2 vién/kg cé tac
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dung lam giam ham lwgng MDA trong than t6t
hon BTT liéu 1 vién/kg (p=0.041); thé hién tac
dung chéng peroxy héa lipid té bao than tét hon
quercetin liéu 30 mg/kg (p=0.022); dua tri sb

ham lwgng MDA trong than tr& vé gia tri binh
thuwong khi so sanh véi chirng sinh ly (p=0.788)
trén mo hinh gay suy than chudt nhattrang bang
cisplatin.

Bang 6. K&t qua phan tich mé hoc than chudt & cac 16 thir nghiém

Nhom L6 (n=3) Tylé matbd | Tyléviemmd | Tyléxo héa | Tylé mé than
- ban chai (%) ké than (%) cau than (%) |binh thwéng (%)

Chirng sinh ly 0 0 0 100
Cisplatin (-) BTT

liu 2 vién/kg 0 0 0 100

Chirng bénh ly 33.33 (1/3) 100 (3/3) 0 0

BTT

lidu 1 vien/kg 0 33.33(1/3) 0 66.67
Cisplatin (+) BTT

lidu 2 vien/kg 0 33.33(1/3) 0 66.67

Quercetin
lieu 30 mg/kg 0 0 0 100

K&t qua danh gia mé hoc cho thay rang cac 16 thir
nghiém nhom binh thuwong (cisplatin (-)) cho
udng nudc cat va cho uéng BTT liéu 2 vién/kg, 16
bénh cho udng quercetin liéu 30 mg/kg déu cé
md hoc than nam trong gidi han binh thudng. L6
chirng bénh ly cé ty 1€ 100% mo than bi viém mo
k& than mirc d6 nhe, trong do ty 1& 33.33% mo
than bimatbd ban chditrén mé hinh gy suy than

Ching sinh ly
(Cisplatin (-) uéng nwdc cat)

Cisplatin (+)
Quercetin liéu 30 mg/kg

Cisplatin (-)
BTT liéu 2 vién/kg

Cisplatin (+)
BTT liéu 1 vién/kg

b&i cisplatin & chudt nhat trang. L6 bénh cho
uéng BTT & ca 2 liéu thir nghiém déu cé ty 1é mob
than bjviéem mé k& than mirc dd nhe thdp hon so
v3dil6 chitng bénhly, khdong cé tredng hop nao bi
mat bd ban chai & than trén cdc mau kho sat;
diéunaychothdyBTTcétacdungbdové mbthan
trwdctac nhan gay suy than bdicisplatin & chudt
nhattrang.

Ching bénh ly
(Cisplatin (+) uéng nwdc cat)

Cisplatin (+)
BTT liéu 2 vién/kg

Hinh 2. Hinh mé hoc than céc 16 thir nghiém (x40)
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4.BAN LUAN

Cisplatin dwgc thai trir chld yéu qua than va
cisplatin tich Ity trong than &@ m&rc d6 cao hon cac
co quan khac dan dén cisplatin gy déc than.
Nhiéu nghién ctu d3 ching minh rang tén
thwong than bat dau vai ngay sau khi tiém
cisplatin dan dé&n tinh trang nhiém ddc than véi
sy giatang néng do creatinine, nito’ ure mau, tang
san sinh cac goc tu do oxy (ROS), lam giam hoat
tinh cdc chat chédng oxy héa ndi sinh (nhw
catalase, superoxid dismutase, glutathion) dan
dén tdn thuwong oxy hdéa than. Néong doé
creatinine- ure |3 chi tiéu danh gid mic do suy
than va malondialdehyd (MDA- mot marker cla
tén thuong peroxy hoa lipid trong té€ bao) dugc
xem nhu 1a mot dau hiéu sinh hoc chinh cda tén
thuong té bao do stress oxy hda [10, 13]. Két qua
nghién cru nay ciling cho thay rang 16 chudt bj gay
ddcbdicisplatin ma khéng dugc diéu tri cd su suy
giam chlrc nang than. Quercetin cd kha nang phuc
héi chirc ndng than bj tdn thuong béi cisplatin.
Quercetin la chat chdng oxy héamanh gitip co thé
chéng lai cdc gbc ty do va phong nglra nhiéu
bénh. K&t qua nghién cru cho thay quercetin giup
lam gidm ndng do6 creatinine-ure trong huyét
tuwong, ham luvgng MDA trong than trd vé binh
thuong trén moé hinh chuét bi gy tén thuong
than bang cisplatin. Quercetin cé khd ndng chéng
lai cc gbc tu do nén cé tac dung ngin ngira cac
bénh ly man tinh do mat can bang oxy hda (stress
oxy héa) gdy nén. Sanchaez -Gonzalez va cOng sy
(2011) chitng minh rang quercetin cé tac dung
bao vé than do cac ddc td gay ra bdi thudc chdng
ung thu cisplatin. Quercetin lam bai tiét NAG,
LDh, ALP, KIM-1 va GGT gidm rd rét giup gidm tén
thuong dngthan [14].

