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LOI CAM ON

Hoan thanh luan vin nay, vai tat ca long kinh trong va biét on sau sic, tdi xin
duoc gui 10i cam on dén Dang uy, Ban Giam dbc, Phong dao tao Sau Pai hoc, céc
B mdn, Khoa phong Hoc vién Y duoc hoc ¢6 truyén Viét Nam, 1a noi truc tiép dao
tao va tan tinh gitp d& t6i trong qua trinh hoc tap, nghién ciru dé hoan thanh luan
van.

Toi xin bay té 1ong kinh trong va biét on sau sic t6i PGS.TS. Lé Thi
Thanh Nhan va TS.BSCKII. Pham Thuy Phuong, ngudi thiy huéng dan ludn
theo sat, thudng xuyén gitp d&, cho toi nhiéu y kién quy bau, sét thuc trong qué
trinh hoc tap, nghién ciru dé hoan thanh luan vin nay.

T6i xin tran trong cam on thay PGS.TS. Nguyén Hoang Ngan, giang vién Bo
mén Duoc Iy — Hoc vién Quan Y d3 quan tdm, tao diéu kién tot nhat cho toi
trong viéc nghién cru, thu thap, hoan thién sé liéu dé hoan thanh dé tai.

T6i xin duoc giri 16i cam on dén céc thay, cac co trong Hoi dong thong qua
dé cuong, luan vin da cho t6i nhiéu y kién quy bau trong qua trinh hoan thién luan
van nay.

T6i vo cung biét on gia dinh, ban bé, anh chi em déng nghiép da dong
vién, gitp d& t6i trong subt qua trinh hoc tap, nghién ciu va hoan thanh luan
van.

TOi xin tran trong cam on!

Ha Noi, ngay thang nam 2025

Hoc vién

Nguyén Thi Digu Linh



LOI CAM POAN

Toi 1a Nguyén Thi Diéu Linh, hoc vién cao hoc khoa 15, Hoc vién Y Dugc
hoc ¢ truyén Viét Nam, chuy@n nganh Y hoc ¢6 truyén. Téi xin cam doan:

1. Luan vin nay do ban than tdi truc tiép thuc hién dudi sy huéng dan khoa
hoc cua PGS.TS. L& Thi Thanh Nhan va TS.BSCKII. Pham Thuy Phuong.

2. Cac sb liéu va thdng tin trong nghién ciu 1a hoan toan chinh xac, trung
thue va khach quan, d3 dugc xac nhan va chip thuan caa co sé noi nghién
cau.

3. Cong trinh nay khong tring 13p véi bat ky nghién ctu ndo khac da duoc
cong bd trude day.

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

Ha Ngi, ngay thang nam 2025

Ngudi viét cam doan

Nguyén Thi Digu Linh
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Viét tat Tiéng Viét Tiéng Anh
BTM Bénh than man tinh CKD - Chronic kidney disease
KDIGO | Hai than hoc quéc té Kidney Disease Improving Global
Outcomes
eGFR Do loc cau than wée tinh Estimated glomerular filtration rate
LD, Liéu gay chét 50% s6 dong vat Lethal Dose 50%
thuc nghiém
MLCT | Muc loc cau than GFR - Glomerular filtration rate
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Disease Outcomes Quality Initiatives
TTGT | Thang thanh gidng troc
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PAT VAN DPE

Bénh than man tinh 12 mot bénh Iy ning va phé bién gap trong cac bénh than
tiét niéu, déng thoi ciing 1a bién ching cua mot s6 bénh nodi khoa nhu dai thao
duong, ting huyét ap, gout [1]. Pay 1 van dé stc khoé cd tinh toan ciu, tan suat
tang nhanh va doi hoi chi phi diéu tri cao [2].

Theo “Nghién ctru V& ganh nang bénh tat toan cau” nam 2010, bénh than
man tir vi tri thir 27 (1990) da 1én vi tri thr 18 trong nguyén nhan tir vong toan cau
nam 2010 [3]. Hién c6 khoang 1,5 triéu nguoi suy than man giai doan cubi dang
diéu tri thay thé than (than nhan tao, loc mang bung, ghép than) trén thé gisi, va con
s6 nay duy kién sé tang gap do6i vao nim 2020. O Viét Nam, chua c6 nghién ctiru quy
mo toan qudc, nhung tac gia V& Tam cho biét ty 1¢ bénh than man véi muc loc cau
than < 60 ml/phat & Thira Thién Hué 1a 0,92% [2]. Téac gia Nguyén Thi Thu Hién
théng ké trong s6 300 bénh nhan méc bénh than man dang diéu tri tai bénh vién da
khoa tinh Phli Tho tir ndm 2017 - 2019 gom ty 1¢ bénh nhén diéu tri loc méau chiém
39,3%, diéu tri noi khoa 59,4%, ghép than 1,3% [4].

Bénh than man c6 dién tién am i va anh hudng dén nhiéu co quan khac, néu
khong diéu tri hiéu qua s& de doa stc khoe nguoi bénh. Véi tac dong lén dén sic
khoe cong ddng, viéc phong ngtra, diéu tri va 1am cham tién trién caa bénh 1a thach
thirc quan trong. Trong nhitng nim gan day, cac phuong phap diéu tri thay thé nhu
chay than nhan tao, ghép than va loc mang bung da kéo dai tudi tho cho nhiéu bénh
nhan giai doan cubi. Tuy nhién, nhitng phwong phép nay c6 chi phi cao, ngudn cung
ghép than han ché, va khdng phl hop véi bénh nhan ¢ giai doan dau va giai doan 3,
4. Do d6, nhiéu bénh nhan khéng thé tiép can diéu tri, din dén bénh nang hon hoic
tir vong. Trong cac phuong phap diéu tri, y hoc co truyén ngiy cang duoc ua
chudng nho dé sir dung, it tac dung phu, va cé hiéu qua trong viéc giam triéu chang,
ngan ngira bién chirng va 1am cham tién trién bénh, nén can duoc ap dung rong rai.

Lé Thi Thanh Nhan va cong su st dung bai thudc “thing thanh giang troc
thang” dé diéu tri 30 bénh nhan suy than man tai Khoa Than tiét niéu Bénh vién
Tué Tinh, tir thang 4/2010 dén thang 5/2011, c6 hiéu qua diéu tri dat 80% [5].



Nhung st dung thude duéi dang thude sic con bét tién nhu viéc sic thude ton nhiéu
thoi gian, kho bao quan, nguoi bénh can di xa. Vi vay nham thuan tién cho nguoi st
dung, chung t6i budc dau tién hanh: “Nghién cizu déc tinh cap va tac dung cia cao
khé “thing thanh gidng troc” trén mé hinh bénh thdn man cdt 5/6 than chugt” véi
hai muc tiéu:

1. Bdnh gid djc tinh cdp ciia cao khé “thing thanh gidng troc”.

2. Ddnh gia tac dung Cia cao khé “thang thanh gidng troc” trén mé hinh bénh thdn
man cat 5/6 than chugt.



Chuong 1
TONG QUAN TAI LIEU

1.1. Téng quan vé mét s6 phwong phap xac dinh déc tinh cip cia thude
1.1.1. Pinh nghia dc tinh cép

Doc tinh (toxicity) cia mét loai thude 1a dic diém duoc thé hién théng qua
tac dung khéng mong mudn, gy hai cho co thé. Poc tinh caa thudc co thé nhe nhu
budn ndn, man ngira, thay ddi van dong, hanh vi; nhung ciing c6 thé rat ning, tham
chi nguy hiém dén tinh mang.

Dac tinh cap (acute toxicity) cia mot loai thude 1a doc tinh xay ra sau khi sir
dung thuéc mot lan hoac vai lan trong ngay. Muc tiéu nghién ciu doc tinh cap trén
dong vat thuc nghiém 1a xac dinh liéu gy tir vong trung binh (mean lethal dose),
tac 1a lidu lugng 1am chét 50% sb dong vat thi nghiém dudi diéu kién nhat dinh;
diéu nay duogc biéu thi bang ky hi¢u LDs, (lethal dose 50%) [6], [7].

1.1.2. Muc tidu

Thir nghiém doc tinh cip duoc thuc hién dé cung cap thong tin hd trg viéc
phan loai mirc do doc cua thude, diéu tri ngo doc cap, va xac dinh mic liéu can thiét
cho céc thir nghiém dac tinh tiép theo [8], [9].

1.1.3. Poi twrong nghién cizu va lidu dung

Thir nghiém doc tinh trén it nhat 2 loai dong vat cé va, trong d6 c6 mot loai
khong gam nham. Ty thudc vao timg diéu kién, co thé quyét dinh thir nghiém trén
mét loai dong vat. Cac loai gam nham thuong st dung gdm chudt nhit va chuot
cdng, trong khi loai khong gam nham thuong 1a chd hozc khi. Trong nghién ctu caa
ching tdi sir dung chudt nhit lam dong vat thuc nghiém [6].

Puong dung twong tu duong dung cho nguoi, bao géom duong udng, tiém,
ho hép.

1.1.4. Mgt s6 mé hinh gdy déc tinh cap
M6 hinh Litchfield-Wilcoxon: Bong vat thuang dung la chudt nhit trang, ca

2 gidng, khoé manh. Chudt dwoc nhin an 12 gio truée khi ubng thude, van ubng nudc



day du. Cho ting 16 chudt uéng mau thudc nghién ciru theo lidu ting dan. Theo dai cac
triéu ching bat thuong xay ra ngay sau khi udng thudc. Tim liéu cao nhat khéng gay
chét chuot, liéu thap nhat gay chét 100% s chudt va céc liéu trung gian, so chudt chét
& cac lidu trung gian (néu c). Pay 1a mé hinh duoc s dung phd bién & nghién ctu
trong va ngoai nudc. Trong pham vi nghién ciru cia dé tai, chung toi da st dung mo
hinh nay.

Mo hinh thir Tang-Giam: Thyc hién thir nghiém bang cach ap dung céc liéu
theo tht tir, mdi lidu duoc dua vao mot thoi diém, va giita cac liéu phai c6 khoang
thoi gian it nhat 1a 48 gid. D61 voi dong vat dau tién, lidu thip nhat duogc thir
nghi¢m gén voi liéu LDy duoce uée tinh [10]. Néu dong vat séng, liéu cho dong vat
tiép theo s& dugc tang 1én 3,2 14n so v6i lidu da tht trude do; néu dong vat chét, liéu
s& giam xudng 3,2 1an. Quan sat tinh trang ciia timg dong vat dé quyét dinh liu tiép
theo [11].

Mo hinh phan loai doc: Thir nghiém theo quy trinh bac thang, mdi buéc sur
dung 3 con clng gidi. Tuy thuoc dong vat co chét hay khong trong mot budc thir
ma xac dinh cho budc thir tiép theo, nhu khong can thir thém nira, hoac thir thém 3
con nita véi cling mac lieu d6 hoac thur thém trén 3 con nira & muc liéu cao hon
hozc thap hon [10].

1.1.5. Chi tiéu theo doi

Theo ddi cac biéu hién nhidm doc sém bao gom quan sét tinh trang chung
cua chuot, qua trinh dién bién bat dau va c6 dau hiéu nhiém doc (nhu nén, co giat,
kich dong, bai tiét...), kha ning va thoi gian hoi phuc va sé luong chudt chét trong
vong 72 gio sau khi ung thuéc.

Theo d&i c4c biéu hién nhiém doc muon va kha ning hoi phuc cac biéu hién
nhiém doc bao gom tiép tuc quan sat tinh trang caa chudt dén hét ngay thir 7 sau khi
udng thudc. Cac chi tiéu theo ddi twong tu nhu theo ddi trong 72 gid dau.

1.2. Tong quan vé bénh than man
1.2.1. Theo Y hgc hién dai
1.2.1.1. Gidi phau thdn
Than ¢6 hinh dang hat dau, dai khoang 10 — 12,5cm, rong khoang 5 — 6¢cm va



day khoang 3 — 4cm. Gém c&c mit trudc va sau, cac bd trong va ngoai, cac cuc trén
va dudi.

Than va tuyén thuong than duoc vUi trong mot bao ma, goi 12 bao m& quanh
than. M lién két soi bao quanh bao m& nay day dic lai thanh mac than. Mac than
c6 mot ché ngang ngan cach than véi tuyén thuong than. Trén thiét db cat dung
ngang qua than, ta thdy than cd 2 phan, phan dic ¢ xung quanh la nhu md than,
phan gitra rong 1a xoang than. Xoang than mo ra phia trong mot khe hep goi 1a rén
than dé cac thanh phan trong cudng than di qua. Thanh phan cudng than nam trong
xoang than gom hé théng dai bé-than, cac mach méu va than kinh than. Phan con lai
cua xoang than duoc lap day boi cac té chirc md. Ngoai cung boc lay than 1a mot
bao xo0.

Véi chirc nang ngoai tiét 12 bai tiét nudc tiéu, than ¢ nhiém vy dao thai cac
san pham chuyén hda cudi cing va lugng nudc du thira trong co thé, do d6 duy tri
can bang nudc, dién giai trong cac mé. Thén ciing c¢6 chirc ning ndi tiét, san sinh va
dua vao méau chat erythroprotein cé tac dung trong viéc tao hong cau va chat renin
anh hudong dén huyét ap [12], [13].
1.2.1.2. Dinh nghia

Theo KDIGO 2012 (Kidney Disease Improving Global Outcomes), Bénh
than man tinh (Chronic kidney disease - CKD) duoc dinh nghia 1a nhiing bat thuong
vé cau tric hoic chuc ning than, kéo dai trén 3 thang va anh hudéng dén sicc khoe
nguoi bénh.

Tiéu chuan chan doan bénh than man dya vao 1 trong 2 tiéu chuan ton tai kéo
dai trén 3 thang la triéu chtng ton thuong than va giam muc loc cau than.

Triéu ching ton thuong than cd biéu hién 1 hoac nhiéu cac biéu hién sau day:

- C6 Albumine nudc tiéu (ty 1¢ albumine/creatinine nuéc tiéu >30mg/g hoac
albumine nudc tiéu 24 gio >30mg/24gio).

- Bat thuong can lang nudc tiéu: Trong nudce tiéu ¢6 hong cau, bach cau, cac
tru niéu.

- Bat thuong dién giai hoac cac bat thuong khéac do rdi loan chirc ning ong

than.



- Ton thuong tai nhu mé than dwoc phét hién qua sinh thiét than.

- Xét nghiém hinh anh hoc phat hién than bat thuong: Siéu &m c6 hinh anh
kich thugc than giam trong bénh Iy cau than man. Truong hop & nuéc bé than do
s6i ¢O thé thdy nhu mé than mong, dai bé than gidn. Truong hop bénh than da
nang hozc bénh than do thoéi bién dang bot thay kich thuéc than ting lén.

- C6 tién sir ghép than.

Mic loc cAu than (Glomerular filtration rate - GFR) <60mL/ph/1,73 m*[14].

MLCT duoc danh gia dua vao MLCT udc tinh qua cong thaic MDRD
(Modification of Diet in Renal Disease Study) hoac muac do thanh thai creatinine
uac tinh theo cdng thirc Cockcroft — Gault:

- Cong thuc MDRD udc doan do loc cau than (estimated GFR, eGFR) tir
creatinine huyét thanh:

MLCT uéc doan (mL/ph/1,73 m? da) = 1,86 x (cre huyét thanh) — 1,154 x
(tudi) — 0,203

Nhan véi 0,742 néu I nix, nhan véi 1,21 néu 1a ngudi My gbc Phi.

- Céng thuac Cockeroft Gault wdc doan @6 thanh thai creatinine tur creatinine
huyét thanh:

P§ thanh thai creatinine (mL/ph) = —-x0.— tubD x cin ning (kg)

72 Xcreatinine huyét thanh (52)

Néu la nit: nhan vai 0,85

Dién tich da (m?da) = [can ning (kg) x chiéu cao (cm)/3600]*2

- Trong d6 protein niéu kéo dai va lién tuc 12 mét trong nhitng dau an thuong
gap va quan trong trong viéc xac dinh ton thuong than trong thuc hanh 1am sang [15].
1.2.1.3. Djch té hgc bénh than man

Bénh than man (BTM) la mét trong nhitng bénh ndi bat gay tir vong trong
thé ky 21. BTM pho bién hon & ngudi Ién tudi, phu nir, nhitng ngudi mac bénh
dai thao dudng va tang huyét ap [16].

Mot nghién ctru danh gid ty 1¢ luu hanh va ganh nang cia BTM ndm 2010 da
téng hop két qua ciia 33 nghién ctru dai dién dwa trén dan s tir khap noi trén thé
gidi, theo 6 BTM giai doan 1 — 5 & nhiing ngudi >20 tudi 1a 10,4% & nam gidi va
11,8% & nir giéi. Nghién ctru da tim thdy su khac biét vé ty 1é mac BTM tuong tng



v6i thu nhap ciia mdi qudc gia. Vi nam, ty 1& mic bénh BTM 1a 8,6% va 10,6%
tuong tng cac qudc gia c6 thu nhap cao va thip/trung binh. Con véi nit, ty 18 13
9,6% va 12,5% tuong tng cac qudc gia co thu nhap cao va thap/trung binh [17].
Mot nghién ctiru gan ddy hon di thyc hién phan tich tong hop 100 nghién ctru bao
gd6m 6.908.440 bénh nhan va bao céo ty 1¢ lvu hanh toan cau dbi voi BTM giai doan
1 1a 3,5%, giai doan 2 (3,9%), giai doan 3 (7,6%), giai doan 4 (0,4%) va giai doan 5
(0,1%) [18].

O céc nudc 6 thu nhap trung binh, viéc diéu tri bang loc mau hoic ghép
than tao ra ganh nang tai chinh rat Ién cho nhirng ngudi can né. Nhiéu nguoi khéng
da kha nang chi tra chi phi diéu tri, dan dén hon 1 triéu nguoi tir vong mdi nim do
suy than khéng dugc diéu tri [19].

Pai thao duong 1a yéu té nguy co quan trong nhat d6i véi bénh nhan BTM.
Tai Hoa Ky, ty 16 miac BTM giai doan 3 — 4 ¢ bénh nhan tiéu duong 1a 24,5% tu
nam 2011 dén 2014, trong khi ¢ ngudi tién tiéu duong 1a 14,3% va ¢ ngudi khong
mac bénh tiéu duong 1a 4,9%. Bén canh dai thao dudng, ting huyét ap ciing 13 mot
yéu t6 nguy co co lién quan chit ché voi BTM [20]. Ty 18 mic BTM ¢ ngudi trudng
thanh bi ting huyét 4p & Hoa Ky 1a 35,8% trong nam 2011 dén 2014, so véi ty 18
14,4% & ngudi tién ting huyét 4p va 10,2% & nguoi khong ting huyét ap [21].
1.2.1.4. Nguyén nhén va co ché bénh sinh bénh thdgn man tinh
a. Nguyén nhan

Theo KDIGO 2012, nguyén nhan BTM dugc phan loai dya vao vi tri ton

thuong giai phdu hoc va bénh can nguyén chu yéu tai than, hoac thir phat sau cac
bénh ly toan than (bang 1.1) [22].
Bing 1.1. Phdn loai nguyén nhin bénh thdn man (theo KDIGO 2012)

Bénh than Bénh than thi phat sau bénh

Nguyén nhan
ay nguyén phat toan than

Bénh cau than

Bénh cau than ton thuong toi
thiéu, bénh cau than mang. ..

Pai thao duong, bénh ty mién,
bénh &c tinh, thudc

Bénh 6ng than mo
ke

Nhiém tring tiéu, soi niéu,
bénh than tic nghén

Bénh ty mién, bénh than do
thudc, da u tuy

Bénh mach mau
than

Viém mach mau do ANCA,
loan dudng xo co

Xo vita dong mach, thuyén tac
do cholesterol, ting huyét ap

Bénh nang than va
bénh than bam sinh

Thiéu san than, nang tuy than

Bénh than da nang, hoi chung
Alport




b. Co ché bénh sinh

Biéu hién khéach quan nhat cua suy than man tinh 1a sy giam dan hé sb thanh
loc. Sau d6 1a su tich dong ngay cang ting cac san pham chuyén hoé chua nito.
Hang dau la creatinine va ure. Ngoai ra cac san pham chuyén hoa khac nhu acid
guanido-succinic, acid uric, chat c6 nhan phenol, cc amin... cling trong nhém nay
dé tao thanh maot phuc hé c6 tén “doc td uré-huyét” c6 kha ning giy ra mot sb triéu
chang than kinh nhu nhtre dau, budn nén, mét moi, run co, ngra, di cam. .. dugc coi
4 tién triéu cua “hdi chung uré - huyét” va bude dau de doa hdn mé (do) than.

- Hoi chang uré-huyét (Uremia): Uremia Ia tap hop cac dau hiéu va triéu
chung thudng gap trong giai doan cudi cua suy than man bat ky do nguyén nhan
nao. Khi GFR >50% so véi binh thuong thi khdng cd biéu hién gi vi cac nephron
con lai ting hoat dong bu trir. GFR <50% md&i ¢6 tinh trang ting nito huyét. GFR
<25% méi c6 biéu hién cua suy than man hay Uremia.

- Nhiém acid trong suy than man: Co thé san xuat c&c acid chuyén hoa va
kiém chuyén hod mdi ngay, chiing trung hoa véi nhau. Nhung khi lugng acid san
Xuit ra vuot luong kiém khoang 50 - 80 millimol va dugc than dao thai. Suy than lam
tich dong mot phan hay toan phan sé acid nay trong céc dich co thé. Tong von
kiém (cac hé théng dém) cua co thé c6 thé thanh toan 500 - 1000 millimon acid.
Khi kiém cta co thé bi str dung can kiét, pH mau giam nhanh, néu pH duéi 6,8 s&
gay hon mé va chét. Khi suy than hoan toan thi sau 10 - 12 ngay lwong H* ¢6 thé
tang dén mirc gay chét [23], [24].
1.2.1.5. Phan giai dogn bénh thgn man

Nam 2002, NKF-KDOQI (National Kidney Foundation-Kidney Disease
Outcomes Quality Initiatives) ph&n BTM thanh 5 giai doan dya vao MLCT.



Bdng 1.2. Cac giai doan ciia bénh thdn man (theo NKF-KDOQI nam 2002)

Giai . Mikc loc ciu than
MO ta 2
doan (mL/ph/1,73m” da)
. Toén thwong thin véi MLCT binh thudng >90
hodc tang
2 | Ton thuong than voi MLCT giam nhe 60 - 89
3 | Giam MLCT trung binh 30 -59
4 | Giam MLCT nang 15-29
c Bénh than man giai doan cudi <15 hoic phai diéu tri
than nhan tao

Niam 2012, KDIGO chia giai doan 3 duoc thanh 3a va 3b, kém theo b sung
albumine niéu vao trong bang phan giai doan (bang 1.2) hd tro cho viéc danh gia
tién luong va tién trién caa BTM.

Bdng 1.3. Cac giai doan ciia bénh thidn man (theo KDIGO nam 2012)

Albumine niéu kéo dai (ty 1€
albumin/creatinin) (mg/g)

L. A . Al A2 A3
Cac giai doan cua bénh than man - . - -
Binh thwong Tang Tang
dén ting nh¢ trung binh| nhiéu
<30 30-300 | >300
Gl Birjh tflu:c‘mg >90
hodc tang
Phan loai | G2 | Giam nhe 60 - 89
theo Giam nhe dén 45 - 59
G3a X
MLCT trung binh
(mL/ph/1 Giam trung binh | 30 - 44
2y | G3D| o
, 73 m°) den nang
G4 | Giam nang 15-29
G5 | Suy than <15
Mau Nguy co bénh than tién trién Tan suat kham bénh mdi nim

Nguy co thap

it nhat 1 lan/nam

Nguy co trung binh

it nhat 2 1an/nam

Nguy co cao

it nhat 3 lan/nim

-l Nguy co rat cao

it nhat 4 1an/nim
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Cén luu ¥ MLCT chi phan anh chinh xac giai doan BTM khi chitic ning than
6n dinh (khéng thay ddi trong 3 thang xét nghiém I3p lai) va sau khi di loai bo céc
yéu t6 1am nang thém tam thoi tinh trang suy than [25].
1.2.1.6. Chdn dodn bénh thgn mgn

Chén dodn xdc dinh

Chan doan bénh than man dya vao:

- La4m sang c6 thé c6 hodc khong c6 biéu hién bénh than nhu phu toan
than, tiéu mau. ..

- Can lam sang:

Xét nghiém dinh luong creatinine huyét thanh.

Xét nghiém nudc tiéu tim protein hodc albumine trong nudc tiéu, tot nhat
la mau nude tiéu dau tién budi sang sau ngu day.

Bing 1.4. Két qua xét nghiém albumine va protein trong nwéc tiéu

Albumine va protein niéu Binh thwong Bat thwong
Ty 1€ albumine/creatinine ni¢u <30mg/g >30mg
(ACR) <3mg/24 gio >3mg/mmol
Albumine niéu 24 gio <30mg/24 gio >30mg/24 gio
Ty 1€ protein/creatinine ni¢u <150mg/g >150mg/g
(PCR) <15mg/mmol >15mg/mmol
Protein ni¢u 24 gio <150mg/24 gio >150mg/24gid
Protein niéu giay nhing Am tinh Vét dén duong tinh

Xét nghiém can ling nudc tiéu (tim can ling bat thudng nhu hong cau, bach
cau, cac tru niéu).

Xét nghiém dién giai do.

Sinh thiét than,

Chan doan hinh anh: Siéu &m than va hé tiét niéu (tim soi, nang than,
Kich thudc than).

Chan doan xé4c dinh bénh than man khi cac xét nghiém van bat thuong trong
nhirng lan xét nghiém 1ap lai sau trong vong 3 thang.

- Tién str: C6 tién sir bénh than tiét niéu hodc co lién quan tdi than tiét niéu

(tang huyét ap, dai thio duong).




11

Chan doan giai doan BTM dua theo bang phan chia giai doan BTM (bang
1.2). Chan doan nguyén nhan BTM dua trén bang phan loai nguyén nhan (bang
1.1), ¢6ng thoi can phan biét vai suy than cap, vi suy than cap c6 thé hoi phuc sau
mot thoi gian giam chire nang than. Khi creatinine tang dot ngot & bénh nhan BTM
hoac bénh nhan c6 creatinine huyét thanh cao ldc nhap vién ma khéng biét mac co
ban, can tim soét cac yéu té 1am ning thém nhu thay doi huyét &p, giam thé tich
méu do mat mau, mét dich, suy tim, tic ngh&n duong tiéu, nhiém trung, bién ching
mach mau than (huyét khéi, hep dong mach than), hoic thudc doc cho than (thude
can quang, aminoglycoside, NSAIDs). Bién chitng cia BTM bao gom ting huyét
ap, thiéu mau, loan dudng xuwong, suy dinh dudng, va céc rdi loan ndi tiét, tidu hoa,
chuyén hda, than kinh, tam than, tim mach. [26], [27].
1.2.1.7. Biéu tri bénh than man
a. Muc tiéu diéu trj

Diéu tri bénh than can nguyén va cac yéu té nguy co ciing nhu bénh phdi hop.

Lam cham tién trién cta bénh than man.

Diéu trj triéu chiing va bién chirng cua bénh.

Diéu tri thay thé than khi than suy ning.
b. Nguyén tdc diéu tri bénh thgn man

Theo KDOQI 2002, chién lugc chung diéu tri bénh than man duoc phan
theo giai doan cta phan dé bénh than man.

Bing 1.5. Chién licoc diéu tri theo giai doan ciia bénh thin man

Giai | Miic lgc cau than .
) : Viéc can lam (*)
doan (mL/ph/1,73)

1 >90 Chan doan va diéu tri bénh cin nguyén, gii han
yéu té nguy co gay suy than cép, lam cham tién
trién bénh than, diéu tri yéu td nguy co tim mach

2 60 - 89 Ubéc doéan toc do tién trien bénh than

3 30-59 Panh gia va diéu tri bién ching

4 15-29 Chuan bj diéu trj thay thé than

5 <15 Diéu trj thay thé than néu c6 hoi ching ure huyét

(*) giai doan sau tiép tuc viéc cua giai doan truéc
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c. Cdc phwong phdp diéu trj bénh thgn mgn
Diéu tri bdo ton
Chi dinh diéu tri bao tén khi mirc loc cau than >15mL/phut twong mg véi
bénh than man tinh giai doan | dén TV theo Hoi than hoc Hoa Ky.
Muc dich cua diéu trji bao tdn nhdm lam cham hodc ngan ngua tién trién cla tinh
trang suy than, han ché cac bién chimg va diéu trj cac bién ching than cua suy than.
Phuong phép diéu tri bao gom:
- Ché d6 an giam dam.
- Kiém soat huyét ap tot, nén duy tri huyét ap & mirc <130/80mmHg.
- Piéu tri tang kali mau, diéu trj toan mau.
- Diéu tri thiéu mau.
- Piéu trj tinh trang cudng cin giap va ton thuong xuong.
- Chéng nhiém khuan va giai quyét cac 6 hoai tir hodc xuat huyét.
- Khong dung cac chit doc cho than.
- Diéu tri bénh 1a nguyén nhan ctia bénh than man hoac cac bénh phéi hop.
Diéu tri thay thé thin
Chi dinh diéu tri thay thé than khi muc loc cau than <15mL/phut twong Ung
voi bénh than man tinh giai doan cudi theo hoi than hoc Hoa Ky.
biéu tri thay thé than gém than nhan tao, loc mang bung, ghép than [26].
1.2.2. Theo y hoc co truyén
1.2.2.1. Bénh danh
Can clr vao cac triéu ching xuat hién & bénh nhan bénh than man trén 1am
sang nhu phu thiing, tiéu it, budn nén, ndn, mét moi vo luc, sic mat tim tdi, co
giat..., c6 thé quy vé pham vi cac chiing bénh nhu thuy thiing, quan cach, niéu doc,
long bé, hu lao, than lao, than phong.... Trong d6 néu phu thiing 1a triéu ching l1am
sang chinh, thuong duoc chan doan 1a thuy thiing; néu triéu ching chu yéu 1a budn
ndn, ndn, tiéu it, bi tiéu, c6 thé chan doan 1a quan cach hoac long bé; truong hop
biéu hién rd mét moi vo luc, dn kém, sic mit tim t6i, c6 thé chan doan 1a hu lao,
than lao. Giai doan cudi c6 cac triéu ching chéng mat, co giat, hdn mé, té bi, ngua

toan than, c6 thé chan doan 1a niéu doc hozc than phong [28].
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a. Than lao

Bénh danh “Thén lao” duoc dé cap dau tién trong “Kim quy yéu luoc”. Tai
licu “Kim quy yéu lugc” chi ra triéu chitng caa chimg “Than lao” gidng nhu cua
bénh than man. C4c y gia hau thé nhu Sao Nguyén Phuong, Téon Tu Mao, Tran Vo
Trach di quy nap nguyén nhan gay bénh cta ching “Thén lao” bao gdm “phong lao
thuong than”, “tinh chi thuong than”, “ta thuc thuong than” [29].
b. Hu lao

Bénh danh hu lao 14n dau xuét hién trong “Kim quy yéu luge”. “Mach ching
va céch chira bénh Huyét Ty Hu lao” chuong 6, sach “Kim quy yéu luoc” c6 viét:
“Thyc thuong, wu thuong, phong khi bach bénh” la trd thanh nguyén nhan co ban cua
su phét sinh bénh hu lao. “Chu bat tic” ctia cac loai nguyén nhan kéo dai diéu tri
khong khoi gay nén thi la bénh co ctia hu lao. Bénh suy than man giai doan sau sau khi
Xuat hién triéu chimg hu ton man tinh thi quy né thudc hu lao. Bac diém chu yéu cua
né 1a qué trinh bénh kéo dai, bénh tinh phuc tap, dai dang khé khoi [30].
¢c. Quan cach

Bénh danh “Quan cach” xuét hién dau tién trong “Hoang dé Noi kinh”. Khi
d6 “Quan cach” duoc nhic dén nhu mot mach tugng hoac bénh 1y nhung khong noi
dén mach ching, sau nay Truong Trong Canh chinh thtc goi thanh bénh danh. Séach
“Binh mach phap” viét Quan tirc khong di tiéu dugc va Céch tic 12 ndn [31].

Trong sach “Thuong han tap bénh luan” nhac t6i sy xuét hién dong thoi cua
tiéu tién khong thdng va ndén mira lam chu chimg 1 “Quan cach” [30].
d. Long bé

Bénh danh “Long bé” xuit hién dau tién trong Hoang dé noi kinh. “Hoang dé
noi kinh” viét: “Bang quang khong 1oi 1a long, khong uéc 1a di nich”. Ma trong “Té
van - tiéu ban bénh truyén luan” néi: “Bang quang bénh tiéu tién bé”. Phan tach chi
ra long va bé. Bénh nguyén bénh co cua long bé khong chi lién quan téi bang quang
ma véi phé, ty, than, can, tam tiéu ciing c6 mdi quan hé chit ché. Trong “T6 Van”
lai n6i: “Ky bénh long bé, ta thuong than da” c6 thé thay mdi quan hé sy phat bénh
cta nd vai than. Bénh suy than man tién trién t6i giai doan sau tiéu cau than xo hoa

thong thuong s& kém thém triéu chizng long bé nay [30].
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e. Thay thiing

Trong “Kim quy yéu luwoc”, “Thuy thiing” dugc mo ta khi nudc khong hoa
thanh khi, dong lai ma sinh ra bénh thuy thiing. Vi thé thay khi ndi theo bénh ly,
thuy thiing néi theo chirng trang [32].

Trong “Té van — thiy nhiét huyét luan thién” ghi lai: “Than gia chi am, chi
am thinh thuy, ky ban tai than, ky mat tai than, giai tich thuy vay, chu thip thiing
man, giai thuoc vu ty”. Tir day co thé thdy quan hé cua thay thiing véi 3 tang phé,
ty, than vo clng chit ché, hon nita 3 tang 1a mau chét quan trong caa su chuyén hoa
thay dich, bat ky tang phii ndo cé van dé déu anh huong téi cac tang pha con lai, tao
thanh thuy dich tich tré bén trong co thé, tran ra bi phu hinh thanh thuy thiing [30].
f. Nigu dgc

Trong “Trong dinh quang 6n nhiét luan” cua Ha Liém Than da chi ra:
“Niéu doc nhap huyét, huyét doc thuong nio la chung hau, nén, budn nén, chong
mat, U tai, hoi thé hdi, co giat, miéng ding, ludi c6 diém den va loét” [5].
1.2.2.2. Bénh nguyén bénh co

Thi Chan Thanh cho riang nguyén nhan gay bénh than mén tinh c6 thé chia
thanh chu nhan (nguyén nhén trong co thé) va du nhan (nguyén nhan bén ngoai dan
dén), cha nhan phan Ién 1a do ty va than hu ton, dac biét 1a than khi suy, khong lam
t6t viéc phan thanh bi troc, cho dén su lién quan mat thiét voi thap troc noi dinh
(ngung dong thap troc); du nhan chi téi ngoai ta va lao luc qua do, boi vi du nhan
phat sinh, thuong thiic ddy bénh tinh tré ning, tham chi tir vong. Co ché bénh sinh
ctia n6 da phan 1a chinh hu ta thuc, han nhiét thac tap. Chinh hu tic 1a 4m, duong,
khi, huyét hu ton, ta thuc chu yéu c6 may phuong dién thap nhiét, & huyét, thuy
thap, phong nhiét. Mau chét caa co ché bénh sinh nim & cong nang phan thanh bi
troc cua than that diéu, ma cong ning phan thanh bi troc cua than lai phu thudc vao
tac dung khi hda cia co thé. Than khi hu khuy c6 thé dan dén tro ngai cong ning
khi hoa cua than, va khi réi loan cong ning tang phu ty, phé, can, v,v ciing c¢6 thé
anh huong dén cong niang khi hoa cua than. Khi hoa bat tuc, cong ning thing thanh
bi troc bi tré ngai, dong thoi khdng cd kha niang khai thong, van hda thay dich kip
thoi ma hinh thanh thap troc, thap nhiét, nich doc, & huyét [28].



15

Nham Ké& Hoc dé& xuit rang gdc bénh caa can bénh nay 1a noi thuong lam
cha, bi thém ngoai ta, co ché bénh sinh 1a bénh bat ngudn tir than, anh huong dén
céc co quan khac. Trudc thién bam phi bac nhugc (tién thién kém), than nguyén hu
suy 1a nguyén nhan gay bénh trong yéu, am thuc, tinh chi khdng ché tiét (that diéu)
déu c6 kha niang hoa doc [33].

Ha Lap Quan cho rang nguyén nhan va co ché bénh sinh caa bénh than man
rat phac tap co dic diém ton tai “hu, thyc, &, doc”, trong d6 co ché bénh sinh co
ban 13 hu, d6ng thoi Iy ty than hu 1am gbc bénh, 14u ngay tac dong dén nhiéu tang
khac, khi bénh tién trién lai c6 thé xuat hién tinh trang am duong ludng hu cua tang
pht. Chinh hu dong thoi thudng xen 13n nhiéu ta thuc, do hu gdy nén thuc, c6 thé thay
duogc thap nhiét, thap (dam) troc, & huyét, troc doc, hu thuc thac tap, ta doc hd két,
chinh hu khong c6 kha ning thing ta, ta thuc manh hon s& lam gia ting tinh trang
chinh hu. Trong qua trinh phat trién cia bénh, dé bi anh huong bai cac yéu t6 ngoai
cam, am thuc, mét moi, nhiéu yéu té bénh Iy ciing ton tai, chirc ning cua nhiéu co quan
bi ton thuong dan dén hinh thanh bénh ning dai dang khé chita tham chi nguy hiém.
Noi chung, l4y ty than hu 1am gdc bénh (ban), thap troc giap t lam tiéu [34].

Truong Boi Thanh cho rang khi bénh than man phat trién dén giai doan suy
than man da s6 déu c6 nhiing bién doi bénh 1y nhu thap troc 1au ngay héa doc, thap
doc nhap huyét, huyét lac @ tra, nhitng thay ddi bénh ly nay bat ngudn tir chinh hu,
nod ton tai va tich tu, diéu ndy s& cang lam tram trong thém su hao ton chinh khi,
khién giai doan bénh trg nén tram trong hon [28].

