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LOI CAM ON

Hoan thanh ludn van ndy, véi tat ca long kinh trong va biét on sdu sdac, t6i xin
duwoc Qui loi cam on dén Dbang uy, Ban Giam doc, Phong Pao tao sau dai hoc, cac Bo
mon, khoa phong Hoc vién Y Duroc hoc C6 truyen Viét Nam, |1 noi truc tiép dao tao va
tdn tinh gitlp d& 101 trong qué trinh hoc tdp, nghién citu dé hoan thanh ludn van.

Toi xin bay té 10ng kinh trong va biét on sdu sdc téi Thay thude wu tiPGS. TS.
L& Thi Thanh Nhan va TS. Pham Thuy Phirong, hai nguwoi thay huréng dan ludn theo
sdt, thieong xuyén givip dé, cho toi nhiéu y kién quy bau, sét thyc trong qué trinh
hoc tap, nghién cizu dé hoan thanh ludn vain.

T6i xin tran trong cdm on Ban Gidm doc, Bé mén Duwoc Iy - Hoc viénQuan Y
quan tam, tao diéu kién tét nhdt cho téi trong viéc nghién cizu, thu thédp, hoan thién
s6 ligu dé hoan thanh dé tai.

T6i xin duwoc Qi 101 cam on dén cac thay, cac cd trong Héi dong théng qua dé
cuwong ludn vén dé cho t6i nhiéu y kién quy bau trong qué trinh hoan thién ludn vain nay.

Toi v cung biét on gia dinh, ban b, anh chi em dong nghiép da déng vién,
giip d& tOi trong sust qué trinh hoc tdp, nghién cizu va hoan thanh ludgn van.

Mdc dii dad c6 gang rat nhiéu, nhung ludn vin khéng tranh khéi nhiing thiéu
s6t; tac gid rat mong nhdn duwoc sy thdng cam, chi dan, giip do va déng gop ¥ kién
cua cac nha khoa hoc, ciia quy thdy cd, cac can bg quan ly va cac ban dong nghiép.

Xin trén trong cam on!

Ha Noi, ngay  thiang  nam 2025

Tac gia ludgn van

Tran Pirc Quang Huy



LOI CAM DOAN

T6i tén 12 Tran Pirc Quang Huy, hoc vién cao hoc khoa 15 chuyén nganh Y
hoc ¢6 truyén xin cam doan:

1. Pay 1a luan van do ban than ti tryc tiép thuc hién dudi sy huéng dancua
PGS. TS. L& Thi Thanh Nhan va TS. BSCKII. Pham Thuy Phuong.

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

3. Céac sb liéu, théng tin trong nghién ciru 14 hoan toan chinh xéc, trung thuc
va khach quan, da duoc xac nhan va chap thuan cua co sé nghién ctu.

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

Ha Ng¢i, ngay....thang......nam 2025

Ngudi viét cam doan

Tran Pirc Quang Huy
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PAT VAN PE

Bénh than man tinh (Chronic Kidney Disease- CKD) dugc dinh nghia la
nhirng bat thudng vé cau trac hodc chirc ning than, kéo dai trén 3 thang, va anh
huong dén strc khoé ctia ngudi bénh. Trén 1Am sang, dugc biéu hién qua tinh trang
loc & cAu than, tang bai tiét albumin trong nudc tiéu hodcca hai [1].

Hién nay c6 khoang 10% dan sé toan caumsac bénh than man tinh, ty 1&6 mac
bénh & nhom ngudi tir 65 tudi tré 1én vuot ngudng 20% va tiép tuc gia ting mot
cach nhanh chdng [2]. Theo t6 chirc Y té thé gidi, nam 2005 trén toan thé gigi c6
khoang 58 triéu ca tir vong thi trong d6 c6 t4i 35 triéu ca lién quan dén bénh than
man tinh [3]. Dwa theo nghién ctru cta “Ganh ning bénh tat todn cau” cho thiy nim
1990, bénh than man tinh dung thi 27 trong danh sach nguy@n nhan gay ra téng sb
ca tir vong trén toan thé gisi, va di tang 1én vi tri thr 18 vao nim 2010 [2].Dén nim
2016, bénh than man tinh xép thir 13 trong cac nguy@n nhan gay tir vong hang dau,
va duy Kién s& dang vi tri tha 5 vao nam 2040 [4].

Tai Viét Nam, mét cudc khao sat quy mo 16n duoc thuc hién vao nam 2008
tai khu vuc mién Bic & nhom d6i tuong trén 40 tudi cho théy ti 16 méc bénh than
man giai doan 3-5 chiém 3,1% [5]. Nam 2017 theo “Géanh ning toan ciu ctia bénh
than man tinh” ¢6 hon 10 tri€u nguoi 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 duogc diéu tri béng y hoc hién dai.O
nhitng giai doan dau chi yéu tap trung vao diéu tri triéu ching, & giai doan IV-V ap
dung cac bién phap loc mau, loc mang bung, ghép than nham kiém soat cac bién
chting va kéo dai tudi tho cho ngudi bénh. Tuy nhién, do dic diém tién trién man
tinh cua bénh, viéc st dung thudc Kéo dai hodc cac bién phap thay thé c6 thé dan
dén nhiéu tac dung phu anh hudng dén cac co quan khéac trong co thé. Pong thoi,
ganh ning tai chinh lién quan dén diéu tri kéo dai ciing tao ra ap luc 16n ddi voi

nguoi bénh va gia dinh.



Piéu tri bénh thin man bé“mg y hoc ) truyén 6 Viét Nam da co tur lau doi.
Theo y hoc ¢b truyén, co ché bénh sinh bénh than man phtc tap, nguyén nhan chu
yéu do chinh khi hu va ta khi thuc ma bénh co cudi ciing thudng 1a hu trung hiép
thuc. Dua trén co ché bénh sinh bénh thdn man theo y hoc cb truyén bai thudc
“Thang thanh giang troc thang” dugc xay dung va st dung tai bénh vién Tué¢ Tinh
diéu tri bénh than man nhiéu nam, dat duoc hiéu qua trong diéu tri.Song viéc st
dung bai thudc dudi dang thudc sic con bét tién nhu thoi gian sic thude kéo dai,
kho khin trong viéc bao quan va van chuyén, giy bat tién cho ngudi bénh. Vi vy,
dé co thém mot su lua chon thude diéu tri cho ngudi bénh va thuan tién trong qué
trinh sir dung chung t6i tién hanhcai dang bai thudc sang cao kho, nham dam bao
tinh khoa hoc ctia bai thuc ching t6i tién hanh nghién ctru dé tai “Nghién ciru doc
tinh ban truong dién va tac dung ciia cao khd Thiing thanh giang troc trén méo
hinh bénh thin man bang Adenin”véi hai muc tiéu:
1. DBdnh gid déc tinh ban trwong dién cia cao khé “Thing thanh gidng troc”
trén thyc nghiém.
2. Danh gia tic dung cua cao kho “Thang thanh giang troc” trén mo hinh

bénh than man bcing adenin.



CHUONG 1
TONG QUAN TAI LIEU

1.1. Tong quan bénh thin man tinh theo y hoc hién dai
1.1.1. Céc khai niém trong bénh than man tinh

Bénh than man tinh dwgc chan doan xac dinh khi co bat thudng vé cau trac
hodc churc nang than kéo dai trén 3 thang, kém theo hoac khong kém theo gidm mirc
loc cau than anh hudng dén sirc khoé cua bénh nhan [1], [7].

Suy than man: La tinh trang giam chirc ning than man tinh khong hoi phuc
theo thoi gian nhiéu thang nhiéu nim, do ton thuong khong phuc hoi vé sé luong va
chat luong nephron [1], [7], [8]. Bénh than man twong Gng voi CKD tir giai doan 3
dén giai doan 5 (G3 dén G5) [8]. Viéc chan doan giai doan duoc tién hanh khi chirc
nang than 6n dinh, loai bo cac yéu t 1am ning thém tinh trang than [9],[10].

Bénh than giai doan cudi (End - Stage - Renal - Disease - ESRD): hay bénh
than man tinh giai doan cudi 1a giai doan nang nhat ctia bénh than man. Cac biéu
hién thuong gap trén 1am sang la do hau qua tinh trang tich tu ddc chit, nuéc va
dién gidi trong mau. Cac doc to nay la khi than binh thuong dugc thai qua than. Hau
qua cudi cung biéu hién trén 1am sang 1a hdi chirng ure mau cao. Thin man giai
doan cubi twong Grng voi bénh than man tinh giai doan 5 [1], [7].

Hoi chirng ure mau cao (Uremic Synderome): Pay 1a hdi chirng hay gap trén
lam sang khi ma loc mau ngoai than con chwa phat trién, ngdy nay van gip bénh
nhan cé hdi chirng ure mau cao dac bi¢t & bénh nhan giai doan than ning. Bao gém
1a ting ure huyét thanh, creatinin huyét thanh, ting cac san phim c6 ngudn goc
nitrogen [1].

1.1.2. Co ché bénh sinh bénh than man tinh

Bénh than man tinh la mot tinh trang suy giam chuc nang than kéo dai va
tién trién, dic trung boi sy xo hoa than — mot qué trinh tich tu seo trong nhu md
than. Xo hoa than duogc coi 1a con dudng chung cudi cuing trong hau hét cac trudng
hop bénh than man tinh tién trién, phan anh tén thuong khong hdi phuc va su suy

giam dan chitc nang loc cua than.Xo hod chu yéu xay ra ¢ k& dng than duoc goi la
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xo hoa 6ng k& than (Tubulointerstitial Fibrosis - TIF). TIF thé hién qua cac dic
diém md bénh hoc bao gom tich lily chat nén ngoai bao (ECM), teo ong than, tham
nhiém té bao viém, va mat vi tuan hoan quanh 6ng than[11],[12].

Qua trinh xo hoa than bat dau khi nephron 1a don vi chtrc ning cta than bi
ton thuong. Theo gia thuyét nephron toan ven cia Bricker, mot nephron chi hoat
dong binh thudng khi cac cu trac nhu cau than, dng than, va mach mau déu nguyén
ven. Khi mot hoic nhiéu thanh phan bi tén thuong, chirc ning cua nephron s&
ngirng lai. CAc nephron con lai phai ting hoat dong va phi dai dé bu trir, dan dén
tang ap lyc thity tinh tai mao mach cau than. Khi ap luc ting kéo dai, mang loc cau
than bi pha hay, gay viém tai chd, san sinh cac chat trung gian hda hoc va mé xo,
dan dén xo héa cau than va mat thém nephron[9], [10], [11], [12].Sy mat nephron
khdng chi gidi han tai cau than ma con lan toa dén cac dng than, dic biét 1a cac dng
luon gan. Biéu mo ong than, khi bi ton thuong cap hodc man tinh, trai qua qua trinh
khong phan hoa nham ting kha ning thich nghi va tham gia vao viéc sira chira cac
mo ton thuong, thém vao do6 sau khi bi thodi hod, cac té bao biéu md sé tang sinh dé
bu dap sé lwong té bao bi mat do ton thuong, didu nay dong vai trd trong viéc phuc
hoi cau tric cua dng than sau khi bi ton thuong. Tuy nhién, néu ton thuong lap di
l3p lai hodc kéo dai, hién twong chét theo chuong trinh hoic ton thuong biéu md ma
khong dan dén muac gay chét té bao déu dan dén thay d6i cau trdc va chirc ning ong
than, kich thich xo héa mo k& [12], [13], [14].

Ngoai ra, cac yéu tb ting trudng nhu TGF-B, HIF-1a, va integrin-linked
kinase déng vai trd quan trong trong qua trinh chuyén d6i biéu méd - trung md
(Epithelial-to-Mesenchymal Transition - EMT), mot co ché thuc dy san xuat ECM
va xo héa [11], [12]. Su tén thuong kéo dai khong chi 1am suy giam chirc ning loc
ctia nephron ma con anh huéng dén co ché diéu hoa huyét 4p cua than. Sy ting hoat
dong cua hé renin-angiotensin-aldosterone (RAAS), dac biét 1a Angiotensin Il, gay
O mach, tang gitt mudi va nude, 1am ting huyét 4p toan than, ddng thoi ting ap luc
loc tai cau than, tao vong xoin bénh ly, dan dén mat thém nephron va ESRD[11],
[12], [15], [16].
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Khi s6 nephron mit chtrc ning vuot qua 70%, kha ning loc & cau than giam
nghiém trong, gy tich tu cic chat thai trong mau, sém nhat Ia creatinine va ure
huyét thanh, tiép theo d6 1a acid va nhiéu chat khac [15],[16]. Cudi cung, tinh trang
xo hoa lan rong, cling véi su mat can bang huyét dong va viém man tinh, dan dén

mat chirc nang toan bo than [11],[12].

Nephron hoat §6ng bu trur,

- lam tang loc cau than
4 A
Pha huy mang loc ciu than
M4t nephron v@i protein niéu
B
.
THA toan than |

| ANGIOTENSINII |

v

Xo chai viing ciu than, ‘ s | Xuét hién chit trung gian giy
khu tra timg ving ’ \ ting sinh/ viém/ xo hoa.

Hinh 1.1. Co ché bénh sinh bénh thdn man tinh

1.1.3. Nguyén nhan

Dé chan doan nguyén nhan cin tién hanh khai thac chi tiét bénh su, thuc
hiéntheo ddi va thim kham trén 1am sang toan dién ké ca thim kham tryc trang va
soi ddy mat. Bén canh d6 cin két hop can 1am sang nhu xét nghiém sinh hoa, huyét
hoc, X-quang, siéu &m hogc sinh thiét. Tuy nhién mot s6 truong hop trén 1am sang
khong tim dugc nguyén nhan gay bénh [7][17].

Theo Hoi Than hoc Qudc Té KDIGO nidm 2024, nguyén nhan bénh than man
duoc phan trén co s¢ dua vao vi tri ton thuong giai phau hoc va cin nguyén chu yéu

tai than, hoac thir phat sau cac bénh 1y toan than [8].
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Bing 1.1. Phén logi nguyén nhén bénh thdn man theo vi tri tén thwong

A A Bénh than thr phat sau
Nguyén nhan Bénh than nguyén phat
bénh toan than
Bénh cau than Bénh cau than ton thuong | Pai thio duong, thudc,
thiéu, bénh cau than mang, ... | bénh 4c tinh, bénh tr mién.

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

nghé€n, sé1 ni¢u. do thudc, da u tuy.

Bénh mach méu than | Viém mach mau do ANCA, | Xo vira dong mach, ting
loan dudng xo co. huyét ap, thuyén tic mach

do cholesterol.

Bénh nang than va | Thi€u san than, nang tuy than. | Bénh thadn da nang, hoi
bénh than bim sinh chirng Alport

O cac nudc phat trién, nguyén nhan chinh gay bénh than man la dai thao duong,
trong khi d6 & cac nudc dang phat trién, viém cau than man 1a nguyén nhan hang
dau, chiém ti 16 mac bénh khoang 30-45% [13].

1.1.4. Tri¢éu chieng 1am sang caa bénh than man

Bénh than man gay ra roi loan ndi mé, anh huong dén hau hét cac co quan
trong co thé. Theo hudng ddn KDIGO 2012, viéc danh gia tién trién ciia CKD dua
vao mot trong hai yéu t6 1a mic loc cau than (GRF) va toc do tién trién bénh. Bénh
canh lam sang cia CKD trén 1am sang cd nhiéu biéu hién da dang,tuy thudc vao
tirng giai doan tién trién ctia bénh.
1.1.4.1. Phu

Thudng gip ¢ bénh nhan CKD nguyén nhan do viém ciu than man. O giai
doan dau, do loc cau thin giam lam giam tai hip thu natri & quai henle va éng luon
xa, gdy ting thai natri trong nudc tiéu. Sau do, cac nephron hoat dong bu trir, ting
thai natri va cac anion, ting ANP (atrial natriuretic peptide) lam ting bai tiét natri.
Khi CKD tién trién, ANP giam tac dung gy ting gitr mudi, sau d6 giit nudc, lam
ting thé tich 10ng mach va gdy phu. O giai doan cudi pht & bénh nhan CKD thudng

do céc van dé vé tim mach hay dinh dudng [18].




1.1.4.2. Réi loan cin bang nwéc, dién gidi, acid-base

Than dong vai tro quan trong trong viéc diéu hoa thé tich dich ngoai bao
thong qua co ché tai hap thu hodc bai tiét natri va nudc. TrongCKD, c6 thé xay ra
tinh trang mat nude hodc G dong dich, tuy thudc vao muc do ton thuong va tién
trién bénh ly. Bén canh chic ning diéu chinh thé tich dich, kha ning c6 dic nudc
tiéu cua thin ciing bi suy giam. LA ddu hiéu sém nhét cua ton thuong than 13 tinh
trang da niéu, trong d6 nude tiéu gan nhu dang treong so voi huyét trong.

Suy giam chirc ning than trong bénh thin man anh hudng dang ké dén kha
nang loc natri tai cau than. O than khoe manh, néng dd natri trong co thé va natri
huyét thanh dugc duy tri & mirc 6n dinh nhd cac co ché tai hap thu hiéu qua tai ong
lwon gan, 6ng luon xa va quai henle [10]. Tuy nhién, trong CKD, sy giam s lugng
nephron chtrc ning din dén rdi loan trong diéu hoa tai hip thu va bai tiét natri, gay
mat can bang trong diéu hoa ndi moi. Khoang 90% luong kali trong co thé dugc bai
tiét qua than. Trong bénh than man, than thich ghi voi sy gidm muc loc cau than
bang cach ting cudng bai tiét kali tai mdi nephron, dong thoi gia ting bai tiét kali
qua dudng tiéu hoa. Nho cic co ché bu trir ndy, viéc han ché kali trong ché do in
thuong khong can thiét cho dén khi GFR giam xudng dudi 5-10 mL/phit/1,73 m2.
Tang kali mau & bénh nhan CKD thuong xay ra do khong tuan tha ché d6 an han
ché kali, tdo bon, nhiém toan chuyén hoa cép tinh, chin thuong hoac nhiém trung
dan dén giai phong kali tir mé co thé, hoic do st dung cac thudc chua kali hodc
thudc tre ché bai tiét kali [16].

Su can bang acid-base trong co thé duoc duy tri thong qua qua trinh bai tiét ion
hydro, san pham ctia chuyén hoa, va tai tao bicarbonate tai 6ng lvon xa [10]. Co ché
nay bao gdm su tai hap thu natri va bicarbonate, bai tiét ion hydro, va san xuit
amoniac, chat dém gitip duy tri ndng d6 acid trong co thé & mirc 6n dinh. Khi chuc
nang than suy giam, hiéu qua ctia cac co ché nay bi suy yéu, din dén nguy co nhiém
toan chuyén héa, dic biét khi bénh nhén tiép xuc véi lwong acid qua mirc hodc mat
kiém, chang han trong truong hop tiéu chay.Tinh trang nhidm toan chuyén héa
thuong on dinh khi bénh tién trién, c6 thé do vai trd dém 16n cta xuong. Tuy nhién,

co ché nay lam ting su tiéu xuong, gop phan vao cac rdi loan xuwong [14].
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1.1.4.3. Réi logn chuyén hoé canxi, photpho

Réi loan trong chu trinh chuyén hoa canxi va photpho thuong xuat hién tir
som trong CKD. Sy suy giam chirc ning than dan dén giam bai tiét photphat, gay
ting ndng do photphat trong huyét thanh. Pong thoi, nong do canxi trong huyét
thanh giam, kich thich tuyén can giap tang tiét hormone PTH, nham thuc day su huy
dong canxi tir xwong dé bu ddp. Mic du ndng d6 canxi huyét thanh duoc duy tri nho
co ché bu trir ndy, nhung sy ting tiét PTH lai gdy t6n hai dén cdu tric xuong [18].

Sy tong hop vitamin D ciing bi suy giam & nguoi bénh mic CKD. Than diéu
chinh hoat dong cua vitamin D bang cach chuyén d6i dang khong hoat dong cua
vitamin D thanh calcitriol, dang hoat ddng cua vitamin D. Calcitriol c6 tac dung tc
ché truc tiép su san xuat PTH, do d6 gitp giam ndng d6 PTH va tc ché qua trinh tai
tao canxi tir xwong. Khi ndng do calcitriol gidm, kha ning hap thu canxi tir duong
tiéu hoa ciing bi giam. Ngoai ra, vitamin D con tham gia diéu chinh su biét hoa
nguyén bao xuong, anh huéng dén qua trinh thay thé xwong. Hau hét bénh nhan
méc bénh than man déu phat trién bénh cuong can giap thi phét [18].
1.1.4.4. Réi logn xwong

R&i loan xuong va khoang trong bénh thdn man (CKD-MBD) la thuat ngit
md ta cac bién ching lién quan dén xwong va chuyén héa khoang ¢ bénh nhan CKD.
Nhitng bién dbi nay duoc phan loai thanh hai nhém rdi loan chinh. Cac dang khiém
khuyét chuyén héa xuwong mirc d6 nhe thuong xuat hién & giai doan som ciia bénh
than manva trd nén nghiém trong hon khi chirc ning than tiép tuc suy giam [19].
1.1.4.5. Réi logn vé huyét hec
a. Thiéu mdu

Thiéu mau man tinh 13 mot vin dé phd bién va nghiém trong & bénh nhanCK.
Theo khuyén cao cua NFK, nhitng ngudi c6GFR dudi 60 mL/phait/1,73m? nén duoc
danh gi4 tinh trang thiéu mau. Thiéu mau trong CKD c6 thé do nhiéu yéu td, bao
gém mat mau man tinh, tan mau, rc ché san xuat hong ciu tai tiy xuong do sy tich
tu cac yéu to ure trong mau, va giam san xuat hong cau do thiéu erythropoietin va
thiéu sat [1], [18].Than I co quan san xuat chinh hormon erythropoietin - diéu hoa

qua trinh san xuit hong cau [10]. Tuy nhién, trong bénh than man, san xuat
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erythropoietin thuong khong du dé kich thich tuy xwong tao ra du sé luong hong
cau. Mot s6 nguyén nhan gy thiéu sat & bénh nhan CKD bao gdm ché do an kiéng
qua mirc, 1am han ché lugng sat hap thu qua duong tiéu héa, va tinh trang mat mau
trong qua trinh loc mau [1], [18].
b. Réi logn dong mdu

Réi loan dong mau trong CKD thudng biéu hién qua céc tridu chirng nhur
chay mau cam, rong kinh, xuit huyét tiéu héa, va bam tim da viing moé duéi da.
Mic du san xuét tiéu van binh thudng, chire ning cua tiéu cau lai bi suy giam. Chirc
nang dong mau co thé cai thién khi bénh nhan dugc loc mau, tuy nhién, van khong
hoan toan trd lai binh thudng, diéu nay cho thdy mutrc ure huyét cao ciing gop phan
vao cac van dé nay. Bénh nhan ciing ¢6 xu hudng dé& bi réi loan huyét khéi [18].
1.1.4.6. Réi logn tim mgch
a. Tang huyét dp

Tang huyét ap thuong 1a ddu hiéu sém ctia bénh than man. Co ché gay ting
huyét ap trong CKD 1a hé qua cua nhiéu yéu td, bao gom thira thé tich dich ngoai
bao do tich tu mudi va nude, vai trd ctua hé Renin-Angiotensin-aldosterol, ting hoat
tinh giao cam, suy giam chitc niang ndi mach dan dén giam kha ning dap ung giin
mach dbi voi cac tic nhan gidn mach, tic dong ctia cuong can giap thir phat, va viéc
sir dung thudc 1am ting san xut erythropoietin [1], [18].
b. Bénh tim

Céc bénh tim mach 1ién quan dén bénh thin man bao gém phi dai that trai va
thiéu mau co tim cuc bd. Bénh nhan CKD c6 xu hudng tang ty 1€ roi loan chire nang
tam tht trai, bao gdm ca giam phan suat tdng mauthat trai, nhu trong rdi loan chirc
ning tam thu, va giam kha ning dd diy tam that, nhu trong rdi loan chirc ning tim
truong. Cac bat thudng nay, két hop véi tinh trang ting huyét ap kéo dai, 1am ting
ganh ning cho co tim va nhu cau st dung oxy cta co tim [18].
c. Viém mang ngoai tim

Viém mang ngoai tim thuong xay ra & bénh nhan CKD giai doan 5, chu yéu
do ting ure huyét va qua trinh loc mau kéo dai. Cac biéu hién clia viém mang ngoai
tim do ting ure huyét thudng giéng v4i nguyén nhan do virus, véi cac triéu chirng

1am sang gdm dau nguc tir nhe dén nang, kho thd va tiéng co ngoai mang tim [18].
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1.1.4.7. Réi logn tiéu hoa

Chén an, budn ndn va non thudng gip ¢ bénh nhan ting ure huyét, kém theo
vi kim loai trong miéng, 1am giam cam giac thém an [18]. Budn ndn chu yéu xay ra
vao budi sang. Ngoai ra, loét va chay mau niém mac duong tiéu hoa, nic cut ciing 1a
nhitng triéu chirng phd bién. Nguyén nhan ctia nén va budn non 1a do hé vi khuan
duong rudt phan huy ure, din dén ting ndong d6 amoniac. Pong thdi, 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 loan thén kinh co

Nhiéu bénh nhan mic bénh than man gip phai cac thay d6i vé chirc ning cua
hé than kinh trung wong va ngoai bién. Bénh than kinh ngoai bién, hodc cac rdi loan
lién quan dén day than kinh ngoai bién, thudng anh huéng dén chi duéi nhiéu hon
chi trén. Tinh trang nay co tinh d6i xtrng va anh huéng dén ca cam gidc va vin dong.
Bénh 1y than kinh nay thuong 13 két qua ciia teo va mat myelin cta cac soi thin
kinh, c6 thé do tac dong cta cac doc td niéu [18].

Hbi ching chian khong nghi (Restless Legs Syndrome - RLS) 13 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 chirng RLS dac trung bdi cam giac cham chich va ngua,
thuong tré nén dir doi khi nghi ngoi. Cam gidc nay co thé giam tam thoi khi di
chuyén chan, kém theo cam gidc nong rat & ban chan. Theo thoi gian, hoi chirng nay
c6 thé din dén yéu co va teo co, 1a nhirng biéu hién ctia hdi chirng thiéu mau [18].
1.1.4.9. Réi loan chike nang mién dich

Nhiém triung 1a mot bién chirng thuong gip va 1a nguyén nhan chinh dan dén
nhép vién va tir vong & bénh nhan mac CKD. Céc bat thudng vé mién dich lam suy
giam kha ning chdng lai cic tac nhan gdy bénh. Nguyén nhan chinh giy giam mién
dich thuong lién quan dén murc ure mau cao va sy tich tu cac chat thai trong co the.
Tinh trang gidm mién dich thé hién qua viéc giam sb lurgng bach cau hat, suy gidm
kha ning mién dich qua trung gian té bao va dich thé, chirc ning thyc bao bi khiém

khuyét, cling v&i sy giam phan (g viém cép tinh va phan tng qua man mudn [18].
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1.1.4.10. Réi logn tinh toan ven cia da

Céac biéu hién da liéu thuong gap ¢ bénh nhan mic bénh than man bao gém
da nhot nhat do thiéu mau va c6 thé c6 mau vang nau. Da va niém mac thuong kho,
kém theo cac vét bam tim duéi da. Kho da chii yéu do giam kich thudc cia tuyén
md hoi va giam hoat dong cua tuyén ba nhon [18].

Ngta 13 triéu ching phd bién, chu yéu do ndng d6 phosphat trong huyét
thanh cao. Pac biét, khi bénh nhan chay than, tinh trang nay co thé lam ton thuong
tinh toan ven cta da, tr d6 ting nguy co nhiém trung. Trong giai doan ning, néu
khong duoc diéu tri, tinh thé ure c6 thé két ta trén da do ndng do ure cao [18].
1.1.5. Chan doan bénh than man
1.1.5.1. Chdn dodn xdc dinh

Pé danh gia nguy co méc bénh thin man, viéc st dung cac chi s6 nhu
albumin niéu va do loc cau than (eGFR) dugc khuyén nghi. Trong trudng hop phat
hién cac bat thuong vé cac chi sb nay, can tién hanh xét nghié¢m lai it nhét mot lan
nira trude khi dua ra chan doan xac dinh bénh than man [8].

Bing 1.2. Tiéu chudn chin dodn bénh thin man

(bdt ky chi dau nao dwoe liét ké dudi ddy ton tai tir 3 thang tré 1én)

Giammitc | MLCT <60 mi/phit /1,73 m2
loc cau than

Chi dau - Albumin nuéc tieu (UACR >30 mg/g (3mg/mmol); UAE >
thwong ton | 30mg/24h) hoac Protein nuéc tiéu (UPCR > 150mg/g

hay hu hong | (15mg/mmol); UPE > 150mg/24h) néu khong xét nghiém dugc
& than albumin nuoc tiéu.

- Thay d6i mé hoc trén tiéu ban sinh thiét than

- Thay dbi trong té bao, can lang nuoc tiéu

- Thay dbi cau trac trén hinh anh

- Réi loan nudc-dién giai hoac cac réi loan khac do nguyén nhan
ong than

- Tién sir ghép than
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1.1.5.2. Chén dodn giai doan

Viéc theo ddi CKD théng qua giam sat albumin niéu va GFR nham cdp nhat giai
doan bénh dé du doan két qua, xac dinh thoi diém can thi¢p va danh gia hi¢u qua cua cac
phuong phap diéu tri cu thé.O ngudi 10n dd ¢6 nguy co miac CKD, khuyén céo str dung
d6 loc cau than udce tinh dua trén creatinin (eGFRcr) va xét nghiém Cystine C dé danh
gi4 va phan hang giai doan cua bénh than man. Khong thé chan doan CKD giai doan 1

hodc 2 néu khong xét nghiém dau hi¢u ton thuong va roi loan chirng nang ndi mo [8].

Albumine niéu kéo dai (ty 1&
albumin/creatinine) (mg/g)

A1 A2 A3
Binh Tang Tang
thwong trung nhié&u
dén tang | binh
nhe
<30 30-300 =300
Phan G1 Binh thwdng = 90
loai hoac tang
theo
GFR | G2 Giam nhe 60-89
(ml/ph/
1,73 . %
m2) G3a Giam nhe dén 45-59
trung binh
G3b Giam trung 30-44
binh dén nang
G4 Giam nang 15-49
G5 Suy than =15
Mau Nguy co’ bénh than tién trién Tan suiat kham bénh mdi ndm
Nguy co thap it nhat 1 1An/nam
Nguy co trung binh it nhat 2 1An/nam
Nguy co cao it nhat 3 lAn/nam
- Nguy co’ rat cao it nhat 4 1An/nam

Hinh 1.2. Phan logi giai doan cua bénh than man (KDIGO2024)[1][8]
1.1.6. Dién tién ciia bénh than man va cac yéu toé anh hwéng

Dién tién cia CKD dic trung boi giam chirc ning than dan dan trong nhiéu
nam va khong hoi phuc. O nguoi binh thuong, néu khong mic cac bénh vé than,

murc loc cau than giam trung binh khoang 1 mL/phat/1,73m? mdi nam sau tudi 30.
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Theo KDIGO 2002,CKD dugc coi la tién trién nhanh khi eGFR giam hon
4mL/phut/1,73m? mdi ndm. Theo KDIGO 2012, GFR 1a mét bién s6 dong nén sé& c6
nhitng giao dong nhé va khong phai 1a chi diém ctia bénh than tién trién [8].

Theo KDIGO 2012, viéc danh gia bénh than man tién trién can dwa vao GFR
duogc goi la giam khi ¢6 su sut gidm eGFR theo tirng giai doan ctia bénh c6 kém
theo hodc khong kém giam 25% gid tri eGFR nén. CKD duoc goi 14 tién trién nhanh
khi mdi ndm eGFR giam hon 5ml/ph/1,73m? va khiang dinh tién trién qua su gia
ting creatinin huyét twong theo thoi gian [10],[11].Cac nhém yéu té anh hudng 1én
tién trién cta bénh than man bao gdm nhom cac yéu t6 thay doi dugc va nhom céc
yéu t6 khong thay d6i duoc.
1.1.6.1. Nhém cdc yéu t6 khéong thay doi dwoc

Tudi: Tudi cao tinh trang dién tién ctia bénh nhanh hon so v&i ngudi tré tudi.

Gidi tinh: Nghién ctu cho thay, phu nix ¢6 ty 16 mac bénh cao hon so véi nam
gi6i, tuy nhién, nam gidi c6 xu hudng tién trién bénh nhanh hon [8], [22].

Chung toc: Ngudi da den mic bénh déi thiao dudng cd nguy co tién trién dén
giai doan cubi cia CKD cao gap 2-3 1an so vé6i ngudi da trang, cho thady méi lién hé
giita yéu tb chung toc va sy tién trién cua bénh.[8].

Yéu t6 di truyén:Tré sinh nhe can (dudi 2500g), sinh non, hodc c6 me mac
bénh than hay st dung thudc doc than trong thoi ky mang thai c6 than dé ton
thuong hon,lam ting nguy co phat trién bénh than man trong twong lai[8].
1.1.6.2. Nhém yéu té c6 thé thay doi dwec [7], [8]

Mtrc do tiéu protein:tiéu protein cang nhiéu thi téc do dién tiép bénhcang nhanh.

Bénh than cin nguyén: dai thao dudng, bénh cau than cé dién tiépbénh than
man nhanh hon ting huyét 4p va bénh dng than md k&

Tang lipid mau.

Mtc d6 lan toa cuia ton thuong 6ng than md ké trén sinh thiét than cang nhiéu
thi bénh than man dién tiép cang nhanh.

HUt thude 14 1am ting qua trinh xo hoa cau than, dng than va mach mau.

1.1.7. Piéu tri bénh than man
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1.1.7.1. Muc tiéu diéu tri bénh thgn man

Dé diéu trj cho nhirng nguoi mic CKD can c6 mot chién lwgc diéu tri toan
dién nhiam giam nguy co tién trién cua bénh va cac bién chirng lién quan cta né [8].
Muc tiéu khi bat dau diéu tri bao gom diéu tri nguyén nhan va cic yéu td nguy co
cling nhu bénh phdi hop; diéu tri nguyén nhan gay giam GFR cap tinh c6 thé hoi
phuc duoc; diéu tri 1am cham tién trién cua bénh than man; diéu trji bién ching tim
mach va cac yéu to nguy co tim mach; thay thé bénh than man giai doan cudi bﬁng
loc mau, loc mang bung hoac ghép than [21].
1.1.7.2. Diéu tri bdo ton chirc ning thin
a. Diéu tri bénh thin man giai doan chwa thay thé

Cdc bién phdp khéng dimg thuéc:Tap thé duc: 30 — 60 phat/ngay, 4 — 7 ngay
1 tuan (it nhat 150 phut/tuan) & mic cuong do vira, hodc phu hop véi kha niang chiu
dung cuia hé thdng tim mach va thé chat cua ho [21]. Vi nhitng ngudi béo phi mic
CKD can giam can va duy tri cin ning On dinh [8]. Thay doi 16i song:bo hit thude
14, han ché hodc bo ruou bia [7], [21], [23]. Bén canh d6 c6 thé kiém soat bang ché
d6 an nhu ché d6 an giam mudi bang cac kiém soat lugng mubi nap vao trong co
thé hang ngay, mirc sodium<2g/ngay [8], [15]. Luong protein trong khau phan in
dugc quy doi theo cin ning ciia bénh nhan, lrong protein nhap <0,8g/Kg/ngay doi
v6i ngudi 16n mic CKD giai doan 3 dén 5, tranh tiéu thu luwong protein cao
(>1,3g/Kg/ ngay) & nhitng ngudi 16n mac CKD tién trién. Vi nguoi bénh CKD ¢
nguy co suy than, cAn nhic ché d6 an it protein (0,3-0,49/Kg/ngay) va bd sung cac
acid amin thiét yéu hodc cac dan xuét acid keto. Khong ké don ché do an it protein
d6i voi ngudi mac CKD khéng 6n dinh vé mit chuyén hod va ¢ tré em mic CKD &
moi giai doan cua bénh [8], [23].

Cdc bién phdp ding thuéc: Cac nhom thube duge khuyén cao lya chon dau
tay dé diéu tri BTM bao gom ¢ ché hé renin-angiotensin (RASI), trc ché kénh dong
van chuyén natri-glucose 2 (SGLT2i),dbi van thy thé mineralocorticoid (MRA)
vadong van thy thé peptid giéng glucagon (GLP-1 RA) [8], [21].

b. Diéu tri lam chdm tién trién cua bénh thin man dén giai doan cuoi
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Kiém soat huyét a4p ¢ ngudi mac CKD 1a diéu tién quyét nham 1am cham su
tién trién ciia bénh. Mtrc huyét 4p muc tiéu 13 <120mmHg trén tit ca bénh nhan
CKD néu c6 thé dung nap dugc [8]. Ngudi bénh co ty 1& albumin/creatinin niéu <
30mg/g huyét ap muc tiéu can duy tri <140/90mmHg, néu ty 1& albumin/creatinin
niéu > 30mg/g thi duy tri huyét 4p muyc tiéu nhé hon hodc bang 130/80mmHg.
Nhom thude trc ché men chuyén va nhom e ché thu thé angiotensin IT duoc wu tién
lua chon cho bénh nhan CKD [7], [21]. Thubec duge lya chon dau tay la tc ché hé
RAA, dac biét khi THA kém uACR > 30mg/g [21].

Kiém soat duong mau cho BN DTD type 2 dugc ca thé hod tuy thude vao
nhiéu dic diém cua nguoi bénh, muc tiéu HbALC dao dong trong khoang <6.5%
dén<8% [8]. C6 nhiéu phuong phap diéu tri, c6 thé bat dau tir thay doi 16i sdng, sau
d6 khai tri voi metformin va thuéc SGLT2i, phéi hop thém thudc kiém soat duong
mau khac néu duong mau chua dat muc tiéu, thuong thém ddng van thy thé GLP-1
(GLP-1 RA) vi c6 hiéu qua hiép d¢ong trong kiém soat bién cb tim mach [21].

