~ NGHIEN CUU ANH HUONG CUA VIEN NANG KIEN TY TIEU TiCH (KTTT)
BOI V(1 CHUC NANG VA HINH THAI GAN VA THAN TREN BONG VAT THUC NGHIEM

TOM TAT

Vién nang kién ty tiéu tich dugc diung danh gia
chitc nang, hinh thai gan va than trén thé thuc
nghiém. Két qua nghién ctu cho thdy trén ca hai 16
thd, mot 16 ubng vién nang kién ty tiéu tich
0,32g/kg/ngay ( tuong duong vdi liéu dung cho ngudi,
tinh theo hé sé 4) va mét 16 ubng liéu cao gép 3 lan(
0,96g/kg/ngay) lién tuc trong 4 tudn: Khéng lam thay
déi két qua céc xét nghiém danh gia chifc nang gan
(ALT, AST,bilirubin toan phén, protein, Albumin,
cholesterol) va chutc nang than ( creatinin) cla thd;
cdu truc vi th€ gan thé & 2 16 ubng thudc thi, t& bao
gan binh thudng, khéng cé thoai hoa. Tuy vay, trén
cdu truc vi thé clia céc thé ubng thudc thi, c6 mét s6
thd co tén thuong nhe & than, ddc biét sau 2 tuén
ngimg thudc. Tén thuong nay khéng dac hiéu, cing
thudng gép 6 thd 16 chimg.

Tir khoa: Vién nang kién ty tiéu tich, thé thuc
nghiém.

SUMMARY

Kién ty tiéu tich capsule is used to evaluate
rabbits’ liver and kidney function and morphology. As
it is shown in the result, there have been no
significant changes in liver function (ALT, AST, total
bilirubin, protein, Albumin, cholesterol) and kidney
function (creatinin) of 2 groups. One of the groups
takes dose of 0.32 g/kg/day (equivalent to adult dose,
4 folds) and the other takes a dose of 3 times greater.
No degeneration has been seen in microscopic liver.
Some minor damages have been observed in
experimental group, especially after 2 weeks,
however, the situation is similar to the control group.

Keywords: rabbits’ liver, kidney function,
morphology.

DAT VAN BE

Vién nang kién ty tiéu tich dugc bao ché tur cac vi
thudc: Déng sam, duong quy, phuc linh,bach truét,
bach thudc, tran bi, tiéu hdi, hoang ky, trach ta, hau
phéac, chi xac, hoai son, sinh ngai diép vat nudc via
du, két hop véi nhiing kinh nghiém dan gian vé bao
ché& vi thudc Than khac. Day 1a bai thuéc dua trén co
s& cla bai thudc Kién ty dudng vi (Thuong khoa bd
yéu) gia thém hau phéc, chi xac, hoai san, sinh ngai
diép, dé diéu tri ty vi hu nhudc, an it, dau bung di
ngoai [4]. Chlng téi da tién hanh nghién ciu doc tinh
cép va anh hudng cla vién nang kién ty tiéu tich déi
vdi trang théai chung va chi s6 huyét hoc trén déng vat
thuc nghiém[5]. D& c6 co s6 khoa hoc chic chin vé do
an toan cla vién nang kién ty tiéu tich, trudc khi tién
hanh nghién ctu va danh gia hiéu qua clia thuéc trén
lam sang. Chang t6i ti€n hanh nghién ctu dé tai nham
cac muyc tiéu:

1. Nghién ctu dnh hudng dén chuc nang gan va
thén clia thubc trén dong vat thuc nghiém ;

NGO DANH LUC, NGUYEN MINH HA
Vién YHCT Quén doi

2. Pénh gia bién d6i vé mé bénh hoc clia gan va
than trén dong vét thuc nghiém sau ding thuée.

DPOI TUONG VA PHUONG PHAP NGHIEN cUU

1. Nguyén liéu va déi tugng nghién ciu.

* Nguyén liéu: cac vi thudc dugc bao ché theo qui
trinh thdng nhat tai khoa dudc - Vién Y hoc ¢8 truyén
Quan déi theo tiéu chudn Dugc dién Viét Nam Il két
hop v6i nhitng kinh nghiém dan gian vé bao ché vi
thuéc Than khuc [1], [3]. Sau khi bao ché, thudc dugc
déng dudi dang vién nang, truéc khi dung hoa véi nuéc
am dén dang 1dng thich hgp cho thi nghiém.