Mic du cach ndi cua céc y gia khdng han twong dong, nhung c6 thé nhin ra
cac y gia ddi véi kién thicc vé& bénh nguyén bénh co caa bénh nay c6 xu hudng
théng nhat, chinh 12 ban hu tiéu thuc, chinh hu tiéu thyc, than hu 1a ban, ta doc 1a
tiéu. Nén Hoi Trung Y dugc Trung Hoa nam 2011 chi ra “ bénh nay la ban hu tiéu
thue, chinh hu 1a ban, ta thyuc la tiéu, chinh hu 1a cuong, ta thuc la muc”. Phan loai
bién chizng 1am sang lay chinh hu lam chu, diéu tri hay p dung phu chinh va kht ta
kiém cb, tiéu ban ddng tri. Hon nita dwa ra gitr gin than khi va chirc ning céc tang
khac, diéu tiét am dwong binh hanh, 12 nguyén tic co ban cia diéu tri suy than man

Xuyén sudt tir dau dén cubi.
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1.2.2.3. Cac thé ldm sang va diéu tri
Diéu tri BTM theo YHCT bao gdm ca muc tiéu kiém soét bénh nén gay suy

than man, cai thién chirc ning than va diéu tri cac triéu ching do bénh than man gay
ra. Nhirg phuong phap sir dung diéu tri dic biét 1a diéu tri bang thudc can dam bao
khéng 1am ning thém tinh trang ton thuong ciu tric hay chic nang than sin co.
Viéc chia ra cac bénh canh theo YHCT dua trén triéu chung cia nguoi bénh co
BTM chi mang tinh twong d6i va viéc diéu tri c6 khi chi giup diéu chinh nhiing réi
loan kém theo, bénh co hoi hay mot sb bién ching cua bénh. Theo dbi chirc ning
loc cua than dinh Ky, danh gia sy cai thién céc triéu chixng I1am sang cua nguoi bénh
néu cd. Néu c6 dau hiéu than ton thuong thém hoic ton thuong nhanh thi nén nging
thudc va danh gia toan dién nguoi bénh.
a. Thé ty thdn (dwong) hw

- Triéu ching: Co thé mét moi yéu suc, khi doan luoi néi, an lau tiéu,
truéng bung, thit lung, dau gbi té moi yéu, miéng nhat khong khat, dai tién
khong tao bon, tiéu dém nudce tiéu trong dai, nang thi so lanh, chi lanh, ving that
lung lanh dau, ludi nhat ria ¢6 dan 4n rang, réu ludi tring, mach trim nhuoc.

- Phap tri: B khi kién ty ich than.

- Bai thudc: huong sa luc quén ti thang gia hoang ky, sam cau, tién linh ty

(dam duong hoac), ba kich thién.

bang sam 169 Sa nhan 03g
Bach linh 10g Moc huong 039
Bach truat 10g Hoang ky 169
Cam thao chich 069 Sam cau 08¢
Bén ha ché 049 Tién linh ty 08g
Tran bi 04g Ba kich thién 08g

b. Thé tp thdn khi Gm lwong hw

- Triéu ching: Sac mat kém tuoi, khi doan yéu strc, lung gdi moi yéu, bi phu
kho téo, miéng khd ma khdng ubng nhiéu nuéc hoic co triéu chiing long ban tay
chan néng hoic chan tay khong 4m, dai tién réi loan, tiéu tién it sic vang, tiéu dém

trong dai, ludi nhat c6 diu 4n rang, mach tram té.
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- Phap diéu tri: Ich khi dudng am.
- Bai thudc: luc vi dja hoang gia hoang ky, thai tir sim, mach mén dong, ngii

vi tir, hoang tinh.

Thuc dia 169 Hoang ky 169
Hoai son 129 Théi tir sm 129
Son thu 129 Mach mon dong 08¢
Mau don bi 069 Ngil vi tir 08g
Bach linh 08g Hoang tinh 08g
Trach ta 06g

c. Thé can thdn dm hw

- Triéu ching: Xay xam chong mat, dau dau, miéng ludi hong khd, khat thich
udng nudc mat, ngii tim phién nhiét, lung gbi moi yéu, tinh thin mét moi yéu sic, dai
tién phan kho cing, tiéu lugng it sic vang, ludi do nhat khdng co réu, mach té sac.

- Phap diéu tri: Tu dudng can than.

- Bai thuéc: luc vi dia hoang thang hop nhi chi hoan.

Thuc dia 169 Bach linh 08g
Hoai son 12¢g Trach ta 06g
Son thu 129 N trinh tu 129
Mau donbi  06g Han lién thao 12g

d. Thé am dwong lwéng huw

- Triéu chung: Mét moi yéu sic, so lanh chi lanh, long ban tay chan néng,
miéng khd mudn udng nude, lung gbi t&é moi yéu, tiéu tién it sic vang, dai tién phan
khong thanh khuén, lwong it hodc phan kho, ludi nhat to ma nhuan, c6 diu 4n ring,
mach tram té.

- Phép diéu tri: Am dwong song bo.

- Bai thudc: qué phu bét vi hoan gia tién mao, tién linh ty, mach mén déng, tho

ti tu.
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Thuc dia 164 Nhuc qué 03g
Hoai son 129 Phu tir ché 03g
Son thu 129 Sam cau 08g
Mau don bi 069 Tién linh ty 08¢
Bach linh 08g Mach mon dong 08g
Trach ta 06g Tho ty tir 08g

e. Thé dam thap tré tré

- Triéu chttng: Budn ndn, nén 6i, lau tiéu, bung truéng. miéng nhu ¢ vi nude
tiéu, miéng dinh mudn udng nudc. réu ludi tring nhét hoac tring ban.

- Phap diéu tri: Thing thanh giang troc, hda vi hoa 1.

- Bai thudc: on dom thang gia xwong bd, tam sa, boi lan.

Bén ha ché 049 Bach linh 08g
Trac nhy 08g Xuong bd 049
Chi thuc 08g Tam sa 04g
Tran bi 069 Boi lan 069
Cam thao 06g

f. Thé thdp nhigt trg tré

- Triéu chang: Budn nén, ndn 6i, miéng c6 vi nudc tiéu, nudc tiéu nong luong
it sic vang, miéng dang khd, miéng dinh mubn ubng nudc, réu ludi vang nhot,
mach hoat sac.

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

- Bai thudc: hoang lién 6n dom thang gia luc nguyét tuyét, ho truong, hoe hoa,

mau lé.
Hoang lién 06g Sinh khuong 06g
Truc nhy 12¢g Bach linh 10g
Chi thuc 06g Bach dinh huong 06g
Bén ha ché 069 Ho truong 069
Tran bi 069 Hoe hoa 08g

Cam thao 03g Mau & 08g



19

g. Thé thay thdp dinh tré

- Triéu chiing: Toan than phu thiing kha 3, c¢6 thé kém tran dich mang phoi
(hung thuay), bang bung (phuc thuay), bung trudng dai tién phan long nat khong
thanh khudn, tiéu tién ngan it, ludi nhat réu tring, mach tram tri.

- Phép diéu tri: Hoa khi hanh thay.

- Bai thudc: ngii linh tan hop ngii bi 4m

Tru linh 129 Tran bi 099
Bach phuc linh 12¢g Sinh khuong bi 06g
Trach ta 20g Tang bach bi 09g
Bach truat 12¢g Dai phdc bi 09g
Qué chi 08g

h. Thé khi tré huyét &

- Triéu chitng: Sac mit tdi, co phu moéng bong tréc hodc chan tay minh may té
bi, dau thit lung vi tri ¢d dinh hodc dau nhoi, chat ludi tim tdi hodc co diém
huyét, ban o huyét, mach sap.

- Phap diéu tri: Hoat huyét hoa t.

- Bai thudc: huyét pha truc @ thang gia hoang ky, dan sam.

DPuong quy 08g Sai ho 08g
Sinh dia 08g Xuyén khung 08g
Pao nhan 04g Cét canh 08g
Hong hoa 04g Nguu tat 129
Cam thao 06g Hoang ky 169
Chi xé&c 08¢ Pan sam 08¢
Xich thugc 06g

i. Thé ngogi cdm

- Triéu chiing: Phong nhiét ngoai cam, triéu ching thay phét nhiét hoi so gid,
dau dau, hong dau, miéng khd ma khat, ho khac dam vang, réu ludi vang mong,
mach phl séc. Phong han ngoai cam, triéu chiing thay so lanh, phat nhiét, dau dau,
than thé khé co dudi, ho khac dam trang ma it, khong ra mo hoi, réu ludi tring

mong, mach pha khan.
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Thé ngogi cam phong nhigt
+ Phap diéu tri: So phong thanh nhiét.

+ Bai thudc: tang clc am hoic ngan kiéu tan gia giam.

Tang diép 129 Bac ha 06g
Cuc hoa 08g Lién kiéu 069
Cat canh 08g L6 can 08g
Hanh nhan 06g Cam thao 06g

Thé ngogi cam phong han

+ Phap diéu tri: Tan 6n giai biéu

+ Bai thudc: thdng si thang gia kinh gidi, phong phong, t6 diép, hanh nhan,
xuyén khung, bach chi.

Thong bach 5cu To digp 08g
Pam dau xi 129 Hanh nhan 06g
Kinh giéi 129 Xuyén khung 129
Phong phong 08g Bach chi 08g

Thé bénh dam thip thuong gap trén 1am sang & bénh nhan bénh than man.
Phéap diéu tri thang thanh giang troc, hda vi dugc xem 1a phéap diéu tri co ban trong
viéc diéu tri thé bénh nay. Tuy nhién, néu tinh trang dam thap tro tré khong duoc
can thiép kip thoi, bénh cé thé dién tién thanh thé thap nhiét trg tré, 1am tram trong
thém tinh trang bénh ly. Dua trén co s& nay, ching t6i da tién hanh nghién ctu cao
kho “thing thanh giang troc” nham danh gia doc tinh cap va hiéu qua cua bai thudc
nay trén md hinh bénh than man cat 5/6 than chuot [35].
1.2.2.4.Y hec cé truyén nghién ciru diéu tri bgnh than man tinh

Yongjun Wang va cong su (2012) nghién ctu 578 bénh nhan BTM giai doan
3 do viém cau than véi 3 nhdm can thiép lan luot bang thubc YHCT, thudc e ché
men chuyén va nhém dung két hop thuéc YHCT va Benazepril, thoi gian can thiép
kéo dai 24 tuan. Két qua cho thiy eGFR trong nhém chi sir dung thuéc YHCT va
nhom két hop YHCT véi thudc Benazepril duoc cai thién so véi ban dau (p<0,05)

trong khi eGFR ¢ nhdm chi dung Benazepril tang do suy than. Protein ni¢u 24 gio
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va ty I¢ albumin/creatinine niéu giam & nhom YHCT + Benazepril (p<0,05). Ty Ié
séng con tich luy trong nhém YHCT + Benazepril cao hon so vi nhém chi st dung
thuéc YHCT va nhom Benazepril (p=0,044). Két qua trén cho thay khi két hop
thudc e ché men chuyén véi thuéc YHCT 1am ting tac dung cai thién chic ning
than va giam tiéu dam [36].

Nam 2022, Ma Jin va cong su thuc hién nghién ciru diéu tri bénh nhan suy
than man tinh thé ty than khi suy va thap troc huyét & trén 1am sang bang vién nang
“Shenshuai”. Day 1a mot ché pham caa y hoc ¢ truyén Trung Qubc dugc bao ché theo
phuong phap bo ty, dudng than, tiéu duc, hoat huyét hod @ c6 cac thanh phan gdom thai
tir sém 15g, nguu tat 10g, trin bi 15g, dai hoang 5g, dan sim 10g, bach truat 10g, boi
lan 10g, phuc linh 10g, quy ban 10g, ban ha bac 10g, sa nhan 5g, bup mi 1 goi, tir dang
10g, hoic huong 10g, ky tir 10g, thuy diét 3g, thd phuc linh 20g, hoang ky 20g. Két
qua nghién ctu cho thay vién nang c6 tac dung rd rét trong diéu tri suy than man tinh
thé ty than khi hu thap troc huyét &, c6 tac dung 1am giam creatinine va nito mau, ting
d6 loc cau than va bao vé chire ning than [37].

Tai bénh vién YHCT Cam Tuc, Trung Quédc, Liu Baohou dwa vao kinh
nghiém 1am sang nhiéu nim cua minh va nhiing hiéu biét sdu sic vé bénh than, éng
da phat trién ché pham diéu tri bénh than tai bénh vién, d6 1a vién nang “Bushen
Paidu”. Vién nang b6 than c¢6 12 loai dugc liéu gdm nhan sam, ré vang, qué, duong
dao, phuc linh, bach truat, dai hoang, nghé den, nghé tay, xuyén khung, mau & va
thuy diét. “Bushen Paidu” duoc str dung rong rii trong diéu tri bénh than man tinh &
bénh vién. Viéc két hop cac loai thudc c6 tac dung bo ty, dudng than va tiéu duc.
Qua nhiéu nim quan sat 1am sang, ngudi ta thiy rang hiéu qua cua nd 1a rat tét. Sau
khi ding thubc céc chi so xét nghiém ctia bénh nhan dwoc cai thién hiéu qua va tinh
trang suy nhugc cua bénh nhan duoc cai thién rd rét [38].

Nam 2022, Li Song va cong su nghién ciru tac dung cua bai thue “Yishen
Xiezhuo” diéu tri bénh nhan suy than man thé ty than khi hu. Thanh phan cua bai
thudc gom phuc linh 15g, thuong truat 15g, hoang ky 15g, son thu 15g, dia hoang
15g, xuyén khung 15g, dan sam 15g, tim gui 15g, tuc doan 15g, rau ma 30g, dai
hoang 59, doan md 1& 30g, mau 1¢ 30g. So véi phuong phap diéu tri thong thuong
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cua Ty y, phuong phap diéu tri co ban cua Tay y két hop véi don thudc “Yishen
Xiezhuo” diéu tri suy than man tinh thé ty than khi hu ¢ thé cai thién tét hon cac
triéu ching 1am sang cta bénh nhan nhu mét moi, yéu eo va dau gdi, phi né va kho
tidu, cai thién chirc niang than cia bénh nhan, mic d protein trong nudc tiéu 24 gid
va cai thien chat luong cudc song cua ho [39].

Niam 2022, Liu Ming st dung nhém bé ty ich than, thuong ding thude bd khi
nhu hoang cam, hoai son. So can 1y khi, diéu suéng khi co, thuong st dung thude ly
khi nhu tran bi. Thanh loi thap nhiét, thuong ding cac thudc lgi thuy tham thap nhu
phuc linh, trach ta. Hoat huyét hoa @, thanh nhiét giai doc thuong ding céc loai
thudc hoat huyét hod & nhu nguu tat, xuyén khung, thuéc thanh nhiét nhu mau don
bi, bach mao cin, bd cdng anh. Nhém thube Liu Ming tim dac st dung trong diéu
tri bénh than man bao gém hoang cam, ky tir, bach truat, d6 trong, duong quy, tho
phuc linh, tho ty tir, phuc linh, hoai son, quang hoic hwong, bach mao cin, mau 18,
mau don bi, tran bi, nguu tat, cam thao, mach déng, bo cong anh [40].

Nhu vay hiéu qua cta y hoc ¢o truyén trong diéu tri bénh than mén tinh da
dugc chang minh qua nhiéu nghién ctu thyc nghiém va 1am sang, thé hién tac dung
t6t lam giam céc triéu ching, cai thién chic ning than, ngin ngira va diéu tri cac
bién chimg ciing nhu tri hodn sy phat trién caa suy than.

1.3. Tong quan vé md hinh gay bénh than man trén dong vat thwc nghiém
1.3.1. Md hinh gay bénh than man bing phwong phap phiu thuat
1.3.1.1. Mb hinh cdt 5/6 th@n chugt

M6 hinh cit 5/6 than chudt 1a mot trong nhitng md hinh thir nghiém rat phé
bién dé gay réi loan chirc nang than & chuot. Viéc thiét 1ap mé hinh nay co lich sir
lau doi, tir ndm 1952, Platt va cong sy di st dung chudt dé tién hanh gay bénh than
man bang cat 5/6 than chuot [28]. Sau phiu thuat, chudt khdng bi chay mau hoic
nhiém tring vét thuong, nhung can ning giam dang ké, hoat dong va lugng thic an
vao co thé giam. Mot tuan sau khi lap mé hinh, nito uré huyét thanh, creatinine va
protein niéu 24 gio ting dan; 6 tuan sau phau thuat, dong vat bude vao giai doan bi

chtc ning than va co thé phat trién cac rdi loan dién giai va thiéu mau (hdng cau,
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hemoglobin, hematocrit giam, tai, dudi nhot nhat) va huyét ap ting rd rét; 10 tuan
sau phau thuat, nito ure huyét thanh, creatinin, protein niéu 24h, va huyét ap &
nhém dong vat mo hinh d3 ting 1én dang ké va huyét ap co thé dat toi 13,7kPa va
trén 140mmHg. Quan sat md bénh hoc dudi kinh hién vi cho thiy sy gidn nd mao
mach cau than, phi dai té bao noi mo, tang san trung mo cau than, thoai hoa hyaline
cau than va tham nhidm té bao lympho don nhan 6ng k& than.

Gido su Du Yujun va cong su (2022) da thiét 1ap mé hinh bénh than man tinh
& chudt bang phuong phap cét 5/6 than chudt dé nghién ctu tac dung cua viéc bd
sung magie ddi v&i cac bat thuong khoang chat va xwong trong bénh than méan tinh.
Két qua sau phau thuat, ranh gioi gitra vo than va tay than mo, cau than teo va xo
ctng, té bao trung mo tang sinh, mang day 16 rd. Than con lai to 1én bl trir va duoc
bao boc boi mé ting sinh trén bé mit, rat khé boc tach. Ong than sung tiy va tru
protein, té bao biéu md 6ng than bong trdc, hoai tir va teo 6ng than, sb luong Ion té
bao viém xam nhap vao ke than [41].

Nishijo va cong su (2017) nghién ctu co ché giam tiéu cau do Linezolid gay
ra & mo hinh chuét bi suy than man tinh. Chuét duc 5 tuan tudi duoc gay suy than
man bang cch cét 5/6 than chuot. Trong ca phau thuat dau tién, 2/3 qua than trai da
duoc cat bo bang cach cit bo cuc trén va cuc dudi Trong ca phau thuat tha 2, than
phai di duoc cit bo hoan toan 28 ngay sau cudc phau thuat thir hai, ndng do nito ure
mau dugc do lai dé danh gia chic niang than. Két qua cho thiy nong do nito ure
méu & céac con chudt bi gay suy than man cao hon dang ké so véi con chudt binh
thuong [42].

Ngoai md hinh cit than 5/6, con c6 cac phuong phap cat than 3/4, 4/5, 6/7,
7/8, 7/10 gay bénh than man.

H Makino va cong sy (1990) da thiét 1ap mé hinh bénh than man & chuot
bang phuong phap cat 7/8 than chudt. Trong md hinh ndy, 3/4 qua than trai cua
chuét bi that va cit bo. Mot tuan sau than phai duoc cit bo. 8 tuan sau phau thuat,
tién hanh danh gi& céc chi sé xét nghiém sinh hoa cuaa cac con chuét bi cét than cho
thay creatinine huyét thanh ting cao t&i 2,8 +/- 0,3 mg/dl va nito ure mau 260 +/- 65

mg/dl. Bang kinh hién vi &nh sang, c6 nhiing ton thuong dang chi ¥ ¢ cau than va
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dng than & 7/8 con chudt bi cit bo than. Hau hét cac cau than déu co biéu hién phi
dai, 40% céc cau than c6 hinh liém té bao hoic té bao sgi, 34% cac cau than khong
chuyén thanh xo cting toan bd hoic thoai hda, teo hoic phi dai dng than va tru trong
trong 10ng va xo hoa k& ciing dwgc ghi nhan. Chi quan sat thidy murc d6 ting nhe cua
chat nén gian md va cac ton thuong thoai hoa biéu mo va 3% cau than bi xo cang ¢
3/4 con chudt bi cit than. Tir nhitng két qua nay, 7/8 con chuét bi cit bo than cé thé
dong vai trd 12 mé hinh hiru ich dé nghién ctru co ché gay ra bénh xo citng cau than
hodc ching hyalinosis va tac dung cua céc loai thuc khac nhau d6i véi bénh viém
cau than.

Céac mo hinh cat than khac nhau c6 nhimg dic diém khéac nhau vé thoi diém
Xay ra suy than, thay doi creatinine trong mau, nito uré va ham luong protein trong
nuéc tiéu cling nhu ton thuong bénh ly & md than. Néu cit than qua it, qua trinh suy
than dién ra cham. Néu cit than quéa nhiéu c6 thé gay tir vong cho dong vat. Nhiéu
nghién ctru da chi ra rang, véi mé hinh cit than 5/6, sau phau thuat, cac nephron con
lai ¢6 nhitng thay d6i vé huyét dong, co thé gay ra protein niéu c6 do loc cao & cac
nephron con lai, cudi cung s& 1am tén thuong cau than va giy xo ctiing than, dan dén
X0 cing cau than. Pic diém chinh ciia mo hinh nay 1a phi dai va xo cting cau than,
phu hop véi ly thuyét suy than do do loc cau than cao, hiéu qua caa mé hinh tuong
d6i gan véi thuc té 1am sang, tinh 6n dinh va pham vi ang dung rong réi. Viéc thiét
lap m hinh cat than 5/6 tuong d6i don gian, day 1a mé hinh 1y tuéng dé nghién ciu
co ché phat trién va tri hodn sy suy giam chuc niang than. Chinh vi vay, trong pham
vi nghién ciru cia dé tai, ching tdi str dung phuong phap nay tién hanh gay mé hinh
thuc nghiém.
1.3.1.2. Mb hinh tdc nghén niéu quan mgt bén (UUO)

M6 hinh tac nghén niéu quan mot bén (UUO) 1a mé hinh BTM dic hiéu cho
tinh trang xo hoa 6ng than. M6 hinh nay c6 thé chirng minh tinh trang xo hoa than &
cac thi nghiém trén dong vat vi than bi tic nghén hoan toan s& phét trién than &
nuéc. Tuy nhién, md hinh nay khac véi bénh ly BTM 1am sang & chd nd khong
phan &nh su suy giam chuc niang than hoac tich tu doc té niéu. Do d6, bénh ly ngoai
than do BTM gay ra khdng thé duoc 1am séng té hoan toan bang mé hinh tic nghén
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niéu quan mot bén [43]. Gay mé hinh UUO twong d6i don gian. Bong vat duc, duoc
khuyén nghi trong mé hinh nay, gdy mé dong vat va rach mot duong giira bung
dudi, niéu quan trai sau d6 duoc that lai [44].

1.3.2. M6 hinh gay bénh than man biang hoa chat

1.3.2.1. Adenine gay bénh th@n man trén dong vt

Nguyén tic caa mé hinh nay l1a adenine tao thanh axit uric théng qua phan
mg enzym trong co thé dong vat. Khi ndng do axit uric mau vuot qua 500umol/L,
urat s& két tua va két tinh, lang dong ¢ 6ng than va ké than, tao thanh cac di thuong
urat. Viém u hat 1am tic nghén 1ong 6ng than va gay gidn nang ng than, cudi cing
dan dén mat sb luong 16n nephron gay suy than. M6 hinh nay duoc Yokozawa béo
c4o lan dau tién vao nam 1986 va hién dang duoc sir dung rong rai. Nghién ctu caa
Liu Hongyan va cong su chi ra rang khi cho chudt udng adenine bang ong théng
trong 12 tuan thi mot mé hinh chudt CRF ¢6 nhiéu bién ching nhu thiéu mau, ting
huyét ap, rdi loan chuyén hoa lipid, canxi va phét pho dugc thiét 1ap thanh cong va
chie niang than cho thay sy tién trién man tinh khong thé dao nguoc [28].
1.3.2.2. Doxorubicin gay bénh thd@n man trén dong vit

Doxorubicin 1a mdt loai khang sinh anthracycline, nhanh chong dugc dao thai
khoi huyét twong va tich tu chi yéu & gan, than, tim va rudt non. Khoang 4 - 5%
doxorubicin duoc bai tiét qua nude tiéu trong 5 ngdy va 40 -50% qua mat trong 7
ngay. S tich tu ctia doxorubicin & than c6 thé 1a nguyén nhan giy doc cho co quan
nay [45].

Niam 2005, Li Xinjian va Liu Xiaochen d3 thanh cong trong viéc thiét 1ap mo
hinh bénh than man tinh ¢ chudt biang cach tiém doxorubicin. Két qua cho thay su
gia ting protein niéu, triglycerid, cholesterol, giam albumin huyét thanh va chuc
nang than, véi bénh Iy than tién trién tir thay doi tdi thiéu dén xo cing cau than, mo
hinh nay tuwong tu véi bénh than man tinh & nguoi [46].
1.3.2.3. Acid folic gay bénh thd@n man trén dong vit

M6 hinh bénh than man tinh do acid folic (FA) mang lai nhiéu wu diém so
véi cac mo hinh khac. FA la vitamin khong gy 6 nhiém moi truong, tiém don gian,
khong xam lan va chi gay tén thuong than ma khong anh huéng dén cac co quan
khac. Tiém FA 250 mg/kg trong phlic mac c6 thé gay ton thuong than cap tinh, tién
trién thanh CKD néu khéng dugc diéu trj [47].
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1.3.2.4. Acid aristolochic gay bénh th@n man trén dong vt

Axit aristolochic (AA) tir cay Aristolochia gay hoai tir dng than cip va xo
hoa k&, dan dén bénh than man tinh. Zhang Jian va cong su da sir dung AAI dé gay
t6n thwong than ¢ chudt va nhan thiy phan tng khac nhau gitra cac chung chudt.
Tiém AAI 10 mg/kg vao chudt C57BL/6 c6 thé tao md hinh bénh than cip tinh, tién
trién thanh bénh than man tinh theo thoi gian [48].

1.4. Téng quan vé cao khé ‘thiing thanh giang troc’
1.4.1. Xuat xir cao kho

Cao kho “thang thanh gidng troc” duoc xay dyng dya trén nén tang bai thuéc 6n
dom thang gia giam gom céc vi thd phuc linh, dan sdm, dd trong, hoa hoe, hoang ky,
rau m4, cot khi, ban ha ché, tran bi, tric nhy, chi xac, tim xa, dai hoang, nguu tat.

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

Chi dinh: Biéu tri bénh nhan bénh than man tinh cd cac triéu chitng mét moi, an
kém, nén, ia chay, mun nhot, ngira ngoai da, da niém mac nhot, xuat huyét dudi da, phu,
tang huyét ap, viém ngoai tim mac, viém than kinh ngoai vi, ure, creatinin tang, cac bénh
Iy vé da day.

Chdng chi dinh: Khong dung cho nguoi man cam véi bat ky thanh phan nao
cua ché pham.

1.4.2. Phan tich bai thudc theo quan than ta sir

Bai thudc duoc xay dung gom 14 vi thube thé phuc linh, dan sam, dd trong,
hoa hoe, hoang ky, rau ma, cbt khi, ban ha ché, tran bi, tric nhy, chi xac, tim sa, dai
hoang, nguu tat.

Trong bai thudc, ban ha ché duoc st dung 1am quan, véi vi cay va tinh on,
quy kinh ty, vi va phé. Tac dung ciia ban ha Ia tao thap, kién ty, tiéu dam va diéu
hoa vi khi, giang nghich chi non. Déi véi cac ching ty thap, dam thinh, ho suyén
hoic vi khi mat diéu hoa dan dén nén mua, ban ha ludn dong vai tro quan trong.
Theo quy luat ngii hanh, ty tho sinh phé kim, nén khi thap dam  tré ¢ ty, sém mudn
cling anh huong dén phé. Vi vay, ban ha vao ca ty, vi va phé dé tao thap, kién ty,
tiéu dam, ngin ngua tinh trang dam thap tac dong xau dén phé. Hoang ky duoc

ding lam than, vi ngot tinh &n, vira bd khi vira loi niéu, gidp khi hda bang quang.
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Tran bi 1am than, vi cay déng tinh 6n, tac dung hanh khi héa &, kién ty, téo thap hoa
dam cung véi hoang ky, mot bd khi, mét hanh khi, gitp cho bé khi ma khéng tre,
gitip 1am tang tac dung khi hda bang quang. Tran bi b6 sung cho ban ha ma téo thap
dugc ca & phé va ty, do d6 ma chi dugc ndn mua, hoa trung tiéu. D4 trong, dan sam,
hoa hoe, thd phuc linh, chi xé4c, tim sa, rau ma, cét khi, dai hoang, trac nhu Ia ta
duge. Db trong vi ngot tinh 6n, quy kinh can than, tac dung b can than, cuong gan
cdt, ha ap, loi tiéu. Pan sam vi dang tinh han, quy kinh tdm, can c6 tac dung hoat
huyét khir &, giam dau, thong kinh, thanh tam trir phién. Hoa hoe vi déng tinh han,
vao cac kinh can, dai trudng, tic dung luong huyét, chi huyét, thanh can ta hoa. Tho
phuc linh vi ngot dam, tinh binh, vao kinh can, vi, tdc dung kién ty tham thap loi
niéu. Chi xac vi dang cay, tinh luong, co tac dung ly khi khoan trung, hanh khi tiéu
trudng kién vi tiéu thuc. Tam sa vi ngot cay, tinh dn, tac dung khu phong trir thap,
hoa vi hoa troc, hoat huyét. Rau ma tac dung loi tiéu, giai doc, thanh nhiét. Cét khi
vi déng, tinh han, tac dung trir thip nhiét. Dai hoang tac dung ta ha cong tich, thanh
nhiét ta hoa, lwong huyét. Tric nhy vi ngot, tinh han, vao kinh phé, vi, can vai tac
dung thanh nhiét hoa dam, trir phién chi au. Cudi cling vi st duoc la nguu tat. Nguu
tat vi dang, chua tinh binh, quy kinh can than, c6 tac dung hoat huyét khr @, b can
than dudng gan cét, loi niéu thong 1am, 1am s duoc dan huyét va hoa xudng phan
duéi co thé, 1am gidm mach ha ap, loi tiéu, 1am ha duong huyét, cai thién chirc ning
gan, ha cholesterol mau.

Tat ca cac vi thubc phdi ngii c6 tac dung thing thanh giang troc, hoa vi hod u,
cung 1am ting tac dung diéu tri bénh than man cua cao kho “thing thanh giang troc”
mét cach chinh thé, phi hop véi nguyén nhan co ché bénh sinh cua bénh than man
theo ly luan caa y hoc ¢ truyen.

1.4.3. Cac nghién ciru di tién hanh ddi véi bai thude “thing thanh giang troc
thang”

Lé Thi Thanh Nhan, Vit Hoang Long (2011) nghién ctiu tac dung diéu tri bénh
nhan suy than man caa bai thude “thing thanh giang troc thang”. Két qua cho thay:

Pac tinh ban treong dién trén tho theo duong udng dang nudc sic, liéu 10g/kg

khéng anh huong téi cac chi tieu huyét hoc, chirc ning gan than cua 8/10 thé sau 8 tuan
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udng thude. Nhung giy ton thuong & mirc d6 nhe té bao tim, gan, than (xay ra & ca nhom
chirng va nhom nghién cuu).

Bénh nhan ubng bai thudc “thing thanh giang troc thang” duoc theo ddi cac
chi tiéu 1am sang, can 1am sang va so sanh trudc va sau diéu tri cho thay sé bénh
nhan giam chi s6 ure, creatinin va ting mac loc cau than véi P < 0,05 [5].

1.5. Thude ddi chieng trong md hinh nghién ciu

Enalapril 1a mot thudc tc ché men chuyén angiotensin (ACE) c6 tac dung
manh m& trong viéc diéu chinh huyét ap va bao vé chirc ning than.

Enalapril sau khi duoc chuyén hoa thanh dang hoat dong 1a enalaprilat, thuc
ndy ac ché enzym ACE, ngin can qué trinh chuyén doi angiotensin | thanh
angiotensin Il — mot chat co mach rat manh, gép phan quan trong vao viéc ting
huyét 4p. Khi nong do angiotensin 1l giam, mach méu gian ra, dan dén giam huyét
ap. Ngoai ra, su giam ndng d6 angiotensin II ciing 1am giam tiét aldosteron — mot
hormone giir natri va nudc, gilp giam tai hap thu natri va nuéc tai than. Diéu nay
lam giam thé tich mau, giam ap luc tuan hoan va hd trg ha huyét ap. Enalapril con
kich thich su ting hoat tinh cua renin do co ché phan hdi &m tinh bi suy yéu, tuy
nhién, do renin khdng thé tao ra angiotensin Il khi ACE bi tc ché, qué trinh giam
huyét ap tiép tuc duoc duy tri.

Enalapril khéng chi giam &p luc mach méu ma con tac dong truc tiép I1én
chic niang than. Mot trong nhitng tac dung quan trong cua thudc 1a giam co that tiéu
d6ng mach di trong cau than, tir d6 1am giam ap luc bén trong cau than va gidp bao
vé chirc nang than, dic biét & bénh nhan mac BTM. Thudc con cé tac dung loi tiéu
nhe nho 1am giam tai hap thu natri va nuéc tai than, giGp thai bét lugng dich thira
qua nudc tiéu va giam ganh nang cho than trong viéc diéu hoa thé tich dich co thé.
Dic biét, enalapril c6 hidu qua & ca nhitng bénh nhan c6 muc renin cao va thap, nho
co ché gidn mach lién quan dén giam angiotensin 11. Thuéc khéng chi gitp giam
huyét 4p ma con bao vé tim mach va than, hd tro tét cho bénh nhan ting huyét ap va
bénh than man [49].

Véi ca hai tic dung quan trong nay, enalapril khong chi 1a thubc diéu tri

tang huyét 4p hi€u qua ma con co vai tro bao v¢ than, dac bi¢t & nhirng bénh nhan
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cd nguy co tdn thuong than do bénh man tinh nhu giai doan dau bénh than man,
dai thao dudng hodc ting huyét ap lau dai. Pay ciing 13 1y do nhém nghién ctu
chung t6i chon Enalapril lam thudc ddi chimg trén mé hinh thyc nghiém trong

nghién clru nay.
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Chuwong 2
CHAT LIEU, POI TUQONG VA PHUONG PHAP NGHIEN CUU

2.1.Chat liéu nghién ciu
2.1.1. Cong thirc cao kho “thiang thanh giang troc”
Bing 2.1 Thanh phdn bai thuéc “thiang thanh gidng troc”

STT | Tén vijthudc Tén khoa hoc [50], [51] Ham lwong (g)
1 Thé phuc linh | Rhizoma Smilacis glabrae 10g
2 Pan sam Radix et Rhizoma Salviae miltiorrhizae 10g
3 D6 trong Cortex Eucommiae 10g
4 Hoa hoé Flos Styphnolobii japonici imaturi 109
5 Hoang ky Radix Astragali membranacei 10g
6 Rau méa Herba Centellae asiaticae 10g
7 Cot khi Radix Polygoni cuspidati 10g
8 Béan ha (ché) | Rhizoma Pinelliae 59
9 Tran bi Pericarpium Citri reticulatae perenne 5¢
10 Trdc nhy Caulis Bambusae in Taeniis 5¢
11 | Chixac Fructus Aurantii 5¢
12 | Tamsa Faeces Bombycum 59
13 | bai hoang Rhizoma Rhei 5¢
14 | Nguu tat Radix Achyranthis bidentatae 59
Tong 105¢g

Chat liéu nghién ciu 1a cao kho “thang thanh gidng troc” do Vién nghién cau
Y Dugc Bach Thao Duoc san xuat tir bai thude “thing thanh giang troc”. Cac duoc
liéu trong bai thudc déu dat tiéu chuan trong Duoc dién Viét Nam V va tiéu chuan co

s&. Thanh phan bai thudc “thing thanh giang troc” dugc trinh bay & bang 2.1.
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Ty 18 bao ché cao kho “thang thanh giang troc” 1a 10:1, tirc tir 10g duogc liéu
kho bao ché ra 1g cao kho. Bai thuc “thing thanh giang troc” c¢6 tong 105g duoc
liéu kho, bao ché ra 10,5¢g cao kho.

Quy cach dong goi: 10kg trong 2 1an tGi PE (thém tGi nhém han kin).

Liéu dung trén 1am sang: 2 ngay/thang.

S6 16 san xudt: 01.

Han dung cta thudc: 6 thang ké tir ngay san xuat.

Tiéu chuin chit luong: Tiéu chuén co s& va tiéu chuan duoc dién Viét Nam V.

Diéu kién bao quan cua thubc: Trong bao bi kin, noi kho, nhiét 6 dudi 30°C.
2.1.2. Quy wéc tinh lieu cho ddng vat nghién ciru

Theo kinh nghiém str dung 1am sang, bai thudc duogc sir dung cho bénh nhan
trong 2 ngay. Véi liéu cao kho twong g 10,5g bao ché tir bai thudc, liéu cao kho sir
dung trén nguoi dugc du kién 13 5,25g/nguoi/ngay hay 0,105g/kg/ngay. Quy doi ra
lidu du kién c6 tadc dung & chudt nhat tring (hé s6 12) 1a 0,105 x 12 = 1,26
g/kg/ngay; lidu du kién c6 tac dung ¢ chudt cbng trang (hé s 7) 14 0,105 x 7 =
0,735 g/kg/24h [52]. Cao kho “thang thanh giang troc” duoc cho phan tan déu trong
nude cat thanh hdn dich va duge cho chudt udng cudng bic qua kim cong dau tu
chuyén dung.

2.2. Bong vat nghién ctru
2.2.1. Péc tinh cip

Nghién ctru doc tinh cdp duoc tién hanh trén chudt nhat trang ching Swiss,
ca hai gidng, khoé manh, trong lugng 18 - 22g, duoc nudi trong diéu kién nudi dong
vat thi nghiém 7 ngay truéc khi tién hanh nghién cuu.

Céc chuot thi nghiém duoc cung cap boi Ban dong vat — Hoc vién Quan y.
Cac chuot khoé manh duge danh gia gdm 16ng muot, mat trong, hau mén khé, hoat
dong, van dong binh thudng, dn udng binh thudng, chét thai binh thuong.