Dung nhém thude ac ché hé renin angiotensin liéu téi da dugc phép cho BN
khong bi BTD hoac bi BDTD co albumin niéu A2-A3 va BTM giai doan 1-4. Bénh
nhan khong c6 THA can chon liéu tc ché hé RAA tbi da dung nap dugc. Xét
nghiém Kali, creatinine mau sau 2-4 tuan. Khi c6 tang kali mau can ap dung cac
bién phap giam kali mau trugc khi giam liéu hay nging tc ché RAAS. Chi giam
lidu hoac ngurng rc ché RAAS khi BN bi tyt HA, ting kali mau khong thé kiém soat
duoc bang cac bién phap noi khoa [21].

Dung thubc e ché kénh ddng van chuyén Na-Glucose 2 (SGLT2i): Khai tri
SGLT2i cho BN BTM kém hoac khong kém BPTD véi MLCT>20ml/phut/1,73 m?
va tiép tuc dung cho dén khi bénh nhan loc mau hoac ghép than. St dyng SGLT2i
c6 mac khuyén cao 1A cho bénh nhan bi PTP typ 2, BN bi BTM c¢6
MLCT >20ml/phut/1,73 m? va UACR> 200mg/g (> 20mg/mmol), hoac BN suy tim
c6 MLCT >20ml/phut/1,73 m? voi moi mic albumin niéu. Nén dung thudc e ché
SGLT2 cho cac BN c6 MLCT tur 20-45ml/phut/1,73 m? va c6 UACR < 200mg/g (<
20mg/mmol) (2B) [21].

Dung thudc e ché thy thé mineralocorticoid (MRA) nén can nhic bo sung
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loai thubc MRA khong steroid da duoc ching minh 1a cé loi ich trén than va tim
mach cho BN bi TP typ 2 ¢c6 MLCT > 25ml/phut/1,73 m?, Kali mau binh thuong,
albumin niéu >30mg/g (>3mg/mmol) khi da dung thudc tc ché RAAS liéu t6i da
dung nap dugc va rc ché SGLT2. Theo dai kali mau sau khoi tri MRA [21].

Diéu tri r6i loan lipid méu: muc tiéu 1a LDL-cholesterol giam > 50% so voi
nén dat duge < 70mg/dL & BTM giai doan 3 va < 55mg/dL & BTM giai doan 4.
Diéu tri dua vao ché do an kiéng, dung statin don ddc hoac phéi hop ezetimibe.
Ezetimibe khong can chinh liéu khi suy than.

Diéu tri tang acid uric mau: Chi nén diéu tri bénh nhan CKD kém theo tang
acid uric c6 triéu chirng ngay sau dot dau tién, wu tién nhoém e ché XO hon nhém
thai acid uric, khong ngirng thudc khi bénh nhan cé biéu hién con gout cap.

c. Piéu tri cdc bién chirng ciia hji chitng ure mdu

Piéu tri thiéu mau: Duy tri Hb trong co thé trong khoang tir 11-12g/dL. Sir
dung sit va erythropoietin tai t6 hop trong diéu tri thiéu mau do CKD [1].

Piéu tri toan chuyén hoa bang natribicarbonate udng khi bicarbonate
mau<18mmol/L. C6 thé kem can thiép dinh dudng. HCO3 muc tiéu >22mmol/L
[21].

Diéu tri rdi loan chuyén hoa xuong va chat khoang xuong do than: Khi BTM
giai doan 5, duy tri nong d6 PTH khoang 150-300pg/mL ( 2-5 lan gi6i han trén cua
binh thuong). Kiém soat phosphor bang ché do an, thuéc gian phosphate ¢ duong
tiéu hoa, bé sung vitamin D dang hoat tinh. Khongdung biphosphonate khi
MLCT<60ml/phut/1,73 m2. Kidm soat cuong can giap bang vitamin D va/hoac
thudc bat chuéc Ca (calcimimetics) nhu cinacalcet [21].
1.1.7.3. Diéu tri thay thé

Chi dinh diéu tri cho bénh thin man tinh giai doan cudi bao gém cac phuong
phap thay thé than nhu chay than nhan tao, loc mang bung va ghép than. Viéc lya
chon phuong phap diéu tri phy thuéc vao nhiéu yéu t6, bao gdm nguyén nhan giy
bénh than man, cic bénh kém theo, diéu kién séng va kha nang kinh té ctia bénh
nhan, mic do hiéu biét va nhan thirc cua bénh nhan vé bénh 1y ciing nhu cic

phuong phap diéu tri [1], [15], [24].
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1.2. Tong quan bénh thin man theo y hoc ¢o truyén
1.2.1 Bénh danh

Duya trén nhitng 1y luan ctia y hoc ¢o truyén kém theo qua trinh phat sinh va
tién trién cua bénh ly, bénh than man dugc y van md ta trong pham vi cac chung:
Quan cach, Long bé, Thuy thiing, LAm ching, Thian phong, Niéu doc.
1.2.1.1. Quan cach

Quan cachla mot chirng bénh nguy trong cia CKD. Pén doi Han, Truong
Trong Canh trong “Thuong han ludn” da mi€u td quan cach 1a bénh danh: “Quan
tire 1a khong di tiéu duoc, Cach tirc 1 nén” [26].

Pén doi Han, Truong Trong Canh di chi ra co ché bénh sinh cua chung
Quan cach 1& hu thyc twong kiém, 4m duong thing giang that diéu [27]. Cung Dién
Hién, Ly Trung Ti ciing néu rd “Da quan it cach, tat yéu ticu tién bat théng, non va
budn non, 13 do troc ta ing tic tam tiéu, chinh khi mat thiang giang, nén ha quan ma
tiéu tién bé, cach thuong ma au thd, Am duong bé tuyét” [25]. Ha Liém Than trong
“Trong dinh quang on nhiét luan” 1an dau néu 1én nguyén nhan bénh sinh do nié¢u
doc nhap huyét, huyét doc dua 1én ndo. Nguyén nhan quan cach biéu hién 1a han
nhi¢t thac tap, bénh & ngli tang cung xuat hién. Do chinh hu ta thue, thuin theo
bénh tién trién khong nging, cudi ciing thi chinh khong thing duoc ta giy ching
ndi bé ngoai thoat, am kiét dwong vong [26].
1.2.1.2. Long bé

Long bé d3 duoc mo ta trong “Noi kinh”, “Hoang dé ndi kinh” viét “Bénh

A0

long bé ciia no, ta thuong than” [25]. D& duy tri chtrc ning tiéu tién 1a phai dwa vao
tac dung khi hod cua than va bang quang. Theo 1y luin co ban y hoc cd truyén viée
hap thu, van hanh, bai tiét thuy dich con dya vao khi hod ciia tam tiéu thong dicu va
chuyén van, va chung hoa cua phé ty than. Sach “Té vAn- Kinh mach bién luan”
viét “Dd udng vao vi hoa nhip cung tinh khi 1én ty, ty khi tan tinh 1én phé, phé
thong diéu thuy dao ha xudng bang quang, tinh phan di bén hudng, ngil kinh déu
hanh” [28]. Vi vdy long bé phat sinh ngoai than va bang quang con lién quan dén
phé ty va tam tiéu. Khi thuong tiéu khong hoa dugc 1a do phé, phé khong tuyén tac
thi khong thong diéu thuy dao xudéng bang quang. Khi ¢ trung tiéu khong hoa 1a do
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ty, ty khi hu nhugc nén khong thang thanh giang troc. Khi ¢ ha ti€éu khong hoa la do
than, than duong hao hu nén khi khong ho4 thuy, than am bt tic nén thuy phu kho

kiét déu gay long bé. Can khi vt két 1am réi loan tam tiéu ciing gay ra long bé [29].
1.2.1.3. Thuy thiing

Thuy thiing da dugc sach “Noi kinh” goi 1a thuy va trong “Linh khu - Thuy
chirng” dd mé ta vé ching bénh. Sach “Kim quy yéu luoc” goi la thuy khi. Chu Pan
Khé thoi Nguyén c6 viét trong “Dan khé tim phap” da phan thuy thiing thanh 4m
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 c6 mdi quan hé mat thiét véi
nhau, vira tuong hd vira anh huéng 1an nhau [28], [29].

1.2.1.4. Lam chirng

Trong ndi kinh dd mo ta vé chirng “LAm”. LAm chitng 1 chirng bénh chi yéu
thudc vé phu bang quang va tang than, va co mbi quan hé mat thiét dén hai tang can,
ty. Chit yéu do ban dd thap nhiét uan két & ha tiéu gy rdi loan khi hoa cua bang
quang. Néu thip nhiét khong duoc diéu tri triét dé ma kéo dai lam nhiét uét thuong
am, thip birc dwong khi hodc 1a 4m thuong anh hudng dén khi thi s& lam cho ty than
ludng hu, rdi loan chirc ning khi hoa ctia bang quang dan dén bénh chuyén tir thuc
thanh hu hodc hu thuc thac tap [29], [30].
1.2.1.5. Thdn phong

“ T van — Ky bénh luan” chi ra than phong c6 triéu chirng phu chu yéu ¢
mit kém theo dau méi thét lung, than nang dai it, da phu den tdi, an kém, sau an hoi
hop trong nguc, tim khi bai suy [25].
1.2.1.6. Niéu dpc

Ha Liém Than trong* Trong dinh quang 6n nhiét ludn” di chi ra “ Niéu doc
nhap huyét, huyét doc thuong ndo 1a ching hau, dau dau ma chong mat, thi luc
mong lung, U tai, diéc tai, ndn budn ndn, hoi thé c6 mui khai, co truong hop xut

hién co giat, bat tinh, tay bat chuén chudn, ludi c6 diém loét diém den” [31].
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1.2.2. Nguyén nhén co ché bénh sinh bénh than man theo Y hec co truyén
1.2.2.1 Do cam thu ngoai ta

Phong nhiét hodc phong han xdm nhap, phé mét cong ning tuyén giang va
thong diéu thuy dao, tam tiéu khong thong loi, thap troc trd tré 1am ton thuong dén
ty. Hodc song lau ¢ noi am thap, thuy thdp xam nhdp vao trong viy khon at ché ty
duong, khong thé kién van thuy thdp va hoa sinh khi huyét, déu c6 thé khién ty
duong hu suy, lau ngay thi anh hudng dén than din dén ty than duong hu, thuy thap
troc ta khong khi h6a ma bién chirng sinh bénh[32].
1.2.2.2. Do dm thue bit diéu

Thoi gian dai dn nhiéu do béo ngot, bé dudng, d6 dn cay néng kich thich
nhiéu lam ton thuong ty Vi, thap ta sinh ra bén trong, thdp uat hda nhiét c6 thé din
dén thr?ip nhiét uan két 1am ton thuong tang phu, trd tré khi co hodc an nhiéu d6
song lanh, ty duong bi ton thuong khong thé van hda tot, ty hu nén hda sinh khi
huyét bat tic, than tinh tién thién khong dugc nudi dudng day du, co thé dan dén ty
than hu suy, thap troc khong van, tir 4 ma sinh ra bénh [32].
1.2.2.3. Do lao lwc qua do

Lam lung mét moi qua do, tinh duc qué do. Than khi ton thuong khong thé
hoa khi dugc thuy dich dan dén thuy thip dinh tré & trong. Hodc lo nghi qua do, thé
chat mét moi, hao ton tinh than, ton thuong ty vi, hao thuong khi co, c6 thé dan dén
ty mat kién van, thuy thap dinh tu & trong sinh bénh [32].
1.2.2.4. Do tinh chi lam ton thwong:

Gian dir 1am ton thwong can, lo nghi ton thuong ty, so hii lam ton thuong
than, néu tinh chi khong thoai mai, can khi uét tré hoanh nghich pham ty, lam ty
mat kién van. Hodc khi co uit tré,huyét lwu hanh khong thong ma thanh @ huyét.
Hoic khi uat hda hoa 1am ton thwong dén can than, can thin 4m hu ma khong diéu
trj dan dén hda thanh chiing can dwong hoa phong [32].
1.2.2.5. Do cac bénh khdac ma thanh

Thuy thiing, 14m chirng, tiéu khat kéo dai ma khong khoi hodc khong kiém
soat bénh tot dan dén ty than hu suy. Hodc dung qua nhiéu thir ding lanh lam ton

thuong Vi, cay nong 1am ton thwong phan am. Hodc 1am dung thudc, déu c6 thé din
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dén ty than hu suy khong thé thiang thanh giang troc, khi hoa bat thuong, din dén
thap troc dinh Ivu ma phat thanh bénh [32].

Tu nhitng nguyén nhan trén nhan théy, ty than hu suy va troc doc luu tich la
quan trong nhét, trong ty than hu suy 1a gdc, troc doc Iuu tich 1a ngon. Ty hu khong
thé thing thanh giang troc, than hu mat chirc ning chung bdc khi hda, din dén chat
thanh va chét troc 14n 16n, thing giang that thuong, nén co thé thiy cac chirng nhu
niéu bé, ndn 6i, trudng bung, hon mé. Bénh kéo dai lau ngay din dén am duong khi
huyét déu bi ton thuong, co thé xudt hién khi huyét hu suy, khi 4m ludng hu, 4m
duong ludng hu. Trong qua trinh bién d6i ctia bénh, ngoai troc ddc 1a tinh trang
xuyén sudt cta bénh, con kém thuong kém co thuy thip, thip nhiét, phong ta, &
huyét 12 ngon ctia bénh, c6 khi ning thi miy loai ta ciing nhau két hop ma gay bénh,
trong cac diéu kién nhat dinh co6 thé anh huéng va chuyén hda 1an nhau [31], [32].
1.2.3. Chan doan va diéu tri bénh than man theo YHCT
1.2.3.1. Thé ty thin khi (dwong) huw

Triéu chung: Co thé mét moi khong c6 luc, doan hoi, ngai néi, bung chudng,
an kém, lung géi dau méi, tiéu tién nhicu trong dai, co thé kém theo triéu ching so
lanh, tay chan lanh, ludi dam c6 han rang, réu tréng, mach trim tri.

Phép diéu tri: Kién ty, ich khi 6n than

Phuong diéu tri: Huong sa luc quan tir thang gia giam[29], [30], [31], [32].
1.2.3.2. Thé khi am lwéng hu:

Tri¢u chung: Sic mat it sang, khi doan, luc yéu, lung géi moi, da kho tao,
miéng kho khong thich uéng nudc, hodc 1ong ban tay ban chan nong, ludi dam co
hadn ring, mach tram té.

Phép diéu tri: Ich khi dudng 4m

Phuong diéu tri: Luc vi dia hoang thang gia giam[26], [29], [30], [31], [32].
1.2.3.3. Thé khi tré¢ huyét ir

Triéu chirng:Da Xin mau, dau ving thit lung, da va méng khong déu mau,
t& chan tay, ludi co diém @ huyét, dai lac mach tim, mach sap.

Phap diéu tri: Hoat huyét hoa @

Phwong diéu tri: Huyét phu truc & thang gia giam[26], [29], [30], [31], [32].
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1.2.3.4. Thuy thdp dinh tré

Triéu ching: Toan than phu thiing kha 16 rang, c6 thé kém tran dich mang
phéi, bang bung, bung trudng dai tién phan sét long, tiéu tién ngén it, ludi nhat réu
trang, mach tram tri.

Phap diéu tri: Hanh khi hoa thuy

Phuong diéu tri: Ngii linh tan hop Ngii bi 4m[26], [29], [30], [31], [32].
1.2.3.5. Ngogi cam

Triéu chang: Phong nhiét ngoai cam, triéu chiang thdy phat nhiét hoi so
gi6, dau dau, hong dau, miéng khd ma khat, ho khac dom vang, réu ludi vang
mong, mach phu sac. Phong han ngoai cam, triéu chang thay so lanh, phat nhiét,
dau dau, ho khac dam trang ma it, khdng ra mo héi, réu ludi tring mong mach
phu khan.

Phap diéu tri: So phong thanh nhiét hoic tan 6n giai biéu

Phuong diéu tri: Ngan kiéu tan gia giam, Thong si thang gia giam [32].
1.2.3.6. Am dwong lwong hw

Tri¢u ching: Mét moi yéu suc, so lanh, miéng kho mubn uéng nude, lung
géi t€ moi yéu, tiéu tién it, ludi nhat to ma nhudn, c6 diu in rang, mach trAm té.

Phép diéu tri: Dudng 4m bd duong

Phuong diéu tri: Bat tran thang gia giam, Quy ty thang gia giam
1.2.3.7. Can thdn am hw

Pau dau, miéng ludi hong kho, khat thich uéng nudc mat, ngli tdm phién
nhiét, lung géi moi yéu, tinh than mét mai yéu suc, dai tién phan kho cing, tiéu
lwong it sic vang, ludi d6 nhat khong co réu, mach té sac.

Phép diéu tri: Tu dudng can thin.

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

Triéu chang: Budn nén va ndn, néng birc, chan an, khoé miéng, miéng co
vi nudce tiéu, chudng bung, miéng dinh, réu ludi mau vangnhon, mach hoat séc.

Phap diéu tri: Thing thanh giang troc, thanh nhiét, hod thap.

Phuong diéu tri: Hoang lién 6n dom thang gia giam [26], [30], [31], [32].
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1.2.3.9. Dam thdp tré tré

Triéu ching: Budn ndn, ndn 6i, lau tiéu, bung trudng, miéng c6 vi nudc ticu,
miéng dinh mubn udng nude, réu ludi tring nhét hoic tring ban.

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

Bai thudc: On dom thang gia giam, Thang thanh gidng troc thang gia giam
[31], [32].

Thé bénh dam thép tro tr¢ thuong gap trén lam sang ¢ bénh nhan bénh than
man tinh. Phap diéu tri thang thanh gidng troc, hoa vi dugc xem 1a phap diéu tri co
ban trong viéc diéu tri thé bénh ndy. Tuy nhién, néu tinh trang dam thap tro tré
khong duoc can thiép kip thoi, bénh c6 thé dién tién thanh thé Thip nhiét trg tré,
1am trAm trong thém tinh trang bénh 1y. Dya trén co sé ndy, ching t6i da tién hanh
nghién ctru bai thuc “Thing Thanh Giang Troc” nhim danh gia hiéu qua va co ché
tac dong cuia bai thude trong diéu tri bénh than man tinh.

1.3. Mot s6 nghién ciru vé diéu tri bénh thin man tinh bing y hoc ¢ truyén
1.3.1. Nghién ctru trén thec nghiém
1.3.1.1. Trén thé gidi

Ping-lan Lin va cong sy (2023) nghién ciru trén thuc nghiém bai thudc Shen-
shuai-yi trén chudt gay tic nghén niéu quan mot bén. Bai thudc “Shen-shuai-yi” hay
“SSYR” gdm cac vi thudc: Puong quy 10g, Hoang ky 30g, Ban ha 10g, Tran bi 10g,
Thé phuc linh 10g, Vuong bat lwu hanh 10g, Hb 16 ba 30g va Dai hoang 10g. Két
qua cho thiy trén thuc nghiém SSYR giam ton thuwong thin va xo hoa
than,nginchin qua trinh phosphoryl hoa STAT3 va Smad3, déng thoi e ché CTGF
[35].

Xian Sun va cong sy (2022) di nghién ctru tic dung ctia bai thude “ Yishen
Qingli Heluo” hay “ YQHG” trén md hinh chudt bi cat than 5/6. Bai thubc YQHG
gém cac vi: Puong quy, Nguu tat, Lién tién thao, Ngoc truc, Thé phuc linh, Dai
hoang, Thach vi, Hoang ki, Cét khi cu. Két qua cua thuc nghiém cho thdy YHQG
c6 tac dung bao vé than nho co ché giam tinh trang xo hoa va viém than [36].

Chen Hui Xia va cong sy (2019) di tién hanh nghién ciru trén mé hinh chudt
mic bénh than do Adenine gay ra, su dung bai thude "Yiqihuoxue" gém cac vi
thudc: Hoang Ky, Xuyén Nguu Tat, Chi Thuc, C6t khi ct, Tam Ling, Uit Kim,
Tho Miét Trung va Dia Long. Két qua thyc nghiém cho thay cac chi sd sinh hoa
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than nhu Scr va BUN, céc chi sé ALT va AST déu gidm 10 rét & nhom diéu tri béng
"Yiqihuoxue". Két qua giai phdu bénh cho thiy tinh trang xo héa than giam khi
nhudém ba mau ciia Mason. Pbi véi giai phiu bénh gan, nhuém bang HE cho thiy
nhom chudt dung Adenine bi xam nhép bdi cac té bao viém 16n, trong khi nhom
chudt str dung "Yiqihuoxue" thay giam tinh trang thAm nhiém té bao viém [37].

Xinhui Liu va cong su (2019) nghién ciru thuc nghiém thude sac “ Huanggi-
Danshen”hay “HDD” trén md hinh chudt gdy bénh than man bé’mg Adenine. Bai
thuc bao gdm 2 vi Hoang ky 30g va Pan sam 15g. Két qua trén thyc nghiém cho
thdy, chtrc niang than duoc cai thién thong qua viéc danh gia mic do Scr va BUN.
Hinh anh nhuém PAS cho théy, hinh anh teo 6ng than duoc cai thi€n khi st dung
HDD, nhudém Masson cho thiy tinh trang xo hoa k& duoc cai thién. HDD lam giam
su phan hach cua ty thé va lam ting sy hop nhit cia ty thé & chuot [38].

Meng Wangva cong su (2018) str dung cong thirc “ShenShuai II” hay “SSR”
trén mo hinh gy bénh than man & chudt bang phuong phap cat 5/6 than dé nghién
ctru xac dinh tdc dung cua SSR trén bénh than man. SSR gém cac vi thudc: Dang
saim 15g, Dam duong hoic 15g, Pan sam 15g, Puong quy 15g, Pai hoang 15g,
Hoang lién 6g, To tir 15g, Xuyén khung 15g, Pao nhan 15g. Nghién ctru thuc
nghiém di chtrng minh SSR ¢6 tac dung trung gian bao vé than bing cach cai thién
trinh trang thiéu oxy trong than, tham gia vao cac tac dung chong apoptotic[39].

Xinhui Liu va cong su (2018) nghién ctru trén tic dung bai thude « Jian-Pi-
Yi-Shen” hay “JPYSF” trén thuc nghiém moé hinh chudt gdy bénh than man béng
phuong phap cit 5/6 than. Bai thudc JPYSF gdm cac vi: Hoang ky, Bach truat, Hoai
son, Nhuc thung dung, Bach ddu khiu, Pan sim, Pai hoang va Cam thao. Qua thyc
nghiém thay JPYSF cai thién ton thuong bénh 1y & than, véi két qua nhuom PAS
cho théy sy cai thién dang ké & tinh trang phi dai cau than va teo 6ng than. Nhuém
Masson cho thay tinh trang xo hod giam rd rét. Ngoai ra, bai thudc con cai thién
chtrc ning ty thé & chudt, giam sy phan hach ciia ty thé va ting su hop nhat [40].
1.3.1.2. Tai Viét Nam

Tran Khanh Linh va cong sy (2019) nghién ctru tic dung ciia dich chiét cay
Ha kho thao nam — Blumea lacera trén chudt giy suy than man bang adenine, két

quéa cho thay nhom chudt duoc st dung dich chiét cay ha kho thao c6 ty 1é sdng cao
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hon cdc nhom chirng con lai [33].

Tran Thi Tuyét Nhung va cong sy (2023) danh gia tac dung cia vién nang
GK1 diéu tri suy than man trén 1dm sang. Vién nang GK1 gom cac vi thudc nhu Pai
hoang, Thé phuc linh, B cong anh, Long cdt, Mau 18, Ha kho thao nam. Két qua
nghién ctru cho thay vién nangGK1 c¢6 tac dung ting muc loc cau than, cai thién cac
triéu chirng thudng gép trén 1am sang [34].

1.3.2. Nghién ctru 1am sang
1.3.2.1 Trén thé gidi

Lé Thi Thanh Nhan va cong su (2005- Trung Qudc) nghién ctru bai thude
“Thing thanh giang troc thang” trong diéu tri suy thin man trén ldm sang. Nghién
ctru duoc thuc hién trén 50 bénh nhan suy than man tinh tai Vién y hoc- Bénh vién
Trung y s& 1. Két qua diéu tri dat 89,6%, sau diéu tri cac triéu chirng trén 1am sang
déu co tién trién tdt, churc ndng than dugc cai thién, cai thién dugc tinh trang thiéu
mau ctia bénh nhan suy than [41].

Feixia Dong va cong sw(2010) nghién ctru 1am sang vé su thay ddi cia
Cysatin C trén 1am sang bang viéc str dung bai thudc “Gubenqudiyishen” phat trién
tir bai thubc co phuong “Luc vi dia hoang” dé diéu tri hoi chiing than hu va viém
than man tinh trong bénh than man tinh. Nghién ctru dugc thuc hién trén 68 bénh
nhan méc bénh than man tinh giai doan 2 chia ngau nhién thanh 2 nhom. Nhém 1
ubng thudc dbi chirng, nhom 2 ubng thudc sic Gubenqudiyishen. Sau 48 thang, két
qua & nhom st dung thude sic Gubenqudiyishen cho thiy ndng d6 Cys-C, Scr va
BUN trong huyét thanh giam,& nhom ddi ching khong thiy duoc didu nay [42]

Shanshan Wang va cong sy (2016) da lam 20 nghién ctru bao gdm 1606
ngudi tham gia mac CKD. Sir dung cao kho “ Shen shaining” bao gom cac vi thudc:
Dai hoang, Hoang lién, Héng hoa, Pan sam, Nguu tat, Nhan sam. Két qua cho théy
cao kho 1am giam dang ké SCR va BUN, ting HB va cai thién hiéu qua tong thé cac
triéu chirng va du hiéu ¢ bénh nhan mic bénh than man [43].
1.3.2.2. Tai Viét Nam

Vii Hoang Long va cong su (2011), nghién ctru tac dung diéu tri bénh nhan
suy than man ciia bai thudc “ Thang thanh giang troc thang” trén 30 bénh nhan cho

thiy c6 80% bénh nhan dap Gng v4i thude didu tri, bai thuéc 1am giam chi sé ure
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mau va lam ting mirc loc cau than [31].

1.4. Khai quat vé doc tinh ban trwong dién va mé hinh giy bénh thin man
bang Adenin

1.4.1. Tong quan vé dc tinh ban truong dién

Poc tinh ban truong didn 1a mot nghién ctru doc tinh da lidu (multi dose
toxicity) va liéu lap lai ( repeated dose toxicity), muc dich tim ra cac tac dung khong
mong mubn gdy ra boi thude trong mat thoi gian dai, voi liéu nho, lap lai trén co
quan chuyén hoa trong co thé.Nghién ciru doc tinh ban trudong dién 1a mot budc
quan trong trong qua trinh danh gia tién 1dm sang, cung cap thong tin chi tiét vé cac
tac dong lau dai cta thudc ddi véi cac co quan va hé thong trong co thé. Loai
nghién ctru ndy thuong dugc thuc hién trong mot khoang thoi gian kéo dai, nham
xé4c dinh cac bién ddi sinh ly, héa sinh va mo hoc co thé xay ra khi thube duge st
dung & liéu lip lai. Nhirng dit liéu thu thap dugc khong chi gitp danh gia tinh an
toan tong thé cta thuéc ma con cung cip co so khoa hoc dé xac dinh muc licu toi
vy, muc liéu khong gay doc (NOAEL), va liéu gay doc (LOAEL)[44], [45], [46].

Thoi gian nghién ciru doc tinh ban truong dién c6 thé khac nhau tuy thudc
vao quy dinh & tirng qubc gia. Tai Viét Nam, cac thudc c6 ngudn goc tir dugc licu,
thoi gian nghién ctru doc tinh ban truong dién thuong gip 4 1an so véi thoi gian
dung du kién trén ngudiPudng dung thude cho dong vat thudng dugce chon sao cho
tuong tu voi duong dung du kién trén nguoi. Mbi mdt 16 chudt thir nghiém s& duogc
st dung voi céc lidu lrgng khac nhau dé danh gia tic dong ctia thubc mot cach toan
dién[44], [45].

Céc thong sb thuong duoc st dung dé danh gia doc tinh ban treong dién bao
gdm cac chi s6 vé huyét hoc, chi sé vé& sinh hod, chirc ning gan va chic ning
than. Xét nghiém dai thé va vi thé 14 cac phuong phap quan trong trong viéc danh
gid tac dong cuia thude trong nghién ciru doc tinh ban trudng dién[44], [45], [46]. Cu
thé:

Xét nghiém dai thé: Panh gia cac co quan 16n nhu gan, thuong than, lach, da
day, than, tim, phdi, va rudt dé nhan dién nhirng thay doi rd rang vé hinh dang, kich
thudc hodc mau sic cta cac co quan ndy. Viée kiém tra dai thé gitp phat hién cac
ton thwong, viém nhiém hodc cac biéu hién bat thudng khac[44], [45], [46].

Xét nghiém vi thé: Panh gia cac thay d6i & mic do md hoc bang cach sir
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dung kinh hién vi dé quan sat cac té bio va mo. Cac co quan thudng xuyén dugc
kiém tra vi thé bao gom gan, than va tim. Viéc danh gid vi thé giup phat hién ton
thuong té bao, nhu viém, hoai tir, xo hoa, hodc cac bién doi bat thudng khac khong
thé phat hién dugc qua xét nghiém dai thé[44], [45], [46].

Nghién ctru doc tinh ban trudng dién cung cap nhitng thong tin chi tiét vé tac
dong 1au dai cua thude d6i voi cac co quan va hé théng trong co thé. Nhirng dir liéu
nay gitp danh gia tinh an toan cta thude va hd tro quyét dinh liéu c6 thé ap dung
thudc d6 trong diéu tri lam sang hay khong. Néu duoc chi dinh sir dung, nghién ctru
doc tinh ban trudng dién ciing gitip xac dinh cac yéu t6 can dugc theo ddi dé phat
hién va quan 1y cac phan (rng phu tiém an trong qua trinh diéu tri[44], [45], [46].
1.4.2.M{t s6 md hinh gay bénh than man trén thwc nghiém
1.4.2.1. Mét s6 mé hinh gdy bénh thin man bing phwong phdp phéiu thudt

Tac nghén niéu quan mot bén (UOO): Pay 1a mo hinh invivo quan trong trong
viéc nghién ciru co ché xo hoa 6ng ké& than lién quan dén bénh than ¢ nguoi. Khi tic
nghén ni€u quan, lvu lwvong mau qua than bi gidm, va muc loc cau than giam 1o rét
trong vong 24 gio sau khi tic than. Viém ké& dat dinh sau 2-3 ngay kém theo cé su
gidn nd 6ng than. Sau mot tuin co tinh trang teo éng than va xo hod. Sau khoang 2
tudn tir ngdy bat ¢au, md hinh s& di dén giai doan cudi [47], [48], [49], [51].

Cit 5/6 than: La phuong phép gidm khéi lugng than, dugc thuc hién bﬁng
phuong phap cit bé mot phan than gy xo cling cau than tién trién va xo hod 6ng ké
than [48], [49]. Phuong phap thudng duoc thuc hién & chudt 13 cat bo than, sau d6 that
cac nhanh cuc cta dong mach than. Phuong phap khuyén nghi 14 cit bo than phai va
ct bo cuc trén va cuc dudi cua than trai (2/3 qua than) [49], [51]. Tuy nhién, kha ning
ton thuong thin bang phuong phap niy & cac chung chudt 1a khac nhau [51].
1.4.2.2. Mét s6 mé hinh gdy bénh thin man bing hod chit hodc ché dé an

Adriamycin gay bénh thadn man: la mdt khang sinh gay ddc té bao, duoc sir
dung trong hoa tri ung thu, va dugc phan lap tuStreptomyces peucetius var caesius.
Pay 1a tic nhan giy ton thuong thudng gip ¢ dong vat gim nham, voi ton thuong

twong tubénh thdn man ¢ nguoi. Adriamycin chuyén hoa mot cach han ché va chu
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yéu duoc tich luy ¢ than[47], [48], [49], [51].

Bénh than do tiéu dudng 13 nguyén nhan chinh gay bénh than man tinh & cac
nude phét trién [22]. Trong domd hinh st dung Streptozotocin lam doc té té bao
beta tuyén tuy (STZ) thudng gay ra tiéu dudng type 1. i vai bénh tiéu duong type
2, cac md hinh str dung céc loai gim nhdm béo phi v& mit di truyén, nhitng dong
vat nay bj thiéu leptin, ché d an nhiéu chit béo dan dén khang insulin [49],[50].

Mo hinh ap dung ché do an kiéng oxalate: 13 mot phwong phap nghién ciru
thuc nghiém dang tin ciy. Oxalate dé dang duoc chudt tiéu thy, va viéc do luong
bai tiét oxalate qua nudc 1a mot chi sd quan trong gitp theo ddi chinh xac lugng
oxalate hip thu. Dic biét, chi trong khoang thoi gian ngén tir mot dén ba tudn co6 thé
khoi phat bénh than man giai doan nang[48], [51].

Mo hinh ting huyét ap tu phat (SHR): dugc sir dung dé mo phong tinh trang
ting huyét ap twong trd ngudi. Chudt SHR bi ting huyét ap khi duoc 5-6 tudn tudi
va huyét ap tam thu duy tri 180-200mmHg [48]. Bén canh d6 con ¢6 md hinh ting
huyét 4p mudi (Deoxycorticosterone Acetate (DOCA)): duoc thuc hién bang cach
cdy mot vien DOCA dudi da, cat bo than, va bd sung 1% NaCl vao trong nudc udng
hoic 4p dung ché d6 an nhiéu mudi. Phuong phap niy gay ra tinh trang ting huyét
ap o chuot [48], [51].

M6 hinh Adenine: Adenineva chit chuyén hoa 2,8- dihydroxyadenine, c6
kha ning déu két tua trong cac 6ng than, giy ra nhitng nhitng thay ddi ¢ dng than va
mo ké&. Piéu nay din dén thay dbi vé sinh hoa, hinh thai va mé bénh hoc ¢ than,
tuong tu nhu bénh than man ¢ nguoi [48], [51].
1.4.2.3.M6 hinh gdy bénh thdn man khdc[47], [51]

Mo hinh bién d6i gen

M6 hinh gay bénh than do phong xa.

1.4.3. Phwong phap giy bénh than man biang Adenine trén thec nghiém
1.4.3.1. Gidi thi¢u khdi qudt vé mé hinh gdy bénh thin man bang adenin
M6 hinh bénh than man (CKD) str dung adenine, dugc Yokowaza dé xuét ndm

1986, dwra trén viéc cung cap adenine qua dudng dn udng hoic tiém, gy tic nghén ong
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than, mt nephron, ting ure huyét, rdi loan chuyén hoéa va suy than[53], [54]. Adenine
va chat 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, giy ton thwong mo than nghiém trong.
Adenine, mot nucleobase purine thiét yéu, dugc chuyén héa qua enzym APRT thanh
AMP hoic qua enzym XO thanh 2,8-DHA. M6 hinh niy 1 cong cu quan trong dé
nghién ctru co ché bénh sinh CKD [51], [52], [53], [54], [55], [56].
1.4.3.2. Co ché gdy bénh thdn man & chudt in ché dp dn giau adenin

Viém va tén thuong 6ng than:Tinh thé 2,8-DHA gdy ton thuong té bao dng
than, kich hoat thu thé toll-like (TLRs) trén dai thuc bao va NF-kB trén lympho B,
dan dén viém kéo dai véi sy xam nhdp cua dai thuc bao va cac té bao mién dich
khac. Viém hat hinh thanh xung quanh tinh thé, gitip loai bo tinh thé khoi 6ng than.

Tuy nhién, néu ton thuong kéo dai, viém man tinh 1am ting san xuét
cytokine giy xo hoa va thiic day xo hoa than.Sytac nghén dng than do tinh thé 2,8-
DHA giy 4p luc 1én mao mach quanh 6ng, din dén thiéu oxy va ting san xuat
hypoxanthine, kich hoat xanthine oxidase (XO) va stress oxy hoa. Stress oxy hoa
g6p phan ton thuong thém dng thin va thuc day viém, cac té bao chét theo chuong.
CKD do adeninegay roi loan nhiéu con duong chuyén hoa, bao gdm tryptophan,
acid mat, phospholipid va acid béo. Su suy giam tryptophan 5-MTP va TPH-1 kich
hoat NF-«B, trc ché Nrf2, thac ddy tich lily chit nén ngoai bao va xo hoa thin. Xo
hoa va chuyén doi trung mo-biéu mé (EMT) gon thuong kéo dai & RTECs kich
thich san xuat cac yéu té ting truong va cytokine, thiic day nguyén bio soi biét hoa
thanh myofibroblast. Myofibroblast ting sinh nhanh, san xuat ECM (collagen,
fibronectin), 1am trAm trong xo hoa than thong qua cac con dudng tin hiéu nhu
TGF-B/Smad va Wnt/p-catenin[53], [54], [56].
1.4.3.3. So sdnh co ché gy bénh thin man trén ngwoi va bang adenin

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 hoa than trong CKD cé nhiéu diém giong
nhau, dic biét trong cac co ché sinh bénh va cac yéu tb thic dy ton thuong. Céc
diém giéng nhau bao gom:

Qua trinh viém kéo dai:Trong ca hai co che, tinh trang viém kéo dai dong vai
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trd trung tim trong thiic day tén thuong than. Viém gy ra sy xam nhap cia cac té
bao mién dich nhu dai thuc bao va lympho T/B, déng thoi kich thich san xuét
cytokine viém (TNF-o, IL-1pB, IL-6) va cac yéu td trung gian hoa hoc khéc.