Nghién cttu cho thay rang vién nang bao toan
than duocbao chétlrcachdn hop duocliéu nguu
tat, mach mon, bach hoa xa thiét thao, ban chi
lien, thuc dia, d6 trong cé tac dung lam gidm ndng

dd creatinine- ure trong huyét tuwong va ham
lvgng MDA trong than trén mo hinh thyc nghiém.
Nhiéu nghién ctru da chirng minh nguu tat cé tac
dung rc ché& qua trinh peroxy hda lipid té bao va
c6 tadc dung khang viém [15]. Hoat chét
Ophiopogonin D clia mach mén cé tac dung cai
thién chirc ndng than bang cach trc ché stress oxy
hda, (rc ché hoat déng clia NF-kB trong mé than
cla chubt bi tén thwong than, nhu duwoc thé hién
bang viéc diéu chinh gidm biéu hién protein NF-
KB va gidm viém trén chudt bi giy tang duwong
huyét bdi streptozotocin [4]. Gihyun Lee va céng
sy (2010) da chirng minh ban chilién cé tac dung
diéu hoa sy tang creatinine va nito ure mau, lam
gidam déng ké sy gidm san xuat TNF-a va cac
cytokin tién viém khéac nhu IL-6 va IL-1B, dong
thdi moé bénh phadm than chudt duwgc diéu tri bdi
bén chilién it tdn thwong 6ng than va ciu than so
V@i 16 chirng khéng diéu tri trén md hinh gdy viém
than chudt bai cisplatin [5]. d6 trong rat giau
iridoid, flavonoid, lignan, phenolic, steroid,
triterpen va nhiéu héa chat khéc, trong d6 céc
thanh phan hoat tinh chinh |a rutin, hyperosid,
acid chlorogenic, aucubin, quercetin, geniposid
va kaempferol; gidm biéu hién TLR4 & than, mét
loai protein lién quan dén tinh trang viém than
[7]. Nghién cru nay da chirng minh dwgc BTT phdi
hop tir cdc duoc liéu ngwu tat, mach mdn, bach
hoa xa thiét thdo, ban chi lién, thuc dia, do trong
c6 tinh an toan vira cé tac dung bao vé than. Diéu
nay da gidi quyét tinh cap thiét hién nay trong viéc
ho tro diéu tri bénh ly suy than dang cé xu hudng
tangcao nhu hién nay.

5.KETLUAN

Vién nang b3o toan than duwgc phdi hop tir cic
dugec liéu nguu tat, mach mén, bach hoa xa thiét
thao, ban chi lién, thuc dia, dd trong khdng gay
doc tinh cap va doc tinh ban trudng dién trén
déng vat th&r nghiém; thé hién tac dung bdo vé
thantrén mo hinhthycnghiém.
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Evaluation of safety and renal protective effects of
bao toan than capsules mixed herbals

Nguyen Hoang Minh, Tran Hoai Tam,
Lé Tran Nguyen Vu and Nguyen Dinh Phuc

ABSTRACT

Background: Acute kidney injury is a common complication in clinical inpatients. Therefore, finding new
interventions and treatments, especially of natural origin, is of remarkable clinical significance and
application. Objective: Research conducted to evaluation of acute oral, semi-chronic toxicity and renal
protective effects of bao toan than capsules mixed Achyranthes bidentata, Ophiopogon japonicus,
Hedyotis diffusa, Scutellaria barbata, Rehmannia glutinosa, Eucommia ulmoides. Methods: Evaluation of
acute toxicity and semi-chronic toxicity of BTT were conducted according to “Guidelines for Preclinical and
Clinical Study of Traditional and Natural Medicines” approved by Ministry of Healthy- Vietnam (attached
with Decision No.141/Qb-K2DT dated on 27/10/2015. Besides, this study is to evaluate the protective
effect of BTT against chemotherapy drugs-induced renal toxicity by using the models of cisplatin-induced
acute nephrotoxicity. Results: BTT did not acute oral toxicity happened at the maximum dose Dmax=14,72
g/kg. The BTT (1 capsule/kg-2 capsule/kg) had no effect on general conditions, hematopoietic function.
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No change in the liver, heart and kidney functions. Besides, BTT had no affect renal funtion in normal mice.
The results showed that BTT (1 capsule/kg-2 capsule/kg) improved the renal damages which significantly
decreased creatinine and urea levels in plasma, and inhibitory of renal cell lipid peroxidation through
reduction of malondialdehyde (MDA) levels in renal tissue of cisplatin-subjected mice. Furthermore, it also
reduced the incidence of renal histology inflammation in a cisplatin-induced renal failure model in mice.
Conclusions: BTT did not cause acute toxicity and affect the hematopoietic in mice. BTT had renal
protective effects on experimental animals.

Keywords: bao toan than capsules, cisplatin, renal protective effects, toxicity
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