Pong vat dugc nudi dudng trong diéu kién chuan vé thoi gian sang téi (12
gior sang/12 gid tdi), nhiét 6 25 + 2°C, thirc an danh riéng cho dong vat nghién cuu,
nuéc sach dun sbi dé ngudi udng tu do. Pong vat duoc nudi dudng 6n dinh trong

phong nudi dong vat thi nghiém it nhat 1 tuan trude khi tién hanh nghién ctu.
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2.2.2. Tac dung cua cao kho “thang thanh giang troc”

Nghién ctru tdc dung cua cao khd “thing thanh giang troc” dugc tién hanh
trén chuot cong trang chung Wistar, giéng duc, truong thanh, khoé manh, trong
luong tir 200 — 250g.

Céc chuot thi nghiém duogc cung cip boéi Ban dong vat - Hoc vién Quan y.
Cac chudt khoé manh duoc danh gia gdm 16ng muot, mat trong, hau mén khd, hoat
d6ng, van dong binh thudng, dn udng binh thudng, chét thai binh thuong.

DPong vat dugc nudi dudng trong didu kién chuan vé thoi gian sang téi (12
gio sang/12 gio tdi), nhiét do 25 + 2°C, thire an danh riéng cho déng vat nghién cau,
nudc sach dun sbi dé ngudi udng tu do. Bong vat duge nudi dudng on dinh trong
phong nudi dong vat thi nghiém it nhat 1 tuan trude khi tién hanh nghién cau.

2.3. Phwong tién may moc, hoa chat nghién ciu va ki thuat sir dung trong
nghién cau
2.3.1. Thuéc va hoa chit dung trong nghién ciru

- Natri pentobarbital: Thudc dé gay mé chudt.

- Cac hoa chat xét nghiém sinh hoa cta hing MEDIA, san xuat tai Italia.

- Héa chat xét nghiém huyét hoc ctia hing Human, Puc.

- Nudce mudi sinh 1y 0,9%.

- Heparin Injection BP 50001U/ml (Sintez Joint Stock Company, Nga):
Thudc chéng dong mau dé bao quan mau xét nghiém.

2.3.2. M&y mdc va dung cu phuc vu nghién ciu

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

- May phan tich huyét hoc Humancout 30TS, hing Human, Pirc, st dung
phan mém phan tich huyét hoc danh cho chudt thi nghiém.

- Méy ly tdm lanh Universal 320 (Hettich - Buc).

- Can phan tich 10, model CP224S (Sartorius - D).

- Can dién tir 2200g d6 chinh xac 0,01g (HL-Nhat Ban).

- Hé théng Powerlab (ADInstruments — Australia) voi phan mém LabChart
v8.0.0.va cac thiét bi ngoai vi ding do huyét &p chudt bang phuong phap quan dudi (bao
&p luc va dau do huyét ap; bo khuéch dai ML 125 NIBP).
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- Tu sudi duoc kiém soét nhiét do dé 1am 4m dong vat (Ugo Basille, Y).

- Kim cong dau td chuyén dung ding cho chudt udng thudc (Nhat Ban), loai
thich hop dung cho chudt cong (16 gauge feeding tubes, dai 7,62 cm), va loai thich
hop duing cho chudt nhit (20 gauge feeding tubes, dai 3,81 cm).

- Ong mao quan thuy tinh ding dé 1y méau chudt ((Brand™ Micro-haematocrit

Capillary Tubes, duong kinh trong 1.15 + 0.05 mm, duong kinh ngoai khoang 1,5 mm).
- B6 dung cu md dong vat cd nho.
- Céc thiét bi 1am tiéu ban mé bénh hoc.

- Mot sé thiét bi va dung cu nghién ctu khac.

Hinh 2.3. Kim cong déu ti Hinh 2.4. May xét nghiém huyét hgc
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2.3.3. Ky thuat sir dung trong nghién ctru
2.3.3.1. Phwong phdp do huyét ap, nhip tim chugt

—

Chudt duoc sudi 4m trong tu suéi | Do huyét ap dudi chudt bang ky thuat quan
(Ugo Basille, Y) @ phéat hién tét | dudi (the tail-cuff technique), sir dung hé théng
hon xung dong mach dudi. Cam | do huyét ap duéi chudt khdng x&m lan cua
bién vong bit & dudi duoc két ndi | hana ADInstrument (New Zealand)

véi bo khuéch dai ML 125 NIBP.

Hinh 2.5. Po huyét dp dudi chudt bang hé thang Powerlab cling cac thiét by
ngoai Vi
Tién hanh do huyét 4p tdm thu, huyét 4p tAm truong & ca céc 16 bang hé thng

do huyét ap dudi chudt khdng xam lan. Chudt bi han ché van dong trong dung cu
giam gitr trong vong 10 - 20 phit/ngay trong 5 ngay trudc khi ghi huyét ap dé 1am
quen véi didu kién ghi huyét ap. Ghi huyét ap chudt & sat goc dudi chudt bang ki
thuat quan dudi (the tail-cuff technique). Cac chudt dwoc sudi 4m 30 phat & 28°C
trong tu sudi dugc kiém soat nhiét 46 (Ugo Basille, Y) dé phét hién tét hon xung
dong mach dudi, noi ma dudi duoc dua qua vong bit va cam bién vong bit ¢ dudi
duoc két ndi véi bo khuéch dai (ML 125 NIBP, AD Instruments, Australia). Dat bao
ap luc va dau do huyét ap vao goc dudi chudt, dau do huyét p cach bao &p luc 2 cm
va dtng vi tri cia dong mach dudi chudt. Bé giam thiéu su thay ddi huyét ap do cing
thang gay ra, tat ca cac phép do duoc thuc hién boi ciing mét nguoi trong cling mot
moi trudng yén tinh tai cing mot thoi diém trong ngay. Tién hanh ghi va phan tich
két qua huyét 4p bang hé théng thu thap, xt Iy dir lieu Powerlab, phan mém
Labchart Pro. Dya trén két qua ghi lai dién bién nhip mach va bién do6i huyét ap trén
khoang do, tién hanh phén tich dé xac dinh huyét ap dudi chudt. Huyét ap xac dinh
trong khoang thoi gian bom, x4 hoi tai vong bit dudi chudt. Gia tri huyét ap duoc hién

thi tw dong trén do thi ghi dién bién mach nhip va huyét ap theo thoi gian. Huyét ap
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t6i da dugc xac dinh 1a huyét ap do duoc tai thoi diém bat dau mét nhip mach va
huyét ap tdi thiéu duoc xac dinh tai thoi diém bat dau ¢d mach nhip tré lai [53].

Huyét ap trung binh cua chuét theo cong thire [54]:

HA trung binh = HA tdm truong + 0,412 (HA tdm thu - HA tam truong).
2.3.3.2. Cdch ldy nwoc tiéu danh gid

Thé tich nudc tiéu duge danh gia tai cac thoi diém To (ngay trudc udng
thudc) va Tc (sau udng thudc ngay cudi) vao thoi diém 7h30 sang. Vao ngay danh
gia, mdi chudt duoc nhdt vao mot chudng riéng cé khay hing va thu nuée tiéu vao
mat céc.
2.3.3.3. Kj thudt cho chudt uéng cwéng birc

- Mau thir duoc lay sin vao bom tiém cho udng thudc (gom xilanh ¢ gan kim
dau tu chuyén dung caa Nhat Ban, loai thich hop dung cho chudt nhit hoic dung cho
chudt cong tuy theo dong vat cho ubng).

- Bit chudt ra khoi chudng bang cach dung tay phai nim dudi chudt, nhe nhang
dé chudt 18n vi ludi, kéo nhe chudt vé phia sau dé chudt bam vao vi ludi. Ngon tro va
ngén céi ban tay trai dua 1én tom da gay sat phia dau chuot, ban tay dm nhe than chudt,
kep dudi chudt vao gitra cac ngon tay con lai dé ¢b dinh chuot.

- Tay phai cdm bom tiém cho ung thuéc nhe nhang dua qua miéng vao thang da
day chuét (kim uéng thudc vao sau khoang 2/3 kim). Nhe nhang bom mau thtr vao thang
da day chudt theo liéu da xac dinh.
2.3.3.4. Ky thudt ldy mdu méu

- Bt chudt ra khoi chudng bang cach dung tay phai nim dudi chudt, nhe nhang
dé chudt Ién vi ludi, kéo nhe chudt vé phia sau dé chudt bam vao vi ludi. Ngon tro va
ngén céi ban tay trai dua 1én tom da gay sat phia dau chudt, ban tay dm nhe than chudt,
kep dudi chudt vao gitra cac ngon tay con lai dé ¢o dinh chuot.

- Chudt duoc gay mé ngan bang Ketamin 90 mg/ml/kg tiém phlc mac.

- Ngén giira tay phai day nhe dé lam cing da ving quanh mat. Ngon trd va ngén
cai ban tay phai cAm 6ng mao quan thiy tinh ddm qua da ngay phia dudi mat vao vi tri

dam rbi mach phia dudi mat (chéch goc 30 do so voi miii).
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- Day nhe ngén tay cai di dé dam thung tb chirc mé va di vao vi tri dam rdi mach
phia duéi mat. Giir ¢6 dinh chudt va dng Iy méu, mau s& chay qua 6ng mao dan thuy
tinh vao ng 1y mau.

- Sau khi lay da luong méu can thiét, ng mao dan nhanh chéng duoc rit ra, 4n gt
nhe viing lay mau dé cam méu, sat khuan nhe viing ldy mau bang béng con vo khuan.

2.4. Thoi gian va dia diém nghién ciru

- Thoi gian: tir thang 04/2024 dén thang 10/2024.

- Pia diém:

B mon Duoc 1y, Vién Bao tao Dugc, Hoc vién quan y.

Khoa giai phau bénh va phép y, Bénh vién Quan y 103.

2.5. Phuong phap nghién ciru
2.5.1. Phwong phap nghién ciru dc tinh cap ciia cao kho “thing thanh giang
troc”

Xac dinh LDs, cua cao khd “thiang thanh giang troc” trén chudt nhat tring
bang duong udng theo phuong phap Litchfield-Wilcoxon va theo huéng dan cua Bo
y té va huéng dan caa T6 chac Y té Thé gigi (WHO).
2.5.1.1. Tham do liéu ban dau

Chuot nhat trang chiing Swiss 03 con, can nang 20,0 + 2,0g. Cao kho “thing
thanh giang troc” duoc cho chudt udng & cac muc liéu 3,0g/kg; 6,0g/kg; 12,0g/kg &
cuing thé tich 0,2mL/10g/lan x 3 lan. Chudt dugc nhin an 12 gid trudc khi ubng thuée,
van uéng nudc day di. Panh gia tinh trang chudt trong thoi gian 72h va trong thoi
gian 7 ngay sau khi uéng mau tht, tir d6 chon ra céc liéu thir nghiém chinh thic.
2.5.1.2. Thir nghiém chinh thirc

Chuét nhat trang ching Swiss dugc chia ngau nhién thanh 5 16, mdi 16 10
con, dugc uéng cao khd “thang thanh giang troc” voi thé tich 0.2ml/10g thé
trong/lan nhung véi céc lidu tang dan, ti da 3 1an/24 gio, mdi lan ubng cach nhau
it nhat 3 gio. Thong thuong chudt duoc ubng thude vao cac khung gio 8 gio, 11
gid va 14 gio trong ngay. Chudt duoc nhin an 12 gio trude khi udng thude, van
udng nudc day du. Panh gia tinh trang chudt trong thoi gian 72h va trong thoi

gian 7 ngay sau khi uéng mau thir.
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2.5.2. Phwong phap nghién ctru tdc dung cia cao khé “thiang thanh giang troc”
2.5.2.1. Phwong phdp gdy mé hinh bénh th@gn mgn trén chugt

Tién hanh gdy mo hinh bénh than man tinh trén chudt cong tring theo phuwong
phap m6 ta bai Lu, J. R va cong su (2014), c6 stra doi [55].

Chuét dugc tién hanh phiu thuat trong diéu kién v6 trung. Qué trinh phau
thuat dugc tién hanh thanh 2 giai doan:

Giai doan 1: Cit b6 2/3 than trai.

Chuét dugc gy mé bang natri pentobarbital liéu 50 mg/kg trong luong co
thé tiém phuc mac. Sau gy mé, dit chudt nam nghiéng trén ban mé c6 16t mot
miéng dém am. Cao sach 16ng va sat tring ving md bang dung dich betadine 10%.
Tiép do, rach da theo dudng chéo song song véi xuong suon dudi cung bén trai.
Boc tach can co, to chirc lién két, boc 16 than trai ra khoi bao xo than, sir dung nia
va tam bong udt. Qua trinh boc tach va boc 10 duoc tién hanh can than, tranh cham
vao tuyén thuong than. Tach riéng va dit xudng dudi dong mach than mot soi chi
cho 4,0 bang dung cu ty tao. Pat nong kim luon (400 pm) song song va ap sat dong
mach than. Thit tam thoi dong mach than va nong kim ludn bang sgi chi chd da dat
san. Sau khi dong mach than tam thoi bi tic nghén, dung dao dién 1an luot cit bo
1/3 cuc trén va 1/3 cuc dudi cua than trai. TU tir ndi nut that dong mach than két
hop véi kiém soat chay mau bang dung miéng bot bién gelatin nén 18n bé mit vét
cat. Ving md duoc rira sach bang nudc mudi sinh 1y, nhe nhang thim khé bang gac
v6 khuan. Tiép d6, nhe nhang dua than vao 6 bung va khau t6 chuc lién két, can co
thanh bung, lung theo 16p; khau da va sét tring tai chd bang dung dich betadine
10%. Sau phau thuat, chudt dugc dua vao chudng ¢ am va theo ddi sau mé dén khi
dong vat tinh tao tro lai.

Giai doan 2: Cit bo toan bo than phai

Sau md cat bo 2/3 than trai dugce 15 ngay, lac nay chudt di hoan toan hoi
phuc, tién hanh phau thuat cit bo toan bo than phai. Tién hanh gdy mé chudt, sat
trung, rach da theo duong chéo song song voi xuong suon dudi cung bén phai va
boc 10 than phai ra khoi bao xo than twong ty nhu qué trinh ph?lu thuat ¢ giai doan

1. Sau d6, boc 16 va ludn soi chi 4,0 qua cudng than bang dung cu ty tao. Tién hanh
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thit chat cuéng than bao gém ca dong mach, tinh mach than va niéu quan. Cudi
cung than phai dugc cit bé bang phuong phap cit ngang cadc mach méau va niéu
quan ngay sat than, xa chd thit chi. Khau t6 chic lién két, can co thanh bung,
lung theo 16p; khau da va sat tring tai chd bang dung dich betadine 10%. Sau
phau thuat, chuét duoc dua vao chudng t 4m va theo ddi sau mé dén khi dong
vat tinh t4o tro lai. Sau md 7 ngay, chudt ¢ thé dua trd lai nudi chung vai cac
chuot khac trong nhom.

Cac chudt chimg phau thuat dugc tién hanh céc bude phau thuat giai doan 1 va
giai doan 2 twong ty nhu phau thuat gdy mé hinh, tuy nhién qué trinh phau thuat dung
lai & budc boc tach can co, to chic lien két dé boc 16 than, khong boc 1 than ra khoi
bao xo than ciing nhu khong tic dong gy ton thuong nhu mé than. Sau dé, khau to
chic lién két, can co thanh bung, lung theo 16p; khau da va sét tring tai chd bang dung
dich betadine 10%. Nhu mot phan ¢ng thich nghi véi viéc cit bo than, phan than con
lai s& phi dai, ting loc cau than, tién trién thanh protein niéu, ting ure, creatinin méu,
tang huyét ap, xo hoa than voi xo ctng cau than va seo dng ké than theo thoi gian.

Tiéu chuan dé xac dinh chudt da gay bénh than man thanh cong cta mé hinh
duoc dénh gia tai thoi diém 15 ngay sau phiu thuat giai doan 2 gébm: Chudt séng, vét
md khé lién seo tot va c6 mot trong cac biéu hién cua suy chirc nang than la ure mau,
creatinin mau, protein niéu 24h ting trén hodc bang 1,5 1an so véi trude phau thuat.
2.5.2.2. Phuwong phdp nghién ceru tdc dung Ciia cao kho “thang thanh gidng troc”
trén m6 hinh bénh thgn man ¢ chugt.

Chudt chiing ph?lu thuat gSm 10 con dugc cho vao 16 chung PT. Céac chudt
gay mo hinh bénh than man thanh cong duoc chia ngau nhién vao 4 16, mdi 16 10 con.
Nhu vy nghién ctiru gom 5 16 chudt, mdi 16 10 con.

L6 1 (chimg PT): PT khong cét than + udng nudc cit.

L6 2 (md hinh): PT cit 5/6 than + uéng nudc cat.

L6 3 (tham chiéu): PT cat 5/6 than + udng enalapril liéu 10mg/kg/ngay.

Lo 4 (TTGT-1): PT cit 5/6 than + uéng TTGT liéu 0,735 g/kg/24h.

L6 5 (TTGT-2): PT cit 5/6 than + udng TTGT liéu 1,47 g/kg/24h.

Cac 16 chuot duoc cho uéng mau thir, thudc tham chiéu hodc nude cit theo

phan 16 trong 60 ngay dé danh gia tac dung cta cao kho “thing thanh giang troc”.
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2.6. Chi tiéu quan sat
2.6.1. Chi tiéu quan sat dc tinh cap ciia cao kho “thiing thanh giang troc”

Théng qua cé4c triéu chiing bat thuong xay ra ngay sau khi udng thuéc trong
vong 72 gio:

- Tinh trang chung cua chudt: Hoat dong, van dong, than kinh thuc vat, tinh
trang ho hap, an udng, chét thai.

- Qué trinh dién bién bit dau va ¢ dau hiéu nhiém doc (nhu non, co giat,
kich dong, bai tiét...).

- Kha nang, thoi gian hdi phuc va sb luong chudt chét.

Quan sat c&c biéu hién nhiém doc mudn va kha niang hoi phuc cac biéu hién
nhiém doc: Tiép tuc theo ddi tinh trang ctia chudt dén hét ngay thar 7 sau khi udng
cao kho “thang thanh giang troc”. Cac chi ti€u theo doi twong tu nhu theo doi trong
72 gio dau.

2.6.2. Chi tiéu quan sat tac dung ciia cao kho “thing thanh giang troc”

Tinh trang chung ciia chudt: Biéu hién 16ng, hoat dong, n udng va cac dau
hiéu bat thuong dugc theo ddi hang ngay.

Can nang cua chudt.

Ty lé chudt séng/chét.

Chi sé huyét ap chuot.

Chi s6 cong thiic mau: S6 lugng hong cau, huyét sac td, hematocrit.

Chi sb sinh hod méu: Ure, creatinine huyét thanh.

Chi s6 xét nghiém nuéc tiéu: S6 luong nudc tiéu 24h, protein niéu.

Chi tiéu can nang than chudt, md bénh hoc than chudt.

2.7. Chi tiéu danh gia két qua
2.7.1. Chi tiéu danh gia két qua doc tinh cip ciia cao khd “thing thanh giing
troc”

Tat ca chuot chét (néu co) dugc md dé danh gia ton thuong dai thé va xac
dinh nguyén nhan giy doc. Tim liéu cao nhat khdng gay chét chuot, lidu thap nhat
gay chét 100% s6 chudt va cac lidu trung gian, s6 chudt chét ¢ cac lidu trung gian
(néu cd). Tir d6 xay dung d6 thi tuyén tinh (sir dung gidy probit hoic phan mém
excel) dé xac dinh LDs, ctia mau thir.

Néu khong c6 chudt chét, xac dinh liéu dung nap tdi da cua chudt.
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2.7.2. Chi tiéu danh gia tac dung cia cao khé “thang thanh giang troc”

- Can nang ctia chudt duoc danh gia ngay sau phau thuat giai doan hai, 15 ngay
sau phau thuat giai doan hai, sau udng thuéc 60 ngay. Tién hanh can chudt bing can
chinh xac 107g.

- Cac xét nghiém danh gia chirc nang than: Ure mau, creatinine mau, protein
niéu 24h bing may xét nghiém sinh héa Biochemical Systems International Srl, s6
luong (thé tich) nudc tieu 24h duoc do bang Buret 25ml duoc luong gid toi 0,01ml.
Dénh gia ¢ 3 thoi diém trude phau thuat, 15 ngdy sau phiu thuit lan 2, sau udng
thudc 60 ngay.

- Huyét 4p toi da, huyét ap tdi thiéu, st dung Hé thdng Powerlab
(ADInstruments — Australia) voi hé théng do huyét a4p dudi chudt khong xam 1an cia
hang ADInstrument (New Zealand) va phan mém LabChart v8.0.0. Panh gia & 3 thoi
diém: trudc phau thuat, 15 ngay sau phau thuat lan 2, sau udng thudc 60 ngay.

- S6 luong hong ciu, huyét sic t6, hematocrit, dugce do bang may xét nghiém
huyét hoc Humancout 30TS, hiang Human, Ptc, str dung phan mém phan tich huyét
hoc danh cho chudt thi nghiém. Panh gia ¢ thoi diém sau udng thude 60 ngay.

- Chi tiéu can nang than, md bénh hoc than. Sau 60 ngay dung thudc va nuéc
ct, tat ca cac chudt dugc mé lay than, danh gia can ning cua than. Tién hanh lam
tiéu ban md bénh hoc 30% sé chudt. Than chudt dugc ¢ dinh trong formalin 10%,
khir nuéc bang mot loat cac bude dua qua ethanol va acetone, duc parafin, cat tiéu
ban day 4p, nhudém hematoxylin-eosin (HE) va quan sat dudi kinh hién vi dé danh
gia ton thuong mo bénh hoc than.

2.8. Xir ly s6 liéu

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

Cac phuong phap dugc ap dung dé han ché t6i da cac sai s6 cO thé xay ra
trong qua trinh thu thap, phan tich va xt Iy s6 liéu:

- Pong vat nghién ciu duoc lya chon twong ddi déng déu, khoe manh,

khong c6 di tat hay dau hiéu bat thuong.
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- Thai gian thuc hién cac budc thi nghiém gitta cac 16 chudt 1a théng nhat
cuing mot thoi diém.

- S6 liéu duge do dac can than va chinh xac bang cac dung cu, may mac tai
phong thi nghiém da dwoc chuan hoa va co d6 chinh xéac cao.

- Xt ly s6 liéu bang phan mém chuyén dung trén may tinh. Luu trix s6 liéu,
thong tin bang sé ghi chép, chup anh.

2.10. Pao diic trong nghién cwu

Nghién ctru dwgc théng qua Hoi dong bao vé dé cuong Hoc vién Y Duoc hoc
co truyén Viét Nam.

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

Nghién ctru duoc thyc hién trén chudt cong trang, va chudt nhat trang, sé luong
dong vat sir dung trong cac mé hinh thi nghiém duoc han ché & muc téi thiéu, du dé thu
duoc két qua dam bao do tin cay va da xu Iy théng ké. Trung thyc trong xir 1y s6 lieu.

Nhitng chudt chét trong qua trinh 1am thi nghiém (néu c6) va sé chudt sau
khi thi nghiém hoan thanh déu duoc xt 1y theo dung quy dinh.

Viéc lya chon dong vat thi nghiém, diéu kién nuéi, chiam soc va st dung dong vat
déu tuan tha chat ché theo “Huéng dan nodi dung co ban tham dinh két qua nghién cau

tién 1am sang thudc tan duoc, thudc co truyén, vac xin va sinh pham y t&” ciia Bo y té.
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Chwong 3
KET QUA NGHIEN CUU

3.1. Két qua nghién ciru ddc tinh cap ciia cao khé “thing thanh giang troc”

3.1.1. Két qua thir nghiém thim do liéu ban dau

Bing 3.1. Két qua ddnh gid thir nghiém tham do liéu ban diu

Chuét | Liéu dung ) . . .. X
] , Két qua theo doi Két qua theo ddi tir ngay
thi (g/kg thé R . .
_ trong 72 gio dau thr 3 dén ngay thir 7
nghiém trong)
Chuét 1 3.0 Sau uong thUoc chuot giam van Céc chust hoat dong,
dong, an uong, sau khOan‘g 6-8h van déng binh thuong,
Chuot 2 6,0 chudt nhanh chong tré ve trang di ngoai phan binh
thai binh thuong, di ngoai phan thuong, khong c6 chust
binh thwong, khéng c6 chuot nao | L~ .
nao chét cling nhu co
Chuot 3 12,0

chét ciing nhu c6 biéu hién doc
tinh.

biéu hién doc tinh.

Bang 3.1 cho thay, cao kho “thiang thanh giang troc” cho chudt uéng ¢ céac
muc lieu 3,0g9/kg; 6,0g/kg; 12,09/kg & cung thé tich 0,2mL/10g/lan x 3 lan (tc

60mL/kg). Sau udng thudc chudt giam van dong, an udng, sau khoang 6 - 8h chuot

nhanh chéng tré vé trang thai binh thuong, di ngoai phan binh thudng, khong co

chudt ndo chét ciing nhu c¢6 biéu hién doc tinh.

72h sau udng thudc, khong c6 chuot thi nghiém nao bi chét.

Sau 7 ngay udng thudc cho thay cac chuot hoat dong, van dong binh thuong,

di ngoai phan binh thudng, khdng c6 chudt nao chét ciing nhu ¢6 biéu hién doc tinh.

Véi cac muc lidu cho udng, chua thay cé chudt nao c6 biéu hién doc tinh. Vi

vay liéu thir chinh thitc duoc chon 1a & cac muc lidu twong dwong hoic cao hon so

Véi cac muc liéu da dung trong thir nghiém tham do.
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3.1.2. Két qua thir nghiém dac tinh cap

Thtr nghiém chinh thirc dugc danh gia trén 5 16 chudt, mdi 16 10 con, uéng
mau thir voi cac mire lidu 6g, 12g, 18g, 24g va 30g. Chudt duge cho udng véi cliing
thé tich 0,2m1/10g/1an x 10 lan.
3.1.2.1. Két qud Ién tinh trang chung ciia chujt

Tién hanh theo dbi lién tuc, danh gia chudt & cac 16 nghién ctu sau khi
duoc udng mau thir. Theo ddi cac biéu hién nhiém doc sém nhu Theo ddi tinh
trang chung cua chudt, qua trinh dién bién bat dau va c6 dau hiéu nhidm doc, kha
ning va thoi gian hdi phuc va sé luong chuét chét trong vong 72 gio sau khi uéng
thudc. Tiép tuc theo ddi tinh trang cua chudt dén hét ngay thir 7 sau khi uéng miu
thr d¢ danh gia biéu hién nhiém doc muon va kha ning hoi phuc cac biéu hién
nhiém dac.

Bing 3.2. Két qud vé tinh trang hoat déng, vin dpng ciia chugt

Tinhtrang | Tinh trang
. Liéu dun hoat dong, | hoat dong,
Lo S0 chut (e/k thxg Thé tich cho uén vAa d?ng vfjl d?ng
chudt | thi nghiém grghe © ong =1 ¢ong an dong
trong) binh thuong | binh thuong
sau 72 gio | sau 7 ngay
A 0,20mL/10g
L6 1 10 6,0 . 10/10 10/10
x 3lan
R 0,20mL/10g
L6 2 10 12,0 \ 10/10 10/10
x 3lan
R 0,20mL/10g
L6 3 10 18,0 A 10/10 10/10
x 3lan
R 0,20mL/10g
L6 4 10 24,0 A 10/10 10/10
x 3lan
R 0,20mL/10g
L65 10 30,0 A 10/10 10/10
x 3lan

Bang 3.2 cho théy, sau 72h chudt & tat ca cac 16 hoat dong, van dong binh
thuong, khong co con nio c6 biéu hién cla cac trang thai kich thich hodc trc ché
than kinh; khong c6 chudt nao co biéu hién vé ton thuong than kinh van dong. Sau 7
ngay Tét ca cac con chudt & cac 16 déu hoat dong va van dong binh thuong, khong
¢4 con nao thé hién ddu hiéu kich thich hodc e ché than kinh, cling nhu khong c6

con nao cho théy dau hiéu tén thuong than kinh van dong.




Bing 3.3. Két qud vé anh hwéng t6i than kinh thuwc vit
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Tinhtrang | Tinh trang
, Liéu dung than kinh | than kinh
L6 So chuot , . .
o (g/lkgthé | Thé tich chouong |  thuc vat thuc vat
chuot | thi nghiém
trong) binh thuong | binh thudong
sau 72 gio | sau 7 ngay
0,20mL/10g
Lo1 10 6,0 . 10/10 10/10
x 3lan
0,20mL/10g
L6 2 10 12,0 . 10/10 10/10
x 3lan
0,20mL/10g
L6 3 10 18,0 . 10/10 10/10
x 3lan
0,20mL/10g
L6 4 10 24,0 . 10/10 10/10
x 3lan
0,20mL/10g
L65 10 30,0 . 10/10 10/10
x 3lan

Bang 3.3 cho thiy sau 72h chudt ¢ tit ca cac 16 déu khong thiy c6 biéu hién

vé anh huong cta ché pham 1én tinh trang than kinh thuc vét; khéng c6 con ndo co

tinh trang bi ra md héi hodc bi kho do da; déng tir mét cua cac chudt binh thuong,

khong biéu hién bj co, gidn dong tir. Sau 7 ngdy tit ca cac con chudt & cac 16 déu

khong cho thay ddu hiéu anh hudng ciia ché pham 1én hé than kinh thuc vat; khong

con nao co tinh trang d6 mo hoi hay khé dé da; dong tr mat ctia cac con chudt binh

thudng, khong co biéu hién co hodc gidn dong tu.




Bing 3.4. Két qua vé anh hwéng tdi tinh trang hé hép
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L Tinhtrang | Tinh trang
A , Lieu dung o L
Lo SO chuot , . , ho hap binh | hé hap binh
o (9/kg thé | Theé tich cho uong
chugt | thi nghiém thuong sau | thuong sau
trong) . :
72 gio 7 ngay
A 0,20mL/10g
L6 1 10 6,0 . 10/10 10/10
x 3lan
0,20mL/10g
L6 2 10 12,0 . 10/10 10/10
x 3lan
0,20mL/10g
L0 3 10 18,0 . 10/10 10/10
x 3lan
0,20mL/10g
L6 4 10 24,0 . 10/10 10/10
x 3lan
A 0,20mL/10g
LOS5 10 30,0 . 10/10 10/10
x 3lan

Bang 3.4 cho thay sau 72h chudt & tat ca cac 16 déu co tinh trang hd hap binh

thuong, khdng co biéu hién kho thé, tim tai, ho. Sau 7 ngay tat ca cac 16 chudt déu

c6 hd hap binh thuong, khdng xuat hién dau hiéu kho tha, tim tai hay ho.
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Bing 3.5. Két qua vé anh hwéng tdi tinh trang in uéng ciia chugt

N Tinhtrang | Tinhtrang
A . Licu dung . ,
Lo So chuot , . , an uong an uong
o (9/kg thé | Theé tich cho uong
chugt | thi nghiém binh thuong | binh thuong
trong) . :
sau 72 gio | sau 7 ngay
0,20mL/10g
LO1 10 6,0 . 10/10 10/10
x 3lan
0,20mL/10g
Lo 2 10 12,0 . 10/10 10/10
x 3lan
0,20mL/10g
Lo 3 10 18,0 . 10/10 10/10
x 3lan
0,20mL/10g
Lo 4 10 24,0 . 10/10 10/10
x 3lan
0,20mL/10g
L65 10 30,0 . 10/10 10/10
x 3lan

Bang 3.5 cho thdy sau 72h cac chudt o tat ca cac 16 da dn udng binh thuong,

khong c6 biéu hién cua viéc bo in ciing nhu khong c6 biéu hién cua viéc an udng

tang 1én. Sau 7 ngay chudt & tit ca cac 16 déu an udng binh thuong, khéng co dau

hiéu bo an hay in udng ting bat thudng.
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Bing 3.6. Két qua vé anh hwéng tdi tinh trang chit thdi ciia chugt

N Tinhtrang | Tinhtrang
. Licu dung ) _ , _
Lo So6 chuot , . . chat thai chat thai
o (9/kg thé | Theé tich cho uong
chugt | thi nghiém binh thuong | binh thuong
trong) . :
sau 72 gio | sau 7 ngay
0,20mL/10g
LO1 10 6,0 . 10/10 10/10
x 3lan
0,20mL/10g
Lo 2 10 12,0 . 10/10 10/10
x 3lan
0,20mL/10g
Lo 3 10 18,0 . 10/10 10/10
x 3lan
0,20mL/10g
Lo 4 10 24,0 . 10/10 10/10
x 3lan
0,20mL/10g
L6 5 10 30,0 . 10/10 10/10
x 3lan

Bang 3.6 cho thay sau 72h céc chudt di ngoai phan khudn, méau sac binh thuong.

Kiém tra hau mdn cta cac chudt thay hau mén khé, khdng co tiy do. Sau 7 ngay chudt

di ngoai phan khuén vi mau sic binh thuong. Kiém tra hau mén cho thay hau mén

khd, khdng c6 dau hiéu tay do.
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Bing 3.7. Két qua vé ddnh gid nhitng biéu hién bit thuwong khdc

Khoéng ¢o Khéng co
) Liéu ding biéu hién biéu hién
Lo SO chuot , - . . .
) (g/lkg thé | Thé tich cho uong | bat thuong | bat thuong
chugt | thi nghi¢m o
trong) gi khac sau | gi khac sau
72 gio 7 ngay
0,20mL/10g
L6 1 10 6,0 . 10/10 10/10
x 3lan
0,20mL/10g
L6 2 10 12,0 . 10/10 10/10
x 3lan
0,20mL/10g
L6 3 10 18,0 . 10/10 10/10
x 3lan
0,20mL/10g
L6 4 10 24,0 . 10/10 10/10
x 3lan
0,20mL/10g
L6 5 10 30,0 . 10/10 10/10
x 3lan

Bang 3.7 cho thay sau 72h cac chudt ¢ tat ca cac 16 déu khong c6 biéu hién bt

thuong gi khac (khdng bi dau quan bung, khéng bi ngira dua chan 1én gii...). Sau 7

ngay chudt & tat ca cac 16 khdng co biéu hién bat thuong niao khac, nhu dau quin

bung hay ngta géi bang chan.
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* Két qud theo doi, danh gid sé chudt chét ¢ méi 16 sau khi uéng mau thir
Két qua nghién ctru dugc trinh bay ¢ Bang 3.8.

Bing 3.8. Két qua ddnh gid so chudt chét ¢ méi 16 sau khi uong mau thir

. . Liéu dung S6 chuot S6 chudt
L6 So6 chudt , . . . . . .
. (9/kgthé | Thé tich chouong | song/chét song/chét
chuot | thi nghiém ] .
trong) sau 72 gio | sau 7 ngay
) 0,20mL/10g
LO1 10 6,0 . 10/0 10/0
x 3lan
) 0,20mL/10g
Lo 2 10 12,0 . 10/0 10/0
x 3lan
) 0,20mL/10g
Lo 3 10 18,0 . 10/0 10/0
x 3lan
) 0,20mL/10g
Lo 4 10 24,0 . 10/0 10/0
x 3lan
) 0,20mL/10g
L6 5 10 30,0 . 10/0 10/0
x 3lan

Bang 3.8 cho thay, cao kho “thing thanh giang troc” cho chudt & cac 16 uéng
v6i cac muc liéu khac nhau véi cing 1 thé tich 0,2mL/10g/lan x 3 lan (tuc
60mL/kg). Chudt udng véi mie lieu thap nhat 1a 6,0g/kg thé trong cho dén mirc liéu
cao nhat 1a 30,0g/kg thé trong, khdng c6 chudt thi nghiém nao bi chét sau udng
thudc 72 gio. Liéu 30,0g/kg la mirc liéu ma & d6 hdn dich mau thir pha & mic do
dam dic tdi da co thé cho phép thude qua kim thuan loi dé cho chudt uéng.

Pén hét 7 ngay (168 gid sau udng thudc) cac chudt hoat dong, an udng binh
thuong, chat thai binh thuong, khdng c6 chudt nao chét.

Nhu vay chudt da dugc cho ubng dén muc lidu cao gap 23,6 lan lidu du kién
c6 tac dung ma khong cé chudt ndo chét ciing nhu khong c6 biéu hién cua doc tinh.
Nhu vay c6 thé khang dinh duoc cao kho “thang thanh giang troc” dat duoc tinh an
toan trong thtr nghiém doc tinh cap.
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3.2. Két qua nghién ciru tac dung ciia cao khé “thing thanh giing troc” trén
md hinh bénh than man cit 5/6 than chugt
3.2.1. Két qua danh gia tinh trang chung va cin ning cia chudt
3.2.1.1. Tinh trgng chung

Két qua danh gid tinh trang chung cho thiy chudt & cac 16 phau thuat gay mo
hinh c6 biéu hién xu 16ng, 16ng sam mau hon, hoat dong va dn udng giam so véi 16
chtng phiu thuit, v6i biéu hién ngdy cang rd rét hon theo thoi gian. Tinh trang
chung ctia chudt & cac 16 tham chiéu (dung enalapril) va cac 16 dung TTGT c6 cai
thién tot hon (it x0 16ng hon, hoat dong va an udng tot hon) so v4i 16 mé hinh.