Xo héa than va tich lity chat nén ngoai bio (ECM):Ca hai co ché déu din
dén xo héa than thong qua tich lity ECM (collagen, fibronectin). Qué trinh nay dugc
thic day bai cac yéu t6 ting truong nhu TGF- va cac con dudng tin hiéu nhu TGF-
/Smad hoac Wnt/p-catenin.

Vai tro cua stress oxy hoa: Stress oxy hoa 1a yéu t6 chung, gop phan giy ton
thuong thém té bao 6ng than va thic ddy viém. Trong viém do tinh thé 2,8-DHA, sy
tic nghén Ong than gy thiu oxy cuc bo, kich hoat stress oxy hoa thong qua
enzyme xanthine oxidase (XO). Tuong tu, trong CKD, stress oxy héa gia ting do
mat can bang vi tudn hoan quanh dng than va cac tin hiéu viém man tinh.

Su chét té bao theo chuwong trinh:Ca hai co ché, cac hinh thirc chét té bao
theo chuong trinh nhu apoptosis, necroptosis, hoac pyroptosis dong vai tro quan
trong trong sy tién trién ton thwong than. Dan dén lam giam sb luong té bao chirc
nang, tao diéu kién cho xo hoa lan rong.

Vai trd cua chuyén ddi biéu mo - trung mé (EMT): Trong ca hai co ché, qua
trinh EMT dong vai tro chinh trong viéc kich thich sy hinh thanh myofibroblast, cac
té bao nay san xuat ECM, dan dén xo hoa k& éng than.

Vong x0dn bénh ly: Ca hai co ché déu thé hién mot vong xoan bénh 1y, trong
d6 tén thuong té bao, viém, stress oxy hoa va xo héa lién tuc cung ¢ 1an nhau, ddn
dén su tién trién khong hdi phuc cia ton thuong thin.

Theo khuyén cdo, liéu luong adenine dé giy bénh thudng dugc thiét 1ap ¢
mirc 0,75% w/w ddi voi chudt céng va 0,20% w/w ddi v&i chudt nhit. Chudt nhét
c6 ngudong dung nap adenine thép hon, do dé liéu lugng dugc kiém soat & mirc 0,20%
w/w nham tranh giy doc qua muic. Nguoc lai, chudt cdng c6 kha ning dung nap
adenine tot hon, cho phép thiét lap liéu luong & muc cao hon, khoang 0,75% w/w
[56].Viéc t6i wu hoa licu lwong adenine trong ché d6 an 1a can thiét dé xay dung mo
hinh CKD phu hop, cung cdp nén tang cho nghién ciru co ché bénh sinh va phat

trién liéu phap diéu tri.



30

Pé xac dinh tic dung cta cao khd “Thing thanh gidng troc” trén mé hinh
bénh than man bang adenine ching toi tién hanh gdy mo hinh bénh than man trén
thuc nghiém bang adenine 0,2% (W/w) [56], [57],phtt hop véi diéu kién nghién ctru
taicadc phong thi nghiém ¢ Viét Nam.

1.5. Tong quan vé bai thudc “ Thing thanh giing troc” trong nghién ciru
1.5.1. Xuat xi vé bai thuéc

Cao kho “Thing thanh giang troc” dugc xay dung dya trén nén ting bai thudc On
dom thang gia giam.

Cong dung: Thang thanh giang troc, hoa vi hoa .

Chi dinh: Diéu tr1 bénh nhan bénh than man tinh c6 cac tri¢u chirng mét moi, an
kém, nodn, ia chdy, mun nhot, nglra ngoai da, Xuét huyét dudi da, phu, tang huyét ap,
viém ngoai tam mac, viém than kinh ngoai vi, ure, creatinin ting, cac bénh ly vé da day.
1.5.2. Phan tich bai thubc

Bai thudc sir dung Ban ha ché lam quan dugc voi tac dung hoa dam, giang
troc, kién ty, giam budn ndn va dﬁy trudng, déng thoi ho trg van hoa cua ty vi, ngan
nglra thip troc tich tu trong co thé. Hoang ky phdi hop cing Béan ha ché, thing
duong khi, kién ty, diéu hoa khi co, giip loai bo dam troc va tang cuong chinh khi.
Su két hop giita Ban ha ché va Hoang ky tao sy can bang giita thing va giang, vira
loai bé dam troc vira nang cao chinh khi. Bai thude duoc phat trién tr “On dom
thang,” thay Chi thuc bﬁng Chi x4ac nhim Iy khi nhe nhang hon, bao v¢ chinh khi,
dic biét phi hop v&i bénh nhan suy giam chic ning than. Tran bi phéi hop véi Ban
ha ché hoa dam, 1y khi, trong khi Trc nhw thanh nhiét, giang nghich va dudng tin
dich, dam bao can bang 6n tio ma khong gy t6n hai dén ty khi.

Cac vi Db trong va Nguu tit bd can thin, hd trg am can bing 4m duong. DS
trong bo duong, ich than, dan dwong khi vé ha tiéu, trong khi Nguu tit dan huyét di
xuéng, thong kinh mach, giam o tré.Rauma, Pai hoang va Hoe hoa tao co ché thanh
nhiét, lo1 thép, giang hda, va luong huyét. Rau ma gidi ddc, thanh nhiét; Pai hoang
thong dai tién, loai bd thép nhiét troc tich tu tai ha ti€éu; Hoe hoa bao vé mach mau,

ting tuan hoan khi huyét va thanh nhiét lwong huyét. Pan sam va C6t khi ct hd tro
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hoat huyét, pha @, sinh huyét mé&i, dong thdi thanh thip nhiét va cai thién luu thong
mau. Tam sa khu phong, hoa dam, thong kinh mach, con Tho phuc linh thanh nhiét,
loi tiéu, trur phong thép, ho tro dao thai thép, nhiét, troc qua dudng tiéu tién.

Su phdi hop cua cac duge liéu trong bai thudc khong chi gitip loai bo dam
thap trd tré, cai thién khi co ma con hd trg chitc ning ty, than, cdn bang am duong,
tang cuong chinh khi va bao v¢ co thé khoi cac tac dong bénh ly, dac bi¢t & bénh
nhan bénh than man tinh.

1.5.3. Nhirng nghién ciru vé bai thudc
1.5.3.1. Nghién ciru trén lim sang

Vii Hoang Long va cong su (2011)nghién ctru tac dung diéu tri bénh nhan
suy than man ciia bai thudc “Thing thanh giing troc thang”. Bénh nhan udng bai
thudc “Thang thanh giang troc thang” duoc theo ddi cac chi tiéu 1am sang, can lam
sang va so sanh trudc va sau diéu tri cho thidy s6 bénh nhan giam chi sé ure,
creatinin va ting mirc loc cau than voi P < 0,05 [31].
1.5.3.2. Nghién ciru trén thuc nghiém

Vii Hoang Long va cong su (2011) nghién ctru tac dung diéu tri bénh nhan
suy thdn man cta bai thudc “Thing thanh giang troc thang”. Két qua cho thiy:Poc
tinh ban trudng dién trén th theo duong udng dang nude sic, lidu 10g/kg khong anh
hudng t6i cac chi tiéu huyét hoc, chire nidng gan than cta 8/10 tho sau 8 tudn udng thudc.
Nhung gy ton thuong & mitc d6 nhe t€ bao tim, gan, than (xay ra & ca nhom ching va

nhom nghién ctru [31].
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CHUONG 2

2.1. Chit li¢u nghién ciru

CHAT LIEU, POI TUQNG VA PHUONG PHAP NGHIEN CUU

Chat liéu nghién ctru 13 cao kho “Thiang thanh giang troc” do Vién nghién

ctru Y Duoc Bach Thao Dugc san xuit tir bai thude “Thing thanh giang troc”. Céc

duogc li€u trong bai thudc déu dat tiéu chuin trong Duogc dién Viét Nam V va tiéu

chuin co s& (phu luc 2). Thanh phan bai thudc “Thing thanh giang troc” dugc trinh

bay ¢ bang 2.1.

Bing 2.1 Thanh phan bai thuéc “Thing thanh gidng troc”

STT | Tén vithudc Tén khoa hoc Ham lwong (g)
1 Tho phuc linh | Rhizoma Smilacis glabrae 10g
2 Pan sam Radix et Rhizoma Salviae miltiorrhizae 10g
3 D6 trong Cortex Eucommiae 109
4 Hoa hoe Flos Styphnolobii japonici imaturi 10g
5 Hoang ky Radix Astragali membranacei 10g
6 Rau ma Herba Centellae asiaticae 109
7 Cot khi Radix Polygoni cuspidati 10g
8 Ban ha (ché) | Rhizoma Pinelliae 59
9 Tran bi Pericarpium Citri reticulatae perenne 5¢
10 | Trdc nhu Caulis Bambusae in Taeniis 5¢
11 | Chixac Fructus Aurantii 5¢
12 | Tamsa Faeces Bombycum 5g
13 | bai hoang Rhizoma Rhei 59
14 | Nguu tat Radix Achyranthis bidentatae 5¢
Tong 105g
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Ty I& bao ché cao khd “Thing thanh giang troc” 1a 10:1, tac tir 10g dwoc liéu
kho bao ché ra 1g cao kho. Bai thuéc “Thing thanh gidng troc” ¢ tong 105g duoc
lieu kho, bao ché ra 10,59 cao khd. Theo kinh nghiém st dyng lam sang, mot thang
thude duoc sir dung cho bénh nhan trong 2 ngay. Véi liéu cao kho twong trng 10,59
bao ché tr bai thudc, liu cao khd su dung trén nguoi dugc dy kién la
5,25g/nguoi/ngay hay 0,105g/kg/ngay. Quy doi ra liéu du kién c6 tac dung & chudt
nhit tring (hé s6 12) 13 0,105 x 12 = 1,26 g/kg/ngay; liéu du kién co tac dung &
chudt cong trang (hé sb 7) 12 0,105 x 7 = 0,735 g/kg/24h [62]. Cao khd “Thing
thanh giang troc” (viét tit la TTGT) duogc cho phan tan déu trong nudc cat thanh hon
dich va duoc cho chudt udng cudng bire qua kim cong dau ta chuyén dung.

2.2. Péi twong nghién ciru
2.2.1. Pbi tweng nghién citu ddc tinh ban trweong dién

Pong vat nghién ctiru doc tinh ban trudng dién 1a chudt cong trang, thuan
chung, chung Wistar ca 2 giéng, trong lugng 180-200g, s6 lwgng 30 con.

bong vat thuc nghiém dugc cung cép bdi1 Ban dong vat - Hoc vién Quan Y.
Ti€u chi danh gia lya chon dong vat thuc nghi€ém bao g?)m: dong vat khée manh,
16ng muot, mat sang trong, hau mdn khd rao, hanh vi hoat dong va van dong binh
thudng, dn udng déu dan, chat thai 6n dinh. Qua trinh hra chon dong vat nghién ctru
duoc thyc hién bai 2 ki thuat vién c6 nhiéu kinh nghiém, sau duoc kiém tra va danh
gid lai bai can by nghién ciru dé dam bao dap (rng day du tiéu chuan nghién cuu.

Chuot thi nghi€ém dugc nudi trong moi trudng diéu kién chuin véi chu ky
sang t61 12 gid sang/ 12 gio t6i, nhiét d6 duy tri 6n dinh & 25 + 2°C. Ché do dinh
dudng bao gém thirc dn danh riéng cho dong vat thi nghiém, cing v6i nude sach
dun sbi dé ngudi udng, cung cip tu do cho chudt dn va ubng. Trude khi tién hanh
nghién ctru, chudt dugce nudi 6n dinh trong phong thi nghiém it nhat 7 ngay dé dam
bao chudt nghién ciru thich nghi tot vdi moi truong..

2.2.2. Péi twong nghién ciru tac dung trén md hinh bénh than man bang adenin

Pong vat nghién ciu tac dung trén md hinh bénh than man [a chudt nhat

trang, thuan ching, ca 2 gidng, trong lugng 18-22g sé luong 40 con.
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DPong vat thuc nghiém dugc cung cép bdi Ban dong vat - Hoc vién Quan
Y.Tiéu chi danh gia lwa chon dong vat thuc nghiém bao gdm: dong vat khoe manh,
16ng muot, mat sang trong, hau mdn kho réo, hanh vi hoat dong va van dong binh
thuong, an udng déu din, chat thai 6n dinh. Qua trinh lra chon dong vat nghién caru
duoc thuc hién bai 2 ky thuat vién c6 nhiéu kinh nghiém, sau duoc kiém tra va danh
gia lai boi can bo nghién cru dé dam bao dap ung day du tiéu chuan nghién cau.

Chu6t thi nghiém duoc nudi trong méi truong didu kién chuan véi chu ky
sang t61 12 gid sang/ 12 gior t6i, nhiét d6 duy tri 6n dinh & 25 + 2°C. Ché d6 dinh
dudng bao gom thirc an danh riéng cho dong vat thi nghiém, ciing v6i nude sach
dun sbi dé ngudi udng, cung cap tu do cho chudt dn va ubng. Trude khi tién hanh
nghién ctru, chudt dugc nudi 6n dinh trong phong thi nghiém it nhat 7 ngay dé dam
bao chudt nghién ctru thich nghi tot véi moi truong.

Bang 2.2. Dong vit nghién ciru

Pong vat n Tiéu chuan Nghién ctru

, , o, Nghién cau doc tinh ban
Chudt cong trang Ca hai giong, khoe manh, - .

_ 30 truong dien cua cao kho
chung Wistar can nang 180-200g g

“Thang thanh giang troc”

Chudt nhit tring 10 Ca hai gibng, khoe manh, | Nghién ciru tac dung cta cao
thuan ching cannang 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 ding trong nghién ciru
AST: Hoa chit GOT ASAT 5+1 IFCC ciia hing MEDIA, san xuét tai Italya.
ALT: Hoa chat GPT-ALT, ctia hing MEDIA, san xuét tai Italya.
Cholesterol: Hoa chét Cholesterol hing MEDIA, san xuit tai Italya.
Ure: Hoa chat Ure UV Fluid 5+3, hang PRESTIC, san xuét tai Buc.
Creatinin: Hoa chat Creatinin OSR6178 hang Beckman Coulter, San xuét tai Ailen
Albumin: Ho4 chit albumin cta hing MEDIA, san xuét tai Italia.
Hoa chat xét nghié¢m huyét hoc ctia hang Human, Drc.

Nudce mubi sinh 1y 0,9%.
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Adenine Hemisulphate (Duchefa, Ha Lan) dung gay bénh than man thuc nghiém.

Ho4 chat nhudém Eosin: Eosin Y hang san xuat Merck, san xuat tai Duc.

Hoa chat nhuém Hematoxylin: Hematoxyline Harris, hing Cancer Diagnotics,
san xuit tai M.

Formol 10%: hang Cancer Diagnotics, san xuat tai My

Con (100 d6, 95 do, 90 dd), parafin, xylen...

2.3.2. May méc va dung cu phuc vu nghién ciru

Mdéy xét nghi€ém sinh ho4d Biochemical Systems International Srl, Italia,
model 3000 Evolution.

May phan tich huyét hoc Humancout 30TS, hang Human, Dtrc, str dung phan
mém phan tich huyét hoc danh cho chudt thi nghiém:

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

Can phan tich 104, model CP224S (Sartorius - Dtrc).

Kim cong dau tii chuyén dung duing cho chudt udng thudc, san xuat tai Nhat Ban.

Ong mao quan thily tinh dung dé ldy 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 mo dong vat cd nho va cac dung cu thi nghi¢m khac.

Céc thiét bi, dung cu xét nghiém mo bénh hoc: may duc parafin, may cit bénh
pham, gid dung bénh pham, bé nhuém bang thuy tinh, kinh hién vi doc va chup tiéu
ban, ...

2.4. Thoi gian va dia diém nghién ciru:

Thoi gian: Nghién ciru dugc tién hanh tir 4/2024 dén thang 10/2024.

Pia diém: B mon duge Duoc Iy- Hoc vién Quan y

Co quan lam va doc tiéu ban: B6 mon Giai phau bénh - Bénh vién Quany 103.
2.5. Phuwong phap nghién ciru
2.5.1. Panh gia dc tinh ban truedng dién

Phuong phéap nghién ctru thuc nghiém, c6 ddi ching.

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

danh gia tinh an toan va hiéu lyc ciia thude Y hoc 6 truyén [46], [63].
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Chudt cbng trang, thuan chung, ching Wistar ca 2 giéng, sé luong 30 con,
duoc chia ngau nhién 1am 3 16, mdi 16 10 con:

L6 1 (m6 hinh): Ubng nudc cat hang ngay 10 ml/kg/24h.

L6 2 (tri 1): Uong “Thang thanh giang troc” liéu 0,735 g/kg/24h.

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

Chudt dugc udng mrdc hodc mau thir trong 90 ngay lién tiép, mdi ngay mot lan
vao budi sang.
2.5.2. Danh gia tac dung cia cao kho “Thang thanh giang troc” trén mo hinh
gay bénh than man biang Adenine
2.5.2.1. Phwong phdp gdy mé hinh bénh than man bang Adenin

Chung t6i Iya chon moé hinh gdy CKD trén chudt nhat trang bang adenine,
dua trén md hinh bénh than man tinh gy ra boi ché do an giau adenine [56], [57].
Mo hinh nay dugc tham khao tir mot s6 luan vin trong va ngoai nude, vdi nhirng
cai tién sao cho phu hop véi diéu kién ciia phong nghién ctru cua ching toi. Céc
budc nghién ctru tién hanh nhu sau: Nudi 60 chudt nhat trang trong khau phan in
chtra c6 Adenine 0,2%w/w trong vong 42 ngay. Cach tron thic an c6 chira adenine
cho chudt: léy lkg thirc an dat ti€u chuan, dya theo khau phén an tiéu chuén cua
chudt nhit tring nudi dudng trong phong thi nghiém. Sau do6, tron thirc dn véi
Adenine 0,2%w/w va dong thanh khuon truée khi cho vao 10ng nudi dudng chudt,
chudt duoc an tu do theo nhu cau.

Trong qua trinh nudi dudng chudt bang adenine dé gay bénh than man, cin
thudng xuyén quan sat va danh gid tinh trang sttc khoé cua chudt. Cac chi sé can
theo ddi bao gdm su thay doi vé can ning, tinh trang da 16ng, thay doi vé cin ning,
chat tiét va hanh vi ctia chudt (su thay doi trong hoat dong, an udng, di chuyén, hay
cac dau hiéu bat thudng khéc).

Tiéu chuan dé xac dinh chudt da gay bénh than man thanh céng cua mé hinh
dugc danh gia tai thoi diém sau 42 chudt an thire dn c6 chira adenin, khi chudt co hai
trong ba biéu hién cta suy giam chirc ning than: ure mau, creatinin mau ting trén hoic
bang 2,0 1an so véi truoc, protein nidu 24h ting trén hoic bing 1,5 1an so voi trroc. Két
qua cho thay khong c6 chudt no tir vong trong subt qua trinh thi nghiém, tuy nhién,
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tat ca cac chudt déu co dau hiéu ton thuong chirc ning than, thé hién qua viéc ting
cao it nhat mot trong ba chi tiéu sinh héa: ure méau, creatinin mau, va protein niéu
24 gio. Dua trén cac tiéu chi lya chon da dé ra, ty Ié thanh cong trong viéc gay bénh
than man 1a 46/60, twong dwong véi 76,67%.Trong s6 46 chudt dugc gay bénh
thanh céng, nhdm nghién ctiru da tién hanh lya chon ngau nhién 30 con chugt dé
phan bé vao cac nhom thi nghiem (16 2, 16 3, va 16 4). Cac chudt con lai, bao gom
ca chuot thanh cong va khdng thanh cong trong viéc gy bénh than, duoc chuyén
giao cho nhdm sinh vién nghién ctu khoa hoc tai Hoc vién Quan dé tiép tuc theo
ddi va nuodi dudng vai ché do an adenin 0,2% trong mot thoi gian dai hon.

Cac chuot 16 chirng (10 chudt) duoc nudi trong cung diéu Kién nhung cho dn
bang thic an tiéu chuin cua chudt nhit tring khong tron adenine.
2.5.2.2. Phwong phdp danh gia tac dung trén mé hinh bénh thgn man ¢ chugt

Chuot an thirc n tiéu chuan cua chudt nhit trang khong tron adenine gdm 10
con dugc cho vao 16 chiung. Cac chudt an thirc an cé chira adenin trong 42 ngay, sau
khi duoc xac dinh gy mo hinh bénh than man thanh cong duoc chia ngau nhién vao
316, mdi 16 10 con. Nhu vay nghién ciru gdom 4 16 chuot, mdi 16 10 con.

Lo 1 (16 ching): khoéng gay bénh + udng nudc cat.

L6 2 (md hinh): gay bénh + udng nudc cat.

L6 3 (TTGT-1): gay bénh + uéng TTGT licu 1,26 g/kg/ngay.

Lo 4 (TTGT-2): gay bénh + uéng TTGT licu 2,52 g/kg/ngay.

Cac 16 chuot dugc cho udng mau thir hoac nudc cat theo phan 16 trong 28 ngay
dé danh gia tac dung cua cao kho “Thing thanh gidng troc”.
2.6. Chi tiéu quan sat va chi tiéu danh gia trén thuwc nghiém
2.6.1. Panh gia dgc tinh ban trweong dién
2.6.1.1. Chi tiéu quan sdt djc tinh bin truwong dién

- Panh gia tinh trang chung, thé trong cua chudt.

- Ca 3 nhom déu duogc 1y mau trude udng thude, sau 45 ngay, va sau 90 ngdy
ubng thudc dé lam xét nghiém mau danh gia cac chi sé lién quan tdi chirc phan tao
mau (huyét hoc toan bd), chirc nang gan, chirc ning than.

- Phan tich md bénh hoc: Sau 90 ngay uéng thudc, mé ngau nhién 30% sb chudt & mdi

16 dé quan sat dai thé cac co quan ndi tang, 1am tiéu ban nhuom HE.
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2.6.1.2. Chi tiéu ddnh gid két qud déc tinh bdn truwong dién

- Chi tiéu danh gid chung: Danh gia tinh trang chung cua chudt (16ng, hoat dong,
phan), sy phat trién can ning cta chudt. So sanh cin ning cta chudt tai cac thoi diém
trudc khi ding thude, sau khi diing thude 45 ngay va 90 ngay giita cac 16 chudt.

- Chi tiéu xét nghiém

+ DPanh gia churc phan tao mau: SH luong héng cau, Thé tich trung binh hff)ng cau,
Ham hrong hemoglobin, Hematocrit, SH lugng bach cau, sb luong tiéu cau.

+Panh gia chtc ning gan: ALT, AST, Albumin mau, Cholesterol toan phan

+Paénh gia chtc nang than: creatinin huyét thanh.

- Chi tiéu giai pthu bénh: Quan sat mo bénh hoc gan, than dudi kinh hién vi,
chup anh, danh gia két qua.

2.6.2. Panh gia tac dung ciaa cao kho “Thang thanh giang troc”
2.6.2.1. Chi tiéu quan sat

- Theo ddi hang ngay vé tinh trang chung.

- Quan sat va ghi chép nhitng bicu hién bat thudng ctia chudt.

- Ca 4 16 1ay mau lam xét nghiém ndng d6 ure, creatinin huyét thanh.

- Panh gia can ning va giai phau bénh cua than.
2.6.1.2. Chi tiéu ddnh gid két qua tac dung ciia cao khé.

- Chi tiéu danh gia chung: Hang ngay danh gia tinh trang chung cta chu6t:
tinh trang 16ng, hoat dong, an udng. Panh gia cAn ning cua chudt tai 3 thoi diém:
trudc gay bénh, sau gay bénh (trudc udng thudc) va sau uéng thudc.

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

- Chi tiéu giai phau bénh: Két thuc thi nghiém, chudt duoc giét trong dicu
kién gy mé qué lidu, phiu tich 1iy than danh gia can ning than va lam tiéu ban mo

bénh hoc nhuém HE danh gia vi thé.
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2.7. Phwong phap phéan tich va xir Iy s6 li¢u

Céc s liéu duoc trinh bay dudi dang Mean + SD. So sanh thong ké bang test T-
student, sir dung phan mém SPSS 20.0. Su khac biét co ¥ nghia thong ké khi p < 0,05.
2.8. Sai séva bién phap khic phuc sai s6

- Sai 56 cac phuong phép thu thap so lidu.

- Cé4c phuong phap duoc ap dung dé han ché tdi da cac sai sb co thé xay ra
trong qua trinh thu thap, phan tich va xur 1y s6 ligu:

+ Pong vat nghién ciru duoc lya chon twong d6i dong déu, khoe manh,
khdng c6 di tat hay dau hiéu bat thuong.

+ Thoi gian thuc hién céc budc thi nghiém giira cac 16 chudt 1 thong nhat
cung mot thoi diém.

+ S6 liéu dugc do dac can than va chinh xéac bang cac dung cu, may mac tai
phong thi nghiém di duwoc chuan hoa va c6 do chinh xéac cao, xir ly s liéu bing
phan mém chuyén dung trén may tinh.

+ Cé4c tiéu chuan va chi tiéu rd rang dé dua ra két qua chinh xac va sét vai
muc tiéu, luu trir s6 liéu, thdng tin bang s6 ghi chép, chup anh.

2.9. Pao duc trong nghién ciru

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

Nghién ctru duoc trién khai theo dung dé cuong di duoc phé duyét.

Nghién ctru duogce thuc hién trén chudt cong tring, va chudt nhit tring, sé lrong
dong vat sir dung trong cdc mo hinh thi nghi¢m dugc han ché & muc tdi thiéu, du dé thu
duoc két qua dam bao do tin cay va du xir Iy thong ké. Trung thuc trong qua trinh xir 1y
s lidu.

Nhirng chudt chét trong qué trinh 1am thi nghiém (néu c6) va sd chudt sau
khi thi nghiém hoan thanh déu dugc xtr Iy theo diing quy dinh.

Viéc lya chon dong vat thi nghiém, diéu kién nuéi, chim soc va sir dung
dong vat déu tuan thu theo “Hudng dan ndi dung co ban tham dinh két qua nghién
ctru tién 1am sang thude tan duoc, thude cb truyén, vic xin va sinh pham y t&” cua

Bo Y té.
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2.10. So' @6 nghién ctru

2.10.1. So' @6 nghién ciru doc tinh ban trwong dién

| Cao kho “Théng thanh giang troc”
Chuot cong tring ching Wistar, 2
giong, 180-200g, chia 10 con/16

] ' '

Lo di chimg;:

Lo tri 1: udng

Lo trj 2: udng

cho uéqg nudc thuéc‘ nghién thube nghién
cat ctru lieu 0,735 ciu lidu 2,205
10ml/kg/ngay g/kg/24h glkg/ngay

/ Ca 3 16 déu duoc lay méu trudc, sau 45 ngay, sau 90 ngay ubng thude dé\
danh gia cac chi s0: Tinh trang chung, thé trong cua chudt; chirc phan tao mau;
chtrc nang gan; chirc nang than.

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

\phép y, bénh vién 103) danh gia cau triic vi thé gan, thén clia cc chudt ¢ mdi 6. /

i

So sanh két qua giira céc
16, két ludn

So @6 doc tinh ban truong dién
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2.10.2. So' @6 nghién ciru tac dung

L6 1 (16 chimg) Nudi chuft nhit tring
n=10 n=:60
Ché d6 an udng Ché d6 n 6 chira
| binh thudng cia adenin 0,2 % w/w
chudt nuoi trong trong vong 42 ngay
phong thi nghiém
v Tiéu chun xac dinh chugt giy
e R T gy | bénhthanh cong chi khi thod
man 2/3 tiéu chi dudi day:

bénh thdn man thanh cong

Ure méu ting > 2 lan
Creatinin mau ting > 2 lan
Protein nidu > 1,5 lan

L3 (TIGT-1) L6 4 (TTGT-2)
] n=10
Ul nuée cht Uéng cao kho liéu Uéng cao khd liu
5 1,26g/kg/ngay 2,52g /kg/ ngdy
10ml/kg/24h \ \ \
trong 28 ngay trong vong 28 ngay

Tinh trang chung va cén ning chugt

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

Can nng va vi thé than chudt

So dd nghién ciru tic dung ciia cao khdé “Thing thanh gidng troc”
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CHUONG 3
KET QUA NGHIEN CUU

3.1. Két qua danh gia doc tinh ban truong dién
3.1.1. Anh hwéng ciia cao khé “Thing thanh giang troc” 1én tinh trang chung
va sir thay déi thé trong ctia chudt cong tring khi ding dai ngay.
3.1.1.1. Tinh trang chung

Chudt cdng tring duogc theo ddi hang ngay vé tinh trang chung gdm hoat dong, dn
ubng, tinh trang 16ng, da, niém mac, chat tiét. Cac chudt ¢ ca 16 chirng va cac 16 dung
mau thir déu hoat dong binh thudng. Chudt 16ng muot, da niém mac binh thudng, an
ubng binh thudng, phan thanh khuon.
3.1.1.2. Sw thay déi cén ning ciia chudt
Bing 3.1. Anh hwéng ciia cao khé “Thing thanh gidng troc” déi véi cin ning (g)

ciia chugt (X+ SD, n = 10 ¢ mai 10)

Thoi diém XN L6 chimg (1) Lotril (2) Lo tri 2 (3) Pgiita céc 16
Céan nang chuot (g)
Trudc thi nghiém (a) | 190,60+6,48 | 191504554 | 192,80+590 |, (5.
Sau 45 ngay (b) 211,90+8,20 | 210,20+13,73 | 213,00+11,52 | p;,>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; pc-v< 0,01 -
Nhéan xét:

- So sanh giita cac 16 trong cing mot thoi diém danh gia, thiy cin ning cua
chuot & cac 16 khong c6 su khac biét (p > 0,05).

- So sanh trong ciing mot 16 giita cac thoi diém danh gia, cn ning chudt ¢ thoi
diém sau cao hon so véi thoi diém trude (p < 0,01).

Nhu vay cao kho “Thing thanh giang troc” voi cac muc liéu va thoi gian sir dung

trong nghién ctru chua gay ra cac thay doi trén su phat trién can ning cta chudt.
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3.1.2. Anh huwéng ciia cao khd “Thiing thanh giang troc” d6i véi mdt so chi tiéu

huyét hoc ctia chudt.

3.1.2.1. Két qud dnh hwong ciia cao khé “Thing thanh gidng troc” Ién sé lirong

hong cdu va ham Iwong huyét sic té

Bing 3.2. Anh hwéng ciia cao khé “Thing thanh gidng troc” 1én so lwong hong

cdu va ham lwong huyét sic to trong mdu chuét (X+ SD, n = 10 ¢ méi 16)

Thoi diém XN Loching(1) | Lotril (2) Lotri2 (3) | Puitaciclo
S6 luwong hong cau chudt (x10%2g/1)
Truée thi nghiém (a) 7,65£0,94 | 7,87£099 | 7,80£056 | p,,>0,05:
Sau 45 ngay (b) 7,95+0,68 7,74+1,02 7,69£0,75 | p3.1>0,05;
Sau 90 ngay (c) 7,80£0,95 7,70£1,15 7,93+0,50 | ps-2>0,05
Ptrong cung 16 Pb-a> 0,05; pc-a> 0,05; pe-b> 0,05 -
Ham luong huyét sic to trong mau chudt (g/dL)

Truge thi nghiém (a) | 145,70+15,94 | 132,00+14,89 | 133,90412,90 | 1, .50 05:
Sau 45 ngay (b) 133,90+12,17 | 129,70+14,31 | 131,79+17,66 | p3.1>0,05;
Sau 90 ngay (c) 133,70+14,31 | 130,70£20,58 | 132,70+12,93 | P3-2> 0,05

Ptrong ciing 16

pb-a> 0,05, pc-a> 0,05, pc-b> 0,05

Nhan xét:

- So sanh céc 16 v6i nhau trong cung mot thoi diém, s6 lugng hong cau va ham

lwong huyét sic t6 trong mau chudt thay doi khong co y nghia théng ké (p> 0,05).

- So sanh trong timg 16 giita cac thoi diém thi nghiém, sé lwong hong cau va ham

luong huyét sic td trong méau chudt thay doi khong c6 y nghia thong ké (p> 0,05).

Nhu viy cao khé “Thing thanh gidng troc” v6i cac murc lidu va thoi gian st

dung trong nghién ctru chua thiy giy ra cac thay ddi trén cac chi tiéu vé sé luong

hong cau va ham luong huyét sac t6 trong mau chuot.
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3.1.2.2. Két qua dnh hwong ciia cao khé “Thing thanh gidng troc” lén

hematocrit va thé tich trung binh héng cdu

Bing 3.3. Anh hwéng ciia cao kho “Thing thanh gidng troc” lén hematocrit va

thé tich trung binh hong cau trong mdu chuét (X+ SD, n = 10 ¢ méi 16)

Thoi diém XN Lochimg(l) | Lotil(2) | Lotwi2(3) | Pecicl
Hematocrit (%)

Truge thi nghiém (a) | 3L63t400 | 3355:375 | 3380308 | | .o oc
Sau 45 ngay (b) 33,54+2,97 34,34+3,72 34,08+3,48 | ps3.1>0,05;
Sau 90 ngay (c) 34124418 | 3333363 | 3434+281 | P2 0.05

Ptrong ciing 16 Pb-a> 0,05; pe-a> 0,05; pe-b> 0,05 -
Thé tich trung binh hong cau (f1)

Truge thi nghiém () | 47914511 | 47082565 | 4730255 | . oo
Sau 45 ngay (b) 45204238 | 47254607 | 4653+2,11 | pa.1>0,05:
Sau 90 ngay (c) 46,16+308 | 48,68+3.97 | 47,10+¢157 | Pe2>0.05

Ptrong ciing 16

pb-a> 0105’ pc-a> 01051 pC-b> 0105

Nhan xét:

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

héng cau trong mau chudt thay d6i khong c6 ¥ nghia thong ké (p> 0,05).

- S0 sanh trong timg 16 gitta cac thoi diém thi nghiém, hematocrit va thé tich trung binh

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

Nhu vy cao khé “Thing thanh gidng troc” v6i cac murc lidu va thoi gian st

dung trong nghién ctru chua thdy gy ra cac thay doi trén cac chi tiéu vé hematocrit

va thé tich trung binh hong ciu trong mau chudt.
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3.1.2.3. Két qua anh hwéng ciia cao khé “ Thing thanh gidng troc” 1én sé lwong

bach cdu va so lwong tiéu cdu trong mdu chuit

Bing 3.4. Anh hwéng ciia cao kho “Thing thanh gidng troc” lén sé liwong bach

cdu va tiéu cau trong mdu chuét (X+ SD, n = 10 ¢ méi 16)

Thoi diém XN L6 chimg (1) Lotri1(2) Lotri2 (3) | Paivacicto
S6 luong bach cau (G/I)

Trudc thi nghiém (a) 6,40+2,19 6,95+1,22 6,24+1,05 p2-1>0,05;
Sau 45 ngay (b) 6,48+1,06 6,28+1,34 6,40+1,29 p3-1>0,05;
Sau 90 ngay (c) 6,91+1,08 6,83+0,18 6,54+1,10 p3-2> 0,05

Ptrong cung 16 Pb-a> 0,05; pe-a> 0,05; pe-b> 0,05 -
S6 luong tiéu cau (G/1)

Trudc thi nghiém (a) | 687,20+171,81 | 762,30+160,17 |720,20+120,39 | p..1>0,05;
Sau 45 ngay (b) 727,20£91,02 | 640,20+141,15 |654,60+138,45 | p3.1>0,05;
Sau 90 ngay (c) 699,30£119,21 | 636,20+137,77 | 635,70+£75,77 | p32> 0,05

Ptrong ciing 16 Po-a> 0,05; pea> 0,05; peb> 0,05 -

Nhan xét:

- So sanh céc 16 véi nhau trong cting mdt thoi diém, s6 Irong bach cau va sb lugng
tiéu cau trong mau chudt thay d6i khong c6 y nghia thong ké (p> 0,05).

- So s&nh trong trng 10 gitta cac thoi diém thi nghiém, sb lugng bach cau va sb
lwong tiéu cau trong mau chudt thay doi khong c6 ¥ nghia thong ké (p> 0,05).

Nhu vy cao khd “Thing thanh gidng troc” v6i cac muirc lidu va thoi gian sir
dung trong nghién ctru chua thiy giy ra cac thay doi trén cac chi tiéu vé sb luong

bach cau va s0 lugng ti€u cau trong mau chudt.
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3.1.3. Panh gia mirc d hiy hoai té bao gan khi dung cao khé “Thing thanh

gidng troc” dai ngay.

Bing 3.5. Anh huéng ciia “Thang thanh gidng troc” doi véi hoat dp AST va ALT
(X+ SD, n = 10 ¢ méi 16)

Thoi diém XN L6 chung (1) Lotril (2) Lotri2 (3) Pgitra céc 16
Hoat d6 AST (UI/l)
Truéc thi nghiém (a) | 102,99+16,43 | 98,30+23,18 | 105,21+15,98 _
p2-1>0,05;
Sau45ngay (b) | 114,58+32,79 | 100,57+23,12 | 110,77+24,26 | ps.1>0,05;
o>
Sau90 ngay (c) | 106,59+17,64 | 92,21+21,26 | 96,55+18,95 | P72 0.05
Ptrong cung 16 Po-a> 0,05; Pc-a> 0,05; Pc-b> 0,05 -
Hoat do ALT (UI/1)
Truéc thi nghiém (a) | 93,71+13,82 | 86,48+26,69 | 94,56+20,96 _
p2-1>0,05;
Sau 45 ngay (b) 02,68+14,95 | 84,44+2192 | 87,24+27,28 | ps.1>0,05;
o>
Sau90 ngay () | 82,05+19.46 | 85,29+2597 | 81,31+16,28 | "°7 0.05
Ptrong ciing 16 pp-a> 0,05; pe-a> 0,05; pcv> 0,05 -

Nhan xét:

- So sanh cac 16 voi nhau trong cing mot thoi diém, hoat do cac enzym AST,

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

- So sanh trong ting 16 gitra cac thoi diém thi nghiém, hoat do cac enzym AST,

ALTtrong méau cta chudt thay doi khong ¢ ¥ nghia théng ké (p> 0,05).

Nhu viy cao khé “Thing thanh gidng troc” v6i cac murc lidu va thoi gian st

dung trong nghién ctiru khong 1am thay doi hoat do cac enzym AST, ALT c6 y nghia

thong ké, va khong gay ra hiiy hoai té bao gan trén chudt nghién ctru.
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3.1.4. Panh gia anh hwéong Ién chirec nang gan khi dung cao kho “Thing thanh
gidng troc” dai ngay.
Bing 3.6. Anh hwéng ciia “Thang thanh gidng troc” lén chi so albumin va

cholesterol toan phan mdu chugt (X+ SD, n = 10 ¢ méi 16)

Thoi diém XN Loching(l) | Lotril (2) | Lotri2 (3) Pgiita céc 16
Albumin huyét trong (g/1)

Trudc thi nghiém (a) | 2140#1,30 | 2158+1,52 | 21,92+1,78 | p;1>0,05;
Sau 45 ngay (b) 2072+1,99 | 21,82+2,14 | 2112+2,18 | p31>0,05;
Sau 90 ngay (c) 22424257 | 2206+2,00 | 22604258 | ps2>0,05

Ptrong cung 16 Po-a> 0,05; pe-a> 0,05; pe-b> 0,05 -
Cholesterol toan phan (mmol/1)

Trudc thi nghiém (a) 2,20%0,27 2,18+0,3 | 2,100,28 | p,,>0,05:
Sau 45 ngay (b) 2,12#0,29 | 2,07x0,21 | 2,0240,19 | ps.1>0,05;
Sau 90 ngay (c) 1,95+0,32 | 2,15+0,31 1,9+0,33 p32> 0,05

Ptrong cing 16 Pb-> 0,05; pe-a> 0,05; pe-b> 0,05 -

Nhan xét:

- So sanh céc 16 vdi nhau trong cung mdt thoi di€m, cac chi s6 albumin va

cholesterol toan phan mau chudt thay d6i khong cé ¥ nghia thong ké (p> 0,05).

- So sanh trong timg 16 giita cac thoi diém thi nghiém, cac chi sb albumin va

cholesterol toan phan mau chudt thay d6i khong c6 ¥ nghia théng ké (p=>0,05).

Nhu vy cao khd “Thang thanh gidng troc” vdi cac muc lieu va thoi gian sur

dung trong nghién ctru khong 1am thay doi cac chi s albumin va cholesterol toan

phan trong mau chudt nghién ctru.
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3.1.5. Panh gia anh hwéng 1€n chirc nang than khi dung cao khé “Thing thanh
gidng troc” dai ngay.
Bing 3.7. Anh hwéng ciia cao khé “Thing thanh gidng troc” Ién ham lwong

creatinin mdu chuét (X+ SD, n = 10 ¢ méi 16)

Thoi diém XN L6 chimg (1) Lotri 1 (2) Lo tri 2 (3) Pgitta cac 16
Creatinin (umol/l)
Trudc thi nghiém (a) 79,19+8,93 79,64+7,99 | 78,08%592 | p,.1>0,05;
Sau 45 ngay (b) 71,47+9,36 76,16£9,85 | 74,74%6,74 | ps31>0,05;
Sau 90 ngay (c) 7251+11,52 | 73,19+11,11 | 70,65+12,08 | ps2>0,05
Ptrong cung 16 Po-a> 0,05; pe-a> 0,05; pe-b> 0,05 -

Nhéan xét:

- So sanh cac 16 v6i nhau trong cung mot thoi diém, nong dd creatinin mau

chudt thay d6i khong ¢ y nghia thong ké (p> 0,05).

- S0 sanh trong tirng 16 gitta cac thoi diém thi nghiém, ndng do creatinin mau

chudt thay d6i khong ¢ ¥ nghia thong ké (p> 0,05).

Nhu vay cao kho “Thang thanh giang troc” véi cdc muc li€u va thoi gian s dung

trong nghién ctru khong lam thay d6i ndng do creatinin trong mau chudt nghién ctru.
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3.1.6. Két qua dai thé va mo bénh hoc gan, than cia chut thi nghiém

3.1.6.1. Hinh d@nh dai thé gan, thgn chugt nghién csu.

'mmrn'pm;'w:'"- Wi "“I"l""";"'“f—”" "'“'v“i!!ll]‘.!H]'”ﬂ'”llr!n‘!‘l

C
’I!H]‘.!H"'H'HH‘! i 'HH]UH'HH]!‘H‘!‘ﬂ"'”"z‘
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Hinh 3.1. Hinh dnh dai thé gan, thin chuét dai dién cho cdc 16 chuét nghién ciru
dpc tinh bdn trwong dién ciia cao kho “Thing thanh gidng troc”.
A. Lo chirng (chudt 6); B. Lo tri 1 (chugt 15); C. Lo tri 2 (chudt 24).

Nhan xét anh:

Hinh anh dai thé cac tang gan, than cua chudt ¢ cac 10 tri 1 (anh 3.1B), 16 tri 2
(4nh 3.1C), 1a cac 16 cho udng cao kho “Thiang thanh gidng troc”, c6 mau nau do
thAm dong déu, bé miat nhin, khéng c6 u cuc hodc xuit huyét, c6 dan hoi khi an
xudng, khong khac biét so voi hinh anh gan, lach, than cua chudt ¢ 16 ching (anh
3.1A).
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3.6.1.2. Hinh dnh vi thé gan, thin chudt nghién ciru.

Céc ti€u ban mo6 bénh hoc doc tai khoa hinh thai giai phau bénh, bénh vién 103. Két
qua nghién ctru v& mé bénh hoc gan, lach, than chudt cho thiy cao khé  Thang thanh gidng
troc” ding dudng udng véi lidu 0,735g/kg/24h va lidu 2,205g/kg/24h lién tuc trong 90 ngay,
khong gay ton thuong trén gan, than cua 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 anh vi thé gan chugt nhuém HE, (x 400) dai dién cho cdc 16 chugt

nghién civu djc tinh bdn trwong dién ciia cao khé “Thing thanh gidng troc”.
A. L6 chung (chuot 3); B. Lo tri 1 (chudt 12); C. Lo tri 2 (chugt 27).
Nhéan xét anh:

Hinh anh vi thé gan dudi kinh hién vi v&i do khuéch dai 400 lan ciia chudt & 16
trj 1 (anh 3.2B) va 16 tri 2 (anh 3.2C), 1a cac 16 cho udng cao khé “Thing thanh
giang troc”, khong khéc biét so véi hinh anh vi thé gan chudt & 16 chimg (anh 3.2A).
Trén hinh anh céc té bao gan sip xép thanh dai, thanh bé, giita chiing co xoang
mach. Hinh 4nh nhu mé gan binh thudng, céc té bao gan khong bi thoai hoa, khong

c6 xuat huyét, hoai ti.
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Hinh 3.3. Hinh inh vi thé thin chudt nhugm HE, (x 40

0) dai dién cho cdc I6 chugt
nghién ciru dpc tinh bdan trwong dién ciia cao khé “Thang thanh gidng troc”.
Lo chung (chuot 6); B. Lo tri 1 (chuot 11); C. Lo tri 2 (chuot 25).

Nhéan xét anh:

Hinh anh vi thé than dudi kinh hién vi véi 4§ khuéch dai 400 1an cta chudt &
16 tril (anh 3.4B) va 16 tri 2 (anh 3.4C), 13 cic 16 cho udng cao kho “Thing thanh
giang troc”, khong khic biét so véi hinh anh vi thé than chudt ¢ 16 chung (anh
3.4A). Nhu mo6 than binh thudong. Vo than céd cac cau than, cac 6ng than va cac

mach mau gitta cac ong than. Céc té bao bi¢u mé ong than khong bi thoai hoa.
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3.2. Két qua nghién ciru tac dungciia cao khd “ thiing thanh giing troc” gy
bénh thin man tinh biang adenin
3.2.1. Két qua danh gia tinh trang chung va can ning caa chugt

Két qua danh gia tinh trang chung cho thy chudt & cac 16 gay bénh co biéu
hién xu 16ng, 16ng sam mau hon, hoat doéng va an udng giam so voi 16 chang, voi
biéu hién ngay cang rd rét hon theo thoi gian. Tinh trang chung cua chudt & cac 16
dung TTGT c6 cai thién tot hon (it xu 16ng hon, hoat dong va an uéng tét hon) so voi
16 md hinh.
Bing 3.8. Anh hwéng ciia cao kho “Thing thanh gidng troc” Ién cén ning chugt

(X+ SD, n = 10 ¢ méi 10)

L6 Céan nang chuot (g)
~ahien cqy | TrudC gdy | Trude uéng Sauuéng thuéc | Po-a Pea | Peb
g bénh (@) | thuéc (b) | 28ngay (c)
A L 19,65 22,18 23,86
Lo chung(l) +1.86 +2.09 £263 <0,05 |<0,01 |<0,05
AL 19,98 19,63 19,37
Mo hinh(2) £201 +1.89 +1.96 >0,05 |>0,05 |>0,05
19,31 19,40 21,98
TTGT-1(3) £172 £101 £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 - - -
P34-1 > 0,05 <0,01 <0,05 - - -
P34-2 > 0,05 > 0,05 <0,01 - - -
Pa3 > 0,05 > 0,05 > 0,05 - - -

Nhan xét:

- Tai thoi diém trudc gay bénh: Can nang chudt o cac 16 Ia nhu nhau (p > 0,05).

- Tai thoi diémtrudc ubng thudc: Can niang chudt & cac 16 2,3,4 (la nhing 16
gay bénh than) khong ting, trong khi o 16 chirng chudt ting can. Két qua can ning
chuot & cac 16 gay bénh than giam co y nghia thong ké so veéi 16 chang (p < 0,01).

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

mo hinh, can ning chudt o cac 16 dung thude cao hon co y nghia thong ké (p < 0,01).




3.2.2. Két qua danh gia ure, creatinin mau chudt

3.2.1.1. Két qud ddanh gid anh hwéng cao kho 1&n nong dé ure huyét thanh

Bing 3.9. Anh hwéng ciia cao khé “Thing thanh gidng troc” lén nong dé ure

huyét thanh ciia chugt(X+ SD, n = 10 ¢ méi 16)

Nong d6 ure huyét thanh (mmol/I)
L6 nghién ciu | Trudc gdy | Trudc udbng | Sauudngthudc |  poa Pe-a Pcb
bénh (a) thudc (b) 28 ngay (c)

Lo chang (1) 7,72 +0,92 7,69+ 0,86 8,01+£095 |>0,05 |>0,05|>0,05
M@ hinh (2) 768+095 | 2493+298 | 3357+3,82 |<0,01 [<0,01 [<0,001
TTGT-1(3) 748+0,79 | 2436+3,04 | 1529+249 |<0,01 |<0,01 |<0,05
TTGT-2 (4) 792+0,86 | 25,12+2,79 11,85+2,05 [<0,01 | <0,01 | <0,05
P21 > 0,05 <0,01 <0,001 - - -

P34-1 > 0,05 <0,01 <0,01 - - -

P34-2 > 0,05 > 0,05 <0,01 - - -

Pa-3 > 0,05 > 0,05 <0,05 - - -

Nhan xét:

- Tai thoi diém truoc gay bénh: Nong do ure huyét thanh cua chudtd cac 16 la
nhu nhau (p > 0,05).
- Tai thoi diémtrudc udng thube: nong do ure huyét thanh cua chudto cac 16 2,3,4

(la nhirng 16 gay bénh than) tang (p < 0,01 so voi trudc gay bénh cung nhu so voi o 16
chirng). So sanh gitra & cac 16 gy bénh, ndng d6 ure huyét thanh cua chudt khac biét
khéng co y nghia thong ké (p > 0,05).

- Tai thoi diém sau 28 ngay ubng thudc:

+ Nong do ure huyét thanh cua chudt & 16 chirng khong ting so voi cac thoi diém
trude (p > 0,05).

+ Nong d6 ure huyét thanh ctia 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 chirng voi p < 0,001.

+ S0 Voi 16 md hinh, ndng d6 ure huyét thanh ctia chudt & cac 16 ubng thudc giam
co6 ¥ nghia théng k& voi p < 0,01. Nong do ure huyét thanh ciia chudt & 16 TTGT-
2giam co y nghia thong ké so voi 016 TTGT-1 (p < 0,05).
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3.2.1.2. Két qud ddanh gid dnh hwéng cao kho 1én nong dé creatinin huyét thanh

Bing 3.10. Anh hwéng ciia cao khé “Thing thanh giing troc” lén néng dé

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

Nong do creatinin huyét thanh (umol/1)

_lA_O Trudc gady | Trudc uong | Sauuong thuoc | Po-a Pc-a Pc-b
nghién ciu bénh (a) thuéc (b) 28 ngay (c)
L6 chang (1) | 36,29 +3,74 | 36,71 +391 | 37,02+4,11 | >0,05 | >0,05 | >0,05
M0 hinh (2) 35,97 £ 3,53 | 88,95+9,23 108,26 + 12,84 | <0,01 | <0,01 | <0,001
TTGT-1(3) 36,99 +4,02 | 90,12+£9,56 | 6156+793 | <0,01 | <0,01 | <0,05
TTGT-2 (4) 35,41 +£3,61| 89,28+£9,19 | 54,21+6,57 | <0,01 | <0,01 | <0,05
P21 > 0,05 <0,01 < 0,001 - - -
P34-1 > 0,05 <0,01 <0,01 - - -
P34-2 > 0,05 > 0,05 <0,01 - - -
Pas-3 > 0,05 > 0,05 <0,05 - - -

Nhan xét:

- Tai thoi diém trude gay bénh: Nong do creatinin huyét thanh cua chudtd cac
16 1a nhu nhau (p > 0,05).
- Tai thoi diémtrudc udng thudc: Nong do creatinin huyét thanh ciia chudtd cac 16

2,3,4 (la nhtrng 16 gay bénh than) tang (p < 0,01 so voi trudc gay bénh cting nhu so voi &

16 ching). So sanh gitra & cac 16 gay bénh, nong do creatinin huyét thanh ctia chudt khac
biét khong co y nghia thong ké (p > 0,05).
- Tai thoi diém sau 28 ngay uéng thudc:

+ Nong d6 creatinin huyét thanh cua chudt & 16 chirng khong ting so voi cac thoi
diém trudce (p > 0,05).
+ Nong do creatinin huyét thanh ctia chudt & 16 md hinh ting cao so voi cac thoi

diém truoc (p < 0,01 va p < 0,001), va ting cao so voi o 16 chirng voi p < 0,001.

+ S0 voi 16 mo hinh, ndng do creatinin huyét thanh cua chudt o cac 16 udng thudc

giam co y nghia théng ké voi p < 0,01. Nong d6 creatinin huyét thanh ciia chudt o 16
TTGT-2giam co y nghia théng ké so vai o 16 TTGT-1 (p < 0,05).
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3.2.3. Két qua danh gia mot sé chi sé huyét hec cia chudt
Bing 3.11. Anh hwéng ciia cao khé “Thing thanh gidng troc” 18n mét sé chi sé

huyét hec cua chugt (X+ SD, n = 10 ¢ mdi 16)

Lo S6 lugng hong cau | Ham lwong huyét saic | Hematocrit mau
nghién cuu mau chuot(T/I) t6 mau chudt(g/l) chuot(%)
L6 ching (1) 9,86 + 1,05 154,92 + 16,81 41,79 +5,08
MO 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

P2.1 < 0,001 < 0,001 > 0,05

P34-1 <0,01 <0,01 > 0,05

P34-2 <0,01 <0,01 > 0,05

P43 < 0,05 < 0,05 > 0,05
Nhan xét:

- So véi 16 chitng, s6 lwong hong cau mau chudt va ham leong huyét sac to
mau chudt & 16 mo hinh giam ¢6 y nghia théng ké véi p < 0,001.

- S0 voi 16 m6 hinh, s6 lwong hong cau mau chudt va ham luong huyét sac t6
mau chudt o cac 16 dung cao khd “Thang thanh giang troc”tang, khac biét co y nghia
thong ké voi p <0,01.

- S6 lugng hong cau mau chudt va ham luong huyét sac tb mau chudt o I0TTGT-
2 (16 dung cao kho licu cao) 16n hon c6 y nghia théng ké (p < 0,05) so vai ¢ 16
TTGT-1 (16 dung cao kho liéu thap)

- Hematocrit mau chudt o cac 16 khac biét chua co y nghia thong ké (p > 0,05).
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3.2.4. Két qua danh gia mot s6 chi sé nwéc tiéu caa chudt
3.2.4.1. Két qud ddnh gid dnh hwong ciia cao khé “Thing thanh gidng troc” lén
s6 lwong nwéc tiéu 24h cia chugt

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

tiéu 24h ciia chugt (X+ SD, n = 10 ¢ mdi 16)

S6 lugng nudc tiéu 24h (ml/24h)
L0 nghién . ; 2
) Truoc gay Truoc uong  |Sauuong thuoc |  Pov-a Pc-a Pe-b
e bénh (a) thuée (b) 28 ngay (c)
L6 chang (1) | 0,833+0,112 | 0,854 £0,096 |0,849+0,142 | >0,05 | >0,05 | >0,05
M6 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
P21 > 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: S6 lwong nude tiéu 24h cia chudtd cac 16 la
nhu nhau (p > 0,05).

- Tai thoi diémtrudc udng thudc: S6 lwong mrdc tiéu 24h cua chudtd cac 16
2,3,4 tang (p < 0,01 so voi trudc gay bénh cing nhu so voi o 16 chirng). So sanh
gitta ¢ cac 16 gy bénh, sb lwong nuée tiéu 24h cua chudt khac biét khong co y
nghia thong ké (p > 0,05).

- Tai thoi diém sau 28 ngay ubng thudc:

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

+ Sb Iugng nudc tiéu 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 voi o 16 ching voi p < 0,001.

+ S0 voi 16 md hinh, sb lugng nudc tiéu 24h ciia chudt o cac 16 udng thudc giam
c6 ¥ nghia thong ké voi p < 0,01. S6 lwong nudc tiéu 24h cua chudt o 16 TTGT-2giam
co y nghia thong ké so voi o 16 TTGT-1 (p < 0,05).
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3.2.4.2. Két qud ddnh gid anh hwong ciia cao khé “Thing thanh gidng troc” lén

protein nié¢u 24h cua chugt

Bing 3.13. Anh hwéng ciia cao khé “Thing thanh gidng troc” 18n protein niéu
24h ciia chuét (X+ SD, n = 10 ¢ méi 16)

Protein niéu 24h cua chuot (ug/24h)

L0 nghién . ; ;
) Trudc gy |Trudc uong | Sau uong thuoc | po-a Pe-a Pe-b
e bénh (a) | thudc (b) 28 ngay (c)
L6 chang (1) | 1,38+0,09 |1,25+0,12 | 1,23+0,16 >0,05| >0,05 | >0,05
M@ 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 - - -
P34-2 > 0,05 > 0,05 <0,01 - - -
Ps3 > 0,05 > 0,05 <0,05 - - -

Nhan xét:

- Tai thoi diém trudc gay bénh: Protein niéu 24h cta chudtd cac 16 1a nhu nhau

(p > 0,05).

- Tai thoi diémtrudc ubng thude: Protein nidu 24h ctia chudto cac 16 2,3,4 ting (p <

0,05 so0 voi tredc gay bénh cing nhur so voi o 16 chirng). So sanh gitra ¢ cac 16 gay bénh,

protein ni¢u 24h ctia chudt khac biét khdng co y nghia théng ké (p > 0,05).

- Tai thoi diém sau 28 ngay uéng thudc:

+ Protein niéu 24h ctia chudt o 16 chirng khong ting so voi cac thoi diém truoc (p > 0,05).

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

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

+ S0 vai 16 mo hinh, protein niéu 24h cua chudt o cac 16 ubng thudc giam co ¥

nghia théng ké voi p < 0,01. Protein niéu 24h cua chudt o 16 TTGT-2giam co y nghia
thong ké so voi & 16 TTGT-1 (p < 0,05).




3.2.5. Két qua danh gia cAn niing va vi thé than chudt

3.2.5.1. Két qud ddnh gid dnh hwong ciia cao khé “Thing thanh gidng troc” lén

can ngng than chugt gay bénh th@n man bang adenin

Bing 3.14. Anh hwéng ciia cao khé “Thing thanh gidng troc” 1&n can ngng than
chuét (X+ SD, n = 10 ¢ méi 10)

Can nang than chudt | % tang so vai 10 | % giam so vai 16
L0 nghién cuu

(9/kg chuot) chung mo hinh
L6 chirng (1) 9,146 + 0,565 - -
M6 hinh (2) 11,985+0,846 31,041 %
TTGT-1(3) 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 - -

Nhéan xét:

- So voi 16 chirng, can nang than chudt o 16 mo hinh tang 31,041%, c6 y nghia

théng ké vai p < 0,01.

- S0 voi 16 md hinh, can ning than chudt o cac 16 TTGT-1, TTGT-2 giam lan luot

la 11,106% va 13,959%, khac biét co y nghia thdng ké voi p < 0,05.

+Sosanh gira 1 16 TTGT-1 va TTGT-2, can nang than chuoto 2 16 nay khong co

su khac biét (p > 0,05).
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3.2.4.2. Hinh dnh vi thé thdn chuét gay bénh th@n man bang adenin

Hinh 3.4. Hinh @nh vi thé thin chuét ¢ cdc 16 nghién ciru (HE x 200).
A. L6 ching (chugt 6); B. L6 md hinh (chugt 15);
C. L6 TTGT-1 (chugt 27); E. L6 TTGT-2 (chuét 35).
Mii tén den: tru niéu; Miii tén do: phi dai cau thdn;
Mdi tén xanh: gian long ong than; Mdi tén nau: gian md ké;
Nhan xét:
- Hinh anh mé bénh hoc cua than chugt o 16 ching (anh A) cho thay nhu mé
than binh thudng, vo than voi cau tric cau than, dng than va mo ké binh thuong.
- Hinh anh md bénh hoc than chuot ¢ 16 moé hinh (anh B) cho thay gian mo
ké, phi dai cau than, gian long 6ng than, co try niéu (mii tén den).
- Hinh anh m& bénh hoc than chuét ¢ cac 16 TTGT-1 (anh C), 16 TTGT-2

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

Bénh than manla mot van dé y té toan cau vdi ty 1& tir vong ting nhanh. Nam
2016, CKD xép thtr 13 trong cac nguyén nhan giy tir vong toan cau va du béo s&
xép thtr 5 vao nam 2040. Do tién trién am tham, CKD thuong duoc chan doan mudn,
di kém nhiéu bién ching nghiém trong [2],[3],[4].Piéu tri CKD hién nay két hop
thay d6i ché d6 an, 16i sdng va sir dung thude theo tirng giai doan bénh. Ddng thoi,
Y hoc ¢ truyénduc_rc chirng minh c6 hiéu qua trong viéc hd trg chitc ning than va
giam bién ching khi phdi hop véi Y hoc hién dai. Nghién ctru ndy cai tién bai thude
“Thang thanh gidng troc” tir dang thudc sac sang cao kho, nham ting tién loi va kha
ning Gng dung. Két qua danh gia doc tinh ban trudng dién va hiéu qua diéu tri
khong chi khéng dinh tinh an toan ma con mo ra huéng hién dai héa YHCT, ho tro
diéu trj toan dién cho bénh nhan CKD.
4.1.Ban luin vé doc tinh ban trwong dién ciia cao khd “Thing thanh giang troc”
trén dong vat thuc nghiém

Nghién ciru doc tinh 1a mot budc rat quan trong trong nghién ctru phat trién
thubc. Thubc mudn duoc st dung ngoai hiéu lyc thi can phai an toan. Xét vé tong
thé thi an toan con quan trong hon hiéu lec, vi mot thuéc 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 cia Bo Y té Viét Nam, ngoai trir cac bai thubc c6 phuong duoc
chiét xuat theo phuong phap truyén théng, tat ca cac thudc cé ngudn goc tir duoc
liu phai danh gia doc tinh cap va ban truong dién trén dong vat trudc khi dua vao
tha nghiém trén nguoi. Ngoai ra, tuy ting loai thuc 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 cau nay, ching toi chi tién hanh danh gia doc tinh ban truong dién cua ché
pham cao kho “Thing thanh gidng troc” trén dong vat thyc nghiém.Nghién ciru doc
tinh ban truong dién la nghién cau duoc thuc hién bang cach cho dong vat thi
nghiém udng thudc thir hang ngay lién tuc trong mot thoi gian nhat dinh.Trong
nghién ctru nay chung toi lya chon doi tuong nghién ciru la chudt cong trang, do

loai nay dé nuoi va cac chi s6 nghién ctru ciing tuong d6i on dinh.
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Ché pham cao khd “Thing thanh giang troc” dua trén bai thudc “Thing
thanh giang troc thang”, do cai dang st dung bai thudc tir dang thang sang cao khd
Vi vay viéc nghién ctru doc tinh ban truong dién la hoan toan can thiét va la yéu cau
bat budoc dé dam bao van dé y dac trong nghién ciru. Theo quy dinh, thoi gian
nghién ciru doc tinh ban truong dién téi thiéu phai gap bon lan thoi gian du kién sir
dung thudc trén 1am sang. Viéc kéo dai thoi gian nghién ciru doc tinh ban trudng
din so véi thoi gian str dung thude trén 1am sang gop phan nang cao tinh chit ché
va khoa hoc trong nghién curu [64].

Trong nghién ctru cua ching toi, thoi gian du kién sir dung thudc trén 1am sang
1a 21 ngay. Pé dam bao yéu cau vé thoi gian va tinh khoa hoc, ching toi da tién hanh
thir nghiém doc tinh ban trudng dién trén chudt cong tring trong vong 90 ngay. Két
qua nay cho thay nghién ctru da dap ung day du cac tiéu chuan quy dinh vé thoi gian va
phuong phap khoa hoc. Theo WHO, tinh trang chung, trong hiong co thé va cac chi s6
huyét hoc la nhirng xét nghiém bat budc khi danh gia doc tinh cua thude thir. Néu thube
co doc tinh s& anh huong dén tinh trang toan than, hinh thai va mot sé co quan trong co
thé nhu co quan tao mau va chirc nang gan, than [44],[45].

4.1.1. Tinh trang chung va su thay déi thé trong ciia chugt cong

Tinh trang chung va can ndng cua dong vat thuc nghi¢m la cac chi sb nghién
clru quan trong can dugc theo ddi chit ché trude khi bat ddu va dinh ky trong sudt
quéa trinh nghién ctru doc tinh ban trudng dién [64].

Cao kho “ Thang thanh giang troc” khong gay ra cac biéu hién bat thuong vé
tinh trang chung ciia chudt thi nghiém trong sudt thoi gian theo ddi. Chudt & ca 16
chtng va cac 16 dung thudc déu duy tri hoat dong binh thudng, dn udng tét, 1ong
muot, da va niém mac khong c6 ton thwong, phan thanh khuon. Dy 1a cac chi sb
quan trong phan anh tinh trang strc khoe tong thé 6n dinh va khong bi anh hudng
tiéu cuc boi thude. Két qua khong ghi nhan bat ky thay doi nao vé da, niém mac
hodc chét tiét, cho thdy cao kho “ Thing thanh giang troc” khong gayphan (g viém
tai chd. Déng thoi, khong co dAu hiéu stress hodc r6i loan hanh vi, diéu nay ching
t6 thudc khong c6 tic dong tiéu cuc lén hé than kinh hodc trang thai tam 1y cua

dong vat thi nghi¢m.
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Vé can ning, khong c6 su khac biét co y nghia thong ké giita cac 16 trong
cung mot thoi diém danh gia (p > 0,05), cho thay cao kho khong anh huéng dén su
phat trién tu nhién cua chudt. Trong khi d6, can ning cua chudt ting 1én theo thoi
gian trong cung moét 16 (p < 0,01), phan anh qua trinh tang trudng sinh 1y binh
thudng. Su 6n dinh nay loai trir kha ning cao kho "Thing thanh giang troc" gy ra
cac tac dung phu nhu suy dinh dudng, giam hép thu, hodc anh huéng dén hé chuyén
héa va ndi tiét ctia chudt.

Nhu vdy, khi dung cao kho “Thing thanh giang troc” & lidu twong dwong liéu
diéu tri trén ngudi va liéu cao trong thoi gian 45 ngay va 90 ngay déu khdng anh
huong 1én tinh trang chung va thé trong cia chudt.

4.1.2. Anh hwéng cia cao khé “Thing thanh giang troc” 1én hé théng tao mau

Mau 1a mét td chirc sinh hoc quan trong, dong vai tro thiét yéu trong viéc két
nbi va tuong tic véi cac co quan va hé thong trong co thé. Vé mit bénh 1y, mau
chiu anh hudng cua tat ca cac t6 chirc d6 nhung dong thoi ciing bi anh huong va
phan 4nh tinh trang riéng ciia co quan tao mau. Cac tac dong cua thude 1én co quan
tao mau c6 thé din dén su thay doi trong thanh phan mau, dic biét thudng biéu hién
thong qua su gidm sd lugng bach cau[65]. Viéc danh gia duoc cang nhiéu thong sd
clia mau trong thir nghiém doc tinh ctia thude cang c6 kha ning danh gia chinh xac
vé doc tinh trén co quan tao mau. Vi vy trong nghién ctru nay chung t6i tién hanh
dinh luong cac thanh phan ctia mau gdm s6 lugng hong cau, ham luong huyét sic t6,
hematocrit, thé tich trung binh h@)ng cau, sd luong bach cau va sd lugong tiéu cau.

Trong nghién ciru, hong cau, bach ciu va tiéu ciu déu 1a cac thanh phan mau
duoc san xudt tir té bao gdc tao mau tai tuy xwong. Mbi loai té bao mau ¢ qua trinh
hinh thanh va chirc nang ri€éng bi¢t, dong vai trd quan trong trong cac hoat dong
sinh 1y ctia co thé. Sé lwong hong ciu phan anh tong thé sd luong té bao hong cau
trong mau, trong d6 huyét sic to dam nhiém chirc ning van chuyén oxy tir phoi dén
cac mo va loai bd CO,. Pinh lugng huyét sic t6 cung cip thong tin vé kha ning
hoat dong cua hong cau, trong khi hematocrit biéu thi ty 1& gitra thé tich khéi hong
cau va thé tich mau toan phan, con thé tich trung binh hong cau giup danh gia kich

thudc hong ciu va phat hién tinh trang thiéu mau. S6 lwong bach cau 1a chi s6 phan
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anh mot phan kha ning bao vé co thé, bao gdbm dap rng mién dich va chirc ning tao
mau. Tiéu cau, mot thanh phan quan trong trong qua trinh déng mau va cam mau,
duoc san xuat tir tiy xuwong, va viée dinh luong tiéu cau giup danh gid tinh trang
dong mau cling nhu tac dong cia cac tac nhan nghién ctru 1én hé tao mau [10],[66].
Céc chi sb trén 14 co s quan trong dé danh gia toan dién tinh trang sinh 1y va céc
anh hudng tiém tang ctia thude hodc chit thir 1én co quan tao méu.

Két qua cho thay sb luong hdng cau trong mau chudt khong thay doi co y
nghia théng ké khi so sanh giita cac 16 & ciing mot thoi diém (p > 0,05). Diéu nay
cho thay cao kho khong giy anh huong bat lgi dén sé lugng hong cau, bat ké licu
lwong hodc thoi gian st dung.Bén canh d6, khi so sanh trong tirng 16 gitra cac thoi
diém thi nghiém, sé lugng hong cau ciing khong thay doi cé y nghia théng ké (p >
0,05). Piéu nay cho thay thuéc khong anh huéng dén su san sinh hay tiéu hity hong
cau trong sudt thoi gian nghién ciru. Sy on dinh cia s6 lwong hong cau 1a mot dau
hiéu tich cyc, chirng minh rang cao khd khdng gay ra cic tinh trang thiéu mau hodc
tan mau, va khong 1am réi loan chirc ning tao mau trong tiy xuong.

Ham luong huyét sic t6 trong mau chudt ciing khong c6 sy thay ddi dang ké
khi so sanh gifta cac 16 trong ciing mot thoi diém (p > 0,05). Diéu nay cho thiy rang
thuéc khong anh huong dén kha ning van chuyén oxy ciia mau.Khi so sanh trong
tirng 16 giita cac thoi diém nghién ctru, ham luong huyét sic t6 ciing khong thay doi
c¢6 y nghia thong ké (p > 0,05). Sy 6n dinh nay cho thiy rang cao kho khong giy ra
cac tac dong tidu cuc dén qua trinh tong hop hodc pha huy huyét sic to, dong thoi
dam bao chirc ning cung cip oxy cho md va co quan khong bi suy giam.

Hematocrit dai dién cho ty 18 phan tram thé tich hong cau trong tong thé tich
mau, phan anh kha ning vin chuyén oxy cua hé tuin hoan. Két qua nghién ctru
khong ghi nhan su khac biét ¢6 ¥ nghia théng ké giira cac 16 chudt tai cing mot thoi
diém (p > 0,05) hodc giira cac thoi diém trong ciing mét 16 (p > 0,05).Su 6n dinh
ctia chi s6 HCT chung to ring cao kho khong giy anh huong dén ty 16 hong cau
trong mau, khong lam thay d6i trang thai can bing giita viéc san sinh va tiéu huy
hdng cau. Piéu nay cho thiy thudc khong gy rdi loan chirc ning tao mau hodc ting

nguy co mat mau, ddm bdo tinh an toan doi v&i hé tuan hoan khi sir dung lau dai.
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Thé tich trung binh hdng ciu 1a chi sb phan anh kich thudc trung binh cia
hong cau va 1a co s¢ dé danh gia cac loai thiéu mau nhu thiéu mau hong cau nho
hay thiéu mau hong cau to [67].Két qua nghién ctru cho thay khong c6 su thay doi
¢ y nghia thong ké vé MCV giita cac 16 trong ciing mot thoi diém (p > 0,05) ciing
nhu giita cac thoi diém trong cing mdt 16 (p > 0,05). Piéu nay cho thiy cao kho
khong giy ra cac bién ddi vé kich thuéc hong ciu, loai trir nguy co gay rdi loan vé
dinh dudng hodc bénh 1y lién quan dén chirc ning mau.

Bach cau 1a céc té bao tham gia vao phan ing mién dich cia co thé va co vai
trd quan trong trong viéc bao vé co thé chdng lai cac tac nhan gay bénh. Tuy nhién,
trong nghién ctru ndy, s lugng bach cau trong mau chudt khong cé sy thay doi c y
nghia thong ké. Cu thé, so sanh giita cac 10 tai cac thoi diém khac nhau ciing khong
ghi nhan sy thay d6i dang ké (p > 0,05). Piéu nay cho thiy rang viéc st dung cao
kho trong cac liéu lwong va thoi gian thi nghiém khong gay ra tac dong tiéu cuc dén
su san sinh hodc tiéu hity bach cau, ciing nhu khong 1am thay d6i kha nang dap ang
mién dich cua co thé chudt. Diéu nay cung cd thém luan diém vé tinh an toan cua
cao kho nay ddi voi hé mién dich trong thi nghiém ban truong dién.

Tiéu cau dong vai trd quan trong trong qua trinh déng mau, giup nging chay
méu khi ¢6 ton thwong & mach mau. Trong nghién ctru ndy, sd lugng tiéu cau khong
thay dbi co ¥ nghia thdng ké khi so sanh giita cac 16 thi nghiém tai ciing mot thoi diém
va giita cac thoi diém trong timg 16 chudt (p > 0,05). Su on dinh ctia s6 lrong tiéu cau
trong méau chudt cho thiy rang cao kho “Thing thanh giang troc” khong gy tac dong
dén qua trinh sinh san hodc chirc ning cua tiéu cau. Piéu nay dong nghia véi viée cao
kho “Thing thanh giang troc” khong 1am rdi loan qua trinh dong mau hodc lam ting
nguy co chay mau, mot yéu té quan trong trong danh gia doc tinh.