Két qua danh gia can ning ctia chudt duoc trinh bay ¢ bang 3.9.
3.2.1.2. Can ngng chugt
Bing 3.9. Anh hwéng ciia cao khé “théing thanh gidng troc” lén can ning chuét

(X £SD, n =10 6 méi 1)

R o Can nang chuot (g)
Lo nghién - . .
ciu Ngay sau | 15 ngay sau |[Sauudng thuéc 60 | pPpg Pc-a Pc-b
PT 1an 2 (a)| PT lan 2 (b) ngay (c)
Chung PT 198,08 208,21 236,18
<0,05 | <0,01|<0,01
@ + 18,92 + 20,69 +19,54
M6 hinh 196,36 195,62 193,95
>0,05 | >0,05|>0,05
2 + 19,05 + 19,55 +19,28
Tham chiéu | 191,82 189,82 218,32
> 0,05 | >0,05|<0,05
€)) + 18,62 + 18,62 +20,14
TTGT-1 195,16 194,95 215,91
> 0,05 | >0,05|<0,05
4 +17,63 + 19,26 + 21,06
TTGT-2 193,95 193,08 224,06
>0,05 | >0,05|<0,05
(5) + 20,06 + 18,98 21,65
P21 > 0,05 < 0,05 <0,01 - - -
Ps4s51 > 0,05 <0,05 <0,05 - - -
P34s52 > 0,05 > 0,05 <0,05 - - -
Psss > 0,05 > 0,05 > 0,05 - - -
Ps4 > 0,05 > 0,05 > 0,05 - - -

Bang 3.9 cho thiy sau phau thuit 1an 2, trong lugng chudt & nhém ching PT
la 198,08 + 18,92 I6n hon & nhom mo hinh c¢o trong lugng la 196,36 £+ 19,05, song
s khac biét nay ko c6 y nghia théng ké voi p >0,05. Twong tu, trong luong cua
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chuét & nhém tham chiéu 1a 191,82 + 18,62, nhom TTGT-1 c6 trong lwong 195,16 +
17,63, nhom TTGT-2 co6 trong luong 193,95 + 20,06 nhé hon nhom ching PT co
trong luong 198,08 + 18,92, song sy khac biét nay ko c6 v nghia thong ké véi p
>0,05. Trong lugng cua chudt & nhdm tham chiéu 1a 191,82 + 18,62, nhom TTGT-1
6 trong lugng 195,16 + 17,63, nhdm TTGT-2 ¢ trong lugng 193,95 + 20,06 nho
hon nhém mé hinh ¢6 trong lugng 196,36 £ 19,05, song su khac biét nay ko co y
nghia théng ké véi p >0,05. Nhém TTGT-1 c6 trong luong chudt 195,16 + 17,63,
nhoém TTGT-2 ¢6 trong lwong 193,95 + 20,06 16n hon nhém tham chiéu cé trong
luong 191,82 + 18,62 song su khac biét nay ko c6 y nghia thong ké véi p >0,05.
Trong lugng cua chudt 6 nhém TTGT-2 la 193,95 + 20,06 nho hon nhém TTGT-1 la
195,16 + 17,63, song su khac biét nay ko c6 ¥ nghia thong ké vai p >0,05.

Tt cac nhan xét trén cho théy tai thoi diém ban dau, can nang chudt ¢ cac 16
l1a nhu nhau (p >0,05). Cac 16 2,3,4,5 (1a nhiing 16 phﬁu thuat cat bo 5/6 than), can
ning chudt c¢6 xu hudng nho hon so véi 16 ching PT (khong cit bo than), tuy nhién
do can ning than cit bo (khoang 1g) 1a nho tinh theo ty 18 so v6i can ning chudt nén
chua c6 su khac biét c6 ¥ nghia thong ké khi so sanh giita cac 16 PT cit bo than so
v6i 16 ching PT (p >0,05).

15 ngay sau phau thuat 1an 2, trong lugng chudt & nhom chimg PT 1a 208,21 +
20,69 I6n hon & nhém mé hinh ¢6 trong luong 1a 195,62 + 19,55, su khéc biét nay cd
¥ nghia théng ké vai p <0,05. Tuong tu, trong luong cua chudt & nhdm tham chiéu la
189,82 + 18,62, nhom TTGT-1 cé trong lwong 194,95 + 19,26, nhom TTGT-2 co
trong Iuwgng 193,08 + 18,98 nho hon nhom ching PT cé trong Iwgng 208,21 + 20,69,
su khéc biét nay co y nghia thdng ké véi p <0,05. Trong luong cua chudt & nhém
tham chiéu 13 189,82 + 18,62, nhém TTGT-1 c6 trong luong 194,95 + 19,26, nhém
TTGT-2 c6 trong luong 193,08 + 18,98 nho hon nhom mo hinh ¢6 trong luong
195,62 + 19,55, song su khac biét nay ko co y nghia théng ké vai p >0,05. Nhém
TTGT-1 c0 trong lugng chudt 194,95 + 19,26, nhdm TTGT-2 ¢ trong luong 193,08
+ 18,98 I6n hon nhém tham chiéu c6 trong luong 189,82 + 18,62 song su khac biét
nay ko c6 y nghia thong ké véi p >0,05. Trong luong cua chudt & nhom TTGT-2 la
193,08 + 18,98 nho hon nhom TTGT-1 la 194,95 + 19,26, song su khac biét nay ko
¢ y nghia thong ké vai p >0,05.
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- Tir c4c nhan xét trén cho thay, tai thoi diém 15 ngdy sau phau thuat lan 2
(truoc uéng thuéc): can nang chudt & cac 16 2,3,4,5 1a nhitng 16 phﬁu thuét cit bo
than khong ting, trong khi 16 ching PT chudt ting can. Két qua can nang chudt &
cac 16 PT cit bo 5/6 than giam c6 ¥ nghia thdng ké so véi 16 chimg PT (p <0,05).

Sau udng thudc 60 ngay, trong luong chudt & nhom chimg PT 13 236,18 +
19,54 16n hon & nhém mé hinh c6 trong luong 1a 193,95 + 19,28, su khac biét nay
c6 v nghia thdng ké véi p <0,05. Tuong tu, trong luong caa chudt & nhém tham
chiéu la 218,32 + 20,14, nhém TTGT-1 c6 trong luong 215,91 + 21,06, nhém
TTGT-2 ¢ trong lugng 224,06 £ 21,65 nho hon nhom chung PT ¢6 trong lugng
236,18 + 19,54, sy khac biét nay c6 y nghia théng ké véi p <0,05. Trong luong
cta chudt & nhém tham chiéu 1a 218,32 + 20,14, nhém TTGT-1 cé trong luong
215,91 + 21,06, nhom TTGT-2 c0 trong lugng 224,06 + 21,65 I6n hon nhom mo
hinh ¢6 trong luong 193,65 + 19,28, sy khac biét nay ko c6 ¥ nghia théng ké véi p
<0,05. Nhém TTGT-1 c6 trong luong chuot 215,91 + 21,06, nho hon nhdm tham
chiéu c6 trong lugng 218,32 + 20,14, song su khac biét nay ko co y nghia thng ké
véi p >0,05. Nhém TTGT-2 cé trong lugng 224,06 £ 21,65 I6n hon nhém tham
chiéu c6 trong lugng 218,32 + 20,14, song su khac biét nay ko ¢ y nghia théng ké
véi p >0,05. Trong lugng cua chudt & nhom TTGT-2 la 224,06 £ 21,65 I16n hon
nhém TTGT-1 1a 215,91 + 21,06, song su khéac biét nay ko c6 y nghia théng ké
véi p >0,05.

- Tir cac nhan xét trén cho thay tai thoi diém sau 60 ngay udng thudc: can ning
chudt & cac 16 udng thude ting so voi trude udng thude (p <0,05). Can ning chudt &
16 m6 hinh khong tdng. So v61 16 md hinh, can nang chudt & cac 16 dung thude cao
hon c6 y nghia théng ké (p <0,05).

3.2.2. Két qua danh gia ure, creatinin mau chudt

Két qua duoc trinh bay ¢ cac bang 3.10 va 3.11
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Bing 3.10. Anh huéng ciia cao kho “thing thanh gidng troc” 1én néng dé ure

huyét thanh ciia chuét (X £ SD, n = 10 ¢ méi 1)

Nong d6 ure huyét thanh (mmol/l)
L6 nghién ctru | Trude phau | 15 ngdysau | Sau udng Pb-a Pe-a Pe-b
thuat PTlan2 [thudc 60 ngay
Ching PT (1) |5,72+0,71 [ 588+0,84 | 6,01+0,98 | >0,05 |>0,05 |>0,05
Mo6 hinh (2) |5,68+0,74 |8,96+0,98 | 10,56+ 1,12 | >0,05 |<0,01 | <0,001
Tham chiéu (3) | 5,81+ 0,88 | 8,81+ 1,01 | 8,24+0,96 |>0,05 |[<0,01 | <0,05
TTGT-1(4) |548+0,69 (868+0,92 | 859+0,91 |>0,05 |<0,01 |>0,05
TTGT-2(5) |592+0,85 (8,75+0,93 | 7,90+0,85 | >0,05 |<0,01 | <0,05
Poy > 0,05 <0,01 < 0,001 - - -
P3451 > 0,05 <0,01 <0,01 - - -
P34s5-2 > 0,05 > 0,05 <0,01 - - -
Psss > 0,05 > 0,05 > 0,05 - - -
Ps.4 > 0,05 > 0,05 < 0,05 - - -

Béang 3.10 cho théy trudc phﬁu thuat, néng do ure huyét thanh chudt 6 nhom
chtng PT 13 5,72 + 0,71 I6n hon & nhdm mé hinh ¢6 nong d6 1a 5,68 + 0,74, song su
khac biét nay ko c6 ¥ nghia thong ké véi p >0,05. Tuong tw, nong d6 ure huyét thanh
chudt & nhdm tham chiéu 1a 5,81 + 0,88, nhém TTGT-2 c6 nong do 5,92 + 0,85 16n
hon nhom ching PT ¢6 nong do 5,72 + 0,71, song su khac biét nay ko c6 ¥ nghia
théng ké véi p >0,05. Nong do ure huyét thanh chudt & nhém tham chiéu 1a 5,81 +
0,88, nhém TTGT-2 ¢ nong do 5,92 + 0,85 16n hon nhém mo hinh ¢6 néng d6 5,68
+ 0,74, song su khac biét nay ko c6 y nghia thong ké véi p >0,05. Nhém TTGT-1 ¢6
nong d6 ure huyét thanh 5,48 + 0,69 nhé hon nhom tham chiéu c6 nong d6 5,81 +
0,88 song su khéc biét nay ko c6 ¥ nghia thong ké véi p >0,05. Nhdm TTGT-2 ¢
nong do ure huyét thanh 5,92 + 0,85 16n hon nhom tham chiéu ¢ néng d6 5,81 +
0,88 song su khac biét nay ko c6 ¥ nghia thong ké véi p >0,05. Nong do ure huyét
thanh chudt & nhém TTGT-2 la 5,92 + 0,85 |6n hon nhom TTGT-1 la 5,48 + 0,69,
song su khac biét nay ko c6 ¥ nghia théng ké vai p >0,05.
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Tir cac nhan xét trén cho thay tai thoi diém trude phiu thuat: nong do ure
huyét thanh cua chudt ¢ cac 16 1a nhu nhau (p >0,05).

15 ngay sau phiu thuét 1an 2, ndng do ure huyét thanh chudt & nhém chimg PT
la 5,88 + 0,84 nho hon & nhém mé hinh ¢6 nong d6 1a 8,96 + 0,98, sy khac biét nay
c6 ¥ nghia théng ké véi p <0,05. Tuong tw, ndng do ure huyét thanh chudt & nhém
tham chiéu 12 8,81 + 1,01, nhém TTGT-1 c6 nong d6 8,68 + 0,92, nhém TTGT-2 ¢
nong d6 8,75 + 0,93 16n hon nhém ching PT ¢ nong d6 5,88 + 0,84, su khac biét
nay c6 ¥ nghia théng ké véi p <0,05. Nong do ure huyét thanh chudt & nhém tham
chiéu 12 8,81 + 1,01, nhém TTGT-1 ¢6 ndng d6 8,68 + 0,92, nhdm TTGT-2 ¢ nong
do 8,75 + 0,93 nho hon nhom mo hinh ¢cé néng d6 8,96 = 0,98, song su khac biét nay
ko c6 ¥ nghia théng ké véi p >0,05. Nhdm TTGT-1 c6 noéng do 8,68 + 0,92, nhém
TTGT-2 c6 nong do 8,75 + 0,93 nho hon nhom tham chiéu c6 nong d6 8,81 + 1,01
song su khac biét nay ko c6 y nghia théng ké véi p >0,05. Nong do ure huyét thanh
chudt 6 nhom TTGT-2 la 8,75 £ 0,93 I6n hon nhém TTGT-1 1a 8,68 + 0,92, song su
khac biét nay ko c6 y nghia thong ké véi p >0,05.

Tir cac nhan xét trén cho thay tai thoi diém 15 ngay sau phiu thuat 1an 2 (trudc
uéng thudc): ndng do ure huyét thanh cua chudt & cac 16 2,3,4,5 (1a nhimng 16 phau thuat
cat bo than) ting (p <0,01 so vai trude PT ciing nhu so v6i ¢ 16 chig PT). So sanh giila
& cac 16 PT cat bo 5/6 than, ndng do ure huyét thanh cia chudt khac biét khong co
nghia thong ké (p >0,05).

Sau udng thudc 60 ngay, ndong do ure huyét thanh chudt & nhom chimg PT 1a
6,01 = 0,98 nho hon & nhém md hinh c6 nong d6 1a 10,56 + 1,12, sy khéc biét nay
¢ y nghia théng ké véi p <0,05. Tuong ty, ndng d6 ure huyét thanh chudt & nhom
tham chiéu 12 8,24 + 0,96, nhom TTGT-1 c6 néng d6 8,59 + 0,91, nhém TTGT-2 c6
nong do 7,90 % 0,85 16n hon nhom chung PT ¢ nong do 6,01 + 0,98, su khac biét
nay c6 y nghia théng ké véi p <0,05. Nong do6 ure huyét thanh chugt & nhém tham
chiéu 12 8,24 + 0,96, nhom TTGT-1 ¢6 nong d6 8,59 + 0,91, nhém TTGT-2 ¢ nong
d6 7,90 + 0,85 nhé hon nhém mé hinh c6 néng d6 1a 10,56 + 1,12, sy khac biét nay
ko ¢6 ¥ nghia théng ké véi p <0,05. Nndm TTGT-1 cd nong do ure huyét thanh
8,59 + 0,91, Ién hon nhém tham chiéu c6 néng do 8,24 + 0,96, song su khac biét
nay ko cé y nghia thong ké véi p >0,05. Nném TTGT-2 ¢6 nong d6 7,90 + 0,85 nho
hon nhém tham chiéu c6 ndng do 8,24 + 0,96, song su khac biét nay ko c6 ¥ nghia
théng ké véi p >0,05. Nong d6 ure huyét thanh chudt & nhém TTGT-2 1a 7,90 +
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0,85 nho hon nhém TTGT-1 1a 8,59 + 0,91, sy khac biét ndy c6 y nghia thng ké

Vi p <0,05.

Tir c&c nhan xét trén cho thay tai thoi diém sau 60 ngay ung thudc:

+ Nong do ure huyét thanh caa chuét & 16 chimg PT khong ting so véi cac thoi
diém trude (p >0,05).
+ Nong d6 ure huyét thanh cta chudt ¢ 16 mé hinh ting cao so véi cac thoi diém
trude (p <0,01 va p <0,001), va tang cao so voi ¢ 16 chirng PT véi p <0,001.
+ S0 v6i 16 m6 hinh, ndng d6 ure huyét thanh cta chudt ¢ cac 16 udng thude gidm

c6 y nghia théng ké véi p <0,01. Nong do ure huyét thanh cua chuét & 16 TTGT-2
giam nhiéu nhat, va khac biét c6 ¥ nghia théng ké so voi ¢ 16 TTGT-1 (p <0,05).
Bing 3.11. Anh huéng ciia cao khé “thing thanh gidng troc” lén nong dé
creatinin huyét thanh ciia chugt (X £ SD, n = 10 6 méi 16)

Nong do creatinin huyét thanh (umol/l)

L6 nghién - . .
) Trude phau |15 ngay sau PT|Sau udng thudc| pPp-q Pe-a Pc-b
cau ;
thuat lan 2 60 ngay
Chung PT (1) | 89,20+9,85 | 90,10 +9,92 | 91,10+ 10,21 | >0,05 > 0,05 |>0,05
88,90+
Mo hinh (2) 054 139,60+14,26 (241,38 + 26,52| > 0,05 |< 0,01 [< 0,001
, 86,90+
Tham chicu (3) 0 65 140,80+15,06 | 131,60+14,96 | > 0,05 |<0,01 |<0,05
86,10+
TTGT-1(4) 05 138,80+14,16 | 133,99+14,73 | > 0,05 |<0,01 [>0,05
85,90+
TTGT-2 (5) 0 46 141,50+£13,96 | 130,60+13,65 | > 0,05 |<0,01 [<0,05
P21 > 0,05 <0,01 <0,001 - - -
P3451 > 0,05 <0,01 <0,01 - - -
P345-2 > 0,05 > 0,05 <0,01 - - -
P53 > 0,05 > 0,05 > 0,05 - - -
Ps.4 > 0,05 > 0,05 <0,05 - - -
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Bang 3.11 cho thiy truéc phiu thuat, ndng do creatinin huyét thanh chudt ¢
nhom chirng PT 1a 89,20 + 9,85 I6n hon & nhdm mo hinh co néng do 1a 88,90 + 9,54,
song sy khéac biét nay ko c6 ¥ nghia thdng ké véi p >0,05. Tuong tu, ndng dod
creatinin huyét thanh chudt & nhom tham chiéu 1a 86,90 + 9,65, nhom TTGT-1 c6
nong do 86,10 + 9,52, nhdm TTGT-2 ¢ ndng do 85,90 + 9,46 nho hon nhém ching
PT c6 nong do 89,20 + 9,85, song su khac biét nay ko c6 ¥ nghia théng ké véi p
>0,05. Nong do creatinin huyét thanh chudt ¢ nhom tham chiéu 1a 86,90 + 9,65,
nhém TTGT-1 ¢6 ndng d6 86,10 + 9,52, nhém TTGT-2 c6 nong do 85,90 + 9,46 nho
hon nhém chieng PT ¢6 ndng d6 89,20 + 9,85, song su khéc biét nay ko c6 ¥ nghia
théng ké vai p >0,05. Nhém TTGT-1 ¢6 nong d6 86,10 + 9,52, nhém TTGT-2 ¢
nong do 85,90 + 9,46 nho hon nhom tham chiéu 12 86,90 + 9,65 song su khac biét
nay ko c6 y nghia théng ké véi p >0,05. Nném TTGT-2 c¢6 nong do creatinin huyét
thanh 85,90 + 9,46 nho hon nhém TTGT-1 ¢6 noéng do 86,10 + 9,52 song su khéc
biét nay ko c6 y nghia thong ké véi p >0,05.

- Tai thoi diém trudc phau thuat: ndong do creatinin huyét thanh cua chudt ¢
cac 16 1a nhu nhau (p >0,05).

15 ngay sau phau thuat lan 2, nong do creatinin huyét thanh chudt & nhom
chung PT 12 90,10 + 9,92 nhé hon & nhém mé hinh ¢6 nong do 1a 139,60 + 14,26, sy
khéc biét nay c6 ¥ nghia théng ké véi p <0,05. Twong tu, ndng do creatinin huyét
thanh chudt & nhém tham chiéu 1a 140,80 + 15,06, nhom TTGT-1 c6 nong do 138,80
+ 14,16, nhom TTGT-2 ¢ nong d6 141,50 + 13,96 Ién hon nhém chiing PT ¢é nong
d6 90,10 + 9,92, sy khac biét nay c6 y nghia thong ké vai p <0,05. Nong do creatinin
huyét thanh chudt & nhém tham chiéu la 140,80 + 15,06, nhém TTGT-2 ¢6 ndng do
141,50 + 13,96 I6n hon nhém md hinh ¢6 n6ng d6 139,60 + 14,26, song su khac biét
nay ko co y nghia thong ké vai p >0,05. Nhém TTGT-2 c6 nong d6 141,50 + 13,96
I6n hon nhom tham chiéu c6 nong do 140,80 + 15,06 song su khac biét nay ko c6 y
nghia thong ké véi p >0,05. Nong do creatinin huyét thanh chugt & nhom TTGT-2 l1a
141,50 + 13,96 I6n hon nhém TTGT-1 ¢ nong d6 1a 138,80 + 14,16, song su khac
biét nay ko c6 y nghia thong ké véi p >0,05.

- Tai thoi diém 15 ngdy sau phau thuat 1an 2 (trude udng thude): ndng do creatinin
huyét thanh ciia chudt & cac 16 2,3,4,5 (1a nhing 16 phiu thuat cat bo than) ting (p

<0,01 so voi trude PT cling nhu so voi ¢ 16 chung PT). So sanh gitia & cac 16 PT
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cit bo 5/6 than, ndng do creatinin huyét thanh cua chudt khac biét khong co v
nghia théng ké (p >0,05).

Sau ubng thudc 60 ngay, ndng do creatinin huyét thanh chudt & nhom chimg
PT 12 91,10 + 10,21 nhé hon & nhém mé hinh c6 nong do la 241,38 + 26,52, su
khac biét nay c6 ¥ nghia théng ké vai p <0,05. Tuong ty, ndng do creatinin huyét
thanh chudt & nhdm tham chiéu 1a 131,60 + 14,96, nhém TTGT-1 c6 nong d6
133,99 + 14,73, nhém TTGT-2 ¢6 ndng do 130,60 * 13,65 I6n hon nhém ching PT
c6 nong do 91,10 + 10,21, su khac biét nay co ¥ nghia thong ké véi p <0,05. Nong
d6 creatinin huyét thanh chudt & nhém tham chiéu 1a 131,60 + 14,96, nhém TTGT-
1 c6 ndng do 133,99 + 14,73, nhém TTGT-2 c6 ndng do 130,60 + 13,65 nhd hon
nhoém md hinh c6 nong do 241,38 + 26,52, sy khac biét nay c6 ¥ nghia théng ké véi
p <0,05. Nhém TTGT-1 c6 nong do creatinin huyét thanh 133,99 + 14,73, 16n hon
nhém tham chiéu c6 néng d6 131,60 + 14,96, song su khac biét nay ko c6 y nghia
théng ké véi p >0,05. Nhdm TTGT-2 ¢6 néng d6 130,60 + 13,65 nhé hon nhom
tham chiéu c6 nong d6 131,60 + 14,96, song sy khac biét nay ko c6 y nghia thong
ké vai p >0,05. Nong do creatinin huyét thanh chudt & nhém TTGT-2 l1a 130,60 +
13,65 nho hon nhom TTGT-1 1a 133,99 + 14,73, sy khac biét nay c6 y nghia thong
ké vai p <0,05.

- Tai thoi diém sau 60 ngay udng thude:

+ Nong do creatinin huyét thanh cua chudt & 16 chimg PT khong ting so v§i
céc thoi diém trude (p >0,05).

+ Nong d6 creatinin huyét thanh cia chudt ¢ 16 mé hinh ting cao so voi cac
thoi diém trude (p <0,01 va p <0,001), va ting cao so véi trude PT véi p <0,001.

+ So v&i 16 mo hinh, ndng do creatinin huyét thanh caa chudt & cac 16 udng
thudc giam c6 y nghia thong ké voi p <0,01. Nong do creatinin huyét thanh cua
chudt ¢ 16 TTGT-2 giam nhiéu nhét, va khic biét co ¥ nghia thdng ké so voi ¢ 16
TTGT-1 (p <0,05).
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3.2.3. Két qua danh gia mdt sé chi sé6 huyét hoc caa chudt
Két qua duoc trinh bay & cc bang 3.12
Bing 3.12. Anh huéng ciia cao kho “thing thanh gidng troc” 1én mét sé chi so

huyét hoc ciia chuét (X £ SD, n =10 ¢ méi 16)

L& nghién ciu S6 lwong hong cau [Ham lwong huyét sac t6|  Hematocrit mau
mau chuot (T/1) mau chuot (g/l) chudt (%)

Chuang PT (1) 7,46 £ 0,95 138,82 + 11,08 32,85 £ 3,19
M6 hinh  (2) 5,32 £ 0,64 117,32 £12,05 31,96 + 3,05
Tham chidu (3) 6,41 0,79 126,16 * 12,46 32,14 3,12
TTGT-1 4 6,38 £ 0,81 124,95+ 11,84 32,090 + 3,26
TTGT-2 5) 6,69 £ 0,75 130,27 £ 12,35 32,98 £ 3,29

Poq <0,01 <0,01 > 0,05

Paass <0,05 <0,05 >0,05

Paass <0,05 <0,05 >0,05

P53 > 0,05 > 0,05 > 0,05

Ps.4 > 0,05 > 0,05 > 0,05

Bang 3.12 cho thay sé luong hong cau méu chudt & nhom chimg PT 14 7,46
+ 0,95 16n hon & nhém mé hinh ¢6 sé lugng 1a 5,32 + 0,64, su khac biét nay co y
nghia thong ké véi p <0,05. Sé luwong hdng cau mau chudt & nhém tham chiéu 1a
6,41 + 0,79, nhom TTGT-1 ¢c6 s6 luong 6,38 + 0,81, nhém TTGT-2 c6 sb luong
6,69 + 0,75 nho hon nhom ching PT ¢d sb luong 7,46 + 0,95, su khac biét nay c6 y
nghia thong ké véi p <0,05. Sé luwong hdng cau mau chudt & nhém tham chiéu 1a
6,41 + 0,79, nhom TTGT-1 ¢c6 sb luong 6,38 + 0,81, nhém TTGT-2 c6 sb luong
6,69 * 0,75 I6n hon nhoém moé hinh c6 sb lwong 5,32 + 0,64, su khac biét nay co y
nghia théng ké vai p <0,05. Nném TTGT-1 ¢6 sé lwong hong cau mau chuot 6,38 +
0,81 nhé hon nhom tham chiéu c6 sé luogng 12 12 6,41 + 0,79 song su khéc biét nay
ko c6 y nghia thong ké vai p >0,05. Nhém TTGT-2 c6 sé luong hong cau mau
chuét 6,69 + 0,75 16n hon nhém tham chiéu c6 sé luong 1 6,41 + 0,79 song su khac
biét nay ko co y nghia théng ké véi p >0,05. Nhém TTGT-2 ¢6 s6 luong hong cau
méu chuot 6,69 + 0,75 nho hon nhom TTGT-1 ¢6 sb luong 6,38 + 0,81 song su
khac biét nay ko c6 ¥ nghia théng ké vai p >0,05.
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Ham luong huyét sic t6 mau chudt & nhém chimg PT 13 138,82 + 11,08 Ion
hon & nhém mé hinh ¢6 ham luwong 13 117,32 + 12,05, su khac biét nay co ¥ nghia
théng ké véi p <0,05. Ham luong huyét sic t6 méau chudt & nhom tham chiéu la
126,16 £ 12,46, nhom TTGT-1 ¢6 ham lugng 124,95 + 11,84, nhdm TTGT-2 ¢0
ham Iugng 130,27 £ 12,35 nho hon nhom chirng PT ¢6 ham lugng 138,82 + 11,08,
su khac biét nay co ¥ nghia thong ké véi p <0,05. Ham luwong huyét sic t6 méu
chuot & nhém tham chiéu 14 126,16 + 12,46, nhdm TTGT-1 c¢6 ham lwong 124,95 +
11,84, nhdm TTGT-2 ¢6 ham lugng 130,27 + 12,35 I6n hon nhom chirng mé hinh
c6 ham lugng 117,32 + 12,05, sy khac biét nay c6 ¥ nghia thng ké vai p <0,05.
Nhom TTGT-1 ¢6 ham luong huyét sic tb méau chuot 124,95 + 11,84 nho hon nhom
tham chiéu c6 ham luong 1a 126,16 + 12,46 song su khac biét nay ko co y nghia
théng ké véi p >0,05. Nhém TTGT-2 ¢6 ham luong huyét sac t6 mau chudt 130,27
+ 12,35 I6n hon nhoém tham chiéu c6 ham luong la 126,16 = 12,46 song su khac
biét nay ko c6 ¥ nghia thng ké véi p >0,05. Nhém TTGT-2 c6 ham lugng huyét
sac t6 mau chudt 130,27 + 12,35 nhé hon nhém TTGT-1 ¢6 ham luong 124,95 +
11,84 song su khac biét nay ko c6 ¥ nghia théng ké véi p >0,05.

Hematocrit mau chudt & nhom chirng PT 1a 32,85 + 3,19 I6n hon & nhdm mo
hinh c¢6 ham luong 1a 31,96 + 3,05, sy khéac biét nay c6 y nghia thng ké véi p
<0,05. Hematocrit mau chudt & nhém tham chiéu 1a 32,14 + 3,12, nhém TTGT-1 ¢
ham luong 32,09 £ 3,26, nho hon nhom ching PT ¢6 ham luong 32,85 + 3,19, su
khéc biét nay khong c6 ¥ nghia théng ké véi p >0,05. Hematocrit mau chudt & nhém
tham chiéu 1a 32,14 + 3,12, nhém TTGT-1 ¢4 ham luong 32,09 + 3,26, nhom TTGT-
2 ¢6 ham lugng 32,98 + 3,29 l6n hon nhém chirng mé hinh ¢6 ham luwong 31,96 +
3,05, su khéc biét nay khong co y nghia théng ké vai p >0,05. Nhdm TTGT-1 ¢6
hematocrit méau chuot 32,09 + 3,26 nho hon nhom tham chiéu ¢ ham luong 1a 32,14
+ 3,12 song su khac biét nay ko ¢ y nghia thong ké vai p >0,05. Nhém TTGT-2 ¢
hematocrit mau chu6t 32,98 + 3,29 16n hon nhom tham chiéu ¢6 ham luong la 32,14
+ 3,12 song su khac biét nay ko c6 y nghia thong ké vai p >0,05. Nhém TTGT-2 ¢
hematocrit mau chuét 32,98 + 3,29 nho hon nhom TTGT-1 ¢6 ham lwong 32,09 +
3,26 song su khéc biét nay ko c6 y nghia thong ké véi p >0,05.

- So voi 16 ching PT, s6 lugng hong cadu mau chudt va ham lugng huyét sac
t6 mau chudt ¢ 16 mo hinh giam co y nghia thong ké véi p <0,01.

- So voi 16 md hinh, s luong héng cau mau chudt va ham luong huyét sic t6
mau chudt & cac 16 ding thudc ting, khac biét co ¥ nghia thong ké voi p <0,05.

- Hematocrit mau chudt ¢ cac 16 khac biét chua c6 y nghia théng ké
(p >0,05).
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Két qua duoc trinh bay & cac bang 3.7, 3.8 va 3.9

Bing 3.13. Anh huwéng ciia cao khé “thing thanh gidng troc” 1én huyét dp tim

thu ciia chuét (X £ SD, n = 10 6 méi 16)

L6 nghién HuyétNép tam thu cua chuot (mm!—lg) ,
chu Trudc phau |15 ngéy sau PT| Sau udng thuoc| PpPpa Pe-a Pe-b
thuat (a) lan 2 (b) 60 ngay (c)

Chung PT(1) | 117,52+15,71 | 115,84+17,40 | 116,48+12,82 | > 0,05 | >0,05| > 0,05
M6 hinh (2) 118,55+14,62 | 130,21+18,28 | 156,46+13,09 | > 0,05 < 0,001|< 0,01
Tham chiéu (3) | 119,89+12,75 | 131,23+15,71 | 139,09+ 13,47 | > 0,05 | < 0,05| > 0,05
TTGT-1(4) |119,80+13,62 | 129,16+£10,55 | 142,85+ 15,56 | > 0,05 | <0,01| < 0,05
TTGT-2(5) |120,76 +9,46 | 130,13+£16,30 | 137,06+ 12,29 | > 0,05 | <0,05| > 0,05
P, > 0,05 > 0,05 < 0,001 - - -
P34s51 > 0,05 > 0,05 <0,01 - - -
P3s2 > 0,05 > 0,05 <0,01 - - -
Ps.o > 0,05 > 0,05 <0,05 - - -
Pssa > 0,05 > 0,05 > 0,05 - - -
Ps.4 > 0,05 > 0,05 > 0,05 - - -

Bang 3.13 cho thiy trudc phiu thuat, huyét 4p tim thu cta chudt & nhom
ching PT 1a 117,52 + 15,71 nho hon & nhdm md hinh c6 huyét ap 1a 118,55 +
14,62, song su khac biét nay ko c6 ¥ nghia théng ké véi p >0,05. Huyét ap tam thu
ctia chudt & nhém tham chiéu 1a 119,89 + 12,75, nhém TTGT-1 c6 huyét 4p 119,80
+ 13,62, nhém TTGT-2 c6 huyét 4p 120,76 + 9,46 16n hon nhém chung PT c6
huyét ap 117,52 + 15,71, song su khac biét nay ko c6 y nghia thong ké vai p >0,05.
Huyét &p tdm thu cua chudt & nhoém tham chiéu 1a 119,89 + 12,75, nhém TTGT-1
c6 huyét &p 119,80 + 13,62, nhém TTGT-2 c6 huyét ap 120,76 + 9,46 16n hon
nhém md hinh c6 huyét ap 118,55 + 14,62, song su khac biét nay ko c6 ¥ nghia
thng ké vai p >0,05. Nhém TTGT-1 ¢6 huyét 4p 119,80 *+ 13,62, nhom TTGT-2 c6
huyét 4p 120,76 + 9,46 I6n hon nhém mé hinh c¢6 huyét ap 1a 118,55 + 14,62 song
sir khac biét nay ko c6 ¥ nghia thdng ké véi p >0,05. Nhdm TTGT-1 ¢ huyét &p
119,80 + 13,62, nhdm TTGT-2 ¢6 huyét &p 120,76 + 9,46 16n hon nhom tham chiéu
6 huyét ap la 119,80 + 13,62 song su khac biét nay ko cé ¥ nghia thong ké véi p
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>0,05. Nhém TTGT-2 c6 huyét &p 1a 120,76 + 9,46 16n hon nhom TTGT-1 c6 huyét
ap 119,80 + 13,62 song su khéc biét nay ko c6 ¥ nghia thong ké véi p >0,05.

- Tai thoi diém trudc phiu thuat: huyét &p tdm thu cua chudt & cac 16 1a nhu
nhau (p >0,05).

15 ngay sau phiu thuét 1an 2, huyét 4p tim thu cta chudt & nhom ching PT
la 115,84 + 17,40 nho hon & nhdm mé hinh ¢6 huyét &p la 130,21 + 18,28, song su
khac biét nay ko c6 ¥ nghia théng ké véi p >0,05. Huyét ap tdm thu cua chudt &
nhom tham chiéu 1a 131,23 + 15,71, nhém TTGT-1 c6 huyét ap 129,16 + 10,55,
nhém TTGT-2 cd huyét ap 130,13 + 16,30 Ién hon nhém ching PT c6 huyét ap
115,84 + 17,40, song su khéc biét nay ko c6 y nghia thong ké véi p >0,05. Huyét ap
tam thu caa chudt & nhém tham chiéu 1a 131,23 + 15,71, nhdm TTGT-2 ¢6 huyét ap
130,13 + 16,30 I6n hon nhém mé hinh c6 huyét 4p 130,21 + 18,28, song su khac
biét nay ko c6 ¥ nghia théng ké véi p >0,05. Nhém TTGT-1 c6 huyét 4p 129,16 +
10,55, nhém TTGT-2 ¢c6 huyét 4p 130,13 + 16,30 nho hon nhém mé hinh c6 huyét
ap 1a 130,21 + 18,28 song su khac biét nay ko c6 ¥ nghia théng ké véi p >0,05.
Nhom TTGT-1 c6 huyét &p 129,16 + 10,55, nhom TTGT-2 cd huyét ap 130,13 +
16,30 nho hon nhom tham chiéu c6 huyét ap 1a 131,23 + 15,71 song su khac biét
nay ko co y nghia thong ké véi p >0,05. Nhdm TTGT-2 c6 huyét ap l1a 130,13 +
16,30 16n hon nhém TTGT-1 ¢6 huyét p 129,16 + 10,55 song su khéc biét nay ko
¢ y nghia théng ké vai p >0,05.

- Tai thoi diém 15 ngdy sau phau thuat lan 2 (trudc udng thude): huyét 4p tam
thu cua chudt & cac 16 2,3,4,5 (1a nhirng 16 phau thuat cét bo than) ting nhung chua
cO y nghia théng ké so vai trude PT cling nhu so véi ¢ 16 ching PT (p >0,05).

Sau udng thudc 60 ngdy, huyét ap tdm thu cta chudt & nhém chung PT 1a
116,48 + 12,82 nhoé hon & nhdm md hinh c6 huyét ap 1a 156,46 + 13,09, su khéc
biét nay c6 y nghia thong ké véi p <0,05. Huyét 4p tdm thu caa chudt & nhém tham
chiéu 1a 139,09 + 13,4, nhém TTGT-1 c6 huyét ap 142,85 + 15,56, nhém TTGT-2
c6 huyét 4p 137,06 + 12,29 16n hon nhém chang PT c6 huyét ap 116,48 + 12,82, su
khac biét ndy c6 y nghia thong ké véi p <0,05. Huyét ap tam thu caia chudt & nhém
tham chiéu 1a 139,09 + 13,4, nhém TTGT-1 c6 huyét 4p 142,85 + 15,56, nhom
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TTGT-2 c6 huyét ap 137,06 + 12,29 nhé hon nhém mé hinh c¢6 huyét ap 156,46 +
13,09, sy khéc biét nay c6 y nghia thong ké véi p <0,05. Nhém TTGT-1 ¢ huyét &p
142,85 + 15,56, nhdm TTGT-2 c6 huyét 4p 137,06 * 12,29 nhé hon nhém mé hinh
c6 huyét &p 1a 156,46 + 13,09 su khac biét nay c6 y nghia thdng ké véi p <0,05.

- Tai thoi diém sau 60 ngay udng thude:

+ Huyét ap tam thu cua chudt ¢ 16 chiung PT khong ting so voi ¢ cac thoi
diém trude (p >0,05).

+ Huyét &p tdm thu cua chuét ¢ 16 mé hinh ting cao so véi & 16 ching PT véi
p <0,001; dong thoi ting cao so véi & cac thoi diém trude (p <0,001 so véi & thoi
diém trudc phau thuat va p <0,01 so voi ¢ thoi diém 15 ngay sau PT lan 2).

+ So v6i 6 16 md hinh, huyét 4p tam thu cua chudt ¢ 16 tham chiéu va 16
TTGT-2 giam c6 ¥ nghia thong ké véi p <0,01; va & 16 TTGT-1 giam c6 y nghia
thong ké vai p <0,05.

+ So sanh giira 3 16 tham chiéu, TTGT-1 va TTGT-2, huyét ap tdm thu cua
chudt ¢ 3 16 nay khong c6 su khac biét (p >0,05).

Bing 3.14. Anh huéng ciia cao khé “thing thanh gidng troc” 1én huyét dp tim

trwong ciia chugt (X £ SD, n = 10 6 méi 16)

L6 nghién Huyét fip tam truong cua chuot (mr’an) ’
e Trudc phau |15 ng‘géy sau PT| Sau uong thudc | Ppa Pc-a Pe-b
thuat (a) lan 2 (b) 60 ngay (c)
Chung PT (1) | 97,76+13,25 | 95,63+15,32 | 109,56+16,28 | >0,05 | >0,05| > 0,05
Mo hinh (2) 100,13+11,12 | 110,33+16,47 | 141,74+22,61 |> 0,05 <0,001|<0,01
Tham chiéu(3) | 99,41 +9,75 | 109,50+14,71 | 118,81+ 22,50 |>0,05 | <0,05| >0,05
TTGT-1 (4) 99,89 £ 13,80 | 109,63+16,92 | 122,45+17,69 |>0,05|<0,01|<0,05
TTGT-2 (5) 98,96 £ 11,84 | 109,32+15,79 | 113,86+ 16,32 |>0,05 | <0,05| > 0,05
Poy > 0,05 > 0,05 < 0,001 - - -
P34s51 > 0,05 > 0,05 > 0,05 - - -
P34z > 0,05 > 0,05 <0,05 - - -
Ps., > 0,05 > 0,05 <0,01 - - -
Pss3 > 0,05 > 0,05 > 0,05 - - -
Ps.4 > 0,05 > 0,05 > 0,05 - - -
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Bang 3.14 cho thiy truéc phau thuat, huyét ap tdm truong cua chudt & nhoém
chitng PT 1a 97,76 + 13,25 nhd hon & nhém md hinh ¢ huyét ap 1a 100,13 + 11,12,
song su khac biét nay ko co ¥ nghia théng ké véi p >0,05. Huyét 4p tdm truong cua
chudt & nhdm tham chiéu 12 99,41 + 9,75, nhdm TTGT-1 c6 huyét 4p 99,89 + 13,80,
nhém TTGT-2 ¢ huyét ap 98,96 + 11,84 I6n hon nhém ching PT c6 huyét ap
97,76 + 13,25, song su khéc biét nay ko c6 y nghia théng ké vai p >0,05. Huyét &p
tam truong cua chudt & nhom tham chiéu 1a 99,41 + 9,75, nhém TTGT-1 c6 huyét
ap 99,89 + 13,80, nhdm TTGT-2 ¢6 huyét 4p 98,96 + 11,84 nhé hon nhom md hinh
¢ huyét ap 100,13 + 11,12, song su khac biét nay ko c6 y nghia thong ké vai p
>0,05. Nhém TTGT-1 c6 huyét ap 99,89 + 13,80 I6n hon nhém tham chiéu c6
huyét &p 1a 99,41 + 9,45 song su khac biét nay ko c6 y nghia thong ké vai p >0,05.
Nhom TTGT-2 c6 huyét ap 1a 98,96 + 11,84 nho hon nhém TTGT-1 cd huyét ap
99,89 + 13,80 song su khac biét nay ko co y nghia théng ké véi p >0,05.

- Tai thoi diém trude phau thuat: huyét ap tim trwong cua chudt ¢ cac 16 1a
nhu nhau (p >0,05).

15 ngay sau phau thuat 1an 2, huyét ap tim truong cta chudt & nhom ching
PT la 95,63 + 15,32 nhé hon & nhdm mo hinh c6 huyét ap la 110,33 + 16,47, song
su khéc biét nay ko c6 ¥ nghia théng ké véi p >0,05. Huyét ap tam truong cua chudt
& nhom tham chiéu 1a 109,50 + 14,71, nhém TTGT-1 c6 huyét 4p 109,63 + 16,92,
nhom TTGT-2 ¢ huyét 4p 109,32 + 15,79 Ién hon nhém ching PT c6 huyét ap
95,63 + 15,32, song su khéc biét nay ko ¢ y nghia théng ké vai p >0,05. Huyét &p
tam troeong cua chudt ¢ nhom tham chiéu 1a 109,50 + 14,71, nhém TTGT-1 c6
huyét 4p 109,63 + 16,92 nhé hon nhém mé hinh c¢6 huyét p 110,33 + 16,47, song
su khac biét nay ko cd y nghia thdng ké véi p >0,05. Nhdm TTGT-2 ¢ huyét &p
109,32 + 15,79 nhé hon nhém mé hinh ¢6 huyét 4p 1a 110,33 + 11,12 song su khéac
biét nay ko c6 ¥ nghia thong ké véi p >0,05. Nhém TTGT-1 cd huyét 4p 109,63 +
16,92 16n hon nhom tham chiéu c6 huyét &p 1a 109,50 + 14,71 song su khéc biét
nay ko ¢ y nghia thong ké voi p >0,05. Nhém TTGT-2 c6 huyét ap 109,32 + 15,79
nhé hon nhém tham chiéu c6 huyét ap 1a 109,50 + 14,71 song su khac biét nay ko
¢ y nghia thong ké véi p >0,05. Nhém TTGT-2 c6 huyét ap 1a 109,32 + 15,79 nho
hon nhém TTGT-1 ¢6 huyét 4p 109,63 + 16,92 song su khac biét nay ko c6 ¥ nghia
thong ké vai p >0,05.
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- Tai thoi diém 15 ngay sau phau thuit 1an 2 (trude udng thude): huyét ap
tam troong cua chuot & cac 16 2,3,4,5 (1a nhiing 16 phéu thuét cit bo than) ting
nhung chua c6 ¥ nghia thong ké so vdi trude PT ciing nhu so v6i ¢ 16 ching PT

(p >0,05).

Sau udng thudc 60 ngay, huyét ap tAm truong ciia chudt & nhom ching PT 13
109,56 + 16,28 nhé hon & nhém md hinh c6 huyét ap la 141,74 + 22,61, su khac
biét nay c6 ¥ nghia thong ké vai p <0,05. Huyét ap tam truong ctia chudt & nhom
tham chiéu 1a 118,81 + 22,50, nhém TTGT-1 c6 huyét ap 122,45 + 17,69, nhém
TTGT-2 c6 huyét &4p 113,86 + 16,32 I6n hon nhom chung PT ¢6 huyét 4p 109,56 +
16,28, su khac biét nay ko co y nghia thong ké véi p >0,05. Huyét 4p tim truong
ctia chudt & nhém tham chiéu 1a 118,81 + 22,50, nhém TTGT-1 c6 huyét ap 122,45
+ 17,69 nho hon nhom mé hinh c6 huyét ap 141,74 + 22,61, sy khac biét nay co y
nghia théng ké véi p <0,05. Nném TTGT-2 cd huyét ap 113,86 + 16,32 nho hon
nhoém mé hinh c6 huyét ap 1a 141,74 + 22,61 su khac biét ndy co ¥ nghia thong ké
véi p <0,05. Nhdm TTGT-1 c6 huyét ap 122,45 + 17,69, nhdm TTGT-2 c6 huyét 4p
113,86 + 16,32 16n hon nhoém tham chiéu cé huyét 4p 118,81 + 22,50, su khac biét
nay ko ¢ y nghia thong ké voi p >0,05. Nhém TTGT-1 c6 huyét ap 122,45 + 17,69
I6n hon nhém TTGT-2 ¢6 huyét ap 113,86 + 16,32, su khac biét nay co y nghia
thdng ké véi p >0,05.

- Tai thoi diém sau 60 ngay udng thudc:

+ Huyét 4p tam truong cta chudt ¢ 16 chimg PT khong ting so voi cac thoi
diém trude (p >0,05).

+ Huyét 4p tdm truong cta chudt & 16 mé hinh ting cao so véi ¢ 16 ching PT
véi p <0,001; dong thoi ting cao so vdi ¢ cac thoi diém trude (p <0,001 so voi &
thoi diém trude phau thuat va p <0,01 so voi 6 thoi diém 15 ngay sau PT 1an 2).

+ So voi ¢ 16 md hinh, huyét ap tdm trurong cta chudt ¢ 16 tham chiéu va 16
TTGT-1 giam c6 y nghia théng ké vdi p <0,05 va ¢ 16 TTGT-2 giam c6 ¥ nghia
théng ké véi p <0,01.

+ So sanh giita 3 16 tham chiéu, TTGT-1 va TTGT-2, huyét 4p tdm truong
cua chudt o 3 16 nay khong co6 su khac biét (p >0,05).
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Bing 3.15. Anh hwéng ciia cao kho “thing thanh gidng troc” lén huyét dp trung
binh ciia chugt (X £ SD, n = 10 6 méi 16)

Huyét ap trung binh caa chudt (mmHg)

Lo nghién ciu | ppyg phiu | 15ngaysau PT | Sauudng thubc | Poa | Pea | Peb
thuat (a) 1an 2 (b) 60 ngay (c)
Chung PT (1) | 105,90+14,26 | 103,96+£16,07 | 112,41+11,79 |>0,05/>0,05/> 0,05
MO0 hinh (2) 107,72+12,37 | 118,52+16,62 | 147,80+17,08 |> 0,050,001 |<0,01
Tham chiéu (3) | 107,85+10,81 | 118,45+14,90 | 127,16+17,95 |>0,05|< 0,05 0,05
TTGT-1(4) 108,09+14,89 | 117,68+13,07 | 130,85+15,64 |>0,05/<0,01/<0,05
TTGT-2(5) 107,94+12,40 | 117,89+14,96 | 123,42+13,39 |>0,05/<0,05/> 0,05
Py > 0,05 > 0,05 < 0,001 - - -
Paasi > 0,05 > 0,05 > 0,05 -] -
Pass > 0,05 > 0,05 <0,05 -
Ps.» > 0,05 > 0,05 <0,01 - - -
Pasa > 0,05 > 0,05 >0,05 -
Ps.4 > 0,05 > 0,05 > 0,05 - - -

Bang 3.15 cho thdy trudc phiu thuat, huyét dp trung binh ctia chudt & nhom
chung PT 1a 105,90 + 14,26 nho hon & nhém mo hinh ¢ huyét ap 1a 107,72 +

12,37, song su khéc biét nay ko co y nghia théng ké vai p >0,05. Huyét ap trung
binh cua chudt & nhém tham chiéu la 107,85 + 10,81, nhém TTGT-1 c6 huyét ap
108,09 + 14,89, nhdm TTGT-2 co huyét ap 107,94 + 12,40 I6n hon nhém chirng PT
¢ huyét ap 105,90 + 14,26, song su khac biét nay ko c6 ¥ nghia thong ké vai p




66

>0,05. Huyét ap trung binh cua chuét & nhém tham chiéu 1a 107,85 + 10,81, nhém
TTGT-1 c6 huyét &p 108,09 + 14,89 16n hon nhém mé hinh c6 huyét ap 107,72 +
12,37, song su khac biét nay ko ¢ y nghia thong ké vai p >0,05. Nhém TTGT-2 ¢6
huyét 4p 107,94 + 12,40 16n hon nhém mé hinh ¢6 huyét 4p 107,72 + 12,37 song su
khéc biét nay ko c6 y nghia thong ké véi p >0,05. Nhém TTGT-1 c6 huyét &p la
108,09 + 14,89, nhém TTGT-2 c6 huyét ap la 107,94 + 12,40 Ién hon nhém tham
chiéu c6 huyét ap 107,85 + 10,81 song su khac biét nay ko c6 ¥ nghia thong ké voi
p >0,05. Nhdm TTGT-1 c6 huyét &p la 108,09 + 14,89 Ién nhém TTGT-2 c6 huyét
ap 12 107,94 + 12,40 song sy khéc biét nay ko c6 ¥ nghia thong ké véi p >0,05.

- Tai thoi diém trude phau thuat: huyét ap trung binh cua chudt ¢ cac 16 1a nhu
nhau (p >0,05).

15 ngay sau phau thuat lan 2, huyét ap trung binh cua chudt & nhom chimg

PT 1a 103,96 + 16,07 nho hon & nhdm mo hinh cé huyét ap la 118,52 + 16,62, song
su khéc biét nay ko c6 ¥ nghia théng ké vai p >0,05. Huyét ap trung binh caa chuot
& nhom tham chiéu 1a 118,45 + 14,90, nhdm TTGT-1 ¢6 huyét ap 117,68 + 13,07,
nhom TTGT-2 c6 huyét &p 117,89 + 14,96 16n hon nhom chung PT c6 huyét ap
103,96 + 16,07, song su khéc biét nay ko c6 y nghia thong ké véi p >0,05. Huyét ap
trung binh caa chudt & nhém tham chiéu 1a 118,45 + 14,90, nhém TTGT-1 c6 huyét
ap 117,68 + 13,07 nho hon nhom mo hinh ¢6 huyét ap 118,45 + 14,90, song su khac
biét nay ko c6 ¥ nghia thong ké véi p >0,05. Nném TTGT-2 c6 huyét 4p 117,89 +
14,96 nho hon nhém mé hinh c6 huyét ap 1a 118,52 + 16,62 song su khac biét nay
ko c6 y nghia théng ké véi p >0,05. Nhém TTGT-1 c6 huyét ap 117,68 + 13,07,
nhom TTGT-2 c6 huyét p 117,89 + 14,96 nho hon nhém tham chiéu ¢ huyét ap l1a
118,45 + 14,90 song su khac biét nay ko c6 ¥ nghia thong ké véi p >0,05. Nhém
TTGT-2 c6 huyét &p 1a 117,89 + 14,96 16n hon nhom TTGT-1 ¢6 huyét ap 117,68 +
13,07 song su khéc biét nay ko c6 ¥ nghia thong ké véi p >0,05.

- Tai thoi diém 15 ngay sau phiu thuat 1an 2 (trudc udng thude): huyét ap trung
binh cua chudt & cac 16 2,3,4,5 (1a nhitng 16 phau thuat cit bo than) ting nhung chua co

¥ nghia thong ké so véi trudc PT ciing nhu so véi & 16 chimg PT (p >0,05).
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Sau ubng thudc 60 ngay, huyét ap trung binh cua chudt & nhom ching PT 13
112,41 + 11,79 nhoé hon & nhdm md hinh c6 huyét ap 1a 147,80 + 17,08, su khéc
biét nay co y nghia théng ké vai p <0,05. Huyét ap trung binh cua chudt & nhém
tham chiéu 1a 127,16 + 17,95, nhém TTGT-1 c6 huyét ap 130,85 + 15,64, nhém
TTGT-2 c6 huyét &4p 123,42 + 13,39 I6n hon nhom chang PT c6 huyét ap 112,41 +
11,79, su khéc biét nay ko c6 ¥ nghia théng ké véi p >0,05. Huyét &p trung binh cua
chudt & nhdm tham chiéu 1a 127,16 + 17,95, nhdm TTGT-1 c6 huyét 4p 130,85 +
15,64 nho hon nhém mé hinh c6 huyét ap 147,80 + 17,08, su khac biét nay c6 y
nghia thong ké véi p <0,05. Nhém TTGT-2 c6 huyét &p 123,42 + 13,39 nho hon
nhém mé hinh ¢6 huyét ap 1a 147,80 + 17,08 su khac biét ndy co ¥ nghia thong ké
véi p <0,05. Nhdm TTGT-1 cé huyét ap 130,85 = 15,64 16n nhém TTGT-2 co
huyét 4p 123,42 + 13,39 va nhom tham chiéu c6 huyét ap 127,16 + 17,95, su khac
biét nay ko c6 ¥ nghia thong ké véi p >0,05. Nném TTGT-1 c6 huyét ap 130,85 *
15,64 16n hon nhom TTGT-2 ¢ huyét 4p 123,42 + 13,39, su khéc biét nay cé y
nghia théng ké véi p >0,05.

- Tai thoi diém sau 60 ngay udng thude:

+ Huyét ap trung binh cua chudt ¢ 16 chimg PT khéng ting so voi cac thoi
diém trudc (p >0,05).

+ Huyét ap trung binh cua chudt & 16 mé hinh ting cao so véi & 16 chimg PT
v6i p <0,001; dong thoi ting cao so v6i ¢ cac thoi diém trude (p <0,001 so voi &
thoi diém trudc phiu thuat va p <0,01 so v6i & thoi diém 15 ngay sau PT lan 2).

+ So v6i & 16 mo hinh, huyét ap trung binh cta chudt ¢ 16 tham chiéu va 16
TTGT-1 giam c6 y nghia thong ké v6i p <0,05 va ¢ 16 TTGT-2 giam c6 ¥ nghia
thng ké vai p <0,01.

+ So sanh giira 3 16 tham chiéu, TTGT-1 va TTGT-2, huyét ap trung binh cua
chudt ¢ 3 16 nay khong c6 su khac biét (p >0,05).
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Két qua duoc trinh bay & cac bang 3.10, 3.11

Bing 3.16. Anh huéng ciia cao kho “thing thanh gidng troc” lén sé lwong nwdc
tiéu 24h ciia chugt (X £ SD, n = 10 6 méi 16)

S6 lugng nude tiéu 24h (ml)

L0 nghién
ciu Trudce phﬁu 15 ngay sau | Sau uéng thudc Pb-a Pe-a Pe-b
thuat (a) PT lan 2 (b) 60 ngay (c)
Chung PT (1) | 14,93+£3,12 | 13,65%2,97 15,01 +£4,17 |>0,05 | >0,05 | >0,05
Mo hinh (2) 14,77+ 3,63 | 21,15+2,63 30,28+ 5,68 |<0,05 [<0,001 [<0,01
Tham chiéu (3) | 13,97+ 3,01 | 20,89+4,06 21,13+3,07 [<0,05 | <0,05 | >0,05
TTGT-1 (4) 15,09+ 4,02 | 21,94+3,97 23,08+3,76 |[<0,05 | <0,05|>0,05
TTGT-2 (5) 15,36+ 3,84 | 21,05+2,85 20,97 +331 |[<0,05 | <0,05|>0,05
P21 > 0,05 < 0,05 < 0,001 - - 3
P3as51 > 0,05 < 0,05 <0,01 - - i
P34s5-2 > 0,05 > 0,05 < 0,05 ; - ]
Pss-3 > 0,05 > 0,05 > 0,05 - - -
Ps.4 > 0,05 > 0,05 > 0,05 - - -

Bang 3.16 cho thiy trudc phiu thuat, s lugng nudc tiéu 24h cta chudt ¢

nhom ching PT 1a 14,93 + 3,12 nho hon & nhém mé hinh ¢6 s6 luong 14,77 * 3,63,

song su khac biét nay ko co ¥ nghia thong ké vai p >0,05. S6 lugng nude tiéu 24h

cta chudt & nhdm tham chiéu 1a 13,97 + 3,01 nhé hon nhom TTGT-1 ¢6 sb lugng
15,09 + 4,02, nhém TTGT-2 c6 sé luong 15,36 + 3,84 va nhdm chang PT c6 sb




69

lwong 14,93 + 3,12, song su khéc biét nay ko co ¥ nghia théng ké véi p >0,05. S6
luong nudc tiéu 24h cua chudgt & nhém tham chiéu 1a 13,97 + 3,01 nho hon nhom
TTGT-1 ¢6 s6 luong 15,09 + 4,02, nhém TTGT-2 ¢6 sé lugng 15,36 + 3,84 va
nhém md hinh c6 sé lugng 14,77 + 3,63, song su khac biét nay ko c6 ¥ nghia thong
ké v&i p >0,05. Nndm TTGT-1 ¢6 sb luong nude tiéu 24h 1a 15,09 + 4,02, nhém
TTGT-2 c6 sb luong la 15,36 + 3,84 16n hon nhom tham chiéu ¢6 sé lugng 1a 13,97
+ 3,01 song su khac biét nay ko c6 ¥ nghia théng ké véi p >0,05. Nném TTGT-1 ¢6
s6 luong 1a 15,09 + 4,02 nho hon nhém TTGT-2 ¢6 s6 luong 14 15,36 + 3,84 song
su khéc biét nay ko c6 ¥ nghia thong ké véi p >0,05.

- Tai thoi diém trude phiu thuat: sé luong nude tiéu 24h cta chudt ¢ cac 16 1a

nhu nhau (p >0,05).

15 ngay sau phau thuét 1an 2, sd luong nudc tiéu 24h cta chudt & nhom
ching PT 1a 13,65 + 2,97 nho hon & nhdm md hinh c6 s luong la 21,15 £ 2,63, su
khéc biét nay cé y nghia thong ké véi p <0,05. S6 lugng nude tiéu 24h cua chudt &
nhom tham chiéu 1a 20,89 + 4,06, nhém TTGT-1 c6 s6 lugng 21,94 + 3,97, nhom
TTGT-2 ¢6 s6 luong 21,05 + 2,85 Ién hon nhoém ching PT ¢6 sé lwong 13,65 +
2,97, su khac biét ndy co ¥ nghia théng ké véi p <0,05. S6 lwong nudce tiéu 24h caa
chudt & nhém tham chiéu 1a 20,89 + 4,06 nho hon nhém TTGT-1 ¢d s lugng 21,94
+ 3,97, nhom TTGT-2 c6 sé luong 21,05 + 2,85 va nhém md hinh ¢6 s luong
21,15 + 2,63, song sy khac biét khong c6 y nghia thong ké véi p >0,05. Nhom
TTGT-1 c6 s6 lugng nudce tiéu 24h 1a 21,94 + 3,97, nhém TTGT-2 ¢6 sb lugng
21,05 + 2,85 16n hon nhom tham chiéu ¢6 sb lwong 20,89 + 4,06, song su khac biét
nay ko c6 y nghia thong ké voi p >0,05. Nhém TTGT-2 ¢6 sb luong 21,05 + 2,85
nhé hon nhém TTGT-1 c6 s6 lwong 21,94 + 3,97 song su khac biét nay ko co y
nghia thong ké véi p >0,05.

- Tai thoi diém 15 ngay sau phau thuat lan 2 (trude udng thube): sd luong
nudc tiéu 24h cua chudt & cac 16 2,3,4,5 (1a nhitng 16 phau thuat cat bo than) tang co

¥ nghia théng ké so véi trude PT ciing nhu so vé6i ¢ 16 chimg PT voi p <0,05.
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Sau ubng thudc 60 ngay, s luong nude tiéu 24h & nhom chung PT 14 15,01
+ 4,17 nho hon & nhém mé hinh ¢é sé lugng 1a 30,28 + 5,68, su khac biét nay co y
nghia thong ké véi p <0,05. S6 luong nudc tiéu 24h cua chudt & nhdm tham chiéu 1a
21,13 + 3,07, nhém TTGT-1 c6 s6 luong 23,08 + 3,76, nhém TTGT-2 c6 s6 luong
20,97 #+ 3,31 I6n hon nhém ching PT ¢6 sb lwong 15,01 + 4,17, su khac biét nay c6
¥ nghia théng ké véi p <0,05. S6 lwong nude tiéu 24h cua chudt & nhdm tham chiéu
la 21,13 + 3,07, nhém TTGT-1 ¢d s6 luong 23,08 + 3,76, nhom TTGT-2 ¢6 sd
luong 20,97 + 3,31 I6n hon nhém md hinh c6 sé lwong 30,28 + 5,68, su khac biét
nay c6 y nghia théng ké véi p <0,05. Nndm TTGT-2 ¢6 sb luong 20,97 + 3,31 nho
hon nhém TTGT-1 ¢6 s6 lugng 23,08 + 3,76 va nhom tham chiéu c6 sb lugng 21,13
+ 3,07, song su khac biét nay ko co y nghia théng ké véi p >0,05. Nhém TTGT-1 cé
s6 lugng 23,08 + 3,76 16n nhém TTGT-2 ¢6 s lwgng 20,97 + 3,31, su khéc biét nay
¢ y nghia thong ké véi p >0,05.

- Tai thoi diém sau 60 ngay udng thudc:

+ SO luong nude tiéu 24h cia chudt & 16 ching PT khong tang so vai cac thoi
diém trudce (p >0,05).

+ S6 luwong nudce tiéu 24h cua chudt ¢ 16 mé hinh ting cao so voi ¢ 16 ching
PT véi p <0,001; dong thoi ting cao so véi ¢ cac thoi diém trude (p <0,001 so voi &
thoi diém trudc phiu thuat va p <0,01 so v6i & thoi diém 15 ngay sau PT lan 2).

+ So v6i ¢ 16 md hinh, sb lugng nude tiéu 24h cua chudt ¢ 16 tham chiéu va
céc 10 TTGT-1, TTGT-2 giam c6 y nghia thong ké véi p <0,01.

+ So sanh gitta 3 16 tham chiéu, TTGT-1 va TTGT-2, sb luong nudc tiéu 24h
cua chudt ¢ 3 16 nay khong c6 su khac biét (p >0,05).
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Bing 3.17. Anh hwéng ciia cao kho “thing thanh gidng troc” Ién protein niéu

24h ciia chugt (X = SD, n =10 6 méi 16)

L6 nghién Protein ni¢u 24h cia chudt (mg/24h)
clru Tru6c phau |15 ngdy sau PT|Sau uong thudc Poa | Pea | Peb
thuat (a) lan 2 (b) 60 ngay (c)
Chung PT (1) | 235,68+42,32 | 243,27+37,42 | 252,03+41,27 |> 0,05 |> 0,05 [> 0,05
Moé hinh (2) | 219,85+39,75 | 358,31+52,45 | 482,19+58,66 |< 0,05 |<0,001/<0,01
Tham chiéu(3)| 251,12+40,58 | 364,62+55,12 | 376,82+51,84 |< 0,05 [< 0,05 [> 0,05
TTGT-1(4) | 208,96+36,83 | 349,84+43,96 | 361,96+45,76 | < 0,05 |< 0,05 |> 0,05
TTGT-2(5) |261,09+32,64 | 351,86+54,16 | 358,13+53,26 | < 0,05 |< 0,05 |> 0,05
P21 > 0,05 < 0,05 < 0,001 - - -
Paast > 0,05 <0,05 <0,01 i -
Paroo > 0,05 >0,05 <0,05 i -
Pass > 0,05 >0,05 >0,05 i -
Ps.4 > 0,05 > 0,05 > 0,05 - - -

Bang 3.17 cho thay truéc phiu thuat, protein niéu 24h cta chudt & nhom
chtng PT 1a 235,68 + 42,32 16n hon & nhém md hinh c6 sé luong 219,85 + 39,75,
song su khac biét nay ko co y nghia théng ké véi p >0,05. Protein niéu 24h cua
chuét & nhom nhom TTGT-1 la 208,96 + 36,83 nhé hon nhém chang PT c¢6 sd
lwong 235,68 + 42,32, nhom tham chiéu c6 s6 lwong 251,12 + 40,58 va nhom
TTGT-2 ¢6 s6 lugng 261,09 + 32,64, song su khéc biét nay ko ¢ y nghia théng ké
vGi p >0,05. Protein niéu 24h cua chudt & nhom nhom TTGT-1 la 208,96 + 36,83
nhé hon nhém mé hinh ¢6 s6 luong 219,85 + 39,75, nhém tham chiéu c6 s6 luong
251,12 + 40,58 va nhdm TTGT-2 c6 sé luong 261,09 + 32,64, song su khac biét nay
ko ¢6 ¥ nghia théng ké véi p >0,05. Nhém TTGT-1 c6 protein niéu 24h 1a 208,96 +
36,83 nho hon nhdm TTGT-2 ¢6 s6 lugng 1a 261,09 + 32,64 va nhém tham chiéu c6
s6 luong 1a 251,12 + 40,58 song su khac biét nay ko co y nghia thong ké véi p
>0,05. Nhém TTGT-1 ¢6 sé lugng la 208,96 + 36,83 nho hon nhém TTGT-2 ¢6 sb
lwong 14 261,09 + 32,64 song su khac biét nay ko co y nghia théng ké véi p >0,05.
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- Tai thoi diém trudce phau thuat: protein niéu 24h cua chudt o cac 16 1a nhu
nhau (p >0,05).

15 ngay sau phau thuat 1an 2, protein niéu 24h cua chudt & nhom chimg PT 1a
243,27 + 37,42 nhé hon & nhdm mé hinh c6 sé luong 1a 358,31 + 52,45, sy khac
biét nay c6 ¥ nghia thong ké voi p <0,05. Protein niéu 24h cua chudt & nhém tham
chiéu 1a 364,62 + 55,12, nhém TTGT-1 ¢6 sé lwong 349,84 + 43,96, nhém TTGT-2
c6 s lwgng 351,86 + 54,16 16n hon nhom chieng PT ¢6 s lugng 243,27 + 37,42, su
khac biét nay c6 ¥ nghia théng ké véi p <0,05. Protein niéu 24h caa chudt & nhém
TTGT-1 la 349,84 + 43,96 nho hon nhém TTGT-2 c6 sb lwong 351,86 + 54,16,
nhém mé hinh c6 sb lwong 358,31 + 52,45 va nhom tham chiéu c6 sb luong 364,62
+ 55,12, song su khac biét khdng c6 y nghia thdng ké véi p >0,05. Nhém TTGT-1
c6 s6 luong protein niéu 24h 1a 349,84 + 43,96, nhém TTGT-2 ¢6 sé luong 351,86
+ 54,16 16n hon nhom tham chiéu c6 s6 luong 364,62 + 55,12, song sy khac biét
nay ko ¢ y nghia thong ké véi p >0,05. Nhém TTGT-2 ¢6 sé lwong 351,86 + 54,16
I6n hon nhém TTGT-1 c6 s6 lwong 349,84 + 43,96 song sy khéac biét nay ko co y
nghia thong ké véi p >0,05.

- Tai thoi diém 15 ngay sau phau thuét 1an 2 (trudc udng thudc): protein niéu
24h cta chudt ¢ cac 16 2,3,4,5 (1a nhitng 16 phau thuat cat bo than) ting co y nghia
thong ké so véi trude PT cling nhu so vdoi ¢ 16 chung PT véi p <0,05.

Sau ubng thudc 60 ngdy, protein niéu 24h ¢ nhom chimg PT 1a 252,03 +
41,27 nho hon & nhdm mé hinh c6 sé luong 1a 482,19 + 58,66, su khac biét nay cd
¥ nghia thong ké véi p <0,05. Protein niéu 24h caa chudt & nhém tham chiéu Ia
376,82 + 51,84, nhom TTGT-1 c6 sb lugng 361,96 + 45,76, nhom TTGT-2 c6 sb
lwong 358,13 + 53,26 I6n hon nhém ching PT ¢6 s6 lwong 252,03 + 41,27, sy khac
biét nay c6 ¥ nghia théng ké véi p <0,05. Protein niéu 24h cua chudt & nhém tham
chiéu 14 376,82 + 51,84, nhém TTGT-1 ¢6 sé lwong 361,96 + 45,76, nhom TTGT-2
c6 s luong 358,13 + 53,26 nho hon nhom md hinh ¢6 sb luong 482,19 + 58,66, su
khac biét nay c6 ¥ nghia théng ké véi p <0,05. Nhém tham chiéu c6 sé luong
376,82 + 51,84 16n hon nhém TTGT-1 ¢d sb luong 361,96 + 45,76 va nhdm TTGT-
2 ¢6 s6 lugng 358,13 + 53,26, song su khac biét nay ko c6 y nghia thong ké vai p
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>0,05. Nhém TTGT-1 ¢6 sé luong 361,96 + 45,76 16n nhdm TTGT-2 ¢6 s6 luong
358,13 + 53,26, sy kh4c biét nay c6 y nghia thong ké véi p >0,05.

- Tai thoi diém sau 60 ngay udng thudc:

+ Protein niéu 24h cta chudt ¢ 16 chung PT khong ting so vdi cac thoi diém
trude (p >0,05).

+ Protein ni¢u 24h ctia chudt ¢ 16 mo hinh tang cao so vdi ¢ 16 ching PT vai p
<0,001; dong thoi ting cao so véi ¢ cac thoi diém trude (p <0,001 so v6i ¢ thoi
diém trudc phau thuat va p < 0,01 so v6i ¢ thoi diém 15 ngay sau PT 1an 2).

+ So véi ¢ 16 mo hinh, protein ni¢u 24h cua chudt ¢ 16 tham chiéu va céc 16
TTGT-1, TTGT-2 giam cé y nghia théng ké vai p <0,01.

+ So sanh gitra 3 16 tham chiéu, TTGT-1 va TTGT-2, protein niéu cua chudt &
3 16 nay khong c6 su khac biét (p >0,05).

3.2.6. Két qua danh gia cin ning va vi thé than chugt
Két qua duoc trinh bay & bang 3.12 va anh 3.1
Bing 3.18. Anh hwéng ciia cao khé “thing thanh gidng troc” lén cin ning thin
chuét (X £ SD, n =10 ¢ méi 1)

R N Cén nang than chudt % gidm so voi 16
L0 nghién ctu

(g/100g chudt) mo hinh

MBS hinh ) 0,396 + 0,046 -
Tham chiéu (3) 0,341+ 0,042 13,89 %
TTGT-1  (4) 0,336+ 0,051 15,15 %
TTIGT-2 (5 0,331+ 0,049 16,41 %

Psas2 <0,05 -

Pas3 > 0,05 -

P54 > 0,05 -

- So v6i1 16 mo hinh, can nang than chudt ¢ cac 16 tham chiéu, TTGT-1, TTGT-2
giam lan luot 13 13,89%; 15,15% va 16,41%, khac biét co ¥ nghia thong ké vai p <0,05.

+ So sanh gitra 3 16 tham chiéu, TTGT-1 va TTGT-2, can nang than chudt ¢ 3 16
nay khong c6 su khac biét (p >0,05).



Hinh 3.1. Hinh dnh vi thé than
chugt ¢ cac 16 nghién cizu (HE x 200)
A. L6 chung PT (chuot 5); B. L6 mo
hinh (chuét 12); C. Lé tham chiéu
(chuot 24); D. Lo TTGT-1 (chuot 36);
E. Lo TTGT-2 (chuot 45).

1. Cdu thin (miii tén den)

2. Ong thén (miii tén xanh)

- Hinh anh ciu trac md hoc cua than chudt ¢ 16 chimg PT (anh A) cho thiy
nhu mé thin binh thudng, vo than cé cac cau than, cac dng than va cac mach mau
giita cac 6ng than voi cdu trac binh thudng.

- Hinh anh cdu trc mé hoc cua than chudt ¢ 16 mé hinh (anh B) cho thiy
gidn mé k&, phi dai cau than, gian long 6ng than.

- Hinh anh ciu trac mé hoc cia than chudt & cac 16 tham chiéu (anh C), 16
TTGT-1 (anh D), 16 TTGT-2 (anh E) thiy cac ton thuong & than duoc cai thién 1d

s0 vO1 ¢ 16 mod hinh (anh B).
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Chuwong 4
BAN LUAN

4.1. Ban luan vé dc tinh cip ciia cao khd “thing thanh giing troc”

Theo huéng dan cua T6 chac Y té Thé gidi, ngoai trir cac bai thubec co
phuong dugc bao ché theo cac phwong phap truyén théng, tt ca cac loai thudc c6
ngudn gbc tir dugc lidu déu bat budc phai trai qua cac thir nghiém danh gia doc tinh
cap va ban truong dién trén dong vat thuc nghiém trude khi dugc phép tién hanh
thir nghiém trén nguoi. Pidu ndy nham dam bao tinh an toan cua thudc truéc khi
dua vao st dung trén 1am sang. Cao kho “thang thanh giang troc” duoc bao ché dua
trén mot bai thudc nghiém phuong, khong thuéc nhoém céc bai thudc co phuong
theo truyén thdng, vi vay né ciing can phai dugc danh gid mot cach chi tiét vé doc
tinh cap trén md hinh dong vat truge khi tién hanh bat ky tha nghiém nao trén con
nguoi. Pay 1a budc can thiét d¢ dam bao sy an toan va hiéu qua trong qua trinh
nghién ctru va phat trién dugc pham c6 nguon goc tir dugc lidu.

Trong nghién ctru, ca chudt duc va chudt cai déu duoc lya chon nham dam
bao két qua c6 thé dai dién cho ca hai gidi tinh. Puong dung thudc dugce lya chon 13
duong udng, trung khdp véi phuong phap s& duoce str dung trén ngudi trong cac thir
nghi¢m tiép theo. Dé bao dam chudt nhan dugec mot lugng thude 16n véi do chinh
xac cao khi st dung duong udng, quy trinh cudng birc dua thude truc tiép vao da
day qua mot loai kim chuyén dung c6 dau cong va tu duoc ap dung. Tuy nhién,
phuong phap nay doi hoi sy can than vi néu thuc hién khong dung cach, co thé gay
t6n thuong niém mac dudng tiéu hoéa cia chudt, dan dén xuit huyét hodc tham chi
thung da day. Ngoai ra, mot nguy co khéc 1a viéc thude c6 thé vo tinh di vao duong
ho6 hép, gdy sic hodc suy ho hip, din dén tir vong cho chudt. Bén canh do, thao tac
bat va gilt chudt cling doi hoi phai dugc thyc hién can trong, vi néu ky thuat khong
t6t, chudt c6 thé bi ton thuong hodc tham chi tr vong do stress hodc chan thuong co
hoc. Dé tranh céc rui ro trén, toan bd qua trinh nay dugc giao cho mot k¥ thuat vién
c¢6 nhiéu kinh nghiém dam trach. Nguoi thyc hién phai c6 ky nang thanh thao dé

bdo dam thudc dugc dua vao da day cua chudt dung céch, véi licu lugng chinh xac
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ma khong gy bat ky ton thuong nao cho chudt. Nhd vy, su an toan cua chudt
trong sudt qua trinh nghién ctru duoc dam bao t6i da, dong thoi két qua thir nghiém
cling dat dugc do chinh xac cao nhat c6 thé [56].