Két qua nay hoan toan twong ddng véi két qua nghién cru Vi Hoang Long
va cong su (2011)danh gia doc tinh ban truong dién cia bai thudc “ Thang thanh
giang troc” sir dung dudi dang thudc thang khong c6 doc tinh 1én céc chi s6 cua co

quan tao mau [31].
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4.1.3. Anh hwéng cia cao khd “Thing thanh giang troc” dén chirc ning va
hinh thai cia gan
4.1.3.1. Anh huwéng ciia cao khé “Thang thanh gidng troc” dén chivc ning gan
Gan la mdt co quan 16n trong co thé, chiém khoang 2% tong trong luong co
thé, dam nhiém ddng thoi chitc niang ngoai tiét va noi tiét. Pay 1a noi du trir nhiéu
chat quan trong, dong thdi dong vai trd trung tdm trong cac qué trinh chuyén héa co
ban cua co thé. Vi vai trd thiét yéu ddi véi su sdng, gan dugc xem 1a mot co quan
c6 tinh chat quyét dinh di v6i su duy tri va diéu hoa cac hoat dong sinh ly. Cac
chtrc nang nay dugc thuc hién nhd 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 réi loan chirc ning gan. Do
do6, viée danh gia doc tinh cua thude théng qua nghién ciru tac dong cua chiing doi
VvGi gan 1a mot budc quan trong trong qua trinh phat trién va st dung thudc an toan
[65]. Bé danh gia mirc d6 ton thuong té bao gan, ndng do cac enzym c6 nguon goc
tir gan trong huyét thanh thuong duoc dinh luong. Su gia ting ndng do cua cac
enzym nay thuong phan anh mie do doc tinh cua thude, do qué trinh pha hay té bao
gan. Alanine aminotransferase (ALT) hau nhu hién dién trong té bao chat, ciing
duoc tim thiy & nhiéu co quan, nhung chu yéu 13 tai gan, chu yéu khu trd trong bao
turong cua té bao nhu md gan[66]. Khi xay ra ton thuong hodc thay doi tinh thim
mang té bao gan, hoat d6 ALT trong huyét thanh ting dang ké, ngay ca & mic do
ton thuong nhe. Nguoc lai, Aspartate aminotransferase (AST) khong chi hién dién
trong gan ma con tn tai ¢ nhiéu co quan khac. Trong té bao gan, AST chu yéu nim
trong ty thé, véi khoang 1/3 lwong enzym khu trd & bao twong. Hoat do AST trong
huyét thanh chi ting manh khi ton thuong té bao gan ¢ mirc 46 nghiém trong, dan
dén giai phéng enzym tir ty thé. Vi vay, trong c4c tén thuong gan, hoat 46 ALT
thudng ting cao hon so vai AST, gilip phan biét mic do va loai ton thuwong gan[67].
Két qua nghién ciru cua dé tai cho thay rang sau 45 va 90 ngay st dung cao khd
"Thing thanh giang troc," cac xét nghiém danh gia mic do tén thuong té bao gan
thong qua hoat do ALT va AST & cac 16 diéu tri (16 tri 1 va 16 tri 2) khong c6 su

khac biét dang ké so voi nhdm chitng. Ngoai ra, khi so sanh két qua giita hai thoi
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diém trudc va sau khi str dung thude, khdng ghi nhan sy thay d6i ¢ y nghia thong
ké (p > 0,05). Piéu nay cho thay cao khé "Thing thanh giang troc" khong gay anh
huong tiéu cuc dén chac nang gan trong thai gian nghién cau.

Gan s¢ hitu mot hé thong enzym chuyén hoa phong phii, dong vai trd quan
trong trong qué trinh sinh tong hop va thodi hoa protein, lipid, va cac chat chuyén
hoa khac Hon 90% protein huyét twong va 15% tong khdi lugng protein trong co
thé duoc san xuat tai gan. Gan tong hop rat nhiéu protein huyét trong, trong dé
albumin 1a protein quan trong nhat. Albumin 1a mét protein thiét yéu trong co thé,
duoc gan tong hop hoan toan va cung vai mot phan globulin, gép phan quan trong
trong duy tri 4p suat keo ciia mau va chirc ning van chuyén. Khi chirc ning gan suy
giam, ndng do albumin trong huyét thanh giam, tuy nhién su giam nay dién ra cham
do thoi gian ban thai caa albumin twong ddi dai, khoang 20 ngay & ngudi va 53 gio
& chuot cong. Viée dinh lugng albumin huyét thanh 1a phuong phap quan trong dé
danh gia chuc ning tong hop va chuyén hoa protein cia gan [66], [67]. Trong
nghién ciru, ham lwong albumin trong mau cua chudt céng ¢ hai nhom diéu tri (16
tri 1 va 2) sau 45 ngay va 90 ngay st dung cao khd khéng c6 su thay ddi so Voi
nhém chirng. Két qua nay cho thay viéc sir dung thubc ther ¢ ca hai lidu lwong
khong gay anh huong dén kha ning sinh tong hop protein cua gan.

Gan khong chi dam nhan vai trd tong hop protein ma con tham gia tich cuc
Va0 qué trinh tong hop va chuyén hoa lipid. Gan dong vai trd quan trong trong viéc
tong hop, chuyén hoa va diéu hoa cholesterol trong co thé. N6 san xuét cholesterol
tir acetyl-CoA va chuyén hda mot phan cholesterol du thira thanh axit mat, giup tiéu
hoa chat béo. Gan ciing tong hop cac lipoprotein dé van chuyén cholesterol trong
mau, phan phdi cholesterol dén cac mo va thu gom cholesterol du thira. Khi chiic
ning gan bi ton thuong, kha ning tong hop va chuyén hoa cholesterol bj anh hudng,
dan dén sy mat can bang cholesterol trong co thé[66]. Ton thuong gan ¢ thé lam
giam kha ning bai tiét cholesterol qua mat, 1am tang LDL va giam HDL. Vi vay, ¢6
thé dung xét nghiém dinh lugng cholesterol dé danh gia chirc niang gan[67].Nong do
cholesterol trong mau cua chudt céng & ca hai 16 nghién ciru uong cao khdé ca hai
thoi diém nghién ctru khong co gi thay d6i so véi trude nghién ciu, va so sanh voi
16 chtrng khong c6 su khac biét co y nghia thong ké (p > 0,05).
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4.1.3.2. Anh hwong ciia cao khd “Thing thanh gidng troc” 1én hinh thai cia gan

Panh gia dai thé: Khong quan sat thdy ton thuong rd rét tai gan. Gan ¢ mau
nau do tham, dong déu, bé mat nhin, khong xuét hién u cuc hay dau hiéu xuat huyét.
Khi 4n xudng, gan co tinh dan hdi va khdng co su khac biét dang ké so voi gan cua
nhém d6i ching.

Panh gia vi thé: Quan sat dudi kinh hién vi véi ¢6 khuéch dai 400 lan cho
thay hinh anh mé gan & cac 16 tri 1 va tri 2 (cho udng cao khd “Thing thanh giang
troc”) khong khac biét so véi 16 chirng. Cau tric md gan van duy tri binh thuong
VGi c4c té bao gan duoc sap xép thanh dai hoac beé, xen giira 1a cac xoang mach.
Nhitng dic diém nay cho thady mé gan van giit dugc ciu tric co ban va chirc ning
sinh 1y binh thudng. Cac té bao gan khong c6 dau hiéu thoai hda, xuat huyét hay
hoai tir, cho thidy khéng cé su ton thuong té bio gan dudi tac dong cua cao
kho. Hinh anh dai thé va vi thé gan binh thudng bén canh d6 cac chi s6 danh gia
chtrc ning gan nhu nhu néng do6 enzym albumin, cholesterol va sy toan ven cia té
bao gan théng qua hai chi s6 AST, ALT van nam trong gigi han binh thuong. Tur
nhitng diéu trén cho thay, chua phat hién ton thwong gan khi sir dung cao kho
“ Thang thanh giang troc” trén md hinh thyc nghi¢m.

Trong cao kho “ Thang thanh giang troc” ¢6 Hoang ky ¢6 kha ning bao vé
gan va chéng xo hoa gan [68], [69]; Thd phuc linh ¢6 tac dung bao vé gan bang
cach ting hoat dong cua cac ezym chdng oxy hod, ting nong do glutathione [70],
[71]; Rau ma nho chiét xuat ethyl acetate ¢6 kha ning lam giam xo hod gan, 1am
giam dang ké nong do cac chi s6 men gan va hydroxyproline [72], [73]; Tran bi c6
chtra hesperidine co tdc dung giam cholesterol mau va bao vé gan [74]; Pai hoang
c6 chura Aloe-emodin ¢ tac dung bao vé gan, bén canh d6 emodin trong Pai hoang
con cai thién vi tuin hoan va bao vé gan nhd kha ning tc 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 chng stress oxy hoé gan [77], [78]; Rutin trong Hoé hoa
c6 tac dung lam giam LDL-C va VLDL-C, dong thoi lam lam ting HDL-C do viéc
trc ché tao ra Hydroperoxit va a-tocopherol dugc bao vé mang trong céc lipoprotein
khoi bj tiéu thu boi qua trinh oxy hoa LDL [79], [80]; Chiét xuat MeOH cua Tric

nhu di duoc ching minh 14 ¢6 tac dung giam tong luong cholesterol va LDL [81].
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4.1.4. Anh huéng cia cao khé “ Thing thanh giang troc” dén hinh thai va chic
nang than.
4.1.4.1. Anh hwéng ciia cao khé “ Thing thanh gidng troc” dén chikc nang than.

Than 13 mot co quan quan trong trong co thé, dam nhiéu nhiéu chtrc ning.
Than duoc cau tao boi cac nhu md, nhu mé ¢ than rat d& bi ton thuonng bai cac
chat noi sinh va ngoai sinh. Than dé bi ngd ddc hon cac md va co quan khac trong
co thé, vi chirc ning chinh cua than Ia loc mau. Khi dwa thudc vao co thé, phan I6n
cac hoat chat cua thudc theo mau di qua than dé loc va dao thai. Mot sé hoat chit c6
thé gay doc cho cac nhu mo 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 huong
nghiém trong dén chirc ning than[64].

Panh gia chirc ning than sau khi st dung thude thudng dugc thuc hién thong
qua xét nghiém dinh luong creatinin mau. Creatinin ndi sinh, mot chat c6 nguon goc
tir su chuyén hoéa creatin trong co, duoc loc hoan toan qua cau than va dao thai qua
nuéc tiéu ma khdng bi tai hap thu. Mic do san sinh creatinin noi sinh 6n dinh va
chu yéu phu thudc vao khéi Iuong co biap. Do d6, ndng do creatinin trong mau la
mot chi s6 dang tin cdy dé danh gia chic ning loc cua than. Khi nong d6 creatinin
mau ting cao, diéu nay thuong phan anh su suy giam kha niang loc mau cua than,
goi ¥ ton thuong hodc suy giam chirc ning than[67]. So sanh giita cac 16 tai cung
thoi diém: Két qua cho thdy nong do creatinin mau chudt & cac 16 sir dung cao kho
"Thang thanh giang troc" khong khac biét co ¥ nghia thong ké so v&i 16 ching tai
cung mot thoi diém (p > 0,05). Piéu nay cho thdy san pham khong gy anh hudng
tire thoi hodc cép tinh dén chirc ning loc cau thin, dam bao an toan trong qua trinh
st dung ngdn han va trung han.So sanh trong tirng 16 qua cac thoi diém: Khéng c6
su thay doi co ¥ nghia thdng ké vé ndng do creatinin mau chudt giira cac thoi diém
thi nghiém trong cing mot 16 (p > 0,05). Két qua nay cho thiy cao kho "Thiang
thanh giang troc" khong gay tich liiy hodc 1am thay d6i mic creatinin méu qua thoi
gian, cing c6 thém su an toan cta san phim trong viéc duy tri 6n dinh chirc ning

than trong sudt thoi gian nghién ciru.
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Ngoai chi s creatinin méu dé danh gia chirc ning than, chi sé Albumin mau
cling ¢ thé sy dung trong chan doan bénh ly ton thuong tai than. Néu nong do
Albumin méau thap phan anh tinh trang than ton thuong hodc hu hai do mang loc ¢
than bi ton thuong khong ngin chin duoc st rd ri tr mau vao nudc tiéu trong qué
trinh loc & cau than. Trong trudng hop nay nén xét nghiém thém nong do Albumin
nuéc tiéu dé danh gia chinh xac hon. Trong nghién ctru cho thay, viéc str dung cao
kho “ Thing thanh giang troc” ndng d6 albumin mau ¢ 16 tri 1 va 16 tri 2 so vai 16
chtng khong c6 sy khac biét c6 y nghia thdng ké ( p > 0,05). VVa so sénh giita hai 16
tri khdng c6 su khac biét, co y nghia thong ké (p > 0,05).
4.1.4.1. Anh hwong ciia cao kho “Thing thanh gidng troc” dén hinh thai than.

Panh gia dai thé than khong quan sat thiy ton thuong tai than, than c6 mau
nau do thaim, ddng déu, bé mat nhin, khdng cé u cuc hay xuat huyét, c¢é tinh dan hoi
khi 4n xudng, khdng c6 su khac biét so véi hinh anh dai thé caa than & 16 ching,va
so sanh hinh thé dai thé cua hai 16 diéu tri khéng c6 sy 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 thiy khong c6 su khac biét giita cac 16 chudt udng cao khod "Thing thanh
giang troc™ (16 tri 1 va 16 tri 2) so véi 16 chang. CAu tric nhu md than duoc duy tri
binh thuong, bao gom cac cau than, cac 6ng than va cadc mach mau gitra cac 6ng
than. Dac biét, cac t& bao biéu md ng than khdng bi thoai hda hay ton thuong,
khong 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” voi cac mirc lidu va thoi
gian sir dung trong nghién ctru khong gay tac dong bat loi Ién cau trdc vi thé cua
than.Nhu vay cao kh6 “ Thang thanh giang troc” dung lién tuc trong 45 ngay va 90
ngay & ca hai 16 diéu tri déu khéng gay anh hudng dén chirc ning than va hinh thai
dai thé hay vi thé cua than.

Két qua nghién ctiru doc tinh ban truong dién cua ching toi tuong dong voi
cac nghién ciru trude day vé danh gia doc tinh cua thude trén cac co quan trong co
thé, bao gdm nghién ctru cua Vi Hoang Long va cong su (2011); Tran Thi Tuyét

Nhung va cong su (2023).



70

4.2. Ban luin vé tic dung ciia cao khd “Thing thanh gidng troc” trén chudt
giy bénh bing adenin
4.2.1. Ban luan vé md hinh gay bénh than man bang adenin trén thuc nghiém

M6 hinh thyc nghiém gay bénh than man cang moé phong sat co ché bénh
sinh cua bénh than man trén ngu i thi cang co gia tri trong nghién ciru. Dya trén mé
hinh thuc nghiém dugc mé ta boi Frutos va cong su (2019) trong nghién
ctu "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. M6 hinh nay khéng chi phi hop voi diéu kién
nghién ciru tai Viét Nam ma con c6 co ché gay bénh twong ddng véi co ché bénh
sinh cta bénh than man ¢ nguoi.

Trong nghién ciru cua cac tac gia ching t6i chua thay co tac gia hoac tai liéu
nao quy dinh rd cac tiéu chuan dé xac dinh mé hinh gay bénh than man thanh cong.
Tuy nhién, cac két qua nghién ctru cua cac tac gia trén md hinh gay bénh than man
déu cho thay cac chi sb ure, creatinin mau mau ting, protein nudc tiéu ting co y
nghia théng ké so véi 16 chitng cling nhu so vai trude. Khi danh gia sdu vé mo bénh
hoc than cho thiy coton thuong cu than, 6ng 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 chit kho hoa tan, ling dong trong ng
than va gay ton thuong nghiém trong. Ton thuwong cau than bao gom ting biéu hién
desmin va yéu té ting truong chuyén dang beta (TGF-B), gop phan tich tu collagen
trong md than va thiic day xo héa. Apoptosis dugc ghi nhan ting cao, minh ching
qua St gia ting protein caspase-3, dan dén tinh trang teo dng than va cau than. Bang
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 té viém nhu TNF-o va IL-6 ting cao, kém
theo su thdm nhiém cua bach cau don nhén, dai thuc bao va nguyén bao soi co. Pang
chd y, chire nang ndi md bj réi loan nghiém trong, thé hién qua giam tong hop oxit
nitric ndi mo (eNOS) va tang tong hop oxit nitric cam tng (iNOS). Nhitng thay doi
nay khong chi gy ton thuong cu tric ma con thiic day tién trién xo hoa va mat chuc

niang than. Do ddc tinh gy doc trén than trong thoi gian dai, ton thwong than trén cac
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chudt la 6n dinh ¢ tit ca cac chudt va rat kho hdi phuc, theo hudng dién bién cua
bénh than man tinh tién trién. Md hinh gay bénh than man bang cho n ché d6 an
chtra 0,2% adenine (w/w)trong 42 ngay & chuot nhat trang trudc day ciling da dugc
trién khai tai Bo mon Duoc ly, Hoc vién Quan y, vai két qua cac chi sb Ure,
Creatinine mau cua chuot ting tir 2 dén 3 1an so vai trudc va protein niéu 24h ting tir
1,5 1an dén 2,5 1an so véi trude. Dong thoi, cac chi sé nay tiép tuc ting ké ca sau khi
da ngurng ché do an giau adenin, ching to sy tién trién cua bénh than. Tuong tu két
qua nghién ciru cua cac tac gia khac [56], [57], két qua nghién ctru ctia ching ti trén
md hinh gay bénh than man bang ché do an chira 0,2% adenine (w/w)trong 42 ngay
déu cho thay cac chi sb ure, creatinin mau mau ting, protein nudc tiéu ting co y
nghia théng ké so voi 16 ching ciing nhu so voi trudc. Tuy nhién, dé quy chuan mo
hinh, dya trén nhitng sé liéu trudc day cling nhu trong nghién ctru nay, chung toi lya
chon chi tiéu danh gia mé hinh thyc hién thanh céng mé hinh gay bénh than man
bang ché do dn chtra 0,2% adenine (w/w) la khi chudt co hai trong ba biéu hién cua
suy giam chirc ning than: ure mau, creatinin mau ting trén hoac bang 2,0 lan so vai
truwdc, protein niéu 24h ting trén hoic bang 1,5 lan so voi trudc. Két qua cho thiy
chudt cho in ché do an adenin 0,2% khong co chudt nao bi chét, tat ca cac chuot déu
c6 dau hiéu ton thuong chirc ning than véi biéu hién ting cao cua it nhat 1 trong 3 chi
tiéu ure, creatinin mau, protein niéu 24h. Tuy nhién,theo tiéu chuan lya chon di dua
ra thi ty 1é€ gay bénh than man thanh cbng la 46/60 = 76,67%. Trong 46 chudt gay
bénh thanh cong, nhém nghién ciru da hya chon ngau nhién lay 30 chudt, réi phan
ngau nhién vao cac 16 2, 3, 4 cua nghién ctiru. Cac chuot khac (ca thanh cong va
khong thanh cong) dugc chuyén sang cho nhom sinh vién nghién cttu khoa hoc cua
Hoc vién Quan y dé tiép tuc nudi bang ché do an 0,2% trong thoi gian dai hon.

Diéu nay khiang dinh ring mé hinh gay bénh than man sir dung trong nghién
ctru cua chung toi thanh cong, thich hop véi diéu kién nghién ciu trong nudc va
turong dong V6i cac mo hinh dang duoc nhiéu tac gia sir dung dé nghién ciru vé bénh
than man, duoc cdng bd trén céc tap chi qubc té, dam bao tinh cap nhat va gi tri

khoa hoc.
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4.2.2. Ban luan tac dung cia cao kho “Thang thanh giang troc” trén chudt gay
bénh than man bing adenin

4.2.2.1. Két qud ddnh gid tinh trang chung va can ngng chugt gay bénh thgn mgn
bang adenin

Két qua nghién ciru cho thay bai thudc "Thing thanh giang troc" c¢6 tac dong
tich cuc dén tinh trang chung va can ning ctia chudt trong md hinh gy bénh than.
Cu thé, chudt & cac 16 gdy bénh than biéu hién rd cac triéu chirng bénh 1y nhu 16ng
xu, 10ng sam mau, giam hoat déng va an udng so vé6i 16 ching, va cac triéu chirng
niy ngdy cang niang hon theo thoi gian. Tuy nhién, & cac 16 sir dung TTGT, cac biéu
hi¢n bénh ly nay duoc cai thi¢n dang ké, vé6i tinh trang 10ng muot hon, hoat dong va
an ubng tot hon so v4i 16 mé hinh.

Vé thay ddi can ndng, tai thoi diém trudce khi gay bénh, can ndng chuét ¢ tat
ca cac 16 khong c6 sy khac biét (p > 0,05), dam bao tinh dong nhat ban dau ctia mo
hinh. Trudc khi ung thudc, chudt & cac 16 giy bénh than khong ting can, trong khi
16 chirng c6 sy gia ting cAn ning, va su chénh 1éch nay c6 y nghia thong ké (p <
0,01). Sau 28 ngay sir dung thudc, can ning chudt & cac 16 duoc udng TTGT ting
1én dang ké (p < 0,01), trong khi c4n ning chudt ¢ 16 md hinh khong thay doi. So
sanh gitra cac 10, cAn ning chudt ¢ 16 dung thudc cao hon cd y nghia thong ké so véi
16 mé hinh (p < 0,01). Nhitng két qua nay khing dinh hiéu qua ctia TTGT trong viéc
cdi thién tinh trang strc khoe va thic déy tang truong ¢ chudt méc bénh than.
4.2.2.2. Anh hwoéng cia cao khd 1én chi sé ure huyét thanh va creatinin huyét
thanh ciia chugt gay bénh than man bang adenin

Ure huyét thanh dugc hinh thanh tir qua trinh chuyén hoa protein trong co
thé. Ure c¢6 ngudn gbc ndi sinh tir sy thoai hoa protein ciia mé co thé va ngoai
sinh tir protein trong thirc an. Sau khi dugc tong hop tai gan thong qua chu trinh ure,
ure dugc thai loai chu yéu qua nudce tiéu thong qua chirc ning loc cua than. Mic du
ban chat ctia ure khong doc, nhung néng d6 ure huyét thanh 1a mot chi sé dé do
ludng, phan anh mirc do tich tu cdc chat chuyén héa khi than khong thuc hién day
du chic ning bai tiét, nhu thudng gip ¢ bénh thdn man. Nong do ure huyét

thanh ting cao thudng lién quan dén sy suy giam kha nang loc cua cau than [66].
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Két qua nghién ctru cho thdy rd anh hudng ctia bénh 1y than va hiéu qua cta
thudc thir nghiém d6i véi ndng d6 ure huyét thanh. Trudce khi gdy bénh, ndng do ure
huyét thanh ¢ céac 16 chudt khong c6 su khac biét (p > 0,05), dam bao tinh dong nhat
ban dau giita cdc nhom. Sau khi gay bénh, ndng d6 ure & cac 16 gay bénh (16 2, 3, 4)
ting dang ké so v&i trude gdy bénh va 16 ching (p < 0,01), phan anh ton thuong
than nghiém trong va su suy giam kha nang loc ure cua than. Tuy nhién, gifra cac 16
gdy bénh, ndng do ure khong khac biét co ¥ nghia thdng ké (p > 0,05), cho thiy
mirc d6 ton thwong déng déu, phu hop dé danh gia hidu qua cua thubc thir
nghiém.Sau 28 ngay udng thudc, chudt ¢ 16 chirng duy tri ndng do ure 6n dinh (p >
0,05), trong khi 16 mé hinh khong dugc diéu tri tiép tuc ting cao dang ké (p < 0,01
va p <0,001), vuot xa 16 chtng (p < 0,001), cho thay su tién trién ning né cua bénh.
Nguoc lai, cac 16 dung thude thur nghi€ém cé néng do ure gidm dang ké so v6i 16 mod
hinh (p < 0,01), khang dinh hiéu qua cta thudc trong viéc cai thién chirc ning than.
Pic biét, 16 TTGT-2 ¢6 nong do ure thap hon 16 TTGT-1 (p < 0,05), chirng t6 hiéu
qua vuot troi cua liéu cao

Két qua nghién ctru phan anh 1 rang tac dong ctia bénh 1y than va hiéu qua
ctia thudc thir nghiém ddi vdi ndng do creatinin huyét thanh & chudt thi nghiém.
Trude khi gdy bénh, ndng do creatinin huyét thanh ctia chudt & tt ca cac 16 khong
c6 su khac biét (p > 0,05), dam béao tinh dong nhit gita cac nhém thi nghiém. Sau
khi gdy bénh, ndng do creatinin huyét thanh & cac 16 gy bénh (16 2, 3, 4) ting dang
ké so vai trude gay bénh va so vai 16 ching (p < 0,01), phan anh su suy giam chirc
ning loc creatinin cta than do ton thuong than gy ra. Tuy nhién, giita cac 16 giy
bénh, ndng do creatinin khong khac biét c6 ¥ nghia thong ké (p > 0,05), cho thiy
mirc dd ton thuong than tuong duong gitta cac nhom, tao diéu kién thuan lgi dé
danh gia hiéu qua cua thude thir nghiém.Sau 28 ngay udng thudc, ndng do creatinin
huyét thanh ciia chudt ¢ 16 chirng van on dinh (p > 0,05), trong khi ¢ 16 mé hinh
khong diéu tri, ndng d6 creatinin tiép tuc ting cao dang ké so voi cac thoi diém
trude (p < 0,01 va p <0,001) va cao hon 10 rét so véi 16 chung (p < 0,001), chiing
t6 sy tién trién nghiém trong ctia bénh 1y than. Pang chu ¥, ndng d6 creatinin huyét

thanh ctia chudt o cac 16 dung thudc thir nghiém giam dang ké so vdi 16 mo hinh (p
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<0,01), khéng dinh hi€u qua cua thude trong vi¢c cai thién chirc nang loc cua than.
Pic biét, 16 TTGT-2 c¢6 nong do creatinin thap hon 16 TTGT-1 (p < 0,05), cho thay
hiéu qua vuot troi cta lidu cao hon

Ure va creatinin déu duoc loc qua than va dao thai qua nudc tiéu. Khi hai
chat nay tich tu qua mirc trong co thé, chiing ¢ thé gy ra tic dong tiéu cuc dbi voi
hoat dong cua cac co quan, dac biét la than va hé tudn hoan. Su tang cao né)ng do
clia ure va creatinin trong mau thuong 1a ddu hiéu cta chic ning than suy giam,
phan anh sy & dong cac san pham chuyén héa ma than khong thé dao thai hiéu qua.
Theo Y hoc ¢ truyén, su tich tu cua cac san phém chuyén hoa nhu ure va creatinin
c6 thé duoc hiéu nhu 12 biéu hién cua thé dam thap, mot thé bénh trong d6 co thé bi
r dong cac chat khong duoc dao thai, dan dén sy suy giam chic ning cua than va
céc co quan lién quan. Két qua nghién ciru cho thay, viéc sir dung cao kho “Thing
thanh giang troc” ¢ hiéu qua trong viéc diéu chinh ndng d6 ure huyét thanh, gop
phan giam bdt cac chat doc tich tu trong co thé. Pac biét, liéu dung caocho thiy
hiéu qua diéu tri cao hon so véi liéu dung thap.
4.2.2.3. Ban lugn vé anh huéng ciia cao khé “Thing thanh gidng troc” lén mot
s6 chi s6 huyét hoc 6 chugt giy bénh thdn man bang adenin

Két qua nghién ctru chi ra rang s6 lwong hong ciu va ham luong huyét sic t6
mau c6 sy thay ddi rd rét & cac nhom chudt, phan anh tac dong cua bénh Iy than va
hiéu qué ciia thude thir nghiém trong viéc cai thién tinh trang nay. So véi 16 ching,
sO lugng hong cau va ham lwong huyét sic t6 mau cta chudt & 16 mo hinh bi giam
¢6 ¥ nghia thong ké (p < 0,001). Piéu nay cho thay tinh trang thiéu mau, mot hién
twong phd bién trong cac bénh thin man tinh. Thiéu mau trong bénh than chi yéu 1a do
giam san xudt erythropoietin (EPO), mot hormone do than tiét ra, co vai trd kich thich
san sinh hong cau tir tay xwong. Khi than bi ton thuong, kha ning san xuit EPO giam,
dan dén giam s6 lugng hong cau va huyét sic to, gay ra tinh trang thiéu mau.

O cac 16 chudt dung cao kho “Thing thanh giang troc,” s6 lugng hong cau va
ham lugng huyét sic t& mau duoc cai thién dang ké so v&i 16 mo hinh, v6i su khac
biét c6 ¥ nghia thong ké (p < 0,01). Piéu nay chi ra tac dung tich cuc cta thude thir

nghiém trong viéc khoi phuc s6 lugng hong cau va huyét sac to, co thé lién quan
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dén kha ning ting cuong chirc ning than hoic kich thich san xuit EPO. Cac duoc
liéu trong cao kho "Thing thanh gidng troc" c6 thé chira cac hop chat giup phuc hoi
chtrc ning than, giam viém hodc lam ting hoat dong cua cac té bao san xuat EPO.

Khi so sanh giita hai nhém chudt sir dung liéu thap va liéu cao ctia cao kho,
két qua cho thay sd lugng hong cau va huyét sic t mau ¢ 16 TTGT-2 (liéu cao) cao
hon ¢6 y nghia thong ké so v&i 16 TTGT-1 (liéu thdp) (p < 0,05). Piéu nay goi y
rang liéu cao ctia thudc thir nghiém c6 thé mang lai hiéu qua t6t hon trong viéc cai
thién tinh trang thiéu mau, c6 thé do tac dung manh mé& hon trong viéc phuc hdi
churc nang than hodc kich thich san xuat EPO. Tuy nhién, sy khac bi¢t nay can duoc
nghién ctru thém dé xac dinh co ché chinh xéc.

Cubi cung, hematocrit (ty 1¢ thé tich hong ciu trong mau) & cac 16 khong co
su khac biét co ¥ nghia thong ké (p > 0,05). Diéu nay c6 thé do cac yéu t6 khac nhu
su thay d6i vé thé tich huyét twong khong dong déu gitta cac nhom, hodc tac dung
ctia thudc thir nghiém chwa di manh dé 1am thay d6i hematocrit r rét. Tuy nhién,
viéc khong c6 sy khac biét thong ké ciing khong loai trir kha ning rang céc thay doi
nho trong hematocrit ¢ thé dang dién ra nhung chua dat du d6 nhay dé phat hién
trong khuon kho thi nghiém nay.

Tir két qua cho thdy cao khoé “Thing thanh gidng troc” c6 tac dung tich cuc
trong viéc cai thién sb luong hdng cau va ham luong huyét sic t6 mau & chudt bi
ton thuong than, dac biét 1a & liéu cao, mé ra hudng diéu tri tiém nang cho cac bénh
Iy thiéu mau do bénhthan man.
4.2.2.4. Ban ludn vé anh hwéng ciia cao khé lén mét sé chi sé nwdc tiéu 6 chudt
gdy bénh thidn man bing adenin

Tang luong nudce tiéu 24 gid 1a mot biéu hiéu thuong gip trong giai doan dau
cua bénh than man. Trong giai doan nay, than giam kha nang c6 dic nudc tiéu do
ton thuong & 6ng than hodc rdi loan do tham thau tai tiy than, dan dén giam su tai
hap thu nudc va chat dién giai ¢ ong than. Hién tugng niy thudng xuét hién trudce
khi chuyén sang giai doan suy giam chirc ning ning hon, khi bénh nhan cé thé gap
thiéu niéu hoic vo niéu. Ngoai ra, ting nudc tiéu c6 thé lién quan dén ting loc cau

than bu trir dcac cau than con hoat dong [66], [67].
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Két qua nghién ctru cho thiy sy thay d6i s6 luong nude tiéu 24 gid 1a mot chi
sd 18 rang phan anh tac dong cta bénh 1y than va hiéu qua cua thudc thir nghiém.
Trude khi gay bénh, sé lugng nude tiéu 24 gio & cac 16 chudt khong co su khac biét
(p > 0,05), ddm bao tinh dong nhat ban dau giira cac I6thi nghiém. Tuy nhién, sau
khi gdy bénh, s6 luong nude tiéu 24 gid & cac 16 gay bénh (16 2, 3, 4) ting dang ké
(p <0,01) so véi trudc gay bénh va 16 chiing. Su gia ting niy phan anh ton thuong
chtrc ning than, dic biét 1a kha ning tai hap thu nuéc va dién giai, din dén tinh
trang loi niéu bénh ly. Giita cac 16 giy bénh, sy khac biét khong co ¥ nghia théng ké
(p > 0,05), cho thiy muc d6 tén thuong ddng déu giira cac nhom, tao didu kién
thudn loi dé danh gia hiéu qua diéu tri.Sau 28 ngay udng thudc, sb luong nudc tiéu
24 gid clia chudt ¢ 16 chirng van 6n dinh (p > 0,05), trong khi ¢ 16 md hinh khong
duoc diéu tri, chi s6 nay tiép tuc ting cao dang ké (p < 0,01 va p <0,001) so véi cic
thoi diém trudce va cao hon 16 rét so véi 16 ching (p < 0,001). Diéu nay phan anh su
tién trién nghiém trong cuia bénh than khong duoc diéu tri. O céc 16 dung thudc thu
nghiém, sé lugng 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 chlrc nang tai hép thu cua than. Pac biét,
16 TTGT-2 c6 s6 luong mrdce tiéu 24 gio thap hon 16 TTGT-1 (p < 0,05), ching to
str dung cao kho “ Thiang thanh gidng troc” ¢ lidu cao co tac dung nhiéu hon so véi
lidu str dung thap.

Protein niéu 1a mot dau hiéu quan trong phan anh ton thuong than va cé moi
lién hé chat ché voi CKD. Binh thudong, mang loc cau than gilr lai protein trong mau,
chi cho phép mét lwong nho thoat vao nude tiéu, nhung khi mang loc ciu than bi
t6n thuong, protein (dic biét 1a albumin) s& ro ri qua va xuat hién trong nude tiéu
v6i lugng 16n. Trong CKD, protein niéu khong chi 1a biéu hién cua ton thuong cau
than ma con 14 yéu t6 tién lrgng bénh, lién quan dén viém, xo hoa thin va suy giam
chtrc nang loc [67].Két qua trén thue nghiém khi danh gia tic dung cua cao kho 1én
chi s6 protein niéu 24 gid ¢ chudt cho thiy rd sy anh hudng ctia bénh 1y thin va tac
dung cta thude thir nghi¢m trong viéc cai thién tinh trang ton thuong than. Trudc
khi gdy bénh, protein ni€u 24 gio cta chudt & cac 16 khong co sy khac biét (p >
0,05), khang dinh tinh dong nhat giita cac nhom thi nghiém. Sau khi giy bénh,

protein ni¢u 24 gid ¢ cac 10 gdy bénh than (16 2, 3, 4) tang 10 rét so voi trudc gay
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bénh va so véi 16 chimg (p < 0,05). Sy gia ting protein niéu ndy cho thdy ton
thuong than, dic biét 1a sy mét kha nang tai hép thu va lgc protein cua than, dan dén
hién tuong protein ni¢u. Tuy nhi€n, gilta cac 16 gdy bénh, khong c6 sy khac biét ¢
¥ nghia thong ké (p > 0,05), chting t6 mirc do ton thuong than & cac nhom gay bénh
1a twong duong, dam béao tinh khach quan trong viéc danh gia tac dung cuia thude
thir nghiém.Sau 28 ngay udng thudc, protein niéu 24 gid cua chudt & 16 ching
khong co su thay ddi so voi cac thoi diém trude (p > 0,05), khing dinh rang chudt &
nhom chirng duy tri trang thai sitc khoe on dinh. Trong khi d6, chudt ¢ 16 mé hinh
khong diéu trj co protein niéu 24 giod ting cao so v6i cac thoi diém trude (p < 0,01
va p < 0,001) va so voi 16 chirng (p < 0,001), cho thiy sy tién trién xdu cua bénh
than ma khong c6 can thiép diéu tri. Tuy nhién, & cac 16 udng thudc, protein niéu 24
gi0 giam c6 y nghia so vo1 16 mo hinh (p < 0,01), ching to tac dung cai thién chirc
nang than cla thude thu nghiém. Pac biét, 16 TTGT-2 c6 muc protein ni¢u thép hon
16 TTGT-1 (p < 0,05), goi ¥ rang liéu sir dung cao ctia cao kho “ Thang thanh giang
troc” ¢ tac dung hon so voi liéu str dung thap.
4.2.2.5. Ban lugn vé anh hwong ciia cao khé “Thing thanh gidng troc” lén can
néng thin chudt va vi thé thin ¢ chudt gay bénh thin man bang adenin

Két qua nghién ctru cho thiy can ning than chudt & 16 mo hinh ting 31,041%
so voi 16 ching, véi sy khac biét co ¥ nghia thong ké (p < 0,01). Piéu nay phan anh
su xuit hién cua ton thuong than hodc tinh trang phi dai than do bénh Iy duoc mo
hinh héa, c6 thé lién quan dén viém, xo hoa hodc tich tu dich trong mo than. Trong
khi d6, & cac 16 can thiép TTGT-1 va TTGT-2, can nang than chudt giam lan luot
11,106% va 13,959% so v&i 16 md hinh, su khac biét nay c6 y nghia thong 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 c6 su khac bigt co y
nghia thdng ké giita TTGT-1 va TTGT-2 (p > 0,05), goi y rang hai phuong phap
nay c6 hiéu qua twong duong trong diéu kién thi nghiém. Céc két qua trén cho thay
tiém nang cua TTGT-1 va TTGT-2 trong viéc kiém soat ton thuong than, nhung can
nghién ctru thém vé chirc ning than, phan tich md bénh hoc va cac chi sd sinh hoa

deé cung c6 két luan va 1am rd co ché tdc dong.
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Két qua nghién ciru hinh anh vi thé than chudt ¢ cac 16 nghién ctru cho thay
cao kho “Thang thanh giang troc” (TTGT) c6 tac dung bao vé va cai thién ro rét cac
ton thuong than do md hinh bénh ly gay ra. O 16 chitng (anh A), ciu trdc nhu md
than hoan toan binh thuong, vo than bao gém cau than, dng than va cac mach méau
gita 6ng than déu nguyén ven, khong c6 dau hiéu bat thudng, 1a co sd dé so sanh
Vai cac 16 khac. Trong khi dé, ¢ 16 mé hinh (anh B), hinh anh vi thé than biéu hién
rd c4c ton thuong nghiém trong, bao gdm gidn md k&, phi dai cau than, gidn long
dng than va xuat hién try niéu, phan anh sy pha huy ciu tric than do cac yéu té gay
bénh. Pang chu ¥, ¢ cac 16 TTGT-1 (anh C) va TTGT-2 (anh D), cc ton thuong da
duoc cai thién dang ké. Mac du van con mot sé dau hiéu ton thuong nhe, nhung cau
than, dng than va md k& da co su phuc hdi rd rét, cho thay tac dung tich cuc cua cao
khé TTGT. Tac dung nay c6 thé nhd vao cac co ché nhu chdng oxy hda, chéng viém,
va bao vé té bao than.