Qua trinh theo doi va danh gia tinh trang sic khoe chung cua chuét trong thi
nghiém, cling nhu ghi nhan sb luong chudt chét trong tirng nhém nghién ctu, doi
hoi sy can trong cao do va kinh nghiém day din tir phia cac nghién cau vién. Cong
viéc ndy can dugc thuc hién thuong xuyén va lién tuc, nham phét hién kip thoi
nhitng d4u hiéu bat thuong lién quan dén doc tinh cua thudc, tranh bo sét bat ky
biéu hién nao cd thé cho thay tac dong xau dén chuot thi nghiém. Bé dam bao hiéu
qua trong qué trinh giam sét, chdng t6i ludn phan chia ca truc sao cho mdi ca déu c6
it nhat hai nghién ctiu vién c6 kinh nghiém theo ddi cung Iic. Nho vay, qua trinh
giam sat dién ra lién tuc, khong c6 sy gian doan, va dam bao moi dién bién bat
thuong déu duoc ghi nhan kip thoi. Pong thoi, viéc chuan bi cac bude phiu tich
chudt ludn sin sang trong truong hop co bat ky chudt nao tir vong trong qué trinh
thi nghiém. Piéu nay cho phép chung toi nhanh chong thuc hién phau tich ngay khi
can, tir d6 xac dinh nguyén nhan gay tir vong chinh xac nhat. Cac nguyén nhan c6
thé dan dén chudt chét trong thi nghiém vé doc tinh cip thudng bao gdm nhiéu yéu
t lién quan dén phan tmg cta thude. Vi dy, doc tinh cta thude co thé gay kich thich
hé than kinh, ddn dén hién tuong chudt bi co giat, suy ho hép va tor vong. Ngoai ra,
suy gan, suy than, hoac roi loan chire nang do mat can béng dién giai sau khi chuot
bj di 1ong nhiéu ciing c6 thé 13 nguyén nhan. Cac ton thwong vat 1y khac nhu tic
rudt hodc xuat huyét noi tang ciing 13 nhitng yéu t6 nguy hiém co thé giy tir vong.
Tuy nhién, trong nghién ctru vé& doc tinh cap cua cao kho “thing thanh giang troc”,
ching t6i ghi nhan rang khong c6 chudt ndo bi tir vong trong sudt qué trinh thi
nghiém. Do d6, khong c6 hién tuong nao lién quan dén cic nguyén nhan gy tir
vong ké trén dugc phat hién. Két qua nay cho thiy rang, it nhit trong pham vi
nghién ciru nay, cao kho “thing thanh giang troc” khong giy ra bat ky tac dong doc
tinh c4p tinh nghiém trong nao dbi voi chudt thi nghiém. Didu nay 1a mot budc quan
trong trong viéc danh gia tinh an toan cta thudc trude khi tiép tuc cac budc thir

nghiém trén nguoi trong twong lai.
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Nghién ctru vé doc tinh cip theo duong udng cia cao khd “thing thanh giang
troc” trén chudt nhat trang da cung cip nhimng két qua déng khich 1&. Cu thé, chuot
dugc cho udng thude voi lidu lugng 1én dén 30,0g/kg thé trong, day 1a mirc lidu tdi
da co thé ap dung qua duong ubng dé kiém tra doc tinh cip ctia mau thir. Trong sudt
qua trinh nghién ctru, khong c6 truong hop chudt nao tr vong, va cling khong ghi
nhan bit ky triéu ching bt thudng nao trong vong 72 gid sau khi chudt dugc cho
ubng liéu cudi cung, ciing nhu trong khoang thoi gian theo ddi kéo dai 7 ngay sau
d6. Diéu nay cho thdy, cao kho “thing thanh giang troc” khong gay ra bit ky tac
dong doc tinh cép tinh 16 rét nao & licu luong cao nhat ma chudt co thé tiép nhan
qua dudng udng trong 24 gid, v6i muc lidu 1én dén 30,0g/kg thé trong — gap 23,6
lan so véi liéu du kién c6 tac dung. Dic biét, trong qua trinh theo ddi, cac chudt van
duy tri tinh trang sttc khoe 6n dinh, biéu hién bé ngoai hoan toan binh thudng véi
16ng muot, mat sang trong, in udng day du va hoat dong nhu thuong 1é. Khong c6
dAu hiéu bat thuong nao vé strc khoe hodc hoat dong séng cua chuot duogc phat hién.
Vi vay, nghién ctru di khong thé xac dinh duoc gia tri LDsg (lidu luong gay chét
50% sb6 dong vat thir nghiém) cho cao kho “thing thanh giang troc” qua duong
ubng, cho thay thudc co do an toan rat cao trong pham vi thi nghiém. Két qua nay
cling phan anh tinh an toan ciia bai thubc “thang thanh giang troc” khi str dung &
dang thudc sic truyén thong. Trén 1am sang, chua c6 bt ky bao céo nao vé cac tic
dung phu nghiém trong & bénh nhan nhu dau dau, dau bung, budn ndn, man ngua,
pht né hay séc thudc. Diéu nay dong nhat véi nhirg két ludn tir cac nghién ctu
trudc d6 cling nhu phu hop véi tiéu chuan ciia Dugc dién Viét Nam V. Cao kho
“thang thanh giang troc” duogc xac dinh khong c6 tinh ddc, nén dung an toan cho
ngudi bénh. Nhitng phat hién nay khong chi cing ¢d niém tin vao do an toan cia
cao kho “thang thanh giang troc” ma con la co s dé tiép tuc cac thir nghiém 1am
sang trén nguoi bénh.

Viéc chua tim thay LDs ciia cao kho “thing thanh giang troc” theo dudng
udng trén chudt nhat trang voi mac liéu cao nhét co thé cho chudt udng trong 24h 1a
30,0g/kg, gap 23,6 lan muc lidu du kién c6 hiéu qua, cung véi viéc khdng phat hién

thiy cac biéu hién bat thuong cua tinh trang bi doc khi dung miu thtr lidu cao,
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chuang to cao khd “thing thanh giang troc” ¢6 tinh an toan cao. Két qua nay thuc
hién dugc noi dung trong muc tiéu 1 cua dé tai nghién cau.

Két qua nghién ctu caa ching t6i phit hop véi viéc sir dung bai thudc “thing
thanh giang troc” dang thudc sic truyén thong nhiéu nim tai khoa Than tiét niéu
bénh vién Tué Tinh va nghién ctru cua Lé Thi Thanh Nhan, Vit Hoang Long (2011),
chua phat hién bénh nhan nao c6 biéu hién ngo doc trén 1am sang.

4.2. Ban luan vé tac dung cia cao khd “thing thanh gidng troc” trén mé hinh
bénh than man cit 5/6 than chugt
4.2.1. Vé md hinh thuc nghiém

Bénh than man 1a mot bénh phé bién va nguy kich trén thuc hanh 1am sang.
Trong nhitng nam gan day khi ty Ié miac BTM ngay cang tang 1én hang nim, nghién
cttu V& co ché bénh sinh ciling nhu cac bién phap phong ngtra va diéu tri BTM di tro
thanh cha dé néng trong cong dong y té trong va ngoai nude. Hién nay nhiéu tac gia
trong va ngoai nudc da nghién ciru mé hinh BTM trén dong vat. Ca&c moé hinh BTM
d3 duoc tao ra thanh cong & nhiéu loai dong vat nhu chudt nhat, tho, va cac phuong
phap duoc sir dung cha yéu bao gdm cac phwong phéap vat Iy, hoa hoc, sinh hoc.
Trong d6 phuong phap cat than 5/6 va phuong phéap adenine thuong dugc sir dung
trong cac thi nghiém.

Phuong phép cit than 5/6 con goi 1a phuong phap Platt, do Platt thiét lap
thanh cong md hinh BTM bang phau thuat cat 5/6 than chudt lan dau tién vao nam
1952. M6 hinh nay vé co ban phi hop véi diéu kién nghién ciu caa Viét Nam, co
ché gay moé hinh co ban giéng véi co ché bénh sinh cia BTM trén nguoi. Do vay,
chung t6i da Iya chon md hinh tién hanh theo mé ta cua Lu, J. R va cong su (2014).

Két qua nghién ctru caa chiing t6i cho thay sau 2 tuan phau thuat cat 5/6 than
chudt, nong do ure, creatinine trong mau chudt ting, thé tich nudc tiéu 24h va
protein 24h ctia chudt ting. Pay 13 nhitng chi s6 quan trong dé danh gia ton thuong
churc nang than. Két qua danh gia vé cac chi s nay cua chiing t6i khi gdy mo hinh
hoan toan phu hop véi cac tac gia khac [55], [57]. Trong nghién ctru cua céc tac gia
chung t6i chwa tim thiy tiéu chuan dé xac dinh mé hinh thanh cong trude khi cho

chudt dung thudc nghién ctru, tuy nhién cac két qua nghién ctru vé xét nghiém mau,
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nude tiéu, md bénh hoc than...déu co tuong ddi dﬁy du va rd nét cac biéu hién cua
bénh than man. C6 1& viéc cit bé 5/6 than, chi con dé lai 1/6 than chinh 1a mot tén
thuong than kha 16n, 1a mot tdn thuong on dinh & tit ca cac chudt va khong thé hoi
phuc, voi két qua tit yéu 1a dién bién ctia bénh than man tinh tién trién. M6 hinh gay
bénh than man bﬁng cit 5/6 than chuot céng tra"lng trude day cling da duoc trién khai
tai B0 mon Dugc 1y, Hoc vién Quan y, voi két qua cac chi sb ure, creatinine mau va
protein ni¢u 24h cua chuét tang tur 1,5 dén 2 14n so voi trude phau thuat. Muc do
tang tir 1,5 14n tré 1én c6 thé duoc xem 1a mirc ting rd cua tinh trang trang bénh 1y.
Vi vdy, dé quy chuan mé hinh, chiing t6i Iya chon chi tiéu danh gia moé hinh thuc
hién thanh cong ngoai tiéu chuan chuét Séng, vét md kho lién seo tdt c¢6 bod sung
thém tiéu chuan c6 mot trong cac biéu hién cia suy chirc ning than: ure mau,
creatinin mau, protein niéu 24h ting trén hodc bang 1,5 lan so véi trudc phau thuat.
Két qua danh gia huyét ap tdm thu, huyét ap tam truong, huyét &p trung binh cua
chuot tai thoi diém 2 tuan sau phau thuét trong nghién cru cia chung toi cho thay
cac chi s6 huyét ap ting nhung chua c6 ¥ nghia thong ké. Cac chi sé huyét ap chi
tang rd rét ¢ thoi diém cudi cua nghién cru. Két qua nghién ctru nay cua chung toi
phit hop véi két qua nghién ctru ctia Kohei Hayashi va cong su (2020) [58], va ciing
cho thay dién bién gy bénh than tién trién cia mo hinh. Cung véi thoi gian, cac
biéu hién bénh than cang tién trién. Trong nghién ctru ctia chiing toi, tinh tir luc bat
dau phiu thuat gdy tén thuong than dén khi két thuc thi nghiém 1a 3 thang (90
ngay), va biéu hién ton thuong than tién trién dan thanh man tinh. Két qua cac chi
s6 huyét ap ting cao, cung vé&i biéu hién thiéu mau rd rét cia chudt, két hop véi
hinh anh ton thuong mé bénh hoc than ¢ 16 mo6 hinh 1a minh chirng o nét cho bénh
than man tinh trén chudt nghién cuu.

Nhu vay véi md hinh ma ching tdi 4p dung trong nghién ciu nay thi két qua
gay BTM trén chudt rd rét va phil hop vai co ché bénh sinh trén ngudi, duoc xem 13
mo hinh phl hop trong diéu kién nghién ctu trong nuéc ciing nhu 14 mo hinh hién
dang duoc nhiéu tac gia sir dung va cong bd trén céc tap chi qudc té, co tinh cap
nhat tét. Thudc nghién ctiru st dung trong mé hinh nay duoc danh gia tac dung du

phong, ngan chdn, lam giam tién trién cta bénh.
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4.2.2. V& tac dung ciia cao kho “thiing thanh giing troc” trén mé hinh bénh
than man cét 5/6 than chugt
4.2.2.1. Anh hwéng ciia cao kho “thing thanh gidng troc” Ién tinh trang chung
cua chugt

Khi nghién ctru tac dung caa thude trén thuc nghiém, cac chi sé vé tinh trang
chung cua dong vat thuc nghiém 1a bit budc va dinh ky trong thoi gian dung thude.
Chudt cong tring dugc theo ddi hang ngdy vé tinh trang chung gém hoat dong, in
uéng, tinh trang 16ng, da, niém mac, chét tiét.

Két qua danh gia cho thay chudt & cac 16 phau thuat gay mé hinh c6 biéu hién
XU 16ng, 16ng sam mau, hoat dong va an udng giam, véi tinh trang xau di theo thoi
gian. Trong khi d6, chudt & cac 16 tham chiéu (dung enalapril) va cac 16 dung TTGT
c6 cai thién tbt hon, it xu 16ng hon va hoat dong, an udng tét hon so vai 16 mé hinh.

Co ché bénh sinh cta bénh than man lién quan dén céc ton thuong than gay ra
phan tng viém, xo hoa cau than timg vung, xo hoa 6ng than va mé k& [59]. Thanh
phan cao khd “thing thanh gidng troc” bao gém cac vi thudc nhu hoang ky, tho
phuc linh, tric nhy, dan sam, tam sa, nguu tat da duoc st dung 1au dai nhu thude
khang khuan, chéng viém va chéng oxy hoéa. Nhiing tac dung nay gop phan lam
giam qua trinh xo hoa cau than, han ché sy tién trién ton thuong than trong md hinh
bénh than man trén chudt thuc nghiém, dong thai cai thién tinh trang an uéng, hoat
dong, stc khoe 16ng, da, niém mac va chat tiét caa chuot.
4.2.2.2. Anh hwoéng ciia cao khé “thing thanh gidng troc” lén cén ning cia
chugt

Tai thoi diém ban dau, su khac biét khéng co ¥ nghia théng ké vé can ning
giita cac 16 (p > 0,05), diéu nay cho thay mé hinh chudt dugc chuan bi dong déu,
giup dam bao tinh khach quan trong viéc danh gia tac dong cua cac bién phap can
thiép. Sau phau thuat cit bé 5/6 than, can ning ctia chudt trong cac 16 phiu thuat (16
2,3,4,5) c¢6 xu huong nho hon so véi 16 chung PT. Diéu nay co thé do tac dong
clia viéc mat than dén tinh trang suc khoe va qua trinh chuyén hoa cua chuot. Tuy
nhién, vi can ndng cda than cat bé nho so véi can nang téng thé ctia chudt, nén chua

c¢6 su khac biét c6 ¥ nghia thong ké (p >0,05). Tai thoi diém 15 ngdy sau phau thuat
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lan 2, chudt trong cac 16 phau thuét cit bo than khong cé su ting can, trong khi 16
chtng PT cho thiy chudt ¢6 xu hudng ting can. Két qua nay cho thay rang viéc cat
b6 5/6 than da co tic dong tiéu cuc dén qua trinh phat trién ctia chudt, 1am giam kha
ning chuyén hoa va tich trit ning luong cta co thé, din dén su suy giam can ning
c6 ¥ nghia théng ké (p <0,05). Sau 60 ngay udng thudc, cin ning ciia chudt trong
cac 16 dung thudc d3 ting co ¥ nghia théng ké so v6i thoi diém trude khi ubng thube
(p <0,05), trong khi can nang cia chudt trong 16 mo6 hinh khong tang. Su khac biét
13 rét nay cho thiy thudc da c6 hiéu qua trong viée cai thién tinh trang chuyén héa
va gitip chudt ting can, déng thoi khang dinh tinh wu viét cua viée sir dung thude so
v6i 16 khong dung thude (p <0,05). Nghién ctru cho thdy rang phiu thuat cit bo 5/6
than c6 anh hudng ti€u cuc dén can nang va qua trinh phat trién ctia chudt. Viée st
dung thudc di c6 hiéu qua trong viéc giup chudt ting can trd lai sau khi bi suy giam
can ning do phau thuat.

Nhu vay két qua nghién cau cho thay cao khd “thang thanh giang troc” gilp
cai thién can nang ctia chuot sau phau thuat.
4.2.2.3. Anh hwong ciia cao khé “thing thanh gidng troc” lén nong dé ure huyét
thanh cua chugt

Tang nong do ure trong mau gap pho bién trong cac bénh nhan cé giam loc.
Mdi ngdy co thé tu thoai hoa mot luong protein dang ké dé tao ra hang chuc gram
ure noi sinh, chua ké sb ure c6 ngudn gdc ngoai sinh (tir protein thirc an). Nho su
dao thai lién tuc cua than, néng do ure-huyét binh thuong chi khoang 0,20 hay
0,309/l va s€ tang 1én khi suy than [60].

Trudc phﬁu thuat, néng do ure huyét thanh cua chudt ¢ cac 16 khong co su
khac biét co ¥ nghia thong ké (p >0,05). Piéu nay cho thdy cac chudt trong nghién
ctru c6 tinh trang sinh 1y trong dong, tao nén tang cho viéc so sanh tac dong cua can
thiép phau thuat va thudc. Sau 15 ngay ké tir khi phau thuat cit bo than (lan 2),
ndéng do ure huyét thanh & cac 16 phau thuat (16 2, 3, 4, 5) ting cao rd rét so voi
truéc phiu thuat va so vé6i 16 ching PT (p <0,01). Su gia ting nay cho thiy chirc
nang loc cua than bi giam, khién ure tich tu trong huyét thanh. Tuy nhién, khi so

sanh gitra cac 16 ct bo than, khong co su khac biét dang ké vé ndng do ure huyét
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thanh (p >0,05), diéu ndy goi y rang mirc d6 suy giam chirc ning than do phau thuat
tuong dong giita cac 16 nay. Sau 60 ngay, ndong do ure huyét thanh ¢ 16 ching PT
khong c6 su thay d6i so voi cac thoi diém trude (p >0,05), diéu nay cho thay chuc
ning than cua chudt khoe manh khong bi anh huéng. Nong do ure huyét thanh & 16
mo hinh (chudt bi cit bo 5/6 than khong udng thudc) tiép tuc ting manh (p <0,01 va
p <0,001 so voi cac thoi diém trude), cho thiy tinh trang suy giam chirc ning than
ngay cang nghiém trong. Nong d6 ure huyét thanh ciia chudt & cac 16 udng thube da
giam dang ké so v6i 16 mé hinh (p <0,01), cho thay thudc c6 tac dung cai thién chirc
nang than va giam tich tu ure. Pac bi¢t, 16 TTGT-2 c6 sy giam néng do ure manh
nhat, khac biét c6 ¥ nghia thong ké so vi 16 TTGT-1 (p <0,05). Diéu nay co thé goi
¥ rang liéu lugng hodc loai thude trong 16 TTGT-2 ¢ hiéu qua cao hon trong viéc
cai thién chtrc ning than. Phau thudt cit bo 5/6 than gay ra su suy giam chiic ning
than, ddn dén nong d6 ure huyét thanh ting cao rd rét.

Tho phuc linh, mot thanh phan trong cao kho “thing thanh giang troc”, ¢6
mot s6 tac gia nghién ctru thd phuc linh sir dung trong diéu tri tang acid uric mau.
Céc hop chét chinh c6 tac dung ha acid uric mau trong thé phuc linh gom acid 5-O-
caffeoylshikimic, quercetin va astilbin. Nhitng thanh phan nay khong chi gitip giam
acid uric ma con giam stress oxy hoa gy ra boi sy gia tang acid uric méu, thong
qua viéc ting cudng hoat dong cua catalase va e ché xanthin oxidase. Trong cac
nghién ctru mo hinh dong vat, thd phuc linh da cho théy kha nang bao vé than chuot
khoi ton thuong do ting acid uric mau va giam t6n thuong than do cisplatin gay ra,
nhd vao tac dung chong viém va giam stress oxy hoa cua astilbin. Mdi lién hé gitta
su gia ting acid uric mau va suy giam chirc niang than lam cho thd phuyc linh tré
thanh mot phuong phap hiéu qua trong viéc bao vé chirc ning than thong qua co ché
giam acid uric va chéng oxy hoa [61], [62]. Phai ching cao kho “thing thanh gidng
troc ¢o tac dung chdng oxy hoa trén thuc nghiém, nén méi dan dén bai thude co két
qua nhu vy, diéu ndy can dugc nghién ciru tiép.
4.2.2.4. Anh hwéng ciia cao kho “thing thanh gidng troc” Ién nong dj creatinin
huyét thanh ciia chugt

Chi s creatinin mau 1a mot trong nhitng ddu hiéu quan trong nhat dé danh
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gi4 chtrc ning than. Trong bénh than man, khi chirc ning than suy giam, nong do
creatinin mau tang cao phan anh sy giam kha nang loc cua cau than, thuong dugc
danh gia thong qua chi s6 eGFR. Cu thé, khi creatinin mau ting, eGFR s& giam, cho
thdy tinh trang suy giam chirc niang than ngdy cang nghiém trong. Bénh than man,
du xuét phat tr cac bénh 1y khac nhau nhu bénh cAu than, 6ng-ké than, bénh mach
mau than, hay cac bénh than bam sinh, di truyén, déu c6 xu hudng tién trién dén
giai doan cubi, dian dén suy than hoan toan. Qua trinh ndy dién ra qua nhiéu giai
doan, tir suy gidm nhe dén nang, va dugc theo doi chat ché béng néng do creatinin
va eGFR. Trong mdi dot tién trién ning cta bénh, sé lwgng nephron bi tén thuong
tang dot bién, din dén viéc nhiéu nephron bi loai khéi vong chitc ning. Piéu nay
lam gidm dang ké kha nang loc cua than va dan dén su gia tang dot ngodt chi sb
creatinin trong mau. Khi chirc ning nephron giam, cac chat thai, bao gom creatinin,
khong duogc thai ra khoi co thé hiéu qua, dan dén su tich ity trong mau va 1am cho
e¢GFR giam nhanh. Tan suét va mac do cua cac dot tién trién nang cang nhiéu, chirc
nang than cang nhanh chéng suy giam, tir d6 rit ngin thoi gian tién trién dén suy
than giai doan cudi. Qua trinh tién trién ctia bénh than co thé dién ra nhanh hay
cham, tiy thudc vao nguyén nhan giy bénh. Vi dy, viém cau than hinh liém ngoai
mao mach co6 thé dan dén suy than giai doan cudi trong vai tuan hodc vai thang.
Trong khi d0, cac bénh ciu than nguyén phét c¢6 thé mat tir 5 - 10 nam dé tién trién,
va mot sd truong hop co thé kéo dai dén 15 - 20 nam. Tuy nhién, trong sudt thoi
gian nay, bat ky dot tién trién ning nao ciing c6 thé gdy ton thuong thém nhiéu
nephron, lam gia ting chi s creatinin va giam nhanh chirc nang than [63].

Truéc khi phau thuat, ndng do creatinin huyét thanh cua chudt & cac 16
khong co su khac biét c6 y nghia thong ké (p > 0,05). Piéu nay chi ra rang tinh
trang strc khoe vé chirc nang than cua chudt trong cac 16 1a twong duong, gitp 1am
co so khach quan dé danh gia tac dong cta phiu thuat va thude trong cac giai doan
tiép theo. Sau 15 ngay tir khi thyc hién phau thuat 1an 2 (truéc khi dung thudc),
né)ng do creatinin huyét thanh & cac 16 chuot cit bo 5/6 than (16 2, 3, 4, 5) tang dang

ké so v6i trude phau thuat ciing nhu so véi 16 ching PT (p <0,01). Sy gia ting nay
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phan anh tinh trang suy giam chirc ning than do mat mat phan 16n moé than, khién
cho creatinin khong thé loc ra khoi co thé mot cach hiéu qua. Tuy nhién, khi so sénh
giita cac 16 phau thuat cit bo than, khong c6 su khac biét ¥ nghia thdng ké vé nong
d6 creatinin (p >0,05), ching t6 rang mic do suy giam chirc ning than 13 tuwong
duong & cac nhom chudt bi cit than. Sau 60 ngay dung thudc ndng d6 creatinin
huyét thanh cta chudt ¢ 16 ching PT khong co su thay dbi so v6i cac thoi diém
trude d6 (p >0,05), diéu nay cho thiy rang chirc ning than cta chudt khoe manh
khong bi anh huong. Nong do creatinin huyét thanh & 16 mo hinh (chudt bi cat bo
5/6 than khong dung thudc) tiép tuc ting manh (p <0,01 va p <0,001 so véi cac thoi
diém trudc), va ting cao so voi trudc phau thuat véi p <0,001, cho thay tinh trang
suy giam chic ning than trd nén nghiém trong hon theo thdi gian. Nong do
creatinin huyét thanh cua chudt & cac 16 ding thudc giam dang ké so véi 16 moé hinh
(p <0,01), diéu nay ching t6 thudc di c6 tac dung cai thién chirc ning than bang
cach lam giam su tich tu creatinin trong mau. Pac biét, 16 TTGT-2 ¢6 sy gidam manh
nhét vé néng do creatinin huyét thanh, v&i sy khac bi¢t c6 ¥ nghia théng ké so voi
16 TTGT-1 (p <0,05).

Phiu thuét cét bo 5/6 than dan dén su gia ting 1o rét nong do creatinin huyét
thanh, phan anh su suy giam chirc niang than. Sir dung thudc da chimg té co hiéu
qua trong viéc giam ndng do creatinin huyét thanh, giup cai thién chirc ning than.

Thanh phan cao kho “thiang thanh giang troc” chira dai hoang va dan sam.
bai hoang chtra hon 20 loai anthraquinon, trong d6 emodin, rhein va aloe-emodin
dugc nghién cau nhiéu ¢ Trung Qubc. Trong mat thir nghiém trén 151 bénh nhén
CKD c6 creatinine huyét thanh khoang 3,7 mg/dL, viéc st dung dai hoang lam
cham tién trién bénh. Sau 25-40 thang, tan suat bénh nhan c6 creatinine > 8 mg/dL
la 54,3% trong nhom dung captopril, 25,9% trong nhém dung dai hoang va 13,1%
trong nhom két hop ca hai. Két qua cho thay dai hoang c6 tac dung bao vé than va
hd trg tét khi két hop véi ACEL Thi nghiém trén chudt bi cit bo than cho thay dai
hoang lam giam creatinine huyét thanh, ting do thanh thai insulin, giam protein

niéu, cai thién réi loan lipid va giam phi dai than ma khéng anh huong dén huyét
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4p. Emodin, mét thanh phan cua dai hoang, tc ché ting sinh té bao va san xuat
interleukin-6 trong mé chudt, déng thoi giam bai tiét interleukin-1 va uc ché hoat
dong Na-K-ATPase va Ca-ATPase trong té bao than. Rhein, mot thanh phan khéc,
cling c6 tac dung twong tu, gidp cai thién chic ning than va giam phi dai té bao.
Cac nghién ctru cho thay nhiéu thanh phan trong dai hoang cé tac dung diéu trj tich
cuc voi CKD [64]. Khi str dung bai thudc thiang thanh giang troc dudi dang thubc
sac trén 1am sang, thuong bénh nhan di phan 16ng nat 3-4 1an, d6 chinh 1 tac dung
giang troc thai doc qua con duong.

Nghién ctu caa Kuo Ching Huan va cong su vé ti 1é séng s6t dai han cua
bénh nhan sir dung YHCT tai Pai Loan duoc thuc hién trén 14.718 nguoi mac
CKD, gom 6.958 nguoi dung YHCT va 7.760 ngudi khéng dung YHCT, sir dung
dir liéu tr co s6 dit liéu bao hiém y té theo chiéu doc nam 2000 va bo dit liéu con
cua co so dit liéu nghién ctu bao hiém y té quéc gia. Cac yéu to nhan khau hoc nhu
gidi tinh, tudi tac, loai cong viéc, khu vuc cu tra va mic do hap thu da duogc diéu
chinh nhu cac hi€p phuong sai trong phan tich. Phan tich mang ludi cac phuong
phap diéu tri, bao gdm cdng thuc thao duoc va thao moc don 1¢, duoc thuc hién dé
xac dinh cac mé hinh st dung YHCT trong diéu tri CKD. Phuong phap Kaplan-
Meier dugc sir dung dé so sanh ti 1¢ séng sot gitta nhom dung va khong dung
YHCT. Két qua cho thay dan sam 13 thao duoc dugc sir dung phd bién nhat [65].
4.2.2.5. Anh hwong ciia cao khé “thing thanh gidng troc” Ién cdc chi sé huyét
hgc cia chugt

Theo WHO, thiéu mau 14 tinh trang giam huyét sic t6 trung binh va/hodc s6
luong hong cau luu hanh & mau ngoai vi dudi murc binh thuong so voi nguoi cung
gidi, cung lta tudi va trong cung mot moi trudong séng dan téi thiéu oxy cung cap
cho cac mé té bao trong co thé [66]. Nam 1957, Jacobson va cong su di ching
minh rang than 14 co quan chinh san xuit noi tiét t6 c6 tic dung kich thich san sinh
hdng cau va duoc goi tén 1a Erythropoietin (EPO). Nam 1974, Eslev da chimg minh
duoc rang than 1 noi cung cap EPO cho co thé. Do bénh nhan BTM c¢6 ton thuong
nhu m than khong héi phyuc nén than khong con dii kha nang san xuat di EPO nhu

ngudi binh thudng (2-31U/kg/ngay), dan dén sy suy giam cta qua trinh biét hoa
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dong hong cau ¢ tuy xwong va hau qua cudi cung 1a bénh nhén bi thiéu mau. Do d6
nguyén nhan chinh gay nén tinh trang thiéu mau & bénh nhan BTM 1a do thiéu EPO.
C6 thé noi rang, thiéu mau 1a mot triéu ching rat thuong gip trong BTM [67].

So voi 16 chimg PT, 16 mé hinh cho thiy su giam dang ké vé sb lugng hong
cAu va ham luong huyét sic t6 trong mau (p <0,01). Két qua nay phan anh tinh
trang suy giam chirc ning thin, dan dén thiéu mau. Suy thin lam giam san xuét
erythropoietin — mot hormone quan trong do than tiét ra, kich thich tay xuwong san
xuit hong cau. Khi than suy yéu, sy thiéu hut erythropoietin c6 thé gay ra thiéu
mau, din dén sy giam hong ciu va huyét sic t6. So v6i 16 md hinh, cac 16 chudt
dugc dung thude cho thiy su ting 1én dang ké vé sé luong hdng cau va ham luong
huyét sic td (p <0,05). Piéu nay cho thay thudc c6 tac dung khoi phuc mot phan
chtrc ning than hodc tac dong tryc tiép 1én qué trinh tao hong cau, gitip cai thién
tinh trang thiéu mau do suy than. Viéc ting s6 luong hong cau va ham luong huyét
sdc t6 1a mot dau hiéu tich cuc, chi ra rang thuc khong chi gitip phuc hdi chirc ning
than ma con cai thién qua trinh tai tao mau. Mac du ) luong héng cau va ham
lugng huyét sdc to ¢ sy cai thién, nhung hematocrit (ty 1€ phén tram cua té bao
hdng cau trong tong thé tich mau) gitta cac 16 khong cé su khac biét c6 y nghia
thong ké (p >0,05). Piéu nay c6 thé dugc 1y giai boi vi qua trinh thay d6i hematocrit
c6 thé cham hon hoidc khong ddng bo véi cac chi s6 khac nhu hong cau va huyét sic
t6 trong thoi gian thi nghiém. Hodc ciing c¢6 thé 1a do anh huéng cia nhiéu yéu to
khac nhu thé tich huyét tuong chua dugc can bang hoan toan, khién cho chi sb nay
khong thay dbi ro rang.

BTM c6 bién chimg thiéu mau véi cac mirc d6 khac nhau. YHCT cho ring
do ty hu khong thé hoa sinh khi huyét gay ra, diéu tri nén kién ty ich khi dudng
huyét. Trong cao kho “thing thanh giang troc” ¢ cac vi thudc tac dung ich khi
dudng huyét nhu dan sam, hoang ky, thd phuc linh, dong vai trd quan trong trong
viéc cai thién tinh trang thiéu mau trong BTM.
4.2.2.6. Anh hwéng ciia cao khé “thing thanh gidng troc” lén huyét ap cia chugt

Bénh than man 1a nguyén nhan thudng gip nhat gay ting huyét ap thir phat

va 1a yéu té nguy co doc lap dbi véi tinh trang bénh 1y va tir vong do nguyén nhan



87

tim mach [68]. Khi cac dong mach than bi hep, luu lwong mau dén than giam, dan
dén su kich hoat hé thdng renin-angiotensin-aldosteron (RAAS). Sy ting tiét renin
tir than kich thich san xuat angiotensin II va aldosteron, gdy co mach va giit natri, tir
d6 1am tang thé tich dich ngoai bao va huyét ap. Co ché nay 1a mét trong nhiing
nguyén nhan chinh din dén ting huyét ap thi phat tir bénh than man, dong thoi
cling tao ra cac bién chiing nang né, dic biét 1a suy than man tinh. Than dong vai tro
trung tAm trong diéu hoa huyét 4p thong qua kiém soat bai tiét natri va thé tich dich
ngoai bao. Theo Guyton, sy diéu hoa ndy bi suy giam & nhitng bénh nhan mic bénh
than man, dan dén ting huyét 4p bén bi. Thi nghiém trén dong vat cho thiy, khi mau
dén than bi ¢b 1ap va ap lyc tang 1én, than phan tng béng cach tang bai tiét natri,
gitip giam huyét 4p vé mirc binh thuong. Tuy nhién, khi than bi ton thuong hodc bi
han ché chirc ning, kha ning nay bi suy giam, dan dén qua tai natri va ting huyét
ap. Pac biét, viéc st dung cac chit nhu angiotensin hodc aldosteron, hodc cit bo
phan 16n mo than, s& 1am suy yéu kha ning bai tiét natri, giy ting huyét 4p manh
hon. Trong giai doan dau, ting huyét ap thudng xuét hién do thé tich dich ngoai bao
tang, kéo theo ting cung luong tim, dan dén ting huyét 4p tdm thu. Tuy nhién, khi
cung lugng tim va thé tich dich ngoai bao dugc binh thuong hoa, sttc can ngoai bién
tang tré thanh yéu to chinh gay ra ting huyét 4p tim truong. Tl nhiing co ché nay,
BTM khong chi 13 nguyén nhan gy ting huyét 4p ma con tao ra mdt vong xoan
bénh 1y, trong d6 tang huyét ap lai gop phan lam ton thuong than, 1am suy giam
thém chuc nang than, ddn dén tién trién nhanh chéng cua suy thin man va lam ning
thém tinh trang ting huyét ap [69].

O nguoi, ting huyét ap duoc xac dinh khi huyét ap tam thu >140mmHg va/hozic
huyét 4p tim treuong >90mmHg. Nhu vay, so véi mac huyét ap binh thuong ¢ ngudi
(110/70mmHg), ting HA duoc xac dinh khi huyét 4p tam thu tang hon hodc bang muc
sinh 1y binh thudng 30mmHg, huyét ap tdm truong ting hon hodc bang muc sinh Iy
binh thuong 20mmHg. Goldblatt xac dinh chudt taing HA khi huyét p tam thu > 140
mmHg [70]. Véi su twong dong vé phuong phap do huyét ap canh tay ¢ ngudi va
phuong phap do huyét 4p dudi chudt, ciing véi cac tri s6 huyét ap binh thudng do duoc
& chuot khong khac biét nhiéu so véi & ngudi, tiéu chuan dé xac dinh ting huyét ap trén

chudt c6 thé duoc suy ra tir tiéu chuan & ngudi.
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Tai thoi diém sau 60 ngay udng thude, So véi & 16 mé hinh, huyét ap tam thu
cua chudt ¢ 16 tham chiéu va 16 TTGT-2 giam co y nghia théng ké v6i p <0,01; va ¢
16 TTGT-1 giam c6 ¥ nghia thong ké vai p <0,05. So véi & 16 mo hinh, huyét ap
tam truong cta chudt & 16 tham chiéu va 16 TTGT-1 giam co ¥ nghia thong ké voi
p <0,05 va ¢ 16 TTGT-2 giam co y nghia thdng ké v6i p <0,01. So véi ¢ 16 md
hinh, huyét 4p trung binh cua chudt & 16 tham chiéu va 16 TTGT-1 giam c6 ¥ nghia
thdng ké véi p <0,05 va ¢ 16 TTGT-2 giam c6 ¥ nghia thong ké véi p <0,01.

Cao kho “thing thanh giang troc” & cac lidu dung da thé hién tac dung ha
huyét 4p tam thu, tAm truong, huyét ap trung binh trén chudt bi bénh than man.
4.2.2.7. Anh hwong cia cao khé “thing thanh giing troc” lén cdc chi 6 nwéc
tiéu ciia chugt

Binh thudng thin c6 kha ning cd dic va pha lodng nudc tiéu. Khi ubng nhiéu
nuéc, than ting thai nude du thira, giam ty trong nudc tiéu dén mirc toi da. Nguogc
lai trong diéu kién thiéu nude, than tdng gilt nudc, cd dac nudc tiéu, tang do tham
thau ciia nude tiéu 1én 1200mOsmol, ty trong tang 1én 1,030. Khi bi bénh than man
tinh, than s& mat kha ning c6 dic va pha lodng nudc tiéu, 4o tham thau cua nudc
tiéu s& cb dinh trong khoang 350mOsmol/l, trong tng véi ty trong nudc tiéu 1,010.
Nguyén nhan cta hién tugng nay 1a do trén bénh nhan CKD, mac du nephron con
lai hoat dong dén muc tdi da ciing khong thé dam bao chirc ning thai nude nhu binh
thuong [71].

Két qua nghién ctru da cho thiy su thay doi o rét vé sd luong nude tiéu 24
gid gifta cac 16 chuot trong cac giai doan khac nhau cua thi nghiém. Truéc phiu
thuat, sd lugng nudce tiéu 24 gi0 cua chudt ¢ cac 16 khong c6 su khac biét (p >0,05),
khéng dinh réng diéu kién sinh Iy ctia chudt trudce can thiép la déng nhét, tao nén
tang vimg chic dé so sanh cic bién ddi sau d6. Tai thoi diém 15 ngay sau phau
thuat 1an 2 (trudc khi udng thude), sd luong nude tiéu 24 gio cuia chudt & cac 16
phau thuat cat bo than (16 2, 3, 4, 5) ting c¢6 ¥ nghia thong ké so véi trude phiu
thuat va 16 chimg phau thuat (p <0,05). Sy gia ting nay c6 thé 1a do viéc mat chirc
ning cua than dan dén giam kha ning tai hap thu nudc va chat dién giai, din dén

ting san xudt nudc tiéu. Sau 60 ngdy udng thudc, két qua cho thiy sb lwong nudc
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tiéu 24 gid cia chudt & 16 ching phau thuit khong ting so voi cac thoi diém trude
d6 (p >0,05). Piéu nay cho thdy rang, trong diéu kién binh thuong, khong co su
thay d6i dang ké nao trong kha ning san xuat nudc tiéu cia than. Tuy nhién, & 16
mo hinh (cit bo than), sb luong nude tiéu 24 gid ting cao rd rét so voi 16 chimg
phau thuat (p <0,001) va so v&i cac thoi diém trude (p <0,001 so véi trude phau
thuat va p <0,01 so v6i 15 ngdy sau phau thuat lan 2). Sy ting nay c6 thé giai thich
boi su suy giam chirc ning than nghiém trong do mét than, dan dén viéc gia ting bai
tiét nude tiéu dé bu da"lp su suy giam kha nang loc cua than. Pac biét, so vdi 16 mo
hinh, s6 lwong nudc tiéu 24 gid cta chudt ¢ 16 tham chiéu va cac 16 diéu tri (TTGT-
1 va TTGT-2) giam c6 y nghia thong ké (p <0,01). Két qua nay cho thiy cac bién
phap diéu tri da c6 tac dyng lam giam luong nudc tiéu, gop phan cai thién chirc
nang than cua chudt bi cit bo than. So sanh gifra ba 16 tham chiéu, TTGT-1 va
TTGT-2, khdng c6 su khac biét ¢ y nghia thong ké vé s6 luong nude tiéu 24 gio
(p >0,05). Piéu nay c6 thé chi ra ring ca ba phuong phap diéu tri déu ¢ hiéu qua
tuong duong trong viéc kiém soat sd lugng nude tiéu, goi y rang cac bién phap nay
c6 thé o tac dung twong ddng trong viée diéu chinh chirc ning than sau phau thuat.
Trudc ph?lu thuat, protein ni€u 24 gid cia chudt ¢ cac 16 khong céd sy khac
biét dang ké (p >0,05), khang dinh rang tinh trang ban dau gitta cac 16 chudt 1a dong
nhat, tir d6 cho phép danh gia sy thay d6i sau phau thuat va diéu tri mot cach khach
quan. Sau 15 ngay tir khi thyc hién phau thuat lan 2 (trude khi chudt duoc uéng
thudc), protein niéu 24 gio ctia chudt & cac 16 phau thuat cit bo than (16 2, 3, 4, 5)
tang co ¥ nghia thong ké so vai trude phau thuat va 16 ching phau thuat (p <0,05).
Sy gia ting protein niéu sau khi cit bo than c6 thé duoc giai thich do su giam kha
ning loc cua than, din dén ro ri protein vao nudc tiéu. Két qua nay phu hop véi co
ché bénh 1y cta bénh than man tinh, trong d6 ton thuong than din dén ting protein
niéu, mot dau hiéu chi thi sém cua suy giam chirc ning loc cau than. Sau 60 ngay
ubng thude, két qua cho thiy protein niéu 24 gid cta chudt ¢ 16 ching phau thuat
khong ting so vé6i cac thoi diém trude (p >0,05), chimg minh rang & diéu kién binh
thuong, than khoéng c6 sy ro ri protein nhiéu hon so véi trudc phau thuat. Tuy

nhién, & 16 mo hinh (chudt cit bo than), protein niéu 24 gio ting cao dang ké so véi
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16 chimg phau thuat (p <0,001) va ting so vé6i cac thoi diém trude dé (p <0,001 so
v6i trude phau thudt va p <0,01 so véi thoi diém 15 ngdy sau phiu thuat 1an 2). Diéu
nay khang dinh tinh trang suy than di trd nén nghiém trong, khi than bi mat chirc ning
dan dén s 10 ri protein vao nudc tiéu ngdy cang trim trong. Pang chu v, protein niéu
24 gir 616 tham chiéu va cac 16 diéu tri (TTGT-1 va TTGT-2) giam c6 ¥ nghia thong
ké so voi 16 mé hinh (p <0,01), chimg 6 ring cac bién phap diéu tri da c6 tac dung lam
giam luong protein niéu, tir d6 cho thay kha ning cai thién chirc ning loc cia than. So
sanh giita ba 16 tham chiéu, TTGT-1 v TTGT-2, khong c6 su khac biét dang ké vé
protein niéu (p >0,05), diu nay cho thdy rang ca ba phuong phap diéu tri déu co tac
dung twrong duong trong viéc giam protein niéu, chi ra ring cac bién phap diéu tri déu
c6 thé kiém soat tinh trang suy than ¢ mirc d6 tuong duong.

Cao kho “thing thanh giang troc” st dung vi thudc hoang ky chira hon 60
thanh phan hoat tinh bao gom p-sitosterol, glycosides (astragalosides 1-VII,
soyasaponin, daucosterin), polysacarit (astroglucans A-C), saponin, cac axit thuc
vat, choline, betaine, cling véi cac axit amin va nguyén t6 vi luong. Cac nghién ciu
dugc 1y da xac nhan rang cac hop chat nay cd nhiéu tac dung c6 loi, nhu kich thich
hé théng mién dich, thuc day loi tiéu, chng oxy hoa va chéng viém. Nhiing loi ich
nay da khién hoang ky tré thanh maot trong céc vi thudc chinh trong YHCT dé diéu
tri bénh than man (CKD) va cé4c bénh lién quan dén hé tim mach. Mat phan tich
tong hop 14 thir nghiém 1am sang ddi chung ngau nhién, véi 524 bénh nhan Trung
Qudc, cho thiy rang st dung hoang ky trong thoi gian 1-3 thang, du 1a dudi dang
thudc tiém hay thanh phan trong thubc sac, da cai thién hiéu qua diéu tri so véi céc
phuong phap truyén thdng. Cu thé, khi két hop véi prednisone va thudc e ché mién
dich, hoang ky lam giam protein niéu va cai thién nong do cholesterol toan phan
va albumin trong mau & bénh nhan mac hoi ching than hu nguyén phat. Ngoai ra,
hoang ky ciing da dwoc chitng minh ¢é tac dung bao vé than & bénh nhan mic
bénh than do tiéu duong. Mot nghién ctiru d6i chirng ngau nhién trén 62 bénh nhan
cho thay khi két hop véi losartan, hoang ky dem lai loi ich I6n hon so véi viéc chi
st dung losartan. Trén mé hinh chuét bi cat bo than (5/6), bénh than do tiéu duong

gay ra bai streptozocin va hoi ching than hu do adriamycin, hoang ky da lam
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giam protein niéu va ton thuong than, ddng thoi cai thién chirc ning than. Hoang
ky c6 thé bao vé than théng qua viéc khir hoat tinh géc tu do, ¢ ché tong hop oxit
nitric, va giam san xuat yéu té hoai tir khéi u o (TNF-a). Trong mé hinh chudt
méc hoi chiing than hu do adriamycin, hoang ky di tac dong dén loi tiéu thdng
qua viéc diéu hoa giam biéu hién gen cua vasopressin ¢ vung dudi doi, thy thé V2
tai than, va aquaporin 2 (AQP2). Nhirng két qua nghién ciru nay cho thiy hoang
ky c6 tac dung bao vé than nhét dinh, dic biét trong giai doan dau cua bénh than
man [72].
4.2.2.8. Anh hwéng ciia cao khé “thing thanh gidng troc” lén can ning thdn
chugt

Két qua nghién ctru cho thiy su giam déang ké vé can ning than cia chudt
trong cac 16 tham chiéu va cac 16 diéu tri so véi 16 mo hinh. Cu thé, can ning than
ciia chudt & cac 16 tham chiéu, TTGT-1 va TTGT-2 giam lan luot 1a 13,89%,
15,15% va 16,41% so véi 16 mo hinh, va su khac biét ndy c6 y nghia théng ké (p
<0,05). Két qua nay c6 thé phan anh hiéu qua cta cac bién phap diéu tri trong viéc
giam thiéu ton thuong than, tir d6 ngin chin tinh trang phi dai than — mot dau hiéu
thudong gip trong bénh 1y than man tinh khi than bi tén thwong va phai bu trir chie
nang loc. So sanh giita ba 16 tham chiéu, TTGT-1 va TTGT-2, khong c6 su khéac
biét dang ké vé can ning than (p >0,05). Piéu nay ching t6 rang cac phuong phap
diéu tri trong hai nhom TTGT déu c6 hiéu qua twong duwong trong viéc kiém soat
tinh trang phi dai than so vo1 16 tham chiéu. Tuy nhién, mtc d§ giam can ndng than
¢ 160 TTGT-2 cao hon so véi TTGT-1, mic du khong khac biét thong ké, co thé goi
v rang TTGT-2 c6 tiém ning hiéu qua cao hon trong viéc ngan chin su phat trién
than to. Nhin chung, két qua nghién ctru da chi ra rang cac bién phéap diéu tri c6 tac
dung giam t6n thuong than, ngin ngira su phi dai than, tir 46 gop phan cai thién
chtrc ndng than & chudt bi bénh than man tinh.
4.2.2.9. Anh hwéng ciia cao khé “thang thanh gidng troc” Ién cdu trdc md hoc
thd@n chugt

Két qua nghién ctu tr hinh anh m6 hoc cia than chudt cho théy su khac biét

0 rét vé mirc do ton thuong than gifra cac nhoém thi nghi€ém, tir d6 cung cap cai nhin
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sdu sic vé hiéu qua bao vé than cua cac bién phap diéu tri. O nhém chimg PT (anh
A), than chudt cho théy cAu tric md hoc hoan toan binh thuong. Cac cau than, 6ng
than va mach mau giita cac 6ng than déu gitr duwoc cau trac nguyén ven, khong co
déu hiéu cua ton thuong mé hoc. Diéu nay khing dinh ring & diéu kién khong bi tac
dong bénh 1y, chirc nang than van duoc bao toan. Nguoc lai, & nhdm mo hinh (anh
B), than chudt xut hién nhitng ton thwong nghiém trong véi cac biéu hién rd rang
nhu gidn mo k&, phi dai cAu than va gian long 6ng than. Day 1a nhiing thay doi bénh
1y dic trung cia than trong trang thai tén thuong nghiém trong, c6 thé 1a hau qua
clia qua trinh viém, suy giam chic ning than va ap lyc ting cao trong cac dng than.
Hinh anh ciu tric mé hoc & cdc nhom tham chiéu (anh C), TTGT-1 (anh D) va
TTGT-2 (anh E) cho théy su cai thién rd rét vé ciu trac than so voi nhém mo hinh
(4nh B). Ton thuong tai than di giam thiéu déang ké, véi su phuc hoi cta cac thanh
phan cau than va ong than. Piéu nay ching to rang cac bién phap diéu tri trong
nghién ciru khong chi lam giam cac dau hiéu 14m sang ma con co tac dong tich cuc
dén murc d6 phuc hoi cau trac than & cép do mo hoc. Su cai thién nay duoc thé hién
13 rét & ca hai nhém TTGT-1 va TTGT-2, cho thay cac liéu phap diéu tri khong chi
ngin ngira ton thuong thém ma con thuc day qué trinh phuc hoi cac ton thuong da
hinh thanh. Céac két qua nay di cung cb vai tro ciia cac lidu phap diéu tri trong viéc
ngan ngura va cai thi¢n ton thuong mo than, dac biét vdi bénh 1y than man tinh.
4.2.3. \é tac dung cao khd “thing thanh giang troc”

Cao kho “thing thanh gidng troc” dwgc Xxay dung tir bai thudc nghiém
phuong, da dugc sir dung trén 1am sang nhiéu nam. Theo tinh vi quy kinh va duoc
ly hoc hién dai cho thdy co so ly thuyét va thyc tién trong tac dung cua cao kho
“thang thanh giang troc” trong diéu tri bénh than man.

Két qua nghién ctru nay cua ching toi cling hoan toan phu hop véi két qua
nghién ctru trude d6. Trén 1am sang, nghién ctru ctia Lé Thi Thanh Nhan str dung
bai thudc “thiang thanh giang troc” diéu tri 30 bénh nhan dugc chan doan suy
than man. Két qua c6 hiéu qua diéu tri rd 13 46,7% (14/30 ngudi), c6 hidu qua 1a
33,3% (10/30 nguoi), hiéu qua 6n dinh 1a 20% (6/30 nguoi), khong hiéu qua
chiém ty 1& 0%.
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KET LUAN

1. Két luan vé dac tinh cip cia cao khé “thing thanh giang troc”

Chua tim thay LDs cua cao khd “thing thanh giang troc” theo dudng udng trén
chudt nhiat tring. Véi mac liéu cao nhat c6 thé cho chudt udng la 30,0g/kg can ning
chudt, cao gap 23,6 lan lidu du kién c6 tac dung ma khéng co chudt nao chét ciing
nhu khéng c6 biéu hién cua doc tinh. Nhu vay c6 thé khing dinh duoc cao khd
“thang thanh giang troc” dat duoc tinh an toan trong thir nghiém doc tinh cap.

2. Két luan vé tac dung ciia cao khé “thing thanh giang troc” trén mo hinh bénh
than man cét 5/6 than & chudt cong tring.

Cao kho “thing thanh giang troc” lidu 0,735 g/kg/24h va liéu 1,47 g/kg/24h
sau 60 ngay co tac dung du phong, ngin chin tién trién bénh than man tinh trén mo
hinh cit 5/6 than ¢ chudt cong trang. Cu thé:

- Lam giam cac chi sé danh gia ton thuong chirc ning than: ure, creatinin
mau, thé tich nude tiéu 24h va protein niéu 24h so véi 16 mo hinh.

- Céc chi s huyét ap t6i da, huyét ap toi thiéu va huyét ap trung binh ¢ 16
dung mau thir giam rd rét so v4i ¢ 16 mo hinh.

- Cac chi s6 616 ding mau thir giam rd rét so voi ¢ 16 mé hinh.

- Giam su phi dai than va bién d6i mé bénh hoc than thong qua céc chi sb:
giam cin ning than, cai thién cac hinh anh ton thuong mé bénh hoc than (nhu gidn

mo ké&, phi dai cau than, gian long 6ng than).
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KIEN NGHI

Cao khd “thing thanh giang troc” di duoc nghién ciru doc tinh cap (thuc
hién trong nghién ctru nay) va doc tinh ban truong dién trén dong vat thuc nghiém
(thuc hién trong mot nghién ctru khac). Pong thoi, cao khd “thing thanh giang troc”
cling thé hién rd tac dung ngan chan tién trién bénh than man tinh trén md hinh
chudt cat 5/6 than. V6i két qua dat dugc trong nghién ctiu ndy, ching téi kién nghi
nghién ctru tdc dung cua cao kho “thang thanh giang troc” trén bénh nhéan bi bénh
than man.
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CONG TY CO PHAN TIEU CHUAN CO SO S6 tiéu chuin:
NHA MAY CAO KHO HON HQP DUQC LIEU TCCS NCo1
BACHTHAOMID GG C6 hiéu Iyc ké tir ngay ky
1. YEU CAU KY THUAT
1.1. Céng thirc san xuit: Cho 21 g Cao khé hdn hop dugc lidu:
Thanh phin Ham lwgng
Tho phuc linh (Rhizoma Smilacis glabrae) 20 g
Dan sam (Radix et Rhizoma Salviae miltiorrhizae) 20g
Do trong (Cortex Eucommiae) 20g
Hoa hoe (Flos Styphnolobii japonici imaturi) 20g
Hoang ky (Radix Astragali membranacei) 20g
Rau mé (Herba Centellae asiaticae) 20g
Cbt khi (Radix Polygoni cuspidati) 20 g
Bén ha (ché) (Rhizoma Pinelliae) 10g
Tran bi (Pericarpium Citri reticulatae perenne) 10g
Trac nhu (Caulis bambusae in Taeniam) 10g
Chi xéc (Fructus Aurantii) 10g
Tam sa (Faeces bombycum) 10g
Pai hoang (Rhizoma Rhei) 10g
Nguu tit (Radix Achyranthis bidentatae) 10g
Ta dwoc:
Methylparaben 0,038 ¢
Propylparaben 0,004 g
Phu liéu khdc bao g&m:
Nudc sinh hoat, Ethanol 96%
1.2. Nguyén liéu, phu li¢u:

Thé phuc linh (Rhizoma Smilacis glabrae) Pat DDVN V
Dan sam (Radix et Rhizoma Salviae miltiorrhizae) Pat DDVN V
Db trong (Cortex Eucommiae) Pat DDVN V
Hoa hoe (Flos Styphnolobii japonici imaturi) bat DDVN V
Hoang ky (Radix Astragali membranacei) Pat DDVN V
Rau mé (Herba Centellae asiaticae) Dbat DDVN V
Cbt khi (Radix Polygoni cuspidati) Dat DDVN V
Ban ha (ché) (Rhizoma Pinelliae) DPat TCCS
Tran bi (Pericarpium Citri reticulatae perenne) bPat DDVN V
Trac nhy (Caulis bambusae in Taeniam) bat TC NSX
Chi xéc (Fructus Aurantii) bat DDVN V
Tam sa (Faeces bombycum) Pat TC NSX
Dai hoang (Rhizoma Rhei) bat DDVN V
Nguu tat (Radix Achyranthis bidentatae) Pat DDVN V
Methylparaben (Methylis parahydroxybenzoas Pat USP 2023
Propylparaben (Propylis parahydroxybenzoas) Dat USP 2022




Ethanol 96% (Ethanolum 96%) (¥) Dat DDVN V
Nuéc sinh hoat Dat QCVNO01-1:2018/BYT

1.3. Yéu céu chit lwgng

1.3.1. Tinh chit: Ché phim la dang bot, mau nau den, c¢6 mui thom cta duoc lidu.

1.3.2. Pinh tinh: Ché phdm phai cho céc phép thir dinh tinh ctia Thé phuc linh, Pan sdm, D
trong, Hoa hoe, Hoang ky, Tran bi, Chi xac, Dai hoang. )

1.3.3. D$ min: Ray qua rdy s6 180 (c& mat rdy 0,180mm). Khong duci 97% khéi luong bot
qua ray so 180.

1.3.4. Mit khéi lwgng do lim khé: Khong qué 5,0%.

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

1.3.6. Kim logi ndng: Khong dugc qua 20 phén triéu.

1.3.7. Ciin khéong tan trong nwéc: Khéng dugc qua 12,0% tinh theo ché phdm kho kiét.
1.3.8. Chit chiét dwge: Ham lugng chét chiét dugc trong ethanol 70% ctia ché phdm khong
dugc it hon 30,0%.

1.3.9. B nhiém khuén

- Téng s6 vi sinh vat hiéu khi: Khéng qué 10* CFU/g.

- Téng s6 ndm: Khéng qua 102 CFU/g.

- Tbng sb vi khudn Gram 4m dung nap mét: Khoéng qua 10? CFU/g.

- Khoéng dugc c6 Salmonella trong 10g.

- Khoéng dugc cé Escherichia coli, Staphylococcus aureus trong 1g.

2. PHUONG PHAP THU

2.1. Tinh chit: Bing cam quan, ché pham phai dat c4c yéu ciu da néu.

2.2. Pinh tinh:

2.2.1. Dinh tinh Thé phuc linh: Phuong phap sic ky 16p méng (DDVN V, phu luc 5.4).
* Thudc thi, dung cu:

- Ban moéng Silica gel GFas4, trang sin ctia Merck, hoat hod & 100°C trong 30 phut.

- Methanol

- H¢ dung mai trién khai sic ky: Toluen — Ethyl acetate — Acid formic (13:32:9).

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

* Cdch thie:

- Dung dich thir: Can mét lugng cao twong duong 2,0 g Thé phuc linh, cho vao binh
nén 100 ml, thém 50ml methanol, dun s6i trong 30 phiit (bd sung thém methanol néu can), dé
ngudi, loc. Cd dich loc trén céch thity dén con khoang 2 ml, dugc dung dich chim séc ky.

- Dung dich d6i chiéu: Ly 2,0 g dugc liéu Thd phuc linh, cit nhd, cho vao binh nén
100 ml, thém 50ml methanol, dun séi trong 30 phit (b6 sung thém methanol néu cén), dé
ngudi, loc. Co6 dich lgc trén céach thiy dén con khoang 2 ml, dugc dung dich chim séc ky.

- Cdch tién hanh: Cham riéng biét 1én ban méng 10 pl mdi dung dich thir va dung dich
d6i chiéu. Tién hanh sic ky theo DDVN V, phu luc 5.4. Sau khi trién khai dugc khoang 10 -

N\ =
WO N S

S/

-5



12 cm, ldy ban méng ra, & kho & nhiét do phong, sau d6 phun dung dich nhém clorid 1%
trong ethanol, dé khd ban méng va quan sét & 4nh sang tir ngoai 365 nm.

- Két qua: Sic ky db cua dung dich thir phai cho cic vét c6 ciing mau séc, cung gia tri
Re v6i céc vét trén séc ky dd cua dung dich dbi chiéu.

2.2.2. Dinh tinh Dan sam: Phuong phép sic ky 16p méng (DDVN V, phu luc 5.4)

* Thubc thit, dung cu:

- Ban mong silica gel GF2s4, trdng sin ciia Merck, da hoat hoa & 100°C trong 30 phut.
- Ether ethylic, methanol.

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

* Cdch thir:

- Dung dich thir: Can mt lugng cao twong dwong 2,0 g Pan sim, thém 50 ml nudc,
dun sdi nhe 30 phut, d& ngudi, loc. Chuyén dich loc vao binh gan, lic k§ véi 30 ml Ether
ethylic. Gan lay dich chiét Ether ethylic, ¢o trén cach thity dén can. Hoa tan cén trong 2 ml
methanol dugc dung dich cham séc ky.

- Dung dich déi chiéu: Lay 2,0 g dugc liéu Pan sdm, thém 50 ml nuéc, dun sdi nhe 30
phit, d& ngudi, loc. Chuyén dich loc vao binh gan, lic k§ v6i 30 ml Ether ethylic. Gan lay
dich chiét Ether ethylic, cb trén céch thily dén can. Hoa tan cén trong 2 ml methanol dugc
dung dich chdm sic ky.

- Cdch tién hanh: Cham riéng biét 1én ban mong 10 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 duge khoang 10 -
12 cm, l4y ban méng ra, dé khé & nhiét do phong, phun thuc thir hién mau, sdy ban mong &
105°C trong cho dén khi hién r5 vét, soi dudi 4nh sdng thuong.

- Két qua: Dung dich thir phai c6 cac vét cling mau, cing Re véi céc vét cia dung dich
doi chiéu.
2.2.3. Dinh tinh D trong: Phuong phap sic ky 16p méng (DPVN V, phu luc 5.4)

* Thude thit, dung cu:

- Ban mong Silica gel GFas4, trdng sin ctia Merck, hoat héa & 100°C trong 30 phut.

- Ether, cloroform, ethanol.

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

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

*Cach thu:

- Dung dich thir: Cén lugng cao twong duong 2,0 g P4 trong, thém 10 ml ether, ngdm
qua dém, loc. Béc hoi dich loc trén cach thiy t6i kho, hoa tan cin trong 2 ml cloroform, dugc
dung dich chim sic ky.



- Dung dich déi chiéu: Léy 2,0 g duoc liéu P trong, thém 10 ml ether, ngdm qua
dém, loc. Béc hoi dich loc trén cach thuy t6i kho, hoa tan cén trong 2 ml cloroform, dugc
dung dich chdm séc ky.

- Cdch tién hanh: Chim riéng biét 1én ban méng 30 ul mdi dung dich thir va dung dich
dbi chiéu. Tién hanh sic ky theo DDVN V, phuy luc 5.4. Sau khi trién khai duoc khoang 10 -
12 cm, l4y ban méng ra, dé khd & nhiét do phong, phun thudc thir hién vét, sdy ban méng &
120°C trong 5 phit. Quan st ban méng dudi 4nh thuong.

Keét qua: Dung dich thir phai c6 cdc vét cing mau, cung Ry vdi cac vét cua dung dich
doi chicu.

2.2.4. Dinh tinh Hoa hoe: Phuong phap séic ky 16p méng (DDVN V, phu luc 5.4)

* Thuéc thi, dung cu:

- Ban mong silica gel GFas4, trang sin ciia Merck, da hoat hoa & 100°C trong 30 phut.
- Ethanol

- Dung mdi trién khai sic ky: n-Butanol — acid acetic — nuéc (4: 1 : 5).

- Thudc thir hién vét: Hoi amoniac dam dc.

* Cach thik:

- Dung djich thir: Can lugng cao trong duong 2,0 g dugc liéu, thém 30 ml ethanol 90%.
Dun s6i trong 10 min, dé ngudi, loc, duge dung dich chim séc ky 16p mong.

- Dung dich déi chiéu: Hoa tan rutin chuin trong ethanol 90% dé duoc dung dich c6
chira 1 mg/ml.

- Cdch tién hanh: Chdm riéng biét 1én ban méng 20 pul mdi dung dich thir va dung dich
d6i chiéu. Tién hanh sic ky theo DBVN V, phu luc 5.4. Sau khi trién khai dwoc khoang 10 -
12 cm, 14y ban méng ra, dé kho & nhiét do phong, quan st ban méng du6i anh sang tir ngoai
365 nm; tiép tuc phun thudc thir hién vét. Siy ban méng & 120°C trong 5 phut. Quan sat ban
moéng dudi anh sang thuong.

- Két qua: Trén sic ky do cua dung dich thir phai ¢6 vét cing phét quang mau néau va
cling gid tri Ry véi vét rutin trén sic ky dd cta dung dich dbi chiéu. Hién mau bing hoi
amoniac ddm ddc , trén sic ky do ciia dung dich thir phai ¢6 vét cing mau vang c6 cing gia
tri Ry v6i vét rutin trén sic ky dd ciia dung dich dbi chiéu.

2.2.5. Pinh tinh Hoang kp: Phuong phéap sic ky 16p méng (DDVN V, phu luc 5.4)
* Thuéc thit, dung cu:
- Ban méng silica gel GF2s4, trang sin ciia Merck, da hoat hoa & 100°C trong 30 phut.
- Ethyl acetate, Ethanol.
- Dung méi trién khai sic ky: Cloroform — methanol (10 : 1).
- Thudc thir hién vét: Hoi amoniac.
* Cdch thi:
- Dung dich thir: Céan lugng cao tuong duong 2,0 g Hoang ky, cho vao binh nén 100ml,
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thém 50ml nude, dun séi trong 30 phut, dé ngudi, ly tm liy dich trong. Piéu chinh dich ly
tam dén pH 5-6. C6 dich ly tdm trén céch thity dén con khoang 20 ml, dé ngudi rdi chuyén
sang binh gan, thém 20 ml ethy! acetate, lic ky. Gan dich chiét ethyl acetate, cd trén cach
thity dén can, hoa tan cén trong 1 ml ethanol duge dung dich chdm sic ky.

- Dung djch déi chiéu: Léy 2,0 g dugc ligu Hoang ky, cho vao binh nén 100ml, thém
50ml nude, dun séi trong 30 phat, dé ngudi, ly tdm léy dich trong. Diéu chinh dich ly tdim dén
pH 5-6. C6 dich ly tAm trén céch thiy dén con khoang 20 ml, dé ngudi rdi chuyén sang binh
gan, thém 20 ml ethyl acetate, lac ky. Gan dich chiét ethyl acetate, c6 trén cach thiy dén can,
hoa tan cén trong 1 ml ethanol dugce dung dich chim séc ky.

- Cdch tién hanh: Chém riéng biét 1én ban méng 20 pl mdi dung dich thir va dung dich
déi chiéu. Tién hanh séc ky theo DDVN V, phu luc 5.4. Sau khi trién khai dugc khoang 10 -
12 cm, 14y ban méng ra, dé khé & nhiét do phong, ho trén hoi amoniac. Quan sat ban méng
duéi den tir ngoai & bude séng 365nm.

- Két qua: Sic ky db cua dung dich thir phai c6 cac vét phat quang cung mau, cung R¢
Vv6i cac vét trén sic ky dd cua dung dich ddi chiéu.

2.2.6. Dinh tinh Trdn bi: Phuong phép sic ky 16p méng (DDVN V, phu lyc 5.4)

* Thudc thit, dung cu:

- Ban mong silica gel GF2s4, trang sdn ctia Merck, da hoat hoa & 100°C trong 30 phut.
- Ethyl acetat, ethanol.

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

- Thudc thir hién vét: Hén hop dung dich acid boric 10% - acid oxalic 10% (2 :1)

* Cdch thi:

- Dung dijch thir: Céan lugng cao twong duong 2,0 g Tran bi, thém 100 ml nudce, dun
s6i nhe 30 phit, dé ngudi, loc. Chuyén dich lgc vao binh gan, kiém héa dich loc dén pH=9-
10, dé yén 10 phut, lic ky v6i 40 ml ethyl acetat. Gan 1dy dich chiét ethyl acetat, cb trén céch
thity dén can. Hoa tan cén trong 1 ml ethanol tuyét d6i duge dung dich chim séc ky.

- Dung dich @i chiéu: Léy 2,0 g dugc lidu Tran bi, thém 100 ml nuéc dun s6i nhe 30
phitt, dé ngui, loc. Chuyén dich loc vao binh gan, kidm héa dich loc dén pH=9-10, d& yén
10 phut, lac k§ véi 40 ml ethyl acetat. Gan iy dich chiét ethyl acetat, co trén céch thiy dén
can. Hoa cén trong 1 ml ethanol tuyét d6i dugc dung dich chim séc ky.

- Cdch tién hanh: Chim riéng biét 1én ban mong 20 pl mdi dung dich thir va dung
dich déi chiéu. Tién hanh sic ky theo DDVN V, phu luc 5.4. Sau khi trién khai dugc khoang
10 -12 cm, 14y ban méng ra, dé khé & nhiét do phong, soi ban mong dudi anh sang tir ngoai
365nm; phun thude thir hién mau, sy ban méng & 105 °C trong 10 phut, quan sat vét duéi
anh sang thuong.

- Két qua: Dung dich thu phai c¢6 cac vét phat quang cing mau, ciing R¢ véi cac vét
ctia dung dich déi chiéu.




2.2.7. Dinh tinh Chi xdc: Phuong phép sic ky 16p méng (DDVN V, phu luc 5.4)

* Thuée thir, dung cu:

- Ban mong silica gel GF2s4, trang sin ctia Merck, di hoat hod & 100°C trong 30 phit.
- Ethyl acetat, ethanol.

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

- Thudc thir hién vét: Hon hop dung dich acid boric 10% - acid oxalic 10% (2 :1)

* Cdch thi:

- Dung djch thir: Céan lugng cao tuong duong 2,0 g Chi x4c, thém 50 ml nuéc, dun soi
nhe 30 phit, dé ngudi, loc. Chuyén dich lgc vao binh gan, kiém héa dich loc dén pH=9-10,
dé yén 10 phut, lic ky v6i 40 ml ethyl acetat. Gan lay dich chiét ethyl acetat, c6 trén cach
thily dén can. Hoa tan cén trong 1 ml ethanol tuyét d6i dugc dung dich chim sic ky.

- Dung djch déi chiéu: Ly 2,0 g dugc liéu Chi x4c, thém 50 ml nuéc dun sdi nhe 30
phut, dé ngudi, loc. Chuyén dich loc vio binh gan, kiém hoa dich loc dén pH=9-10, dé yén
10 phit, lic ky véi 40 ml ethyl acetat. Gan 13y dich chiét ethyl acetat, cb trén cach thiy dén
can. Hoa cén trong 1 ml ethanol tuyét dbi dugc dung dich chim sic ky.

- Cdch tién hanh: Chém 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 khoang
10 -12 cm, 14y ban méng ra, dé kho & nhiét do phong, soi ban méng dudi anh sang tir ngoai
365nm; phun thuéc thir hién mau, siy ban méng & 105 °C trong 10 phit, quan sat vét dudi
anh sang thuong.

- Két qua: Dung dich thir phai c6 cac vét phéat quang ciing mau, ciing Ry véi cac vét
ctia dung dich déi chiéu.

2.2.8. Dinh tinh Dai hoang: Phuong phap sic ky 16p méng (DDVN V, phu luc 5.4)
* Thuée thit, dung cu:

- Ban mong silica gel GFas4, trang sin clia Merck, da hoat hoa & 100°C trong 30 phut.
- Cloroform, ethanol.

- Dung mai trién khai séc ky: Toluen — ethyl acetat — methanol — acid formic — nuwoc (30 : 10
$2:0,5:5) (ldc kp, dé tach 16p, ldy I6p trén).

- Thudc thir hién vét: Hoi amoniac

* Cdch thik:

- Dung djch thir: Can lugng cao twong duong 2,0 g Pai hoang, thém 50 ml nuéc, dun
sdi nhe 30 phut, dé ngudi, loc. Chuyén dich loc vao binh gan, lic k§ v6i 40 ml Cloroform.
Gan ldy dich chiét Cloroform, c6 trén cach thily dén can. Hoa tan cén trong 2 ml ethanol tuyét
d6i duogc dung dich chdm sic ky.

- Dung djch déi chiéu: Léy 2,0 g dugc liéu Dai hoang, thém 50 ml nuéc, dun sbi nhe
60 phut, dé ngudi, loc. Chuyén dich loc vao binh gan, lic k§ véi 40 ml Cloroform. Gan 14y
dich chiét Cloroform, cb trén cach thiy dén can. Hoa tan cén trong 2 ml ethanol tuyét déi
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dugc dung dich chim séc ky.

- Cdch tién hanh: Cham riéng biét 1én ban mong 20 ul mdi dung dich thir va dung
dich déi chiéu. Tién hanh séc ky theo DDVN V, phu luc 5.4. Sau khi trién khai dugc khoang
10 -12 cm, 14y ban méng ra, dé khd & nhiét do phong, soi ban méng du6i 4nh séng tir ngoai
365nm; Tiép tuc hién vét bing hoi amoniac, quan sat vét du6i anh sang thuong.

- Két qua: Dung dich thir phai c6 cic vét phat quang cung mau, cing Ry véi cac vét
ctia dung dich déi chiéu.

2.3. D) min: Thir theo DDVN V - Phu lyc 3.5 - C& bt va rdy. Can chinh xac khoang 25g
cao, tién hanh rdy qua rdy sé 180 (c& mét ray 0,180mm).

2.4. Mit khéi lwrgng do 1am khé: Can chinh xéc khoang 1 g cao, tién hanh theo DDVN V,
phu lyc 9.6 - Xac dinh mit khdi lugng do 1am kho, phuong phap séy trong ti sdy tinh & 105°C,
ap suat thuong dén khéi lwong khong déi.

2.5. Tro toan phan: Thir theo DDVN V, phu luc 9.8, phuong phép 2.

Cdch tién hanh:

- Can chinh x4c khoang 1 g Cao vao chén st da nung & 600°C dén khdi luong khong dbi
va di can bi. Dot trén bép dién cho dén khi hét khéi tring béc ra.

- Dit chén c6 miu vao 10 nung va ting dan nhiét 46 dén 600°C. Tién hanh nung khoang 2
gio thu dugc tro mau tring. Lay chén nung ra dé ngudi mot lac sau d6 cho vao ti say
tinh, siy & nhiét do 105°C trong 30 phut, liy ra cho vao binh hit 4m, d& nguéi rdi can.
Lip lai qua trinh trén cho dén khi trong lwong khong ddi (sai léch giita 2 14n c4n khong
qua 0,5 mg).

- Ham lugng tro toan phan (T%) tinh trén ché phim sdy kho dugc tinh theo cong thirc:

(m2 —m1) x 100
T(%) = 100—H
m X

100

Trong d6:
e my: khi lugng chén nung (g)
e my: khdi lugng tro va chén nung (g)
e m: khdi lugng miu thir (g)
H: d6 4m (%)
2.6. Kim loai niing: Thir theo DDVN V, phu luc 9.4.8, phuong phép 3, str dung 1g ché phdm
va 2ml dung dich chi mdu 10 phan tri¢u Pb (TT) dé chudn bi dung dich déi chiéu.
2.7. Cin khéng tan trong nwéc
Cén chinh x4c khoang 1,0 g ché phim (mp), cho vao cc mé 100 ml, thém 30 ml nuée
s6i, khudy cho tan hét cao, loc vao gidy loc da xé4c dinh bi (mw), rira gidy loc nhiéu 1in
bing nudc sbi cho dén khi nudc rira khong mau, siy gidy loc ¢6 cén & 105 °C trong 3 gio,
liy ra dé ngudi trong binh hit 4m, can nhanh dé xac dinh khéi lugng (mbi+cin).
Ham lugng cén trong ché phim duoc tinh theo cong thirc sau:
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(Mbi+cin - Mpi) X 100

X % =
mep X (100% - % 4m)

2.8 Chit chiét dwoc:

a. Héa chdt, thudc thie:

- Ethanol 70 % (TT).

b. Tién hanh:

- Can chinh x4c khoang 2 g ché phdm cho vao binh nén nit mai 100 ml. Thém chinh xéc
50,0 ml ethanol 70 % (TT), dfy kin, can xac dinh khdi lugng, lic déu, dé yén 1 gio, sau
d6 dun s6i héi luu 1 gio, dé ngudi, 1y binh nén ra, ddy kin, can dé xac dinh lai khéi luong,

dung ethanol 70 % (TT) dé bd sung phan khéi lugng bi giam, lc déu. Loc qua phéu loc
va gidly loc khd, b6 5 ml dich loc dAu. Hit chinh x4c 25,0 ml dich loc vao céc thily tinh da
cén bi trudre, ¢d trong cach thity dén cén, cin thu dugc sdy & 105 °C trong 3 gid. Dé ngudi
trong binh hit 4m dén nhiét do phong, dem can nhanh dé xac dinh khéi lugng cin.

- Chdt chiét dwge trong ethanol 70 % (TT) duoc tinh theo cong thirc:

HeR=2Y e
my X
Trong do:
a : Khdi lugng cin cin dugc tinh bang (g).

mr : Khéi lvgng mau thir dugce tinh bing (g).
2.9 D9 nhiém khuin: Tién hanh thir theo DDVN V, phu luc 13.6 - Thir gi6i han nhiém khuin

2.9.1. Tong s vi khuén hiéu khi, tong sé nim: Phwong phdp dia thach - Cay trén

- Chudn bj méu thir: Léy khoang 20 gam cao ché pham, nghién min va tron déu bing cbi
v0 khuan. Can chinh xdc 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, dé c6 ndng d6 107, 1ic k. Pha loang tiép bang ciing dung dich pha loang d& dugc cac
nong d6 102, 1073,

- Tién hanh: St dung dia Petri dudng kinh 9cm, thém vao mdi dia 1ml mAu thir di duoc
xir Iy theo phan Chuin bj miu thir, thém 15ml dén 20ml méi trudong Tryptic soy agar
(TSA) vd tring dé nudi cdy vi khudn, 15ml dén 20ml méi truong thach Sabouraud-
dextrose agar (SDA) vo tring dé nudi cdy ndm. Chuén bj 2 dia méi trudng cho mdi ndng
6 pha loang. U cic dia dém vi khuin & nhiét d¢ 30°C - 35°C trong 3-5 ngay va u céc dia
vi ndm & nhiét d 20°C - 25°C trong 5-7 ngay. Thuc hién kiém soat chimg am tinh bing
céch sir dung chit pha loang thay cho mau thir.