Két qua nghién ctru ctia ching toi ¢ két qua twong dong véi cac nghién ctu
trén thé gioi nhu nghién ciru cua Ping-lan Lin va cong su (2023) st dung bai thudc
“Shen-shuai-yi” trén thuc nghiém cho thay than giam ton thuong va xo hoa [34];
Nghién ctu cua Xian Sun va cong su (2023) sir dung bai thuée “Yishen Qingli
Heluo” trén thuc nghiém thay giam tinh trang xo hod va viém than [35]; Nghién ctru
ctia Chen Hui Xia va cong su (2019) nghién ctu trén mé hinh chudt méc bénh than
man do Adenin st dung bai thudc “ Yigihuoxue” cho thay c&c chi sé sinh hoa nhu
creatinin huyét thanh, ndng d6 ure huyét thanh giam, théng qua nhuém HE thay tinh
trang xo hod than ctia nhdm st dung thudc cai thién hon so véi nhém ching [36];
Nghién ctu cua Xinhui Liu va cong su (2019) nghién ciu vé thudc sic gom 2 vi
Hoang ky va Dan sam, hai vi thuéc déu cé trong bai thubc nghién ciru cua ching toi,
chtre ning 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& cua than giam [37]; Nghién
ctiru 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, ndng do creatinin huyét thanh, ure huyét thanh va protein

trong nudc tiéu giam [82]; Nghién ctu ciia Ming-Ming-Zhao va cong su (2017)
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danh gia su hiéu qua va d6 an toan cua thudc sic “ Danggui Buxue” ghi nhan ting
hoat dong sinh truong cua té bao tién than tao mau trong tuy xuwong[83]; Nghién
ctru cia Yue Guan va cong sy (2015) vé tac dung cia hai vi thudc ciia Pan sam va
Pai hoang cho thay hiéu qua diéu tri trong viéc cai thién dang ké chirc ning than,
tang lwong mau dén than va giam xo ho4 [84].
4.2.3. Mot so ly giai vé két qua cai thién mét so chi sé trong co thé ciia cao khd
“Thiing thanh giang troc” trén chudt gay bénh than man bing adenin

Cao khé “Thing thanh giang troc” dé diéu tri chirng dam thap trg tré trong
bénh than man theo YHCT c6 tic dung Thang thanh gidng troc, hoa & thong lac.
Cao kho gop phan hién dai hoa thuéc YHCT, mang lai sy thuan tién cho ngudi bénh
trong qué trinh sir dung. Dya theo mot s nghién ciru cho thiy céc thanh phan trong
bai thudc c¢6 kha ning chdng viém, bao vé gan, diéu hoa cholesterol, chdng oxy hoa,
hd tro chirc ning tao méau, bao vé than, giam acid uric, 6n dinh huyét ap va mot sb
tac dung khac. Hiéu qua nay dat duoc nhd vao su tuong tac cua cac hoat chét sinh
hoc dic trung tir tirng vi thude, giup toi uu hoa tic dung tong hop va tao nén hiéu
qué diéu tri toan dién.

Tac dung chdng viém cua cac thanh phin nhu alkaloid, flavonoid va saponin
trong Ban ha [85], [86], [87]; emodin, resveratrol va polydatin trong C6t khi cu [88],
[89], [90]; rutin c6 trong hoé hoa [80]; tanshinone IIA, cryptotanshinone va axit
salvianolic B trong BPan sam [87], [88];Saponin, flavonoid, astragalus
polysaccharide co trong Hoang ky [68], [91], [92]; Cung polyphenol va flavonoid
trong PO trong [93], déu co kha ning (rc ché cac con duong tin hiéu NF-«B va
MAPK, tir d6 lam giam san xuét cac cytokine tién viém nhuw TNF-a, IL-6, IL-1p.
Ddng thoi, chung ngin chin hoat dong ctia enzyme COX-2 va iNOS, dan dén giam
tong hop nitric oxide (NO) va prostaglandin E2 (PGE2), hai yéu t6 chinh lién quan
dén qua trinh viém. Ngoai ra, mot sd vi thuéc nhu Trac nhy, Hoang ky va D5 trong
tac dong sdu hon thong qua cac con dudng tin hiéu khac. Trac nhy kich hoat yéu t6
phién ma Nrf-2, qua d6 ting biéu hién enzyme HO-1, gitip giam stress oxy hoa va
chdng viém [94], [95]. Hoang ky kich hoat con dudng MEK/ERK, lam ting biéu
hién yéu t6 KLF2, bao vé té bao khoi ton thuong do stress oxy hoa [68]; Pd trong
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con diéu hoa con duong PI3K/Akt/mTOR va @c ché TLR-4 doc lap Myd88 [93],
g6p phan kiém soat viém hiéu qua.Cac hoat chat trong Tho phuc linh bao gom
phenolic va cac hop chat chdng oxy héa, gitip diéu hoa phan wng viém thong qua
giam hoat dong ctia prostaglandin E2 va trc ché enzyme peroxidase [70]. Tuong tu,
Tran bi voi cac hop chat nhu terpen, flavonoid, va alkaloid ciing gop phan giam
viém,théng qua viéc (rc ché cac enzym epoxygennase va lipoxigenase, tir d6 giam
san Xuit cac chat trung gian gay viém, gip lam 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, ciing saponin cd trong Nguu tit gitlp giam san xuét
cytokine tién viém, diéu hoa mién dich va ngin ngira ton thuong mé [77], [78], [98],
[99], [100]. Céc hoat chit nay hoat dong phdi hop dé tao nén tic dung chong viém
toan dién cta bai thudc, bao gém viéc kiém soat cac yéu td gay vieém, bao v¢ té bao
va ting cudng chirc ning mién dich.

Cac dugc 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 hoa. Nhiéu hoat chit nhu flavonoid, phenolic va polyphenol trong Ban ha,
Chi x4c, Thé phuc linh, Rau ma va Tran bi c6 kha ning trung hoa gbc tir 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 Cdt khi ci, cling
voi axit salvianolic B va Tanshinone ITA trong Pan sam, khong chi loai bo gbc tu
do ma con kich thich san xuat enzyme chéng oxy héa noi sinh thong qua viéc kich
hoat yéu t6 phién ma Nrf2, ting biéu hién HO-1 va NQOI, tir d6 ting cudng kha
ning bao vé t& bao [88],[103],[104]. Pdng thoi, saponin va polysaccharide trong
Hoang ky gop phan giam muc d6 malondialdehyde va ting tong hoat tinh chdng
oxy héa [91],[92]. Mét sb flavonoid (nhu naringin va hesperidin) va polyphenol
trong Chi xdc con trc ché enzym xanthine oxidase, giam san xuat cac goc oxy hoa
phan trng, bao vé ciu tric DNA, protein va lipid khoi t6n thuong [101]. Hop chit
Rutin trong Hoé hoa c¢6 tac dung e ché enzym catecholamin-O-Methyl-tranferase
va oxidase, nhitng enzym lién quan dén oxy hoa va thoai bién ctia catecholamin

[79], [80]. Ngoai ra, c4c flavonoid tir tho phuc linh ciing c6 kha nang chdng oxy hoa
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manh mé& thng qua viéc loai bd cac goc tu do nhu DPPH va ABTS+ [70]. Tém lai,
su két hop céac vi thude trong bai thude khong chi ting cuong loai bo cac tac nhan
gay stress oxy hoa ma con thic day hé thong chong oxy hoa ndi sinh, bao vé co thé
toan dién trudc cac ton thuong oxy hoa.

Céc vi thuéc nhu Hoang ky, Chi x4c, Pan sam, Thé phuc linh, Rau ma, Dai
hoang, Nguu tat va Do trong déu co tac dung bao v€ than, gidm acid uric mau, ha
huyét 4p va ngin ngira xo hoa thong qua nhiéu co ché phdi hop. Cu thé, chiing giam
stress oxy hoa, cai thién chirc ning ty thé, bao vé mang t& bao thin, va 1am chim
qué trinh 130 hoa té bao. Hoang ky ting hoat dong telomerase [69],[105], trong khi
Rau ma va Pd trong gitip giam creatinin, albumin niéu va nito uré mau, dong thoi
cai thién toc do loc cau than lam giam quéd trinh xo hoa than [106],[107],[108].
Flavonoid trong Chi xac va Tho phuyc linh rc ché enzym xanthine oxidase (XO),
giam qué trinh chuyén d6i hypoxanthine thanh acid uric va ting biéu hién cac chat
van chuyén anion hitu co, hd tro bai tiét acid uric qua than [109] [110]. Pé ngin
ngtra Xo hoa, cac hoat chat nhu Tanshinone IIA, axit salvianolic B ctia Pan sim va
Flavonoid trong Thé phuc linh déu e ché qua trinh téng hop collagen, giam biéu
hién ctia actin co tron a va diéu chinh con duong tin hiéu TGF-B1/Smad, tir d6 giam
su hinh thanh mo xo tai than [103],[111]. Rau méa con diéu chinh yéu td ting truong
mo lién két va collagen loai III, giup duy tri cdu trac mé than [112], Pan sdm co
Tanshinone ITA gitp e ché qué trinh tao collagen qua mirc, giam hinh thanh mo xo
[104]. Bén canh d6, cac dugc liéu nhu D) trong, Tam sa, Pan sam co tic dung ha
huyét ap thong qua gian mach, gidm sttc can mach mau va bao v¢ néi moé mach mau
[103],[113], [114]. Enzym ALDH?2 trong Thé phuc linh hd trg kiém soat huyét ap
bang cach giam t6n thuong do stress oxy hoa. Rau ma hd trg diéu hoa huyét ap
thong qua diéu hoa hé théng renin-angiotensin-aldosterone gitip ngin ngira ting
huyét ap va bao vé tim khoi ton thuong do L-NAME gay ra [115]. Rutin trong Hoé
hoa ciing c6 tac dung tri cao huyét ap thong qua viéc kich thich tong hop oxit nictric
[79]. Nho cic co ché nay, cac dugc lidu trén khong chi bao vé chic ning than ma
con ngdn ngira cac bénh 1y lién quan dén ting huyét ap, gout va xo hda, dong thoi

ho tro cai thién strc khde tim mach va hé tuan hoan.
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Hoang ky c6 tac dung bao vé va hd trg chtc nang cua té bao géc tao mau,
g6p phan thuc day qua trinh tao mau, cai thién hoat dong ctia hé tuan hoan va hoat
chat polysaccharide trong Hoang ky ciing c6 tac dung chong ldo héa nho kich hoat
cac con duong tin hiéu nhu insulin/IGF-1, ting cudng biéu hién cac yéu té chdng
oxy héa nhu Nrf2, HO-1 va NQOI, dong thoi giam stress ludi ndi chat
[68],[69] Pan sdm, v&i cac hop chdt hoat tinh nhu Tanshinone IIA va
Dihydrotanshinone I, gitp cai thién lwu théng mau thong qua co ché trc ché két tap
tiéu cdu, giam nguy co hinh thanh huyét khdi, dong thoi kich thich san xut oxit
nitric (NO), tir d6 gidn mach va ting luu lwong tudn hoan méau [116]. Axit
salvianolic B trong Pan sam ciing hd tro gian mach va cai thi¢n dong mau
[117].Ban ha chira cac alkaloid c6 tic dung diéu hoa hoat dong cia ving
chemoreceptor trigger zone (CTZ) trong ndo, tir d6 rc ché cam giac budén non va
non [85],[86]. Nguu tat va PJ trong 1a cac dugc liéu ¢6 tac dung phong ngira va diéu
tri loang xuwong [118]. Nguu tat chira glycoside sterol, dic biét 1a daucosterol, gitp
can bang qua trinh chuyén héa xuong, thuc day phat trién va duy tri khdi lugng
xuong [77]. D6 trong, thong qua kich hoat cac con dudng tin hiéu BMP-2 (Bone
Morphogenetic Protein-2) va Wnt/p-catenin, ting cudng qua trinh tao xuong bang
cach thuc déy su biét hoa va hoat dong cua té bao tao xuong, déng thoi e ché hoat
dong cua té bao huy xwong, gop phan duy tri strc khoe hé xwong khép va ngin ngira
loang xuong [119],[120].

Trong cao kho "Thing thanh gidng troc”, cac thanh phan duoc lidu co tac
dung bao vé gan va chéng xo hoa gan nhu sau: Hoang ky ¢ kha ning bao vé gan
va ngin ngilra xo hoa gan [68]; Thd phuc linh gitp bao vé gan théng qua viéc ting
cudng hoat dong cua cac enzym chdng oxy héa va lam ting néng d6 glutathione
[70]; Rau m4, nho vao chiét xuit ethyl acetate, c6 kha ning lam giam xo hoa gan va
giam dang ké nong do cac chi sé6 men gan ciing nhu hydroxyproline [72]; Tran bi
chra hesperidin, cé tac dung lam giam cholesterol mau va bao vé gan [74]; Dai
hoang véi thanh phan Aloe-emodin c6 tac dung bao vé gan, ddng thoi emodin trong
Pai hoang con cai thién vi tuan hoan va bao vé gan nho kha ning ¢ ché sy phat

trién cua té bao sao gan [75]; Nguu tat, vai alkaloid, bao vé gan thong qua viéc diéu
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chinh chuyén hoa lipid, giam su tich tu m& trong gan va chdng stress oxy hoa [77];
Rutin trong Hoé hoa c6 tac dung giam LDL-C va VLDL-C, dong thoi lam ting
HDL-C nho vao viéc e ché qua trinh tao ra Hydroperoxit va bao vé a-tocopherol
trong cac lipoprotein khoi bi tiéu thu trong qua trinh oxy hoa LDL [79], [80]; Chiét
xuit MeOH cua Trdc nhy da dwoc ching minh c6 tac dung giam tong lwong
cholesterol va LDL [81].
4.2.4. Ban luan vé su twong quan giira y hec co truyén va y hoc hién dai trong
bénh than man tinh

“Hai thuong Y, tong tdm linh” dé cap t&i tang than 1a noi chta ciia ca “Chan
am” va “Chan duong” [121], 1a gdc ré cua sy song, 13 noi tang trir tinh khi cua ca
tién thién va hau thién YHCT cho rang, khi 1a dang vét chat van dong va duy tri
chtrc ning cac co quan trong co thé [28]. Tinh 1a co s& vat chat cua sy séng cua con
ngudi Va cac loai hoat dong co ning cua co thé. Khi 1a mot thanh phan cau tao cua
co thé, 1a ban chét co ban dé duy tri sy séng ciia con nguoi, Khi con goi 1a nguyén
khi, chan khi, tinh khi, duoc hoa sinh trong than, 1a khi co ban nhat trong co thé con
ngudi, dong luc dé duy tri su séng. Tinh va khi c6 ngudn géc tir tinh tién thién va
tinh hau thién duoc chuyén hod tai tang than, sau khi dugc chuyén hoa trong than sé
gip duy tri hoat dong hing ngay, gilp thuc day khi huyét Iuvu thong toan co thé va
bao vé co thé khoi ngoai ta xadm nhap [28]. Bénh than man tinh theo YHCTdua vao
triéu chirng va co ché bénh sinh duoc md ta trong céc ching “Quan cach”, “Long
bé”, “ Lam chirng”, “ Than phong”, “ Niéu doc”. Theo YHHD, bénh than man tinh
dic trung boi tinh chat giam mac loc cau than trén 3 thang [1], [8] va co su xuét
hién cua protein trong nudc tiéu, dac biét 1a albumin niéu. Su xuét hién cua albumin
niéu trong YHCT c6 thé coi 1a hién tuong “ tinh hoa” trong co thé bj that thoét ra
ngoai, dan dén hao ton tinh chat cua co thé. Albumin, vé ban chat 1a mét loai
protein quan trong, trong d6 protein duoc xem Ia thanh phan co ban cau tao nén co
thé con nguoi va duy tri cac hoat dong song. Trong YHCT, protein c6 thé duoc so
sanh vai “ tinh khi”, mot yéu té nén tang gitp nudi dudng va bao vé co thé. O trang
thai co thé khée manh, protein ni¢u khong xuat hién hodc chi xuat hién véi lugng

rat nho. Piéu nay 1a do trong diéu kién binh thuong, chi mot sd protein huyét tuong
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c6 kich thude nho co thé lot qua mang loc cAu than. Tuy nhién, cac protein ndy sau
do duoc tai hép thu hoan toan hoac gén nhu hoan toan tai 6ng than, din dén viéc
khong c¢6 hodc chi ¢ mot luong protein khong dang ké trong nudc tiéu. Su hién
dién protein niéu & mic cao hon muc binh thuong 1a ddu hiéu cho thay su bat
thuong trong churc nang loc cua cau than hodc rdi loan co ché tai hép thu tai éng
than [67]. Theo YHCT, cac ton thuong tai tang than dan dén sy hao hut tinh khi.
Khi tinh khi mét di, cac chét cau tao co ban cua cia thé ciing bi tiéu hao, dan dén
tinh trang thiéu hut khi va duong. Ngoai viéc luu trit tinh khi, tang than con dam
nhiém chirc ning chii vé khi hoa nuée trong co thé, tirc 1a diéu hoa qua trinh phan
bé thuy dich trong co thé. Qua trinh nay dwogc thuc hién théng qua su phdi hop cua
ba tang chinh, tang ty dam nhdn viéc van hoa va hap thu nudc sau dé chuyén Ién
tang phé; tang phé dam nhén tic giang, dua nréc xudng than; va tang than khi hoé
nhitng chat trong dé dua 1én phé, tir d6 phan bd khip toan than, ddng thoi day phan
can bd xubng bang quang dé dua ra ngoai théng qua dudng tiéu tién. Sy can bang
va phéi hop nhip nhang giita cac tang nay la yéu to quan trong gitp duy tri chuc
nang sinh 1i binh thuong, dic biét trong viéc diéu hoa thuy dich. Khi tang than suy
yéu, qué trinh khi hod nuéc bi ri loan, din dén céc triéu ching phu thiing, tiéu tién
bat thuong hoac tich tu dich duc trong co thé [28]. Khi than tinh bi ton thuong, gbc
ré cua tién thién bat tac két hop véi sy thiéu hut tinh do hau thién cung cap, dan dén
tinh trang tinh khi trong co thé suy kiét. Diéu nay lam cho quéa trinh khi hoa bi gian
doan, khong thé thiic day su lwu thong ctia huyét mach. Khi khi khéng van hanh
duoc huyét, huyét s& & tré lai kinh lac va tang phu, tir d6 hinh thanh huyét « [28].
Theo quan diém ctia YHHD, tinh trang ndy cd thé twong @ng Véi su suy giam mac
loc cau than, din dén tich tu cac chit doc trong co thé do than khong con kha ning
dao thai hiéu qua [122]. Su lién hé gitta YHCT va YHHD cho thdy mdi quan hé
chat ché giira su rdi loan khi hod tai tang than va cac van dé sinh Iy hoc hién dai vé
chure nang sinh ly cua than.

Nguyén nhan chi yéu cia CKD theo YHCT 1a do chinh khi hu va ta khi thuc.
Chinh khi hu 14 tinh trang suy giam siac manh cua co thé, lam mat kha ning duy tri

va bao vé chirc ning binh thudng, trong khi ta khi thirc 1a cac yéu té ngoai ta xam
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nhap vao co thé va gy ton thuong cho cac tang lam mat su can bang cta am duong.
O giai doan dau ctia bénh than man tinh, mic du ty va than bi hu tén, nhung chinh
khi con di manh dé chdong lai ta khi xdm nhap tir bén ngoai. Co ché bénh sinh lic
nay chu yéu do thyc ta, thuong gap 1a thap nhiét va huyét . Khi bénh tién trién dén
giai doan tiép theo, chinh khi Idc nay suy yéu, kha ning chdng lai ta khi giam sut,
cac nhan té gay bénh tich tu khong dao thai duoc tir d6 hinh thanh nhiéu san pham
bénh ly. Luc nay, biéu hién la tinh trang hu thuc xen ln, vira ¢6 hu tén cua chinh
khi lai cO su ton tai cua ta khi. Khi bénh tién trién dén giai doan cubi, chinh khi dan
suy kiét, dan dén cac biéu hién bénh sinh chu thuoc vé chinh khi hu. Hau qua la
thuy dich, dam thap troc tich tu lai, 1am nang thém tinh trang bénh ly. O céc giai
doan khac nhau cta bénh than, miac d6 hu va thuc cling khac nhau. Hu va thuc
trong co ché bénh sinh cua bénh than man tinh c6 mdi quan hé nhan qua chit chg, 1a
nguyén nhan va hé qua cia nhau. Hu 1a biéu hién sy suy yéu cua chinh khi, 1am
giam kha ning bao vé va duy tri can bang co thé. Diéu nay tao diéu kién cho thyc ta,
nhu thap nhiét hodc huyét &, xam nhap va gay ton thuong thém. Nguoc lai, thuc ta
tich ty s& lam ton thuong chinh khi, khién tinh trang hu ngay cang tram trong. Su
turong tac lién tuc gitra hu va thuc thuc day tién trinh bénh ly cia CKD, lam cho
bénh ngay cang phic tap va kho kiém soat hon.

Chinh khi hu bao gom su hu suy ngii tang, mat can bang am dwong, khi huyét
hu, trong d6 can ban 13 ty than hu nhuoc. Pong thoi cac yéu to gay bénh nhu noi
thap, nhiét, doc, dam, thap troc, huyét 1,... c6 quan hé mat thiét d6i véi sy mat diéu
hoa cua tang phu trong co thé, cha yéu biéu hién qua huyét @, thap nhiét va doc troc
[123], [124]. Thé huyét & c6 thé dbi ching véi cac ton thuong cau tric va chuc
ning biéu hién bao gdm xo hoa cau than, phan anh tinh trang mit chirc ning va ton
thuong khong hdi phuc; su gia ting mo ngoai cau than, thé hién sy tich tu cac md
soi tai khu vuc quanh ciu than; su day 1én ciia mang day, lam giam kha ning loc
cau than. Bén canh d6 1a hién twgng dinh bao Bowman, gay giam dién tich loc hiéu
qua, huyét khéi vi mach mau trong cau than 1am can tro dong méau luu thong. Cac
hién tuong Xep hoic hep 1ong mao mach, chén ép hoac tic ngh&n mao mach trong

bli mach cau than 1am giam kha ning cung cip mau va oxy, trong khi xo hoa va teo
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dng k& gay suy giam chirc ning tai hap thu va bai tiét cua than [123], [125].

Khi ty than hu nhuoc, chire nang van hoa thuy dich suy giam, dan dén thay
thap tich tu va thap ta an tra trong co thé, bénh kéo dai lau ngay thap ta hoa nhiét ta.
Thap nhiét trong bénh ly than thuong biéu hién qua céc hién tugng gia ting kich
thugc cia cac té bao noi md, sy hinh thanh va giai phong qua mirc cac chat trung
gian ho& hoc gay viém. Néu thap nhiét khong duoc diéu tri, s& anh hudng chirc ning
van hoé cua ty vi, din dén viéc tich tu cac chat chuyén hod lai co thé. Céc san pham
ctia chuyén hoa tich tu lau ngay c6 thé din dén hoi chung ure huyét, diéu nay tuong
rng vai thé dam thap theo YHCT [126], [127]. “Troc doc” tac dong 1én co thé con
ngudi, gay ra nhitng bién doi bénh 1y bat thuong ¢ cap do té bao, md va co quan.
C4c bién d6i nay bao gdom phi dai, ting san, va ung thu hoa trong cac bénh ly theo y
hoc hién dai, ciing véi cac phan tng nhu viém, thoai hoa, chét té bao theo chuong
trinh va hoai tur [128], [129].

Thap thuong & tré va tich tu trong co thé, gay can tro sy van hanh cua khi
huyét va tan dich. Khi thap tich tu l1au ngay, n6 c6 thé hoa thanh nhiét, va nhiét nung
dbt kéo dai s& sinh doc. Bdng thoi, thap dai dang khéng duoc loai bo kip thoi s&
sinh ra troc. Su twong tac giira thap, troc, nhiét va doc tao thanh mot vong luan quan,
lam ting thém mtrc dd nghiém trong cua bénh. Diéu nay dan dén sy réi loan khi co
va mat can bang 4m duong trong co thé, gay anh huang nghiém trong dén stc khoe.
Tir @6 viée thiic day bai xuat hoic loai bo thap, nhiét, doc, troc trong bénh than man
la rat quan trong, c6 thé s dung mot s6 phap diéu tri nhu: thiang thanh giang troc,
thanh nhiét loi thap. Bai thuc “Thing thanh giang troc” bao ché duéi dang cao khd

duoc xay dung dua trén co sé nay.
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KET LUAN

1. V@ ddc tinh ban truong dién ciia cao khd “Thing thanh giing troc”

Trén cac 16 chudt cong trang cho udng cao kho “Thing thanh giang troc” liéu
0,735 g/kg/24h va lidu 2,205 g/kg/ngay, lién tuc trong 90 ngdy, cho thdy: Khong giy
anh hudng dén tinh trang chung va sy phat trién can ning cua chudt, khong 1am thay
d6i cac chi s6 huyét hoc, khong 1am thay ddi cac chi tiéu sinh hoa danh gia chirc ning
gan va than, khong gay ton thuong mo bénh hoc gan, than cua chudt thuc nghiém.

Nhu vy cao kho “Thing thanh giang troc” an toan ¢ cac mirc lidu ding va thoi
gian sir dung udng 90 ngay lién tuc trong nghién ctru thuc nghiém trén chudt cong tring.
2. Vé tac dung ciia cao khd “Thing thanh gidng troc” trén mé hinh.

Cao kho “Thang Thanh Giang Troc”liéu 1,26g/kg/24h va licu 2,529/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 nhit trang. Cu thé:

- Lam giam cac chi s6 danh gia ton thuong chirc ning 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 chuot gay bénh.

- Giam sy phi dai than va bién d6i mé bénh hoc than théng qua cac chi so:
giam can nang than, cai thién cac hinh anh tén thuong mé bénh hoc than.

Khi so sanh tac dung ¢ hai liéu khac nhau cho thiy sir dung ¢ liéu
2,52g/kg/24h, tac dung cua cao khd 1am giam cac chi s6 nhu ure huyét thanh,
creatinin huyét thanh, s luong nudc tiéu trong 24 gid va protein niéu trong 24 gio,
so vai khi sir dung & liéu thip 1,26g/kg/24h. Ngoai ra, liéu cao ciing c6 tac dung
manh m& hon so v&i lidu thap d6i vai s6 lwgng hdng cau va chi sé hematocrit huyét

thanh & chuot bi gay bénh than man tinh bang adenine.
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KHUYEN NGHI

Cao kho “Thing thanh giang troc”da dugc nghién ctu doc tinh cap (thuc
hién trong mét nghién ciru khac) va doc tinh ban truong dién trén dong vat thuc
nghiém (thuc hién trong nghién ciru nay). Pong thoi, cao kho “Thing thanh giang
troc”ciing thé hién rd tac dung diéu tri trén md hinh gay bénh than man tién trién
bang Adenin. Véi két qua dat dwgc trong nghién ciru ndy, ching toi kién nghi sir
dung cao kho diéu tri bénh than man trén 1am sang. Sau do6 co thé tiép tuc nghién
ctru diéu ché vién nang tir cao khd két hop nghién ctru 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 1

CAC VI THUOC TRONG BAI THUOC NGHIEN CUU

Tinh vi quy kinh Thanh phan Li¢u
STT Duogc li¢u .
Cong dung hoa hoc dung
Ban ha ché Tan 6n c6 doc. Saponin, coumarin,..
1 | (RhizomaPinelliae ) | Quy kinh Ty vi 3-99
Giang nghich, cAm non
C6t khi Vi kho, vi han. Tannin, polygolin,...
(Radix Quy Can Dom Phé
2 . . . 9-15¢
Polygoni cuspidati) | Trir thap, hoa dom, chi
ho
Chi xac Kho,tan luong. 9,98%qlicozit,
3 (Fructus Aurantii) | Quy kinh ty,vi. flavonoid 2.9
-9
Pha khi hoa dom, tiéu
tich.
ban sam Khé, vi han. Gom 3 xeton:
(Radixet Rhizoma | Quy kinh can, tam. Tansinon 111,111
4 _ , : 9-15¢
Salviae Hoat huyét, lvong huyét.
miltorhizae)
Hoang ky: Cam, on. Cholin betain
(Radix  Astragali | Quy kinh phé, ty.
5 _ y P ,qy o 9-30g
membranecei) Boi khi ¢o biéu, loi ti€u,
trir mu, sinh co.
Tho phuc linh Cam, dam, binh Flavonoid, Lingnas
(Smilax glabra | Quy kinh can, vi.
6 g , 12-30g
Roxb) Tru thap, ti€u doc, loi

ni¢u.




Rau ma Ding, han Ancaloit,
(Centella Quy kinh Can, than, ty. triterpenoids,
7 , 10-12g
asiatica(L.)Urb.) Thanh nhiét lgi thap, giai | flavonoids,
ddc, tiéu sung. polyphenols
Trac nhu: Ngot, han. Chua rd hoat chat
o (Caulis Bambusae | Quy kinh can, phé, vi. , 3.99
in Taeniis) Thanh nhiét luong huyét,
trir phién.
Tam sa Ngot, cay, On. Vitamin A,
9 | (Faeces Quy kinh can, ty, vi. Vitamin B 6-12¢
Bombycum) Khir phong, tao thap.
Nguu tat Kho, toan, binh Saponin, ecdysteron,
10 | (Radix Achyranthis | Quy kinh can, than inokosteron, ... 8-12¢g
bidentatae) B6 can than, hoat huyét.
bai hoang Kho han. Tanin :
n (Rhizoma Rhei) Quy kinh ty, vi, dai| Rheoanthraglucozit 6.99
truong.
Thanh truong thong tién
Hoe hoa Ngot tinh binh. Quy kinh | Rutin, Quecertin.
12 | (Flos Styphnolobii | can 6-99
japonici imaturi) | Luong huyét, chi huyét.
Tran bi Kho, tan, on. Tinh dau, vitamin A,
13 (Pericarpium Citri | Quy kinh phé, ty. vitamin B 10-20g
reticulatae Ly khi kién ty, hoa dom
perenne) rdo thap.
1 bd trong Q191y kinh can than Flavonoid, alkaloid, 10-15¢
Cortex Eucommiae | BO can than polyphenols
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| cONG TY CO PHAN TIRU CHUAN CO SO S6 tiéu chudn:
NHA MAY CAO KHO HON HQP DUQC LIEU TCCS NCO01
BACHTHAODUYG C6 hiu lyc ké tir ngay ky
1. YEU CAU KY THUAT
1.1. Céng thire sin xufit: Cho 21 g Cao khd hdn hgp duge ligu:
Thanh phiin Ham lwgng

Thd phue linh (Rhizoma Smilacis glabrae) 20g
Dan sdm (Radix et Rhizoma Salviae miltiorrhizae) 20 g
D4 trong (Cortex Eucommiae) 20g
Hoa hoe (Flos Styphnolobii japonici imaturi) 20g |
Hoang k¥ (Radix Astragali membranacei) 20g]
Rau md (Herba Centellae asiaticae) 20¢g |
C6t khi (Radix Polygoni cuspidati) 20g
Bén ha (ché) (Rhizoma Pinelliae) 10g
Tran bi (Pericarpium Citri reticulatae perenne) 10 g |
Tric nhu (Caulis bambusae in Taeniam) 10g
Chi xac (Fructus Aurantii) 10g
Tam sa (Faeces bombycum) 10g
Dai hoang (Rhizoma Rhei) 10g

| Newu tét (Radix Achyranthis bidentatae) 10g]
Td dugc:
Methylparaben 0,038 ¢g
Propylparaben 0,004 ¢
Phu liéu khdc bao gom:
Nudec sinh hoat, Ethanol 96%

1.2. Nguyén liéu, phu li¢u:
Thd phuc linh (Rhizoma Smilacis glabrae) Pat DDVN V
Dan sam (Radix et Rhizoma Salviae miltiorrhizae) Pat DDVN V
bo trong (Cortex Eucommiae) Pat DDVN V
Hoa hoe (Flos Styphnolobii japonici imaturi) Pat DDVN V
Hoang ky (Radix Astragali membranace) Pat DDPVN V
Rau mé (Herba Centellae asiaticae) Dat DDVN V
Cét khi (Radix Polygoni cuspidati) DPat DDVN V
Bén ha (ché) (Rhizoma Pinelliae) Dat TCCS
Tran bi (Pericarpium Citri reticulatae perenne) Dat DDVN V
Tric nhu (Caulis bambusae in Taeniam) Pat TC NSX
Chi xac (Fructus Aurantii) Dat DDVN V
Tam sa (Faeces bombycum) Dat TC NSX
Pai hoang (Rhizoma Rhei) Dat DDVN V
Nguwu tét (Radix Achyranthis bidentatae) Dat DBVN V
Methylparaben (Methylis parahydroxybenzoas Dat USP 2023
Propylparaben (Propylis parahydroxybenzoas) Dat USP 2022
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Ethanol 96% (Ethanolum 96%) (*) Dat DDVN V
Nuée sinh hoat Dat QCVNO01-1:2018/BYT

1.3. Yéu cAu chit lwgng

1.3.1. Tinh chét: Ché phﬁm 1 dang bdt, mau nfu den, c6 mii thom cua duge liéu.

1.3.2. Dink tinh: Ché phdm phai cho cde phép thir dinh tinh ciia Thd phuc linh, Pan sim, B3
trong, Hoa hoe, Hoang Ky, Trin bi, Chi xdc, Dai hoang.

1.3.3. Df mjn: Ry qua riy s 180 (c& mét ray 0,180mm). Khong du6i 97% khéi lugng bt
qua ry s8 180.

1.3.4. Mt khdi hepng do lam khd: Khong qua 5,0%.

1.3.5. Tro toan phin: Khong qua 20,0%.

1.3.6. Kim logi nding: Khong duge qué 20 phén trigu,

1.3.7. Cin khéng tan trong miede: Khong duge qué 12,0% tinh theo ché phdm kho kiét.
1.3.8. Chiit chiét dwge: Ham lugng chét chiét dugc trong ethanol 70% clia ché phim khéng
duge it hon 30,0%.

1.3.9. B nhiém khudn

- Tdng s6 vi sinh vit hiéu khi: Khong qua 10* CFU/g.

- Tdng s6 nim: Khong qua 102 CFU/g.

- Tbng s6 vi khuin Gram 4m dung nap mét: Khong qua 102 CFU/g.

- Khong dugce c6 Salmonella trong 10g.

- Khong dugc c6 Escherichia coli, Staphylococcus aureus trong 1g.

2. PHUONG PHAP THU'

2.1. Tinh chét: Bing cim quan, ché phim phai dat cic yéu ciu da néu.

2.2. Dinh tinh:
2.2.1. Dinh tinh Thé phuc linh: Phuong phép séc ky 16p mong (DPVN V, phu luc 5.4).

* Thudc thit, dung cu:

- Ban méng Silica gel GFzs4, tring séin ciia Merck, hoat hod & 100°C trong 30 phit.

- Methanol

- Hé dung moi trién khai séc ky: Toluen — Ethyl acetate — Acid formic (13:32:9).

- Thube thir hién vét: Dung dich nhém clorid 1% trong ethanol.

* Cdch thir:

- Dung djch thir: Cén mdt lugng cao twong dwong 2,0 g Thd phyc linh, cho vao binh
nén 100 ml, thém 50ml methanol, dun s6i trong 30 phit (bd sung thém methanol néu can), dé
ngudi, loc. C6 dich loc trén céch thity dén con khoang 2 ml, dugc dung dich chém séc ky.

- Dung dijch déi chiéu: Liy 2,0 g dugc liéu Thd phyc linh, cét nho, cho vao binh nén
100 ml, thém 50ml methanol, dun s6i trong 30 phiit (bd sung thém methanol néu can), dé
ngudi, loc. Co dich lgc trén céch thiy dén con khoang 2 ml, dugc dung dich chim sic ky.

- Cdch tién hanh: Chim riéng biét 1én bin méng 10 pl mdi dung dich thir va dung dich
d6i chiu. Tién hanh séc ky theo DDVN V, phu lyc 5.4. Sau khi trién khai dugc khodng 10 -
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12 cm, lﬁy ban mong ra, dé khd & nhi¢t dd phong, sau d6 phun dung dich nhém clorid 1%
trong ethanol, & kho ban mdng va quan sét & anh sang tir ngoai 365 nm.

- Két qua: Sic ky dd cia dung dich thir phai cho céc vét c6 ciing mau séc, cing gi4 tri
Revéi cdie vét trén siic ky dd ca dung dich ddi chibu.
2.2.2. Djnh tinh Dan sam: Pharong phip sfic ky 16p mong (DDVN V, phuy luc 5.4)

* Thudc th, adung cy:

- Bin mong silica gel GFass, trdng sin ciia Merck, da hoat hoé & 100°C trong 30 phiit.
- Ether ethylic, methanol.

- Dung mdi trién khai sic ky: Toluen - ethyl aceat — aceton — acid formic (5:2:2: 1).
- Thudc thir hién vét: Dung djch vanilin 1% trong acid sulfuric ddc.

* Cach thit:

- Dung djch thiz: Cin mét lugng cao twong duong 2,0 g Pan sim, thém 50 ml nudc,
dun s6i nhe 30 phut, dé ngudi, loc. Chuyén dich loc vao binh gan, lic k¥ v6i 30 ml Ether
ethylic. Gan 14y dich chiét Ether ethylic, c6 trén cach thiy dén can. Hoa tan cén trong 2 ml
methanol dugc dung dich chim sc ky.

- Dung dich d6i chiéu: Ly 2,0 g dugc li¢u Dan sim, thém 50 ml nuéc, dun sbi nhe 30
phit, 4 ngudi, loc. Chuyén dich loc vao binh gan, lic k§ véi 30 ml Ether ethylic. Gan ldy
dich chiét Ether ethylic, c6 trén cach thiy dén can. Hoa tan cén trong 2 ml methanol dugc
dung dich chim sic ky.

- Céch tién hanh: Chim riéng biét 1én ban méng 10 pl mdi dung dich thir va dung dich
46i chiéu. Tién hanh séc ky theo DDVN V, phu Iuc 5.4. Sau khi trién khai dugc khoéng 10 -
12 cm, l4y bén mong ra, dé khé & nhiét 9 phong, phun thudc thir hién mau, siy ban méng &
105°C trong cho dén khi hién r vét, soi du6i anh séng thudng.

\\OA’M Vs

- Két qua: Dung dich thir phai c6 céc vét cing mau, ciing Re véi céc vét cia dung dich
déi chiéu.

2.2.3. Dinh tinh D§ trong: Phuong phép séc ky 16p méng (DDVN V, phu luc 5.4)

| SR

* Thude thir, dung cu:

- Bin mong Silica gel GFass, tring siin cita Merck, hoat héa & 100°C trong 30 phiit.

- Ether, cloroform, ethanol.

- Dung méi trién khai sfic ky: Cyclohexan — ethyl acetate — aceton (8 : 2 : 0,5).

- Thubc thir hién vét: Dung djch vanilin 1% trong dung djch acid sulfuric 10% trong ethanol.

*Céch thi:

- Dung djch thiz: Cén lugng cao twong duong 2,0 g D3 trong, thém 10 ml ether, ngdm
qua dém, loc. Béc hoi dich loc trén céch thity t6i khd, hda tan céin trong 2 ml cloroform, dwrge
dung dich chim séc ky.



- Dung djch déi chiéu: 1.4y 2,0 g duge li¢u D3 trong, thém 10 ml ether, ngdm qua
dém, loc. Béc hoi dich loc trén cdch thily t6i kho, hoa tan cén trong 2 ml cloroform, dugc

dung djch chim séc ky,

e Cdc.h tién hdn{t: Chéim riéng bigt 1én ban mong 30 pl mdi dung djch thir va dung dich
déi chiéu. Tién hanh sic ky theo DBVN V, phy luc 5.4. Sau khi trién khai dugc khong 10 -
12 cm, 14y bin mdng ra, dé kho & nhi¢t d9 phong, phun thube thir hign vét, sy ban méng &
120°C trong S phiit. Quan sét ban mdng dudi dnh thuong,

Két qud: Dung djch thy Phii c6 cée vét cling mau, cing Ry véi e vét cita dung dich
ddi chiéu.
2.2.4. Dinh tink Hoa hde: Phuong phép she ky 16p méng (DBVN V, phy Iyc 5.4)

* Thude thit, dung cy:
- Bin méng silica gel GF,s4, trang sin ciia Merck, da hogt hoé & 100°C trong 30 phat.

- Ethanol
- Dung méi trién khai séc Ky: n-Butanol - acid acetic — nuée (4:1:35). )
- Thube thir hién vét: Hoi amoniac ddm dge.

* Cdch thi:
- Dung djch thir: Can lugng cao twong duong 2,0 g dugc liéu, thém 30 ml ethanol 90%.

Bun s6i trong 10 min, 4 ngudi, loc, duoc dung dich chém séc ky 16p méng.
- Dung dich doi chiéu: Hoa tan rutin chudn trong ethanol 90% & dugc dung dich c6

chira 1 mg/ml.
- Cdch tién hanh: Cham riéng biét 1én ban méng 20 ul mdi dung dich thir va dung dich

dbi chiéu. Tién hanh sic ky theo DDVN V, phu luc 5.4. Sau khi trién khai dugc khoéng 10 -
12 cm, 1y ban méng ra, dé kh6 & nhiét d5 phong, quan sét ban mong dudi 4nh sang tir ngoai
365 nm; tiép tuc phun thudc thir hign vét. Sy ban méng & 120°C trong 5 phiit. Quan sét ban

méng dudi 4nh sdng thudng. ,
- Két qud: Trén sic ky 43 cita dung dich thii phai ¢ vét cling pht quang mau niu va

ciing gié trj Re v6i vét rutin trén sic ky dd cia dung dich dbi chiéu. Hién mau bing hoi
amoniac dim djic , trén sic ky db ctia dung djch thir phai ¢6 vét cing mau vang c6 cling gia
trj Re v6i vét rutin trén séc ky db cia dung dich @i chibu.

2.2.5. Djnh tinh Hodng kp: Phuong phip sic ky 16p mong (DBVN V, phy lyc 5.4)

* Thube thiz, dung cu;
- Ban méng silica gel GFzs4, trang sin ciia Merck, da hoat hod & 100°C trong 30 phuit.

- Ethyl acetate, Ethanol,
- Dung moi trién khai sc ky: Cloraform — methanol (10 : 1),
- Thubc thir hién vét: Hoi amoniac.

* Cdch thir:
- Dung djch thir: Cén lrgng cao twong duong 2,0 g Hoang ky, cho vao binh nén 100ml,
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thém 50ml nuede, dun sbi trong 30 phit, d& ngudi, ly tam Idy dich trong. Diéu chinh dich ly
{am dén pH 5-6. C6 dich ly tam trén céich thiy dén con khoang 20 ml, d& nguoi rdi chuyén
sang binh gan, thém 20 ml ethyl acetate, lic k§. Gan dich chiét ethyl acetate, cb trén céch
thiy dén can, hda tan cfin trong 1 ml ethanol duge dung dich chéim sic ky.

- Dung djch di chiéu: Ly 2,0 g duge li¢u Hoang ky, cho vao binh nén 100ml, thém
50ml medc, dun sdi trong 30 phut, dé ngudi, ly tdm 14y dich trong. Didu chinh dich ly tim dén
pH 5-6. C5 dich ly tim trén cdch thiy dén cdn khodng 20 ml, & ngudi rdi chuyén sang binh
gan, thém 20 ml ethyl acetate, lic k§. Gan dich chiét ethyl acetate, c0 trén céch thiy dén can,
hoa tan ciin trong 1 ml ethanol duge dung dich chim séc ky.

- Cdch tién hanh: Chim riéng biét 1én ban mong 20 pl mbi dung dich thir va dung dich
45i chiéu. Tién hanh sic ky theo DDVN V, phu lyc 5.4. Sau khi trién khai dugc khoang 10 -
12 cm, 14y ban méng ra, dé khé & nhiét d9 phong, ho trén hoi amoniac. Quan sét bin méng
dudi dén tr ngoai & bude séng 365nm.

- Két qua: Sic ky dd ciia dung djch thir phai c6 c4c vét phat quang ciing mau, ciing Re
véi cic vét trén sic ky dd cua dung dich dbi chiéu.

2.2.6. Dinh tinh Trin bi: Phuong phap sic ky 16p méng (DDVN V, phu luc 5.4)

* Thudc thit, dung cu:

- Ban mong silica gel GFasq, trdng séin clia Merck, da hoat hoa & 100°C trong 30 phit.
- Ethyl acetat, ethanol.

- Dung méi trién khai sic ky: Toluen-cloroform-aceton (40:25:45)

Vi
- Thubc thir hién vét: Hon hop dung dich acid boric 10% - acid oxalic 10% (2 :1) s
* Cdch thir: Ry
- Dung dich thir: Cén lugng cao tuong duong 2,0 g Tran bi, thém 100 ml nuéc, dun N

s6i nhe 30 phiit, d ngudi, loc. Chuyen dich loc vao binh gan, kiém héa dich loc dén pH=9-
10, & yén 10 phat, lic ky v6i 40 ml ethyl acetat. Gan ldy dich chiét ethyl acetat, ¢b trén cach \

thity dén can. Hoa tan cén trong 1 ml ethanol tuyét ddi duge dung dich chém séc ky.

- Dung dich d6i chiéu: Liy 2,0 g dugc liéu Trén bi, thém 100 m! nuéc dun sdi nhe 30
phit, 4 ngudi, loc. Chuyén dich loc vao binh gan, kiém héa dich loc dén pH=9-10, dé yén
10 phat, lic k¥ vdi 40 ml ethyl acetat. Gan 14y dich chiét ethyl acetat, ¢ trén cich thiy dén
can. Hoa cin trong 1 ml ethanol tuyét déi dugc dung dich chim séc ky.

- Cdch tién hanh: ChAm riéng biét 1én ban mdng 20 pl mdi dung dich thir va dung
dich dbi chiéu. Tién hanh séc ky theo DDVN V, phu Iyc 5.4. Sau khi trién khai dugc khodng
10 -12 cm, liy ban moéng ra, dé khé & nhiét o phong, soi bin méng duéi 4nh sdng tir ngoai
365nm; phun thudc thir hién mau, siy bin méng & 105 °C trong 10 phiit, quan sét vét dudi
énh sang thudng.

- Két qua: Dung dich thir phéi c6 cic vét phat quang cling mau, cing R véi cic vét
ctia dung dich dbi chiéu.



5.2.7. Dinh tinh Chi xdc: Phuong phép sfic ky 16p mong (DDVN V, phu luc 5.4)

* Thuéc thir, dung cu:
- Ban mong silica gel GFasq, trdng sfin etia Merck, da hogt hoé & 100°C trong 30 phit.

- Ethyl acetat, ethanol.
- Dung moi trién khai siic ky: Toluen-cloroform-aceton (40:25:45)
- Thubc thir hién vét: Hén hop dung dich acid boric 10% - acid oxalic 10% (2 :1)

* Cdch thir:

- Dung dich thir: Céin lugng cao twong duong 2,0 g Chi x4c, thém 50 ml nuéc, dun s6i
nhe 30 phut, & ngudi, loc. Chuyén dich loc vao binh gan, kidm héa dich loc dén pH=9-10,
48 yén 10 phut, lic k§ v&i 40 ml ethyl acetat. Gan 1y dich chiét ethyl acetat, c6 trén c4ch
thity dén can. Hoa tan cén trong 1 ml ethanol tuyét déi dugc dung djch chim séc ky.

- Dung dich d@6i chiéu: LAy 2,0 g dugc ligu Chi xéc, thém 50 ml nuée dun sdi nhe 30
phut, d& ngudi, loc. Chuyén dich loc vao binh gan, kiém héa dich loc dén pH=9-10, dé yén
10 phut, lic ky véi 40 ml ethyl acetat. Gan ldy dich chiét ethyl acetat, c6 trén céch thiy dén
can. Hoa céin trong 1 ml ethanol tuyét d6i dugc dung dich chim séc ky.

- Cdch tién hanh: Chim riéng biét 1én ban méng 20 pl mdi dung dich thir va dung
dich dbi chiéu. Tién hanh sic ky theo DDVN V, phu luc 5.4. Sau khi trién khai dugc khoéng
10 -12 cm, 14y ban méng ra, dé kho & nhiét do phong, soi ban moéng dudi 4nh sang tir ngoai
365nm; phun thudc thir hién mau, sdy ban méng & 105 °C trong 10 phit, quan sat vét dudi
4nh sang thuodng.

- Két qua: Dung dich thir phéi c6 céc vét phat quang cling mau, cling Ry véi céc vét
cita dung dich déi chiéu.
2.2.8. Dinh tinh Pai hoang: Phuong phip séc ky 16p mong (DDVN V, phu luc 5.4)

* Thudc thir, dung cu:
- Ban méng silica gel GFas4, trang sin cita Merck, da hoat hoé & 100°C trong 30 phut.

- Cloroform, ethanol.

- Dung mbi trién khai sic ky: Toluen — ethyl acetat — methanol — acid formic — nuée (30 : 10
:2:0,5:5) (Idc kp, dé tach lop, Idy l6p trén).

- Thube thir hién vét: Hoi amoniac

* Cach thi:

- Dung djch thir: Cén lugng cao twong duong 2,0 g Dai hoang, thém 50 ml nuéc, dun
s6i nhe 30 phat, d& ngudi, loc. Chuyén dich loc vao binh gan, lic k§ véi 40 ml Cloroform.
Gan ldy dich chiét Cloroform, c trén céch thity dén can. Hoa tan cin trong 2 ml ethanol tuyét
dbi dugc dung dich chim sic ky.

- Dung dich déi chiéu: Léy 2,0 g dugc liéu Dai hoang, thém 50 ml nuéc, dun séi nhe
60 phit, dé ngudi, lpc. Chuyén dich lgc vao binh gan, lic k§ véi 40 ml Cloroform. Gan liy
dich chiét Cloroform, cb trén céch thity dén can. Hoa tan cén trong 2 ml ethanol tuyét dbi

(2.2 A Q\ey
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dugc dung dich chéim sic ky.

- Cdch tién hanh: Chim riéng bigt 1én ban mong 20 pl mdi dung dich thir va dung
dich 46 chiéu. Tién hanh sic ky theo DDVN V, phy Iyc 5.4. Sau khi trién khai dugc khoang
10 -12 cm, 14y ban mong ra, d& kho & nhiét do phong, soi ban mong dudi anh sang tir ngoai
365nm; Tiép tuc hién vét bing hoi amoniac, quan sat vét dudi anh sing thudng.

- Két qua: Dung djch thir phdi ¢6 cdc vét phét quang ciing mau, cling Rr v6i céc vét
cva dung dich d&i chiéu.

2.3. D§ min: Thir theo DDVN V - Phy lyc 3.5 - C& bt va ry. Cén chinh xéc khoéng 25g
¢ao, tién hanh rdy qua riy s6 180 (c& mit riy 0,180mm).

1>

2.4. M4t khdi lwgng do ldm khé: Cén chinh x4c khoang 1 g cao, tién hanh theo DDVN V,
phu luc 9.6 - X4c dinh mAt khéi lugng do lam khd, phwong phép sy trong tii sdy tinh & 105°C,
4p suit thudng dén khéi luong khong ddi.

2.5. Tro toan phin: Thir theo DDVN V, phy lyc 9.8, phuong phép 2.

Cdch tién hanh:

- Chn chinh x4c khodng 1 g Cao vao chén sit d nung & 600°C dén khi lwgng khéng ddi
va da cn bi. Dét trén bép dién cho dén khi hét khéi tring bc ra.

- Dit chén cé méu vio 10 nung va ting din nhit d9 dén 600°C. Tién hanh nung khoang 2
gitr thu dugc tro mau tring. LAy chén nung ra dé ngudi mot lic sau d6 cho vao ti siy
inh, sdy & nhiét d§ 105°C trong 30 phiit, Iy ra cho vio binh hit 4m, dé ngudi rdi can.
Lép lai qué trinh trén cho dén khi trong lugng khéng dbi (sai léch giira 2 1in cin khong
qué 0,5 mg). .

- Ham luong tro toan phén (T%) tinh trén ché phim sdy kho duoc tinh theo cong thirc:

(m2 -m1) x 100 r
T(%) =~ 100-H "
X100

~

o P 4

.

i

Trong d6: =

m: khéi lugng chén nung (g)

mg: khéi lwgng tro va chén nung (g)

m: khéi lugng mau thir (g)

H: d6 4m (%)

2.6. Kim loai niing: Thir theo DDVN V, phu luc 9.4.8, phuong phap 3, sir dung 1g ché Phém

va 2ml dung djch chi méu 10 phén tri¢u Pb (TT) dé chufn bj dung dich déi chiéu.

2.7. Cfin khong tan trong mréc
Cén chinh xé4c khodng 1,0 g ché phim (mep), cho vao céc md 100 ml, thém 30 ml nuée
s6i, khudly cho tan hét cao, loc vao gidy loc da xéc dinh b (mu), riva gidy loc nhiéu lin
b'iing nuée s6i cho dén khi nuée rira khong mau, sdy gidy loc ¢6 cin & 105 °C trong 3 gid,
ldy ra dé ngudi trong binh hit &m, cén nhanh @ xdc dinh khéi lrong (meisein).
Ham lugng cén trong ché phim dugc tinh theo cdng thirc sau:



(Mbltcin = mpy) X 100
X%=

Mep X (100% - % dm)

2.8 Chiit chiét dwge:
a. Hoa chdt,_thude thit:

Ethanol 70 % (T7).

- Cén chinh x4c khoang 2 g ché phiim cho vao binh nén niit mai 100 ml. Thém chinh xéc

50,0 ml ethanol 70 % (TT), ddy kin, cin xdc djnh khéi lugng, 1ic déu, dé yén 1 gid, sau
d6 dun sdi hdi lwu 1 gidy, dé ngudi, 1Ay binh nén ra, diy kin, cén dé x4c dinh lai khéi luong,
ding ethanol 70 % (TT) dé bd sung phin khéi luong bj giam, lic déu. Loc qua phéu loc
va giéy loc khé, bo 5 ml dich loc dau. Hit chinh x4c 25,0 ml djch loc vao ce thiy tinh da
cén bi trrde, ¢b trong céch thity dén cén, cén thu duge sdy & 105 °C trong 3 gi¢. D& ngudi
trong binh hiit Am dén nhiét 4 phong, dem cén nhanh & xéc dinh khdi lugng cén.

Chat chiét dugc trong ethanol 70 % (TT) dugc tinh theo cong thirc:

ax50

%)= 1
X(%) o 00

Trong do:

a : Khéilugng cin cin dugc tinh bing (g).
mr : Khéi lugng mAu thir duge tinh bing (g).

2.9 D§ nhiém khuln: Tién hanh thir theo DDVN V, phy lyc 13.6 - Thir gi¢i han nhiém khudn

2.9.1. Téng s6 vi khuéin hiéu khi, téng s6 ndm: Phuong phdp dia thach - Céy trén

Chudn bi méu thir: Liy khoang 20 gam cao ché phdm, nghién min va tron déu bing i
vb khuén. Can chinh x4c 10g bot ché phim vao chai thiy tinh trung tinh 250ml v tring,
Thém dung dich dém phosphat pH 7,2 hodc dung dich dém natri clorid-pepton pH
7,0, & c6 ndng 6 10", lic ky. Pha lofing tiép bing ciing dung dich pha loang dé dugc cic
ndng 49 102, 10°,

Tién hanh: Sit dung dia Petri duong kinh 9cm, thém vao mdi dia 1ml méau thir 43 dugc
xir 1y theo phén Chuin bj mAu thi, thém 15ml dén 20ml méi trudng Tryptic soy agar
(TSA) v6 tring dé nudi cdy vi khufn, 15ml dén 20ml mdi trudng thach Sabouraud-
dextrose agar (SDA) vb tring dé nu6i cly ném. Chudn bj 2 dia méi trudng cho mdi ndng
d pha loang. U c4c dia dém vi khufn & nhiét d9 30°C - 35°C trong 3-5 ngdy va ui céc dia
vi nim & nhiét do 20°C - 25°C trong 5-7 ngdy. Thyc hién kiém soat chimg am tinh bing
céch sir dung chét pha lodng thay cho mfu thit.

Ddnh gid két qua: Theo Dugc dién Viét Nam V, phy lyc 13.6 - Thir gi¢i han nhiém khudn
- X4c dinh tong 6 vi sinh vit.

2.9.2. Vi khudn Gram am dung nap miit:

19h

*a

W\
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Chudn bi mau thit: Chuéin bj miu thir c6 ndng o pha loing 10" nhur mb ta trong phin
Chuéin bi méu thir myc 2.9.1 nhung sir dyng moi trrong 16ng casein dau tuong 12 dung
dich pha loding, trdn d&u va i § 20°C - 25°C trong mot thor gian thich hgp dé phyc héi lai
vi khuAn ma khéng 1am tang s lwgng vi khuin (thudmg tir 2h dén khong qua Sh) (Hén
hgp A).

. Phdt hi¢n vi khudn: Chuyén mot thé tich twong duong véi 1g hofic 1ml Hén hgp A vao
100ml méi trrdmg 1dng ting sinh Enterobacteria-Mossel. U ¢ 30°C - 35°C trong 24h - 48h.
Céy chuyén 1én mdi trrdmg thach mudi mét tim do. U & 30°C - 35°C trong 18h -24h. Miu
thir khdng ¢ Enterobacteria néu khong thily khufn lac moc trén méi truémg.

- Phén Idp va cdy chuyén: Cy lugng mAu thir da duge chuén bj theo phin Chuén bj mau
thir v tidn ) twong tmg chira 0,1g; 0,01g va 0,001g vio 100ml méi truémg léng ting sinh
Enterobacteria-Mossel. U & 30°C - 35°C trong 24h - 48h. CAy chuyén tir mdi dng méi
trrdng trén sang moi trudng thach mudi mét tim dé. U & 30°C dén 35°C trong 18h dén
24h.

- Ddnh gid két qua: Khuln lac moc trén méi trudmg chimg t6 két qua duong tinh. Ghi lugng
nho nhit clia ché phim ma & d6 cho két qué dwong tinh va lugng 16n nhét cia ché phim
ma & d6 cho két qua am tinh. Xéc dinh s6 lugng vi khuén theo Bang 13.6.5. - Phu lyc 13.6
- Thir gi6i han nhiém khuén.

2.9.3. Escherichia coli:

- Chuén bj méu thie: St dung 10m! mAu thir ¢6 ndng d¢ 10" trong phin Chuén bi mau thir
muc 2.9.1 ciy vao 100ml méi trudmg Triptic soy broth (TSB), tron déuva 30°C -35°C
trong 18h - 24h.

- Phdn ldpva cdy chuyén: Lic chai mbi truong TSB. Chy chuyén 1ml mi trudng TSB sang
100ml méi trudng 16ng MacConkey va i & 42°C - 44°C trong 24h - 48h. Tiép tuc
chy chuyén sang dia moi trudng thach MacConkey va 1t & 30°C - 35°C trong 18h - 72h.

- Ddnh gid két qud: Khun lac moc trén moi tredng cho thiy méu thir c6 thé ¢6 E. coli. Méu

thir khong c6 E. coli néu khéng 6 khuén lac moc trén méi trrdng. Néu nghi ngd, tiép tuc

x4c dinh bing cic phan tmg sinh héa khac.

2.9.4. Salmonella:

- Chudn bj méu thir: Ly lugng mAu thir da xir 1y nhu m6 ta trong phan Chuén bj mau thir
myc 2.9.1 twong tmg v6i 10g mAu thir va clly vao mot thé tich phi hgp méi trudng 1ong
casein du tuong, tron déu va i & 30°C - 35°C trong 18h - 24h,

- Phan ldp va cdy chuyén: Cly chuyén 0,1ml méi trudng 16ng casein ddu twong sang 10ml
méi truong ting sinh Salmonella Rappaport Vassiliadis va i & 30°C - 35°C trong 18h -
24h. Tiép tuc chy chuyén sang dia m6i trudmg thach Xylose lysin deoxycholat va it & 30°C
- 35°C trong 18h - 48h.

- Ddnh gid két qua: Khuén lac mau do, c6 hojic khoéng cé trung tdm mau den moc
trén méi trudmg cho thdy méu thir ¢6 thé c6 Salmonella. Méu thir khong c6 Salmonella
néu khong c6 khuln lac c6 dic didm m6 ta & trén moc trén méi tredmg. Néu nghi ngd, tiép
tuc xéc dinh bing céc phan g sinh héa khéc.



T
oYX Staphylococcus aureus:
Kt
_ sirdyng 10ml mAu thir ¢6 ndng d9 10" trong phiin Chufin bj mAu thir muc 2.9.1 chy vao
100ml mdi truwdng 16ng casein dju tuong, trdn déu va 1 & 30°C - 35°C trong 18h - 24h.
Ciy chuyén sang dia méi trudng thach mudi manitol va 1 & 30°C - 35°C trong 18h - 72h.
- Ddnh gid két qua: Khudin lac mau vang hofic tring ¢6 vong mau vang bao quanh moc trén
mdi trudng cho thiy miu thir ¢ thé ¢6 S. aureus. Miu thir khong c6 S. aureus néu khong
¢6 khudn lac c6 diic diém md ta & trén moc trén moi tremg. Néu nghi ngd, tiép tuc xac
dinh bing céic phan vmg sinh hoa khéc.

3. PONG GOI - GHI NHAN - BAO QUAN - HAN DUNG
- Pong gbi: 10kg trong 2 14n tii PE (thém tGi nhém han kin).
- Ghi nhin: Nhan in rd ring, ding quy ché.
- Bio quain: Trong bao bi kin, noi khd, nhiét 4§ dudi 30°C.
- Han dung: 6 théng k& tir ngdy san xuét.

Hai Phong, ngay 28 thdng 11 ndm 2024
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Ngay ban hanh: —_——
fi g dn stra doi:
Ngay 28/11/2024 TRUC NHU
Chi tiéu Yéu ciu ky thujt Phwrong phﬁp\thfr
Dugc liéu la nhimg manh vun khong déu, hofic la °’
1. M6 ta nhitg thanh dai ¢6 chiéu rong va do day khic nhau, Cam quan‘
mau vang nhat hogic xanh lyc. Mui thom nhe, vi nhat. ) D’ ,1 o /
2.Dj am Khong qua 7,0% Theo cp_g_}o/o
3. Chit chiét dugc
. Khéng it hon 4,0% Theo CP 2020
trong nuoc

)
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CONG TY CO PHAN NHA MAY BACH THAO DUQC
Mi s6: TCKT-NCO08 - . - s Trang: 2/2
TIEU CHUAN KY THUAT
Ngay ban hanh: ) . . i o
Ngdy 28/11/2024 BAN HA CHE SN
Chi tiéu Yéu chu k§ thust e
: phip thir
Dang hinh cau hay hinh ciu det, duémg kinh lcm dén 1,5cm. Mt
ngoai trfmg hay vang nhat. Dinh c6 chd 16m la vét seo cua thin
1. Mb ta city, xung quanh c6 nhiéu vét s¢o ré I3 cic chim nho. Phia ddy ti | Cdm quan

va tron, hoi nhiin. Chit cimg chiic, mt cit tring va c6 nhi¢u bjt. TR

Mii nhe, vi hoi té va kich img. X

B{t mau lrf'mg nga. Nhiéu hat tinh bot, hinh tron, hinh ban nguyét, Cim quan V:\V )

2. Bot hay hinh nhiéu canh, ron hinh khe, hinh chit V hojc hinh sao, vin | (& i kinki] /o

khong rd. Hat tinh bjt don hay kép tir 2 dén 6 hat. Tinh thé calei | oa0 o

oxalat hinh kim, tdp trung hojc rii ric khfxp noi. Mach xoin. ‘
Phwong phip sic ky 1ép méng (phu lyc 5.4)

- Ban mong: Silicagel GFass
- Dung méi trién khai: n-Butanol - acid acetic - nuéc = 8: 3: 1.
- Dung dich thir: Liy 5 g bt duge li¢u, thém 50 ml methanol, lic

Duge lidu déu, dun héi Iut: trong 60 mir:. loc: Co dich loc trén cach thiy con

phai thé hién khodng 5 ml. Lay dic.h cd 'cham'séc k')". . o

3. Dinh tinh | dugc phép = Dlxlng dn.‘{: dieoe licu d.éi chi.éu: Liy 5g bdt Ban ha ché (miu
dinh tinh cba chuan), cl'ncl nhu dun.g dich thir.

Banhaché. | Cdch tién hanh: Cl:ﬁm riéng; biét l?n bin mong IOu! mdi dung
dich trén. Sau khi tri¢n khai sic ky, lay ban mong ra, de kho trong
khéng khi. Phun thudc thir ninhydrin, siy bin méng & 105°C.
Quan st dudi dnh sing thudng. Trén sic ky do cua dung dich thir
phai ¢6 vét ciing mau sic va ciing gia trj Ry véi vét thu dugc trén
sic ky db cia dung dich duge li¢u ddi chifu.__

4.D 4m Khéng qua 13% | DDVN V, phu luc 9.6, 1g, 1 gfg:ﬁ‘dh:\:ogx
~
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PHU LUC 3

QUY TRINH SAN XUAT

BAN SAO
COPY

| ==
QUY TRINH SAN XUAT
CAO KHO HON HQP DUQC LIEU

'

|

|

Muc luc:
1 | Tiéu chuin nguyén phy ligu 6 | Kiém soét trong qué trinh san xuét

Thanh phin cong thirc 7 | Antoan lao dong
So db quy trinh san xuét 8 | Duphim — phé phim
MO té quy trinh san xuét 9 | Nhimg hd so cn thiét
Danh muyc trang thiét bj san xuét

|
|
|




Quy trinh ndy &p dung cho bén thanh phim Cao khé hén hgp durge lidu, thyc hi¢n san xuét
tai nha méy CONG TY CO PHAN NHA MAY BACH THAO DUQC, dja chi: L6 Q -
6, Khu cong nghiép Trang Dug, thugc khu kinh t& Dinh Vii — Ct Hai, xa An Hoa, huyén

MO PAU

An Duong, thanh phé Hai Phong, Viét Nam.

THEO DOI SUA POI

STT

Ngiy ban hanh

Ngi dung

1

28/11/2024

Ban hanh 1an dau

Il =5 507z vt



1. TIEU CHUAN NGUYEN PHY LIEU

STT = ;‘g‘t;):gulieu, Tén khoa hgc Tiéu chuin
1 | Thé phye linh Rhizoma Smilacis glabrae DDVNV
2 | Dansim Radix et Rhizoma Salviae miltiorrhizae DDVNV
3 | D trong Cortex Eucommiae DDVNV
4 |Hoahde Flos Styphnolobii japonici imaturi DDVNV
5 | Hodng ky Radix Astragali membranacei DDVNV
6 |Raumi Herba Centellae asiaticae DDVNV
7 | Cotkhi Radix Polygoni cuspidati DBVN Vv
8 |Banha(ché) Rhizoma Pinelliae TCCs
9 |Trinbi Pericarpium Citri reticulatae perenne DBVNV
10 | Tric nhy Caulis bambusae in Taeniam NSX
11 | Chixéac Fructus Aurantii DBVNV
12 |Tamsa Faeces bombycum NSX
13 |Dai hodng Rhizoma Rhei DDVN V
14 | Nguu tit Radix Achyranthis bidentatae DPVNV
15 | Methylparaben Methylis parahydroxybenzoas USP 2023
16 | Propylparaben Propylis parahydroxybenzoas USP 2022
17 | Ethanol 96% Ethanolum 96% DDVNV
QCVN
18 | Nudc sinh hoat (*) 01-
1:2018/BYT

(* : Phu li¢u bay hoi trong qud trinh san xué't)
2. THANH PHAN CONG THUC:

Cong thirc cho m§t dom vj nhé nhit (21g cao khd hdn hop duge ligu)

STT Thanh phén Him(;;rq’ng Tiéu chuin
Cao khé hdn hgp duge liéu twong duong TCCS

1 Thd phyc linh (Rhizoma Smilacis glabrae) 20 DBVNV

o | Pan sim (Radix et Rhizoma Salviae 20 DBbVNV
miltiorrhizae)

3 | D& trong (Cortex Eucommiae) 20 DDVNV

4 Hoa hoe (Flos Styphnolobii japonici imaturi) 20 DBVYNV

5 Hoang ky (Radix Astragali membranacei) 20 - DDVNV

6 Rau méa (Herba Centellae asiaticae) 20 DDVNV

;) Cot khi (Radix Polygoni cuspidati) 20 DBVNV




8 | Ban ha (ché) (Rhizoma Pinelliac) 10 TCCs
9 Trén bi (Pericarpium Citri reticulatae 10 DDVN V
perenne)

10 | Tric nhy (Caulis bambusae in Taeniam) 10 NSX

11 | Chi xdc (Fructus Aurantii) 10 DBDVNV
12 | Tam sa (Faeces bombycum) 10 NSX

13 | Dai hodng (Rhizoma Rhei) 10 DDVNV
14 | Ngwu tit (Radix Achyranthis bidentatae) 10 DDVN vV
15 x:‘;}f‘mmgzsﬂ” 0,038 USP 2023
16 | Propylparaben (Propylis parahydroxybenzoas) 0,004 USP 2022
17 | Ethanol 96% (Ethanolum 96%) (*) 0,126 DDVN V
18 | Nude sinh hoat 0 R cadond o)

(* : Phu li¢u bay hoi trong qua trinh sdn xudt)

3.S0 PO QUY TRINH SAN XUAT
Neuyénlieu | i Giai doan sin xuAt Kiém soit trong sin
e e xuit
Chuén bj trwge khi - Phong sén xuét.
sdn xufit - May méc, dung cu.
- Céng nhén san xudt.
Thd phuc linh, Pan sim, .
Db trong, Hoa hoe, Hoang ‘ N N
ky, Rau mé, C6t khi, Ban > Cén nguyén li¢u - Tf“ dugc ligu, phu ligu
ha (ché), Tran bi, Tric nhy, - 86 lugng cén.
Chi x4c, Tam sa, Pai
hoang, Nguru tt
Y 2 2
§ kit - Céc budc so che, ché
pe zl:ré:;f:'en bién dugec ligu.
J - Tap chét con s6t lai.
'8 - S6 lan chiét: 1 lan
s e - .
Nuée sinh hoat Chift xuft dupelign | |~ THO1 gian chict: 6 gib
- Hinh thic dich chiét
| i thu dugc.

!

ANS PR



Methylparaben,
Propylparaben,
Ethanol 96%

C0 cao

“Nhigt 9 co: 70°C -
90°C

- Ap sudit c6: -0,06->
-0,08 Mpa

- Do 4m: 20,0% -
25,0%.

Shy cao

- Nhiét d say: 80°C

- Thi gian séy: Khodng
24 gid..

- D§ &m: Khong qué
5,0%.

Nghién, riy

- Co ray: 4mm,
0,18mm.
- Phai dat theo TCCS.

Doéng goi

- Hinh thirc, d§ kin, sai
s6 khéi lugng.

- 8616, ngay sin xudt,
han ding in trén nhan.

- Kiém nghiém thanh

phim

4.MO TA QUY TRINH SAN XUAT

4.1. Cong thirc pha ché Cao khd hdn hgp duge ligu: Cho 1 16, mé sin xuat

116=1 mé = 9,5 kg cao khé:

£ i -
STT Thanh phin PVT ‘c‘::g‘ imiil“;:; 1@;;:‘?8% :l)urc Tyhljohu
1 Thé phyc linh Kg 9,05 9,5 5%
2 Dan sdm Kg 9,05 9,5 %
3 D trong Kg 9,05 95 5%
4 Hoa hoe Kg 9,05 9,5 5%
5 Hoing ky Kg 9,05 95 5%
6 Rau mé Kg 9,05 95 5%
7 Cét khi Kg 9,05 95 5%




8 Bén ha (ché) Kg 4,52 4,75 5%
9 Tran bi Kg 4,52 4,75 5%
10 Tric nhy Kg 4,52 4,75 5%
11 Chi xdc Kg 4,52 4,75 5%
12 Tam sa Kg 4,52 4,75 5%
13 Pai hoang Kg 4,52 4,75 5%
14 Nguu tht Kg 4,52 4,75 5%
Tong khéi lwgng duwge ligu: | Kg 95,0 99,75

15 Methylparaben Gam 17,19 17,19 0%
16 Propylparaben Gam 1,81 1,81 0%
17 Ethanol 96% . | Gam 57 57 0%
19 Nudc sinh hoat Lit Vira du Vira du Vira du

4.2. M ti quy trinh sin xuit

4.2.1. Chuién bj trwéc khi san xudt:

- Phong san xuét phai dugc 1am vé sinh theo ding quy dinh va kiém tra dat yéu ciu.

- May méc, dung cu sir dung trong qua trinh san xut phai du vé s6 luong va di dugc vé
sinh theo diing quy dinh, sfin sang cho sir dung.

- Céng nhan san xut phai dugc trang bj dy dii bao h lao dong cn thiét.

4.2.2. So ché, ché bién dtr(rc ligu:

- Loai bo tap chét: Tréi déu dugc liéu ra khay inox rdi nhit loai bd céc tap chét con s6t
lai.

- Rira dugc ligu:
+ Cho duge liéu vao bé rira duge li¢u. Bom nuéce ngdp duge ligu, nra duge ligu, rdi rit
nuée rira 14n 1. Tiép tuc bom nuée nglp duge ligu va tién hanh nra 14n 2, it nuée nra
14n 2, dé rio.
Théi dugc liéu: Sir dung dao clu théi dugce liéu, théi thanh céc 14t day.

4.2.3. Chiet xuiit duge ligu.

- M3i 16 gdm 01 mé chiét xufit duge ligu.

- Cho dugc liéu vao ndi chiét xuft theo ding sb lugng di cén chia mé.

- Cho lugng nuéce cho vao ngép dugc liéu: khoang 700 lit.

+ Thoi gian chiét: khoang 6 gid, tinh tir khi nhiét 6 dat 100°C ho#ic nhin cim quan thiy



+Sau khi s6i 1 gid 30 phut bit bom tuéin hoan djch trong 10-15 phit.
+Pu thoi gian chiét, rit dich chiét va Igc, thu duge khoang 500 lit.

- Chuyén djch chiét vao ndi trung gian chira djch chiét.

4.24. Cocao:

- Chuyén 1/3 lugng djch chiét duge li¢u (khodng 170 1it) vao ndi ¢ chén khéng, tién hinh
¢6 dudi &p sult gidm -0,06->-0,08 Mpa, nhiét 49 70°C - 90°C.

Luu y: thé tich dich chiét khéng vuept qua 1/3 cuia thiét bj c6 (duwdi 200 lit)

- Tién hanh ¢4 twong ty véi phin cdn lai cda dich chiét, cho dén khi thu dugc cao 16ng c6
ty trong 1,10 - 1,15.

- Hoad tan 17,19 gam Methylparaben va 1,81 gam Propylparaben trong 57 gam Ethanol
96%, thu duge dung dich chét bio quan ddng nhét. Phéi tir tir dung djch chét bio quén
vio cao ndng, tiép tuc khuéy 15 — 20 pht sau khi thém cht bao quéan dén khi hdn hop
ddng nhét.