- Ddnh gid két qua: Theo Dugc dién Viét Nam V, phu luc 13.6 - Thir giéi han nhiém khuin
- Xéc dinh tong s6 vi sinh vt.

2.9.2. Vi khuin Gram dm dung nap mit:



Chudn bj méu thir: Chun bi mu thir c6 ndng do pha loang 10" nhu mé ta trong phin
Chuén bi méu thir muc 2.9.1 nhung str dung moéi truong 1ong casein ddu twong la dung
dich pha loéing, tron déu va i & 20°C - 25°C trong mét thoi gian thich hop d& phuc hdi lai
vi khudn ma khéng lam ting sé lugng vi khuén (thuong tir 2h dén khong qua 5h) (Han
hop A).

Phat hién vi khudn: Chuyén mot thé tich tuong duong véi 1g hogc 1ml Hén hop A vao
100ml mo6i truong 16ng ting sinh Enterobacteria-Mossel. U & 30°C - 35°C trong 24h - 48h.
Céy chuyén lén mdi trudng thach mudi mét tim dé. U & 30°C - 35°C trong 18h -24h. Miu
thir khong c6 Enterobacteria néu khong thiy khudn lac moc trén moi trudng.

Phan Idp va cdy chuyén: Céy lugng miu thir da duoc chuin bi theo phan Chuén bi miu
thir va tién G twong tng chira 0,1 g; 0,01g va 0,001g vao 100ml mdi truong 16ng ting sinh
Enterobacteria-Mossel. U & 30°C - 35°C trong 24h - 48h. Cdy chuyén tir mi bng moi
trudong trén sang mdi trudng thach mubi mét tim do. U & 30°C dén 35°C trong 18h dén
24h.

Ddnh gid két qua: Khuin lac moc trén méi trudng chimg t6 két qua dwong tinh. Ghi lugng
nho nhét ctia ché phdm ma & d6 cho két qua duong tinh va luong 16n nhét ciia ché phim
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ma & d6 cho két qua Am tinh. Xéc dinh s6 lugng vi khuin theo Bang 13.6.5. - Phu luc 13.6
- Thir giéi han nhiém khuén.

2.9.3. Escherichia coli:

- Chudn bj mdu thir: St dung 10ml mAu thir c6 ndng d6 107! trong phan Chuén bi mau thir
muc 2.9.1 cdy vao 100ml méi trudmg Triptic soy broth (TSB), tron déu va & & 30°C - 35°C
trong 18h - 24h.

- Phan ldp va cdy chuyén: Léc chai méi truong TSB. CAy chuyén 1ml moi truong TSB sang
100ml méi truong long MacConkey va i & 42°C - 44°C trong 24h - 48h. Tiép tuc
céy chuyén sang dia moi truong thach MacConkey va i & 30°C - 35°C trong 18h - 72h.

- Ddnh gid két qua: Khuén lac moc trén moi trudng cho thiy miu thir c6 thé c6 E. coli. Mau
thir khong c6 E. coli néu khong c6 khuin lac moc trén méi truong. Néu nghi ngd, tiép tuc
xac dinh bing cac phan tmg sinh hoa khac.

2.9.4. Salmonella:

- Chudn bi méu thir: Liy lugng miu thir da xir Iy nhu mé ta trong phin Chuin bi mu thir
muyc 2.9.1 tuong tmg v6i 10g mau thir va cdy vao mét thé tich phu hop mbi truong long
casein ddu twong, tron déu va i & 30°C - 35°C trong 18h - 24h.

- Phan ldp va cdy chuyén: Ciy chuyén 0,1ml moi truong 16ng casein déu twong sang 10ml
moi trudng tang sinh Salmonella Rappaport Vassiliadis va i ¢ 30°C - 35°C trong 18h -
24h. Tiép tuc cdy chuyén sang dia moi treong thach Xylose lysin deoxycholat vaa ¢ 30°C
- 35°C trong 18h - 48h.

- Ddnh gid két qua: Khudn lac mau do, c6 hodc khéng c6 trung tdm mau den moc
trén mdi trudng cho thdy mau thir c6 thé c6 Salmonella. MAu thir khong c6 Salmonella
néu khéng c6 khuén lac ¢6 dic diém mo ta & trén moc trén moi truong. Néu nghi ngo, tiép
tuc x4c dinh bing cic phan tng sinh héa khéc.



2.9.5. Staphylococcus aureus:

Sir dyng 10ml mau thir c6 ndng d 10! trong phdn Chuin bi miu thir muc 2.9.1 cdy vao
100ml moi trudng 16ng casein dau twong, tron déu va u & 30°C - 35°C trong 18h - 24h.
Cay chuyén sang dia méi truong thach mudi manitol va u & 30°C - 35°C trong 18h - 72h.
Ddnh gid két qua: Khuan lac mau vang hoic tring c6 vong mau vang bao quanh moc trén
mbi trudng cho thdy mau thir ¢6 thé c6 S. aureus. Mau thir khong c6 S. aureus néu khong
c¢6 khuén lac ¢6 dic diém mo ta & trén moc trén mdi trudng. Néu nghi ngo, tiép tuc xéc
dinh bing céc phan tmg sinh hoa khic.

3. PONG GOI - GHI NHAN - BAO QUAN - HAN DUNG
Péng géi: 10kg trong 2 1an tai PE (thém tai nhém han kin).
Ghi nhin: Nhian in 15 rang, ding quy ché.
Bdo quan: Trong bao bi kin, noi kho, nhiét do dudi 30°C.
Han ding: 6 thang ké tir ngay san xuét.
Hai Phong, ngay 28 thang 11 ndm 2024

CONG TY CO PHAN NHA MAY
BACH THAO DUGC
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CONG TY CO PHAN NHA MAY BACH THAO DUGC

M3 sb: TCKT-NC10

n P 2 Trang: 2/2
TIEU CHUAN KY THUAT
Ngay ban hanh: . .
g Lan stra doi: 0
Ngay 28/11/2024 TRUC NHU
Chi ti¢u Yéu ciu ky thufit Phuong phip thir
1P
Dugec ligu 1a nhiing méanh vun khéng déu, hodc la '%;\\
5 STYNES

1. Mo ta nhitng thanh dai ¢é chiéu rdng va d6 day khac nhau, Cam quany; " \o

mau vang nhat hogc xanh luc. Mui thom nhe, vi nhat. MAY A

I 72

2.D6 dm 5 47 00 - Theo CP 2020”7

Khéng qué 7,0% !{.}\\y
3. Chét chiét duoc |
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CONG TY CO PHAN NHA MAY BACH THAO DUQC

M4 sb: TCKT-NCO08 = . e . Trang: 2/2
TIEU CHUAN KY THUAT
Ngay ban hanh: i 3 o s
o an stra doi:
Ngay 28/11/2024 BAN HA CHE
. Phuw
Chi tiéu Yéu chu k§ thuat e

phap thir

Dang hinh cAu hay hinh cau det, duong kinh 1em dén 1,5cm. Mt
ngoai tring hay vang nhat. Pinh ¢6 chd 16m 1a vét seo ctia than

1.Mé ta cdy, xung quanh c6 nhiéu vét seo ré& 1a cdc chAm nho. Phia day th | Cam quan
va tron, hoi nhin. Chét cimg chic, miit cit tréng va ¢6 nhidu bot.

Mui nhe, vi hoi t€ va kich ting.

Bot mau tring nga. Nhiu hat tinh bgt, hinh tron, hinh ban nguyét,

2 Bot hay hinh nhidu canh, rén hinh khe, hinh chit V hodc hinh sao, vin
khong rd. Hat tinh bdt don hay kép tir 2 dén 6 hat. Tinh thé calci
oxalat hinh kim, tip trung hodc rai rac khip noi. Mach xoén.
Phuong phip sic ky 16p mong (phu luc 5.4)
- Ban mong: Silicagel GF2s4
- Dung méi trién khai: n-Butanol - acid acetic - nudc = §: 3: 1.
- Dung dich thir: Lay 5 g b6t dugce liéu, thém 50 ml methanol, lic
P llen deéu, dun hdi Iuu trong 60 min, loc. C8 dich loc trén cach thity con
phai thé hién khoang 5 ml. Liy dich cb 'chﬁm’sé.c ky o
3. Pinhtinh | dugc phép - Dzvmg dzch dwoc liéu doi chiéu: Lay 5g bdt Ban ha ché (miu

At e chuin), c}}iét nhu dunf; dich thir. )

B i alid, - Cdch tién hanh: Cham riéng biét 1én ban mong 10ul mdi dung
dich trén. Sau khi trién khai sic ky, 14y ban méng ra, dé kho trong
khong khi. Phun thube thir ninhydrin, siy ban méng & 105°C.
Quan s4t duéi 4nh sang thudng. Trén sic ky db cta dung dich thir
phai c6 vét cling mau sic va cling gia tri Re véi vét thu duoc trén
sic ky db ciia dung dich dwoe liéu dbi chiéu.

4.D6 dm Khong qué 13% | DDVN V, phuluc 9.6, Ig, 105°C R
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/CONG TY CO PHAN NHA MAY BACH THAO DUQC

QUY TRINH SAN XUAT
CAO KHO HON HQP DUQC LIEU

Muc luc:

Tiéu chuén nguyén phu liéu

Kiém soat trong qua trinh san xuat

Thanh phén céng thirc

An toan lao dong

So d6 quy trinh san xut

Du phim — phé phim

MBS ta quy trinh san xuét

Nhitng hd so cin thiét

Danh muyc trang thiét bj san xuAt




MO PAU
Quy trinh nay 4p dung cho ban thanh phdm Cao khé hén hop dwge ligu, thuc hién san xuét
tai nha mdy CONG TY CO PHAN NHA MAY BACH THAO DUQC, dja chi: L6 Q —
6, Khu céng nghiép Trang Dug, thudc khu kinh té Dinh Vii — Cat Hai, xa An Hoa, huyén

An Duong, thanh ph6 Hai Phong, Viét Nam.

THEO DOI SUA POI
STT Ngay ban hanh Noi dung
1 28/11/2024 Ban hanh lan dau




1. TIEU CHUAN NGUYEN PHU LIEU

| gty liga, Tén khoa hoc Tiéu chuin
phu liéu

1 Thé phuc linh Rhizoma Smilacis glabrae DDbVN V
2 DPan sim Radix et Rhizoma Salviae miltiorrhizae DDVN V
3 D4 trong Cortex Eucommiae DDVN V
4 Hoa hoe Flos Styphnolobii japonici imaturi DDVN V
5 Hoang ky Radix Astragali membranacei DDVN V
6 Rau ma Herba Centellae asiaticae DbVN V
7 C6t khi Radix Polygoni cuspidati DDBVN V
8 | Ban ha (ché) Rhizoma Pinelliae ICCS

9 Tran bi Pericarpium Citri reticulatae perenne DDVN V
10 | Tric nhy Caulis bambusae in Taeniam NSX

11 | Chixéac Fructus Aurantii DDVN V
12 | Tam sa Faeces bombycum NSX
13 | Pai hoang Rhizoma Rhei DDbVN V
14 | Nguu tit Radix Achyranthis bidentatae DDVN V
15 | Methylparaben Methylis parahydroxybenzoas USP 2023
16 | Propylparaben Propylis parahydroxybenzoas USP 2022
17 | Ethanol 96% Ethanolum 96% DDVN V

QCVN
18 | Nudc sinh hoat (*) 01-
1:2018/BYT

(* : Phy liéu bay hoi trong qud trinh san xudt)

2. THANH PHAN CONG THUC:

Cong thirc cho mét don vi nhé nhit (21g cao khé hdn hop dwgc li¢u)

STT Thanh phin Hambeong | ey chudn
(®)
Cao khd hén hop dugce ligu tuong duong TCCE
1 Thé phuc linh (Rhizoma Smilacis glabrae) 20 DDVN V
Dan sam (Radix et Rhizoma Salviae DbVN V
2 e : 20
miltiorrhizae)
3 D4 trong (Cortex Eucommiae) 20 DDVN V
4 Hoa hoe (Flos Styphnolobii japonici imaturi) 20 DDVN V
5 Hoang ky (Radix Astragali membranacei) 20 DDVN V
6 Rau m4 (Herba Centellae asiaticae) 20 DDVN V
7 Cbt khi (Radix Polygoni cuspidati) 20 DDVN V




8 Bén ha (ché) (Rhizoma Pinelliae) 10 TCCs
9 Tran bi (Pericarpium Citri reticulatae 10 DDVN V
perenne)

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

11 Chi xac (Fructus Aurantii) 10 DDVN V
12 Tam sa (Faeces bombycum) 10 NSX

13 | Pai hoang (Rhizoma Rhei) 10 DBVN V
14 | Nguu tit (Radix Achyranthis bidentatae) 10 DBVN V
15 ﬁi%ggisz’;n@f:}yﬁs 0,038 USP 2023
16 | Propylparaben (Propylis parahydroxybenzoas) 0,004 USP 2022
17 | Ethanol 96% (Ethanolum 96%) (*) 0,126 DbVN V
18 | Nudc sinh hoat Vira du IQZ%Y;\}];) ';:l"

G R e N7
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(* : Phu liéu bay hoi trong qua trinh san xudt)

3.SO PO QUY TRINH SAN XUAT

Nguyén liéu Giai doan sin xuit

Kiém so4t trong san
xuit

Chuén bi truée khi
sdn xuit

- Phong san xuit.
- May moéc, dung cu.

- Cong nhéan san xuat.

Thd phuc linh, Pan sim,
DJ trong, Hoa hoe, Hoang
ky, Rau m4, C6t khi, Ban
ha (ché), Trén bi, Tric nhy,
Chi xdc, Tam sa, PDai
hoang, Nguu tit

A 4

Can nguyén liéu

- Tén dugc liéu, phu liéu

- S0 lugng cén.

v

So ché, ché bién
duoc liéu

r ’ A A
- Céc budc so ché, ché
bién duoc liéu.
- Tap chat con s6t lai.

v

Nude sinh hoat

Chiét xuét dwoc liéu

- 86 lan chiét: 1 1an

- Thoi gian chiét: 6 gid

- Hinh thic dich chiét
thu duoc.

l



Methylparaben,
Propylparaben,
Ethanol 96%

- Nhiét d coé: 70°C -

Co cao

90°C
- Ap suit c6: -0,06—>
-0,08 Mpa

- 6 4m: 20,0% -
25,0%.

- Nhiét d6 siy: 80°C

Sdy cao

- Thoi gian sdy: Khoang
24 gio.

- D9 4m: Khong qué
5,0%.

y

Nghién, ray

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

- Hinh thire, @6 kin, sai
s6 khéi lugng.

Dong goi

- S0 16, ngay san xuat,
han dung in trén nhan.

- Kiém nghiém thanh
phim

4.MO TA QUY TRINH SAN XUAT
4.1. Cong thirc pha ché Cao khé hén hop dwgc liéu: Cho 1 16, mé san xuit

116 =1 mé=9,5 kg cao kho:

il el £ T O
1 Thé phuc linh Kg 9,05 05 "
? R Kg 9,05 0.5 5%
; DA trong Kg 9,05 0.5 %
4 Hoa hoe Kg 9,05 9.5 5%
5 Hoang ky Kg 9,05 - 5%
6 Rau ma Kg 9,05 9.5 5%
7 C6t khi Kg 9,05 y 59

R



8 Bén ha (ché) Kg 4,52 4,75 5%
9 Tréan bi Kg 4,52 4,75 5%
10 Triic nhy Kg 4,52 4,75 5%
11 Chi xé4c Kg 4,52 4,75 5%
12 Tam sa Kg 4,52 4,75 5%
13 Dai hoang Kg 4,52 4,75 5%
14 Nguu tit Kg 4,52 4,75 5%
Téng khdi lwgng dwge lidu: | 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 Nuéc sinh hoat Lit Vira du Vira di Vira du

4.2. M6 ta quy trinh san xuit

4.2.1. Chuin bj truwée khi san xudt:

- Phong san xuét phai duge 1am v¢ sinh theo ding quy dinh va kiém tra dat yéu ciu.

- May méc, dung cu sir dung trong qua trinh san xuét phai du vé sb lugng va da duge vé
sinh theo ding quy dinh, sin sang cho st dung.

- Cong nhan san xuét phai dugc trang bi déy du bao ho lao dong can thiét.

4.2.2. So ché, ché bién duwoc licu:

- Loai bé tap chét: Trai ddu dugce liéu ra khay inox rdi nhat loai bé céc tap chét con s6t
lai.

- Rura dugc liéu:
+ Cho dugc ligu vao bé rira duge liéu. Bom nuée ngdp dugce liéu, rira duoc lidu, rdi rit
nuée rira 1an 1. Tiép tuc bom nudce ngap duge liéu va tién hanh rira 13n 2, rat nude rira
lan 2, dé réo.

- Thai dugc liéu: Str dung dao ciu thai duogc ligu, théi thanh cac 14t day.

4.2.3. Chiét xuit dwoc lidu:

- MG&i 16 gdm 01 mé chiét xuét duoc lidu.

- Cho dugc lidu vao ndi chiét xut theo ding s6 lugng da can chia mé.

- Cho lugng nuée cho vao ngép dugc lidu: khoang 700 lit.

+ Thoi gian chiét: khodng 6 gid, tinh tir khi nhigt do dat 100°C hoic nhin cim quan thiy

nudc soi.
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+ Sau khi s6i 1 git 30 phut bat bom tudn hoan dich trong 10-15 phut.
+ Du thoi gian chiét, rat dlCh chiét va loc, thu dugc khoang 500 lit.

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

4.2.4. Co cao:

Chuyén 1/3 lu'ong dich chiét duoc lidu (khoang 170 lit) vao ndi ¢ chan khéng, tién hanh
c6 dudi 4p suét giam -0,06—-0,08 Mpa, nhiét d¢ 70°C - 90°C.

Luu y: thé tich dich chiét khong vuwot qud 1/3 ciia thiét bj c6 (dudi 200 lit)

Tién hanh c6 tuong ty véi phan con lai cua dich chiét, cho dén khi thu dugc cao long c6
ty trong 1,10 - 1,15.

Hoa tan 17,19 gam Methylparaben va 1,81 gam Propylparaben trong 57 gam Ethanol
96%, thu dugc dung dich chét bao quan ddng nhét. Phéi tir tir dung dich chit bao quan
vao cao néng, tiép tuc khudy 15 — 20 pht sau khi thém chét bao quan dén khi hdn hop
ddng nhit.

Tiép tuc c6 dudi dp sudt giam -0,06—»-0,08 Mpa, nhiét do 70°C - 90°C, cho dén khi thu
duoc cao c6 ham 4m khoang 20,0% — 25,0%.

4.2.5. Say cao:

- Chuyén lugng cao thu dugc vao céc khay cua tu sdy tinh, mdi khay khoang 3kg, siy &
nhiét do 80°C.

- Trong qua trinh sy, ctt mdi 30-40 phut ddo khay sdy hang trén bén phai dbi sang bén trai
va nguoc lai, hang bén dudi bén phai dbi sang bén trai va ngugc lai.

- Thoi gian sy khoang 24 gidr dé thu dugc cao khé ¢6 hiam 4m khong qua 5,0%.

4.2.6. Ngluen

VVVVVV

v

Thiét bj sir dung: M4y nghién bua vang.

Tién hanh xay phé qua c& rdy 4mm.

Tién hanh xay min qua c& ray 0,18mm.

Ray lai qua ray 0,18mm.

Du'ng cao kho trong thiing inox ¢6 16t sin tti PE, ghi nhan ban thanh phim.

Liy mau kiém nghiém bén thanh phim tit ca cac chi tiéu theo TCCS cuia cao kho hdn
hop.

Khi c6 két qua kiém nghiém bén thanh phim dat yéu cAu, chuyén sang giai doan déng
g6i.

4.2.7. Dong goi:

Déng cao kho thu dugc trong 2 1an tii PE, mdi tdi t5i da 10 kg, dung 2 13n ttii PE trong
tii nhém trung gian han kin, ¢6 nhén ghi & ngay san xut, khéi lugng, tén ngudi déng
g0i.

Béo quan trong thung kin, & noi khé, nhiét d6 dudi 30°C.

Han ding: 6 thang ké tir ngay san xuét

N

5. DANH MUC THIET BI SAN XUAT
héng s6 ky thuat Muc dich sit | Tinh t
STT | Teén thibtbj | ‘POPESOLFthuft | o o & il R
chinh dung sir dung
Can dong hd . Can  nguyén | Hoat dong
- 7 Viét N 7
1 100kg Max: 100kg iét Nam liu "

W\
s \\
4\

- 7.



9 Cén ky thuat | - Max: 210g Trung |Cédn  nguyén | Hoat dong
200g - D chinh xé4c: 0,001g Quéc | lidu tdt
3 |Cansbydm |- 'I:rong Aluanng mau siy Tru?g Ifiém tra ham I—}oat dong
16n nhat: 110 gam Quoéc am tot
A . A A .
hiét tuan | - Dung tich 1000 lit . g H 0
NO‘IC iét tuan lAmg ic : i Chiét xuft dirge ‘oat dong
4 |hoan dung |- Cong  suat:  50- lidu tot
mbi 100kg/mé .
No6i trung - Hoat dong
Viét N » '
5 |gian  chta | - Dung tich 1000 lit WA cntra dich chiét | tht
dich chiét
No6i 6 cha .| Hoat d¢
6 |, % M Dung tich 600 it Cb dich chidt | 0 "8
khong tot
. ; Say dugc lidu, | Hoat dong
7 |Tuséytinh |- 24 khay x 2-3k Viét N , ' i
u say ti ay x g/khay iét Nam sy g0 e
- Cong suat: 100- i
\ i Nghién d
May nghién | 300kg/h gl Pl T
8 B mcne & wn Quéc | lidu, cao khd g
butia ving - Toc d6 4000 R . tot
. 2 thanh bt min
vong/phut
X = d6
g |DOMRANC | e s et Rita dogelign. | 10% g
liéu tot
X - ; . ~
10 Dao ca.l;l thai |- Kich thudc: 40 x 10 Viét Nam | Théi duc liéu I—foat dong
duogc liéu cm tot
% & " . Hoat ddng
11 |Réay0,18mm |- Mat rdy: 0,18mm Ray duogc liéu

tbt

Hp
i
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7.

AN TOAN LAO PONG

7.1. Ky thuit an toan

M4y méc, thiét bj phai c6 huéng dan sir dung, phai dugc 1am vé sinh theo ding quy trinh
va dugc déan tem x4c nhén.

Céng nhéan dimg may phél duqc huéng dén sir dung thiét bi mdt céch an toan, dung ky
thut. Cong nhan sin xuit phai nim viing va thao téc thanh thao cong viéc nhu dugec mé ta
trong quy trinh san xuét.

Cong nhan tryc tiép san xut va cén bd k¥ thuat phai ghi chép chi tiét cac didn bién trong
toan by qua trinh san xuét vao hd so 16 mot cach day du, chinh x4c va kip thoi.

Thudng xuyén kiém tra viéc thyuc hién quy trinh san xuét ctia cong nhan.

7.2. V¢ sinh cong nghiép

Codng nhan sén xuét phai dugc trang bi diy du bao hg lao dong cn thiét.

Méy méc, dung cu st dung trong san xuét phai du vé s lugng, dugce vé sinh sach s& va sin
sang cho str dung

Phong san xuét phai dugc vé sinh sach s&, gon gang, ngin l4p, tranh nhiém chéo.

8. DU PHAM VA PHE PHAM
8.1. Du phim
Phin cao khd loai ra do khoéng dat do min, d6 4m dugc thu hdi va chuyén sang phé phim.
8.2. Phé phdm
Thu gom va huy c4c phin cao kho bi nhiém bén theo dang quy trinh xtt ly phé phim ctia nha
may.
9. NHUNG HO SO CAN THIET
9.1. Quy trinh sir dung cic may
- Can dién tir 100kg - Tuséy tinh
- Cén ky thuéat 200g - M4y nghién bua vang
- Cansiy dm - Bé rira dugc lidu
- Ndi chiét tudn hoan dung moi - Dao cau thai duge liéu
- Nbi trung gian chtta dich chiét - Ray0,18mm

NOoi ¢6 chan khong

9.2. Ché @ 1am vige ciia cic t: Chiét xuit, déng géi.

9.3. Ché d¢ vé sinh cho tirng khu vyre sin xuit.

9.4. Tiéu chuén thanh phim.

9.5. Noi quy an toan va vé sinh cdng nghiép noi san xuit dwge phim.
9.6. Hd so tai liéu quén Iy chit lwgng clia nha may.

Ngay 28 thang 11 nam 2024
CONG TY CO PHAN N MAY* BACH THAO DUQC

PHO TONG GIAM DOC

e



Phu luc 3
PAC PIEM CAC VI THUOC TRONG THANH PHAN CAO KHO “THANG
THANH GIANG TROQC”

1. Ban ha ché

Than ré gia dugc ché bién thanh phién khé cua cay Choc chuét.

Tinh vi, quy kinh, cong ning, chu tri: cay, 6n. Vao kinh ty, vi, phé. Cong
ning hoa dam tao thap, giang nghich chi nédn, giang khi chi ho. Chu tri nén, budn
nén, day chudng bung; ho ddm nhiéu; trir thap tré & ngudi béo béu.

Thanh phan hoa hoc: chua thay c6 tai liéu nghién ctu.

Téc dung duoc ly: chita ho, chéng non.

Liéu ding: ngay dung tir 4g dén 12g.

2. Tran bi

V6 qua chin da phoi hoic siy kho va dé 1au nim cua cay Quyt.

Tinh vi, quy kinh, cong ning, chi tri: kho, tan, on. Vao kinh phé, ty. Cong
nang 1y khi kién ty, hoa dom rdo thap. Chu tri bung dau, ddy chudng, kém an, non
mta, ia long, ho dom nhiéu.

Thanh phan hoé hoc: vo qua quyt con tuoi chua tinh dau 3,8% (2000 dén
2500 qua cho 1 lit tinh dau), nudc va thanh phan béc hoi dugc 61,25%, hesperidin
CsoHgoO,7, vitamin A, B va chung 0,8% tro. Nude quyt cd6 duong 11,6%, axit Xitric
25, vitamin C (25-40mg trong 100g), caroten. Hat quyt dinh luong d¢ tro chung
0,2%. L& quyt chira 0,5% tinh dau.

Téc dung duoc ly: vo va la quyt dé ché tinh dau.

Liéu ding: ngay ding tir 3g dén 9g.

3. Thé phuc linh

Than ré da phoi hay say khé caa cay Thé phuc linh.

Tinh vi, quy kinh, cong nang, chu tri: cam, dam, binh. Vao kinh can, vi. Céng
nang trir thap, giai doc, loi niéu, thong loi cac khép. Chu tri trang nhac, 16 ngira,
giang mai, tiéu duc, xich bach d6i, dau nhtrc xuong khdp, tring doc thuy ngan.

Thanh phan hoa hoc: saponin, tanin, chat nhua.



Téc dung duoc ly: ding 1am thudc tdy mau, 1am ra md héi, chira giang mai.
Liéu ding: ngay dung tir 129 dén 30g.
4. Trdc nhy
La vi thudc ché bing cach cao vo xanh cua cay tre, cdy vau va nhiéu loai tre
buong khac, thudc ho Lua, sau d6 cao Iop than thanh tirng manh mong hay soi
méng rdi phoi hay siy khd.
Tinh vi, quy kinh, céng ning, chu tri: ngot, hoi lanh. Vao kinh phé, vi can.
Cong nang thanh nhiét, lvong huyét, trir phién, hét ndn, an thai. Chu trj sét, buon
buc, ndn mira, Ndn ra mau, chay mau cam, bang huyét.
Thanh phan hoa hoc: chua dugc nghién ciru, chua rd hoat chat 12 gi.
Liéu dung: ngay dung 10g dén 20g.
5. Chi x&c
Qua chua chin da bo d6i, phoi hay sdy kho cua cdy Cam chua hoic cdy Cam
ngot.
Tinh vi, quy kinh, cong nang, chu tri: kho, tan, lwong. Vao cac kinh ty, Vi.
Cong nang pha khi hoa dom tiéu tich. Chu tri nguc suwon chudng dau do khi tré, kho
tiéu do dom tré.
Thanh phan hoa hoc: 9, 89% glucozit, cac hoat chat khac chua rd.
Téc dung duoc ly: tAc dung trén tir cung, da day, rudt, mach mau, bo may tiét
niéu va ho hap.
Liéu dung: ngay dung tir 3g dén 9g.
6. ban sam
Ré va than ré phoi hoac siy khd cia cay Pan sam.
Tinh vi, quy kinh, cong ning, chu tri: khé, vi han. Vao cac kinh tam, can.
Cong niang hoat huyét thong kinh, giam dau, thanh tdm luong huyét. Chu tri kinh
nguyét khong déu, kinh nguyét bé tic, hanh kinh dau bung, huyét tich hon cuc, dau
that nguc, mat ngu, tam phién.
Thanh phan hod hoc: trong dan sdm c6 3 chat xeton c6 tinh thé bao gdom
Tansinon | (C1gH1,03), Tansinon 11 (C1gH1503), Tansinon 11 (C19H»05).



Téc dung duogc 1y: chua thay c6 tai liéu nghién ctu, nhin cong thirc cu tao
thay c6 tinh chat cua vitamin K.

Liéu ding: ngay dung tir 9g dén 15g.

7. Hoang ky

Ré phoi hay say khd cua cdy Hoang Ky Méng Co hoic cay Hoang Ky Mac
Giap.

Tinh vi, quy kinh, c6ng niang, chii tri: cam, 6n. Vao cac kinh phé, ty. Cong
nang bd khi ¢é biéu, loi tiéu, trir mu, sinh co. Cha trj khi hu mét moi, kém an; trung
khi ha hdm, tiéu chay lau ngay, sa tang phu, tién huyét, rong huyét, ra md héi, nhot
doc kho va, noi nhiét tiéu khat, viém than man.

Thanh phan hoa hoc: theo su nghién ciu caa S dugc thudce Vién nghién ciu
y hoc Bic Kinh, trong hoang ky c6 cholin betain, nhiéu loai axit amin va sacaroza.
Theo Ly Thira C6 (Sinh duwoc hoc, 1952) trong hoang ky co sacaroza, glucoza, tinh
bot, chat nhay, gom, hoi co phan tng ancaloit. M&i day nguoi ta phat hién trong
hoang ky c6 chat sele-nium.

Téc dung duoc ly: tac dung loi tiéu, khang sinh.

Liéu ding: ngay dung tir 9g dén 30g.

8. Tam sa

L& phan tam phoi kho.

Tinh vi, quy kinh, cong nang, chu tri: ngot, cay, on. Vao cac kinh can, ty, vi.
Cong nang trir phong thap, hod huyét &. Cha tri dau khép, chan tay té dai.

Thanh phan hoé hoc: trong tim sa c6 vitamin A va B (theo Duoc tai hoc —
Bic Kinh, 1960).

Liéu ding: ngay dung tir 6g dén 12g.

9. Rau ma

Toan cay tuoi hodc phoi kho cua cdy Rau ma.

Tinh vi, quy kinh, céng ning, chu tri: kho, tan, han. Vao cac kinh can, ty,
than. Cong ning thanh nhiét trir thip, giai doc, tiéu sung. Cha tri hoan dan thip nhiét,

tiéu chay, thd huyét, chay méau cam, nhot dc sung, tiéu tién rat budt.



Thanh phan hoa hoc: rau mé dwgc nhiéu ngudi nghién ciru, nhung két qua
chua théng nhit. Theo Basu va Lamsal (1947), trong rau ma c6 mét ancaloit goi 1a
hydrocotylin C»,H330gN. Theo Buiru Hoi, Rakoto Ratsimamanga va Boiteau, trong
cay rau ma thu hai ¢ dao Mangat c6 chira mot glucozit goi la asiaticozit vai céng
thirc Cs,HggOas.

Liéu ding: ngay dung tir 30g dén 40g.

10. Pai hoang

Than ré da cao bo vo phoi hay siy kho cua cac loai Pai hoang.

Tinh vi, quy kinh, céng ning, cha tri: khd han. Vao cac kinh ty, vi, dai
trrong, can, tdm bao. Cong nang thanh truong thdng tién, ta hoa giai doc, truc & thong
kinh. Chu tri tao bon do thuc nhiét, dau bung, hoang dan, bé kinh, chan thwong tu
mau, chay mau cam, nhot doc sung dau.

Thanh phan hoé hoc: trong dai hoang c6 2 loai hoat chét tac dung trai nguoc
nhau. Loai hoat chat c6 tinh chat thu lidm — 1a hop chat cd tanin
(rheotannoglucozit). Loai hoat chat c6 tac dung tay 1a Rheoanthraglucozit.

Téc dung duoc ly: kich thich su co bop cua rudt, diét khuan.

Liéu ding: ngay dung tir 3g dén 12g.

11. Cét khi

Ré cu phoi hay sy khé cua cay Cbt khi.

Tinh vi, quy kinh, cong ning, chu tri: vi khd, vi han. Vao cac kinh can, dom,
phé. Cong nang trir thap, chi ho, hoa dom. Chu tri xuong khép dau nhtc, hoang
dan, phé nhiét gay ho, ho nhiéu dom, mun nhot 15 loét.

Thanh phan hoé hoc: trong ré cay nay cé antraglucozit chu yéu 1a emodin
hay rheum emodin C;5H140s, emodin monometyl ete C;¢H1,05 duéi dang tu do va
két hop. Ngoai ra con c6 chat polygonon Cp;Hy,010 VA tanin.

Liéu ding: ngay dung tir 9g dén 15g.

12. Nguu tat

Ré di phoi hay sdy kho cia cay Nguu tit.

Tinh vi, quy kinh, céng ning, chu tri: kho, toan, binh. Vao cac kinh can, than.
Cong niang hoat huyét théng kinh, manh gan cét, b6 can than. Chu tri dau lung gdi,

moi gan xuong, bé kinh, kinh nguyét khong déu, ting huyét ap.



Thanh phan hoa hoc: saponin, ecdysteron, inokosteron va muébi kali.

Téc dung dugc ly: chat saponin cia nguu tat c6 tac dung pha huyét va lam
cho vén anbumin. Ecdysteron va inokosteron ¢6 tac dung lam kim ham su phét trién
ctia mot s6 sau bo.

Liéu ding: ngay dung tir 8g dén 12g.

13. 6 trong

V6 than da phoi hay sdy kho cua cay Dd trong.

Tinh vi, quy kinh, cong nang, chu tri: cam, 6n. Vao céc kinh can, than. Cong
nang b can than, manh gan cbt, an thai, ha &p. Cha tri can than bat tic, dau nhtc
lung gdi, xuong khdp, gan cot vo lyc, di tinh, liét duwong, dong thai ra mau, luu thai
chéng mat, hoa mat, ting huyét &p.

Thanh phan héa hoc: gutta pecka, albumin, chat béo, tinh dau va mudi vo co.

Téc dung duoc ly: véi lidu vira phai, c6 tac dung kich thich. Véi liéu cao co
tac dung @c ché hé thdng than kinh trung wong, nhat 1a viing vo ndo. Tac dung ha
huyét 4p do tac dung trén trung tdm van mach & hanh tay va trén meé tau than kinh
(nerf vague). D6 trong con ¢d tac dung lam manh su co bop cuia co tim.

Liéu ding: ngay dung tir 6g dén 9g.

14. Hoa hoe

Nu hoa d4 phoi hay sdy nhe dén kho cua cay Hoe.

Tinh vi, quy kinh, cong ning, chu tri: kho, hoi han. Vao cac kinh can, dai
trang. Cong nang luong huyét chi huyét, thanh can ta hoa. Cha tri cac ching chay
mau, chay méau cam, ho ra mau, bang huyét, dai tiéu tién ra mau, dau dau, chdng mat,
mat do.

Thanh phan hoéa hoc: rutin.

Tac dung duogc ly: Rutin 1a mét loai vitamin P, cé tac dung tang cuong stc
chiu dung cua mao mach. Thiéu chét vitamin nay tinh chit chiu dyng cia mao mach
c6 thé bi giam, mao mach dé bi dut v, hién twong ndy trudec day nguoi ta chi cho
rang do thiéu vitamin C ma c6, gan ddy moi phat hién sy lién quan ddi voi vitamin
P.

Liéu dung: ngay dung tir 6g dén 12g [50], [51].



CONG HOA XA HQI CHU NGHIA VIET NAM
Doe ldp — Tw do — Hanh phiic

GIAY XAC NHAN

B6 mén Duogc ly, Vién Dao tao Duge, Hoc vién Quan y x4c nhdn hoc
vién Nguyén Thi Diéu Linh thue hi.én ndi dung nghién ctru thue nghiém cua dé
tai ludn vin “Nghién citu déc tinh cap va tdc dung cua cao khé “Théing thanh
gidng troc” trén mé hinh bé_nh than maﬁ cit 5/6 than chugf” tai B6 moén tir
01/2024 dén 10/2024. | | |

Céc ndi dung nghién ctru:

. - Danh gia doc tinh cAp ciia cao khé “Thing thanh giang troc”.
- Danh gia tdc dung ctia cao kh6 “Thing thanh gidng troc” trén mé hinh

bénh thin man cét 5/6 than chudt.

Hoc vién Quén y xac nhén chir ky ciia Ha Ngi, ngay 10 thang 12 néim 2024
Pai ta PGS.TS Nguyén Hoang Ngin, ~ Chii nhiém B§ mén
Chii nhiém B§ mén Dwgc Iy 13 diing

5y g 3 v

Dai ta PGS. TS. Nguyén Hoang Ngan

Dai ta
Tran Ngoc Diing
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