- Tiép tuc cb dudi 4p suit gidm -0,06--0,08 Mpa, nhiét dd 70°C - 90°C, cho dén khi thu
duge cao c¢6 ham Am khoang 20,0% — 25,0%.

4.2.5. Séy cao:

- Chuyén lugng cao thu duge vao céc khay clia ti sdy tinh, mdi khay khoéng 3kg, sdy &

nhiét 45 80°C.

- Trong qué trinh sy, ctr m&i 30-40 phit ddo khay sy hing trén bén phai ddi sang bén trai

va nguoc lai, hing bén du6i bén phai ddi sang bén trai va ngugc lai.

- Thi gian séy khoang 24 git dé thu duge cao khé ¢6 him 4m khong qua 5,0%.

4.2.6. Nghién:

> Thiét bj sir dung: M4y nghién biia vang.

» Tién hanh xay phé qua c& riy 4mm.

» Tién hanh xay min qua c& rdy 0,18mm.

» Ray lai qua rdy 0,18mm.

> Dung cao kho trong thing inox c6 16t sin tii PE, ghi nhén ban thanh phim.

> LAy miu kiém nghi¢m bén thanh phdm tit cé c4c chi tiéu theo TCCS ciia cao khd hén
hop. '

> Khi ¢6 két qua kiém nghiém ban thinh phdm dat yéu clu, chuyén sang giai doan déng
goi.

4.2.7. Dong gdoi:

- Déng cao khé thu dugc trong 2 14n tii PE, mi tii ti da 10 kg, dyng 2 14n tii PE trong
i nhom trung gian han kin, c6 nhin ghi rd ngay san xuft, khéi lwong, tén ngudi déng
g6i.

- Biéo quén trong thing kin, & noi kh, nhiét d dudi 30°C.

- Han ding: 6 théng ké tir ngdy san xufit

5, DANH MUC THIET B] SAN XUAT

Théng s6 ky thuit Muyc dich sir | Tinh trang
~ £ . ° .
STT | Tén thiét bi ik Xudit xi dung sir dung
Cén dong hd . Can  nguyén | Hoat ddng
1 100kg - Max: 100kg Viét Nam liéu tét

N\

aw s



TFC'én ky thuft | - Max: 210g Trung [Can  nguyén |Hoat dong
200g - D) chinh x4c: 0,001g | Qubc | ligu tht
- Trong lugng miu sy [ Trung |Kiém tra ham | Hoat don
&v &m ong
S, (DR 16m nhét: 110 gam Qubc |4m t6t
Ndi chiét tuan | - Dung tich 1000 Iit Hoat dong
i td
4 |hoan dung |- Cong  suit:  50- lc_;;ét xult duge tét
moi 100kg/mé :
Noi  trung . Hoat dong
5 |gian  chia |- Dungtich 10001t | ' " N“™ | Chira dich chit | tét
dich chiét
Noi ¢d chan .. ..z |FHoatdong
6 khéng - Dung tich 600 lit Cé djch chiét i
o ) Sdy dugc liéu, | Hoat dong
7 |Tuslytinh |- 24 khay x 2-3kg/khay | Viét Nam e ot
- Cong suit: 100- i
Méy nghidn | 300kg/h Trung | Nghienduge | o0 gong
8 . T 5 Quéc liéu, cao kho
bla ving - Téc 45 4000 e s tét
vong/phit Gl
Bé rira dugc : . .. |Hoat ding
9 ligu - Dai 5Sm x rng 2m Rira dugc liéu tbt
10 Dao cau thai |- Kich thuéce: 40 x 10 Viét Nam | Théi duoc ligu I-fo;at dong
dugc liéu cm tot
R g1 o o Hoat ddng
11 [Ray0,18mm |- Mit rdy: 0,18mm Ray dugc ligu ot

vl &%= ony \Q\
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/7. ANTOAN LAO DQNG

7.1, Ky thudit an todn

. Méy méc, thiét bj phai c6 huéng déin sit dyng, phai duge 1am vé sinh theo dang quy trinh
va dugce dén tem xdc nhén.

- Cong nhin &img mdy phai dwge hudng din sir dung thidt bj mot céch an toan, ding ky
thuft. Cong nhén san xuft phai nfm vimg va thao téc thanh thao cbng vi¢c nhu duge mé ta
trong quy trinh sdn xudt.

- Cong nhén tryre tiép sin xudt va cén b k§ thugt phai ghi chép chi tiét céc dién bién trong
todn bd qué trinh sin xufit vao hd so 16 mft cach ddy dis, chinh x4c va kip thei.

- Thudng Xuyén kiém tra vi¢c thye hién quy trinh sén xufit ctia cong nhén.

7.2. V¢ sinh cdng nghi¢p

- Cong nhén sin xut phai duge trang b dy dit bio hd lao dong cn thiét.

- Méy mée, dung cu sir dung trong san xult phéi di vé 6 lugng, dugce vé sinh sach s& va sin
sang cho sir dung.

- Phong sin xuét phai dugc vé sinh sach s&, gon gang, ngéin 1ép, trénh nhiém chéo. .‘ ’ i"}
8. DU PHAM VA PHE PHAM o]

Phan cao khd loai ra do khong dat 46 min, 46 4m dugc thu hdi va chuyén sang phé phim.
8.2. Phé phim
Thu gom va huy céc phén cao khé bj nhiém bén theo diing quy trinh xir Iy phé phim ciia nha

may.

9. NHUNG HO SO CAN THIET

9.1. Quy trinh sir dung cic maiy
- Can dién tir 100kg - Tushy tinh
= cankymuat 200g - May nghién bua ving
- Cén say 4m - Bé rira duge lidu
- NObi chiét tudn hoan dung mox - Dao cdu thai duge liéu
- Nbi trung gian chu — 0,18mm
- Nbi cb chin kho

" 92. Ché a4 1am vige :
‘ ~ " -
93. C'h‘e dé v;; sinh gs'i"g kH VASS- S%Hmt
9.4, Tiéu chuin tha h
9.5. Ngi quy an toian
9.6. Ho so tai ligu quan 1y chit lurgng ciia nha méy.

ufit duge phém;

ay 28 thang 11 nam 2024
T o

PHO TONG GIAM BAC
g%fwzy VYin Chdo
CONG CHUNG VIEN
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PHU LUC 4
KET QUA NGHIEN CU'U PQC TINH BAN TRUONG DIEN VA TAC DUNG
CUA CAO KHO “THANG THANH GIANG TRQC”

CONG HOA XA HQI CHU NGHIA VIET NAM
D{c Iip = Ty do — Hanh phiic

GIAY XAC NHAN

B mdn Duge 1y, Vién Dao tao Duge, Hoc vién Quén y xéac nhén hoc
vién Trin Dire Quang Huy thye hi¢n ndi dung nghién ciru thyc nghiém cia dé
tai ludn van “Nghién ciu dgc tinh ban truong dién va tdc dung cua cao khé
Thang Thanh Gidng Troc trén mé hinh bénh thdn man bing Adenine” tai B

mén tr 04/2024 dén 10/2024

Cac ndi dung nghién ciru:

- D4nh gia dgc tinh ban trudng dién ciia cao kho “Théng thanh giang troc”
trén thue nghiém. |

- P4nh gia tac dung cta cao khd “Thing thanh gidng troc” trén mo hinh

bénh thin man bing adenine.

Ha Néi, ngay A0thdng 12 ndm 2024

Hoc vién Quan y xac nhan chir ky ciia
Chti nhiém B mon

Pai ta PGS.TS Nguyén Hoang Ngin,

Chii nhiém B6 mon Dugg ly I3 ding
TL. GlAM D()C
L NN H \'A\' PH()V(‘

N
- :.A?')\ ONG
' / : Pai ta PGS. TS. Nguyén Hoang Ngin

b ai ta

Tran Ngoc Ding




HOC VIEN QUAN Y
BO MON DUGC LY

SO LIEUNGHIEN CUU
D? ti: NGHIEN CU'U DOC TINH BAN TRUONG DIEN VA TAC DUNG CUA CAO KHO
“THANG THANH GIANG TROC” TREN MO HiNH BENH THAN MAN BANG ADENINE
Noi dung:
1. Dinh gié dgc tinh bén trudmg diéh clia cao kho “Thiing thanh giéng troc” trén thur nghiém.
2. Dénh gid tac dung ctia cao khd “Thang thanh gidng troc” trén mo hinh bénh thin man bing adenine.

Hia Ngi - 204



KET QUA NGHIEN CU'U PQC TINH BAN TRUONG DIEN CUA
CAO KHO THANG THANH GIANG TRQC TREN THUC NGHIEM
Két qua danh gia cin ning chudt

Lo chimng
TT Dau TLCT (g) TLCT (g) TLCT (2)
NO N45 N90
1 |Pau 192 207 225
2 |Ppau-CTF 186 210 218
3 |Pau-CTT 198 227 242
4 |bau-CSF 190 208 221
5 |pau-CST 198 217 241
6 |Pau-2CF 181 208 220
7 |Pau-2 chin trai 199 224 243
8 |Pau -2 chan trudc 192 207 228
9 |Pau-2CS 188 210 229
10 |Pau-SF 182 201 217
Lo tri 1
TT Dau TLCT (g) TLCT (g) TLCT (g)
NO N45 N90
11 |Lung 196 205 229
12 |Lung - CTF 185 201 219
13 |Lung-CTT 200 246 252
14 |Lung - CSF 192 200 221
15 |Lung-CST 198 206 226
16 [Lung-2CF 186 205 212
17 |Lung - 2 chén trai 195 216 232
18 |Lung - 2 chén truéc 188 214 226
19 |Lung-2CS 190 209 225
20 |Lung-SF 185 200 229
Lo tri2
p TLCT ( TLCT (g) TLCT (g)
T Dau T\'gﬂl N;SL Ngo
1 |Puoi 182 195 207
2 |Pau-b-CTF 192 214 239
3 |Pudi-CTT 195 213 218
4  |Dudi- CSF 196 221 230
5 |Pau- P-2CTrii 185 198 218
6 |Pubi - 2CF 199 22 234
7  |Puoi - 2Ctréi 195 208 232
8 |Pudi - 2C trudc 188 206 226
9  |Puéi-2CS 198 232 255
10 |Pubi-SF 198 221 234




KET QUA NGHIEN CUU DOC TINH BAN TRUONG DIEN CUA CAO KHO THANG THANH GIANG TRQC TREN THY'C NGHIEM

L& chimg
£ NO NS N%0
Tr Dau wiacGh I RECTY HGB 21 HCTS Mevn FLTGA | WBCGY ROCTA RGE 1 HCT % Move rnrea WBCGY RRCTA nce et HCT % Mcva nre
[ Diu 041 807 | 147 | 357 [ aon | 627 | sa7 | 777 | 134 | 36 | aso | 610 | s48 | 681 | 132 | 346 | 487 | eis
2 Diu-CTF 75 861 | 144 | 208 | 416 | o1 | 644 | 72 16 | 310 | 4+ | 795 | ss8 | 781 | w0 | 301 | a2 | 617
3 Diau- CI1 339 | 756 | 146 | 315 | s25 | 385 | 67 | 702 | us | 3| 44 | 197 | 628 | 668 | n3 | :8 | w08 | 9
4 Diu - CSF 439 58 106 | 281 | 403 | s2s | 523 | 746 | 128 | 332 | a0 | ms | 748 | 693 | 131 | 306 | 419 | &7
3 Diu-CST 6.99 731 133 286 50.5 597 5,02 7,36 132 35 449 741 6.94 7.56 129 341 513 492
6 BDau - 2CF 4,97 833 153 329 428 736 785 147 156 354 487 796 159 78 158 37.7 413 721
7 Diu - 2CTril 6,53 7,45 143 31,1 45 698 79 89 141 343 4.6 535 5.64 827 139 39,8 43.1 719
8 Diu - 2CTruée 7,09 7,08 141 322 54,7 716 58 8,43 139 357 42.6 823 7,63 9,18 139 293 453 754
9 Dau - 2CS 4,02 9.11 135 40,1 52,1 705 7,13 8,67 139 365 498 706 82 9,5 142 33 431 S5
10 PDau - SF 9.73 7.13 109 263 50.5 982 7,24 8.7 139 27,1 42.6 736 8.25 747 144 332 441 733
Lotril
11 Lung 9.89 6.83 132 33,1 419 679 536 743 131 34,1 448 675 6,78 598 11 278 49.1 539
12 Lung- CTF 5,59 3 133 | 339 43 sot | 97 7.54 128 | 328 | 486 | 623 61 | 691 | 2 | 300 | s28 | eis
13 Lung - CTT 7.06 7.41 123 32,5 40 926 393 7,74 123 32,5 40,6 656 6,65 797 131 35 3.9 &40
14 Lung - CSF 7,03 7.25 124 31,7 53 951 592 6,81 113 29,5 473 663 6,39 8.58 130 362 49.6 €30
15 Lung - CS1 547 | 675 | 123 | 33 | as8 | se2 | 67 | sou | i | 288 | 486 | 660 | 673 | 652 | 13 | 288 | sa1 | o
16 Lung - 2CF 6,85 8,43 118 39.7 429 819 6,37 7,08 125 40,7 56,2 694 537 8,73 134 313 442 605
17 Lung - 2CTrai 7,16 9,08 157 40,6 445 777 6,3 8,63 140 382 57,1 728 722 8.51 168 373 503 655
18 Lung - 2CTruée 6.25 9,19 158 31,7 54,3 973 594 8,16 160 35,7 472 688 726 728 164 35,1 404 663
19 Lung - 2CS 709 | 895 | 136 | 30 | 497 | 575 | 59 873 | 140 | 37 [ 445 | 761 | 67 | 693 | us | 305 | s0 | ew
20 Lung - SF 7.1 678 | ne6 | 203 | s57 | 790 | 209 | 938 | 126 | 341 | 376 | 254 | 848 | o61 | 120 | 352 | a2 | 3e |
Lo tri 2
21 __Dudi 768 | 769 121 | 290 | a7 | 83 | ss7 [ 7 132 | 347 | a9 | s61 | 602 | 799 | 130 [ 346 | 66 [ s ]
2 Diu-D-CTF 639 | 722 | 31 | 320 | 475 | e74.| o945 | 756 | 132 [ 322 | 43 | 396 | 619 | 767 | 136 | 359 | 66 | ss |
23 Dudi - CTT 577 | 704 | 120 | 284 | 446 | 884 | 733 | 715 | 132 | 329 | 469 [ 576 | 619 [ 7230 | w0 [ 3¢ | aes | s9 )
24 Dudi - CSF sas | 693 | 11 33 | 466 | 768 | 543 | 664 | 989 | 295 | 459 | 893 | 638 | 804 | 132 | 336 | 436 | e7a
25 Déu- D-2CTrsi 8,57 7,81 136 342 46,6 594 6,81 8,62 135 37,8 44 701 5,93 79 123 327 46,6 02 \
26 Dudi - 2CF 552 | 846 | 142 | 361 | 484 | 513 | 609 | 846 | 141 | 375 | 477 | 633 | 622 | 843 | 139 | 402 | 488 | ew !
27 Dubi - 2Ctrai 5,77 8,19 118 36,1 49,4 590 6,54 6,47 109 27,9 48,7 575 .79 741 108 341 494 l 7
28 Dubi - 2C tnrbe 5,85 8,19 140 359 49,4 785 5,45 7,86 134 342 46,7 773 5,19 7,43 127 325 473 \
29 Pubi - 2CS 56 820 | 161 | 368 | 494 | 792 | 632 | 7.82 | 164 | 363 | 498 [ 683 | 637 | s2 | 155 | 356 | asa |
30 Dudi - SF 58 82 139 | 363 | 494 | 779 5,01 8,51 190 | 378 | a7 | s 907 | 888 W | 2] 3 | v
KET QUA NGHIEN CUU DOC TiNH BAN TRUONG DIEN CUA CAO KHO THANG THANH GIANG TRQC TREN THY'C NGHIEM
L5 chim
_T_E =0 NdS N90
™ Diu O | amomingt [Creatininpmt| Grrvn | Govua | TS | Amemingn |crsmipm| Grrun, | Gotur | CEd | Amemiest | 2| crrun | corun
1_[Ddu 2 213 80.5 78.6 873 26 19.4 61,1 74.7 78.6 1.7 233 63.1 66 104.8
2 |Diu-CIT 2 18.4 86.3 1057 | 1183 19 194 66.9 98 1232 1,5 184 70,8 417 116
3 |Diu-CIT 24 213 N8 89.2 922 23 204 65 102.8 873 9 233 64 854 1203
4_|Diu-CSF 1.9 204 74.7 834 86.3 1.6 184 70.8 863 105.7 2.2 194 922 69.8 1154
5 |Diu-CST 24 213 72.8 7 100.9 K] 204 69.8 922 114.5 ki 213 62.1 95.1 689
6 [Diu-2CF 25 216 69 105.1 1154 24 206 74,2 84.5 1483 6 247 92.7 86.5 120.5
7_|Diu - 2 chan trii 21 B3 §2.4 S14 99.9 22 2538 73,1 86,5 1112 3 19.6 61.8 37,6 98.9
8 |Diu-2chintuec | 26 216 98.9 886 1133 1.9 206 69 752 783 2.1 258 742 79.3 109.2
9 |Diu-2CS 23 227 824 122.6 1329 22 216 69 102 1133 25 237 70 1123 83,6
%Df\u - SF 1.8 227 73.1 855 | 834 2 206 95.8 1246 | 1854 21 24.7 742 96.8 1277
Lotril
_11_{ [Lung 22 23 825 1135 131 1,6 194 69.8 94,1 989 1.6 233 61.1 76.6 105.7
12 [Lung - CTF 1.6 213 74.7 60.1 1174 2,1 204 66 99,9 136.8 23 213 73 1494 | 1271
13 |Lung - CTT 25 213 77.6 62.1 94,1 2 233 68,9 44,6 1242 1.8 252 6 737 86.3
14 [Lung - CSF 23 184 78.6 48,5 72,8 2,1 223 834 57,2 60,1 24 19.4 815 30.5 834
15 [Lung - CST 2 213 67.9 863 82,5 1.9 194 74.7 912 106.7 2 233 63.1 66.9 75.7
16 |Lung - 2CF 23 21.6 824 70 76.2 23 258 68 1215 | 919 2 206 927 24 S1.4
17 |Lung - 2 chan i 18 23.7 69 1009 | 1123 23 216 783 [T T ) 24 196 619 948 58.7
18 |Lung - 2 chan trude| 2.2 237 5.5 1349 | 1329 2.1 227 71,1 845 | 948 26 21.6 886 793 1.
19 |Lung - 2CS 2.6 20.6 3.4 958 76,2 2,1 9.6 979 958 | 1174 23 216 69 968 | 114,
20 [Lung - SF 23 21.6 948 92,7 87.6 22 3.7 83.4 42 | 989 21 247 752 515 | 78,
L tri 2
21 |Dudi 2.1 21,3 80.5 103,8 102.8 1.8 19.4 71,8 | 1009 | 1086 16 2. 582 63.1 B34 |
22 |Dau- P - CIF 2 213 77.6 1145 99.9 2 223 669 | 1193 | 1407 18 213 786 776 698 |
[ 23 [Dudi- CIT. 2 204 69.8 50.4 883 1.9 18,4 78 | 301 65 22 194 60.1 786 1213 |
24 |Pudi - CSF 2.1 8.4 72.8 1106 | 883 1.8 4 679 6.9 98.9 17 243 95.1 9% EL\
25 |Piu- P -2 CTréi E 1. 81.5 68,9 1135 1 4 716 1.5 3 16 233 611 60.1 8.5
26 [Dudi - 2CF 2 3, 81,4 107,1 | 1164 X 2.7 783 82,4 1205 2 9.6 713 70| 1246 \
27 |Pubi - 2Ctrii z 2.7 90, 106,1 81,4 2 21,6 71 1009 919 23 47 577 1071 | 958 '
28 |Pudi - 2C truée 1.6 4.7 78, 803 114, 2 258 90.6 99.9 1494 2 268 68 918 | 917
29 |Pudi - 2CS 23 2.7 75, 1009 | 132, 1.8 20,6 742 1205 | 1267 1. 4.7 793 6 | 816
30 |Pudi - SF 2.6 227 73,1 103 114, 23 21,6 76.2 70 | 1w 22 196 | 71 | 968 | 1205




KET QUA NGHIEN CUU TAC DUNG CUA CAO KHO “THANG THANH GIANG TROC”

Ket qué dinh gidcin ning chut (% £, n = 10 mii )

Cén njng chudt (g)
Mrute gy bénh (u) Trede uing thude (b) S uing thuc 28 nghy (¢

Lochimg (1) | 19654186 | 22,18£209 2386+2,63
Mohih () | 1998201 | 1963+189 1937219
TIGT-l () | 1931£172 | 19404191 21,98:+2,02
TIGT2 () | 1975£19 | 19.54£19 0254211

L6 nghién ciru

Ket qui dinh g ning 9 ure huyé thaoh ciachugt (F 5D, n = 10 mii 1)

Nong i ure huyét thanh (mmol)
Trudc gy bénh (2) Trute udng thude (b)au wing thude 28 ngiy o)
Lochimg (1) | 7,72£09 769086 8,01£095
Mohish () | 7682095 2493298 351£38
TIGT-1  (3) | 7484079 363,04 15,29+249
TIGT2 () | 792+086 2512219 11,852,035

Lo nghién ciru

=

Két qu déinh gia ning d ereatinin huyét thanh cia chut (X £ 5D, n =10 mii 1)

o Ning 0 creinn huye thash (umoll)

La nghien € e o o Tru g e () awung ke By ¢
Loching () | 3629830 | %7M&391 | 304l
Mohih () | 97235 | BOSE9B | 1082610
TIGH () | %940 | W009%6 | 65619
TIGT2 () | 35412360 | D890 | S2I630




KET QUA NGHIEN CUU TAC DUNG CUA CAO KHO "THANH THANG GIANG TRQC"

Che chi sb huyét hoe miu chuft
STT | S8 lgmg hdng chu (17) T 1ham tugng huyétsic b (@) 1] it miu chudt (%)
Ching M6 hinh | TTGT-1 | T1G1-2 | Chimg_| M0 hinh [ TTGT-1 [ TTGT-2 | Chéng [M6 hinh [ TTGT-1 | TTGT-2
1 1,57 | 6.08 881 8,02 1651 98,9 119.9 151,1 4735 | 39,15 | 47,35 49.1
3 954 | 565 741|979 | 177,58 | 979 121,9 142,1 4583 | 36,56 | 4888 | 4742
3 9.12 S.67 6.38 10,13 1452 | 954 104,8 120,4 39,99 | 47,79 | 3647 48,86
3 9.30 $.30 7,00 8,66 163,4 101 1274 138 50,69 | 48,64 | 3824 37.97
s | Ss6 | 691 | 768 9,64 167,7 93,4 118,22 124,1 4049 | 4142 | 4549 40,07
3 1024 | 682 7.16 9.32 1454 [ 1156 | 125, 1218 3821 | 3933 | 38.11 37.51
0 (IRE 7,26 792 8,21 174,01 | 1222 1538 130,1 42,06 | 3991 | 4386 | 4359
s 11,02 s82 6,35 8,28 140,1 | 1284 134,5 1588 | 38,13 | 46,51 | 3866 | 40,33
o S8 6.56 .84 10,12 1265 | 1127 | 143,6 120,1 42,03_| 41,92 | 4137 37,95
|10 S84 5,24 6,88 7.64 1442|1029 126 152,1 33,14 | 38,58 | 43,67 38,52
NMean | 986 6,16 745 8,98 15492 | 106,84 | 127,52 | 13586 | 41,79 | 4198 | 4221 42,13
sD 1,08 0,73 0,58 093 1681 | 12,09 | 13,74 14,61 5,08 4,21 429 4,72
S8 lrgng nuée ticu 24h '(mlluh) 1
STT | Trude gy binh Truée ubng thulc Sau ubng thudc 28 nga |
Chimg_ M6 hinh| TTGT-1 | TTGT-2 | Ching [Mb hinh| TTGT-1 | TTGT-2 | Ching M6 hinh| TTGT-1 [ TTGT-2
1| 0998 | 0.806 | 1053 0.801 0,910 244 | 4,454 5,051 1,062 | 6,399 | 5367 4,896
2 | 0806 | 0757 | 0912 0.977 0,988 309 | 3,005 4,694 0941 | 5976 | 5.668 4,919
3| 0751 | 0711 | 0797 1,011 0,791 119 | 3,194 ,467 0892 | 8.812 | 4.092 4.575
2| 095 | 0716 | 0.853 0.864 0901 | 3,032 282 2,998 045 | 6,495 | 3.907 3322
< | 0719 | 0985 | 0921 0.962 0924 | 3,107 081 3,077 793 | 6,262 | 5279 3,206
6 | 0.885 | 0913 | 0.882 0.939 0802 | 4113 | 3,432 3,109 67 6429 | 4.155 3,082
71 0972 | 0992 | 0964 0.819 0963 | 5279 | 4,898 3,148 0.844_| 6.523 | 3.635 3.635
§ | 0961 | 0711 | 0803 0.826 0,772 | 5,632 | 5.099 5,165 0705 | 8,562 | 3832 3,028
S | 0735 | 0969 | 1.046 1,001 0,694 | 4,069 | 5.176 3,046 0.864 | 6,852 | 5819 3.132
10 0.711_| 0.702 | 0.838 0.762 0,795 | 3,388 | 3.241 5382 0673 | 6306 | 5376 3,037
Mzan | 0833 | 0826 | 0907 0,896 0854 | 3829 | 3886 3914 0849 | 6862 | 4,713 3,686
SD 0.112_| 0125 | 0.091 0,092 0,096 | 0,940 | 0,905 1,019 0,142 | 0989 | 0857 0,799
Cin niing chujt (g) Cén niing thin chuft (g/chujt) Cin niing thin chuft (g/100g chudt)
‘ Chirng |M0 hinh| TTGT-1 | TTGT-2 | Chimg_[M? hinh| TTGT-1| TTGT-2 | Ching [Md hinh| TTGT-1 | TTGT-2
i 2651 | 2132 | 2477 20,58 | 2.633 | 2479 | 2,7502 | 2.416 9,932 628 | 11,103 1.740
2 25.13 746 | 24.72 24,68 | 2,383 961 | 2279 | 2711 9,481 231 | 9219 0,985
3 2638 | 2135 | 2067 24,63 253 | 2732 | 2162 | 2,5704 | 9,591 2,796 | 10.460 0,436
4 21.86 | 17.68 | 22,04 24,64 1,994 | 2,009+ 2,131- | ,2,257" | 9,122 | 11,363 | 9.669 9.160
|5 20.18_| 21.05 | 2041 20,38 1648 | 2295 | 2,085 | 2,302 |. 8,168 | 10903 | 10216 | 11.295
6 26.04 | 17.47 | 20.56 2029 | 2374 | 2,195 | 2204 |- 2,033 | 9.117 | 12,564 | 10.720 | 10.020
7 2301 | 2132 | 2092 24,6 2,153 | 2,431 | 2723 2,611 8,967 | 11,402 | 10.660 | 10,610
£ 2119 | 21.07 | 2494 21,8 2,025 | 2,873 | 2679 | 2,298 | 9,556 | 13,636 | 10,742 | 10,503
9 2068 | 17.51 | 2066 20,33 1916 | 2,099 | 241 1884 | 9265 | 11987 | 11,665 | 9.267
10 1 2662 | 17.46 | 20,12 20,46 2.2 2,155 | 2431 1,862 | 8264 | 12342 | 12,083 | 9.101
[Mean | 2356 | 1937 | 2198 2225 2,19 | 232 234 229 9,146 | 11,985 | 10,654 | 10312
[ sp 2.63 1,96 2,02 2,11 030 030 023 | 030 0,565 | 0846 0,852 0917
Protein nigu 24h (pg/24h) ]
| sTT TruGe ghy bénh Trube ubng thube Sau ubng thudc 28 ngay
[ Ching |MG hinh | TTGT-1_| TTGT2 | Ching [M0 hinh| TTGT-1| TTGT-2 | Chimg [M4 hinh] TIGT-1 | TIGT=2
[ 1 1,45 1,18 1,38 1,13 1,33 1,97 2,26 2,12 1,34 2,61 1,96 1,68
[ 2 1,44 1,1 12 1,37 1,45 1,94 1,99 2,31 1,36 2,24 1,57 1,72
3 1,24 1,04 1,05 1,42 1,16 1,76 1,79 2,07 1,29 3,15 1,69 1,51
4 131 | 115 1,12 1,11 1,32 1,97 1,84 1,92 1,51 2,55 1,53 1,34
5 1,39 1,34 1,21 1,45 1,35 1,99 2,03 1,86 1,15 2,45 1,89 1,63
6 147 1,24 1,16 1,32 1,11 2,16 1,92 1,98 1,23 2,82 1,57 1,45
7 141 1,45 1,26 1,15 1,35 2,17 2,26 1,97 1,21 2,56 1,48 1,47
% 1.49 1,14 1,05 1,16 1,18 2,26 2,47 2,38 1,02 3,06 1,74 1,52
9 1,32 1,32 1,31 1,41 1,12 2,04 2,14 1,94 1,25 2,69 1,82 1,37
10 | 2g |3 | 6 | 107 |16 1,88 1,92 2,59 0,98 2,77 1,96 1,23
Mean | 138 1,21 1,19 1,26 1,25 2,01 2,06 2,11 1,23 2,69 1,72 1,49
s [ 0w 0,13 0,11 0,15 0,12 0,15 0,22 0,24 0,16 0,27 0,18 0,16




KET QUA NGHIEN CUU TAC DUNG CUA CAO KHO "THANH THANG GIANG TRQC"

Chn niing chu{t (g)

STT Trude gy bénh Trude ubng thube Sau uong thube 28 ngdy
Chimg hﬁ:“;‘ TTGT-1{TTGT-2| Ching 13'3. TTGT-1{TTGT-2| Chimg lm TTGT-1{TTGT-2
29 | 22 | 2176 | 18 | 24,74 |21,18| 22,06 | 17,71 | 26,51 |21,32| 24,77 | 20,58
> 11831 | 18,01 21,54 | 21,99 | 20,66 |17,69 | 22,04 | 21,86 | 25,13 [17,46 | 24,72 | 24,68
32173 [21.98 | 18,16 | 21,95 | 24,56 |21,61 | 18,02 | 21,72 | 26,38 21,35 | 2067 | 24,63
411801 [18.24] 1936 | 21,96 | 20,25 17,92 19,51 | 21,73 | 21,86 | 17,68 | 22,04 | 24,64
5 1827 (2172 ] 1802 | 18 | 20,62 |21,29 | 18,01 | 17,91 | 20,18 [21,05| 2041 | 20,38
€ 2161 [18.02] 18,06 | 18,01 | 24,39 |17,97| 18,14 | 17,92 | 26,04 [17,47| 20,56 | 20,29
1869 | 22 | 1812 | 21,93 | 21,09 |21,61 | 18,02 | 21,91 | 24,01 |21,32] 2092 | 24,61
S 11804 2174 | 21,91 | 19,57 | 20,46 |21,36 | 22,18 | 19,16 | 21,19 |21,07| 24,94 | 21,88
0 18,02 |18.12| 18,15 | 18,04 | 20,34 |17,94] 17,93 | 17,75 | 20,68 |17,51 | 20,66 | 20,33
10 [ 21.93 |18.01] 18,03 | 18,02 | 24,69 |17,69| 18,11 | 17,73 | 26,62 | 17,46 | 20,12 | 20,46
Mean | 19,65 [19.98 | 1931 | 19,75 | 22,18 [19,63 | 19,40 | 19,54 | 23,86 19,37 21,98 | 22,05
TSD | 1,86 | 201 [ 1,72 | 196 [ 2,09 [1,89 [ 191 [ 199 [ 263 [196 | 2,02 [ 2,11

Nong d¢ ure huyét thanh (mmol/)

ST Truée giy bénh Trude udng thude Sau udng thuoc 28 nga
Chimg m‘ TTGT-1{TTGT-2| Chimg hlm TTGT-1{TTGT-2| Chimg h“.fﬁ, TTGT-1/TTGT-2
7906 | 7.53 | 885 | 6,63 | 8,19 |23,07] 229 | 2796 | 869 [31,58 | 17,76 | 149
760 [ 707 | 7.03 | 864 | 889 2237 21,22 | 2589 | 8,359 [2846 | 18,51 | 14,47
31706 1726 | 7.01 | 894 | 7,16 22,36 20,03 | 22,09 | 7,45 |3821 12,76 | 14,43
2 735 1681 | 7.2 | 7.56 | 8,08 23,28 | 24,22 | 25,73 | 9,89 [39,61 [ 12,06 | 10,57
S 1659 1832 | 7.61 | 899 | 834 |21,08 2281 | 2328 | 7,95 [33,12] 1851 | 10,05
6 T 7.92 1826 719 | 831 | 7,22 2667 24,13 | 22,52 | 7,75 [3165] 1248 | 94
71902 [ 9.45 | 7,96 | 7,91 | 8,63 2931 29,81 | 24,13 | 8,06 [3224] 1632 | 1241
g 1 869 | .19 | 638 | 7,22 | 697 [2967| 2582 | 29.81 | 7,25 [37,96 | 13,64 | 1091
9 1699 | 855 | 868 | 83 | 621 |258 [ 28,62 | 21,83 | 8,09 [3355] 1508 | 10,52
10 1688 1627 | 7.01 | 674 | 7,17 2565 24,07 | 27,93 | 6,35 [29,28 | 1574 | 1081
Mean | 772 | 7,68 | 7,48 | 792 | 769 [2493 | 2436 | 2512 | 8,01 [33,57] 1529 | 1185
SD 1 092 1095 ] 0,79 | 0,86 | 086 | 298 | 3,04 | 279 | 095 [382 | 249 | 2,05

Nong d§ creatinin huyét thanh (umol/l)
Trube giy bénh Triréc uong thuoe Sau udng thudc 28 ngiy
o Mo Mo Mo

Chimg| . (TTGT-1TTGT-2| Chimg| ' (PTGT-1TTGT-2Chimg | (o [TTGT-1TTGT-2
T | 42.6 |3532 ] 43.74 | 31,62 | 39,12 | 82,33 | 84,71 | 99,29 | 40,18 [10095] 70,52 | 63,17
2 | 353 |33,58 | 34,75 | 38,6 | 42,06 | 81,93 | 85,49 | 92,03 | 39,72 | 91,69 | 72,74 | 61,01
3 1 33.92 33,11 | 33,65 | 39,94 | 34,42 | 79,39 | 74,09 | 79,02 | 35,34 [123.24] 53,19 | 64.92
4| 34,56 [31,89 ] 35,19 | 33,77 | 38,69 | 84,08 | 89,59 | 90,86 | 44,83 [127,75] 51,54 | 48.86
5 132,99 3896 | 38,61 | 38,02 | 39,73 | 77,73 | 84,38 | 82.85 | 36,76 | 106,82 70,57 | 48.98
6 | 37,32 39,21 | 35,54 | 37,21 | 34,48 | 95,11 | 89,26 | 80,05 | 35,83 | 101,68 | 5426 | 48,65
7| 40,61 41,257 39,34 | 33,16 | 41,02 [101,77[ 108,51 | 86,02 | 37,26 [102,92] 63,82 | 56,21
8| 40,56 133,97 | 31,53 | 32,25 | 33,19 | 103,58 | 95,25 | 103,86 | 33,72 [125,09| 54,93 | 51,89
9 32,67 [40,04 | 42,9 [ 39,44 | 30,16 | 92,07 | 100,86 | 79,56 | 37.24 | 108,11 60,33 | 48,83
10| 32,55 [32,36 | 34,65 | 30,11 | 34,25 | 91,54 | 89,04 | 99,28 | 29,36 | 94,34 | 63,69 | 49,56
Mean | 36,29 [3597 | 3699 | 3541 | 36,71 | 88,95 | 90,12 | 8928 | 37,02 | 108,26 61,56 | 54.21
SD | 3,74 1353 [ 4,02 | 3,61 | 390 [923 | 956 | 9,09 | 411 | 12,84 | 7,93 | 657




Két qia dinh g s chisb huyé hoe i chut (T .80, = 10 mii )

L nohién i | S0 leomg hong cin mdn chudt (T7) [[im hrpng huyed s (0 méu chujt of)  Hematocrit méu chuft (%)
L chimg (1) 086 1,05 15492 & 16| 41,19+ 5,08
Mahinh (2 616+0,73 10684 £ 12,09 4198421
" TIGT-1 () 745088 12750+ 1374 02149
| TIGT2(4 §98+093 135,86 + 14,1 0,347
Kot qui dinh g  hegng e i 24 i chugt (¥ .1, n= 10 mii )
T— S0 hrong nurc iew 24h (ml24h)
Lé ngh ol e
RN U T gdy b (a) | T ubmg thude b) | Saudng e 8y )
Lochimg (1) | 083320112 | 0854+009 08492 0,142
Mikih () | 0826015 | 3890940 6362+ 0989
TIGT-L () | 09070091 | 38860905 471320857
TIGT2 () | 08940 | 391421019 368640799
Két qui dinh i protein niéu 24 ciachut (¥ 2 D, n = 10 mii )
gkl 2 Protein niéu 24h ciia chuot (ug/24h)
e gy bénh () | Trucdc udng thude (b) | Sau g thude 28 neiy (¢
L chimg (1) 13809 125012 123016
Mikh () | 121£013 20105 269027
TG () | L1901l 2064022 172£0,8
TIGT2 (@) | 1262015 2104 149+0,16
Ke qia dinh g cin ning thin chut (+D,n=10 & mdi o)
L6 nghién ciu__| Cén ning thin chudt (o/100g chudf) | % gidm 50 v6i I md hinh
Liching (1) 91460565 -
Motih () 11985+ 0846 1389%
611 () 106540852 15,15 %
6T (4 103120017 1641%
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