* Bong vat thuc nghiém:

- Thé trong luong tir 1,8-2,5kg do Trung tdm Chan
nudi Vién Kiém nghiém Bo Y t& cung cap.

Pong vat thuc nghiém ca hai giéng, khoé manh
dudc nudi tai phong thi nghiém. B6 mén Dugc ly
Trudng Pai hoc Y Ha Noi, bing thiic an chudn danh
cho méi loai, uéng nuéc tu do.

- Héa chat va thiét bi: : Kit dinh lugng cac enzym
va chat chuyé°n hoa trong mau: ALT, AST, bilirubin
toan phan, protein toan phan, cholesterol va creatinin
cla hang Hospitex Diagnostics (Italy) va hang
DIALAB GmbH (&0), dinh lugng trén may Screen
master clla hang Hospitex Diagnostics (ltaly).

2. Phuong phap nghién ciu

Thé dudc chia thanh 3 16, méi 16 10 con, mdi con
nhét riéng mét chudng.

L6 ching (n=10): uéng dung dich NaCl 0,9% liéu
3ml/kg/ngay.

L6 tri 1 (n=10): udng thudc th{r vién nang kién ty
tiéu tich liéu 0,32g/kg/ngay (tuong duong véi liéu
dung cho ngudi, tinh theo hé sé 4).

L6 tri 2 (n=10): udng thudc th{r vién nang kién ty
tiéu tich liéu 0,96g/kg/ngay (gap 3 lan liéu & 16 tri 1).

Thé & ca 3 16 dugc uéng dung dich NaCl 0,9% hoadc
thudc nghién ciu trong 4 tuan lién, mdi ngay mét lan
vao 8 gid sang vdi thé tich 3mi/kg. Thd dudc theo dbi
céac chi s6 danh gia chiic nang gan: Dinh lugng hoat do
cac transaminase (AST, ALT), ndng dd Bilirubin toan
phan, protein, Albumin va cholesterol; danh gia chiic
n&ng than théng qua dinh lugng creatinin. Céc chi s8
trén dudc danh gia & 4 thai diém: trude Itic udng thudc,
sau 2 tuan, 4 tuan uéng thudc va sau ngiing udng
thudc 2 tuan (héi phuc). Cau tric dai thé, vi thé cla
gan va than dugc danh gia sau 4 tuan dung thuéc va
sau nguing uéng thuéc 2 tuén [2], [6].

3. Phuong phap xtt ly sé liéu

Céc s6 liéu nghién clu dugc x{ ly théng ké theo
phuong phéap t-test Student va test truéc sau (Avant-
Aprés). Su khac biét c6 y nghia khi p < 0,05.
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KET QUA NGHIEN cUu

Vé chuic ndng gan: dé danh gia anh hudng cla
thudc tGi chlc nang gan chang téi dinh lugng hoat do
AST, ALT, ham lugng Bilirubin toan phan, protein,
Albumin, cholesterol.

biét c6 y nghia so véi 16 chling va so sanh gilta cac thoi
diém truéc va sau khi uéng thuéc (p > 0,05).

Bang 3: Anh hudng cla vién nang KTTT dén ham
lugng bilirubin toan phan trong méau thé

Bang 1: Anh hudng clia vién nang KTTT dén hoat
d6 ALT trong méu thd

Hoat 4o ALT (UI/L)
o o Lotri1 Lotri2 p (S0 VOi
Thoi gian L‘;—ffé”g 0,32g/kg/ngay | 0.96g/kg/ngay | chimg)
* X+SD X+SD
Trudcudng | 5536+ | o) 55 4 956 | 61754381 | >0,05
thudc 8,91 ' ' ' ' '
Sau 2tudn | 63,38 +
sing o | 2536 | 6763+ 1488 | 71,07 18,18 oo
ptrude- |5 405 >0,05 >0,05
sau)
Sau 4tuan | 60,84 £
sing thuge| 157 | 0731014 | 69,06 %1185 oo
ptude- | 605 >0,05 >0,05
sau)
Saunging | g5 45
udng thusc | x| 72,28 +22,69 | 6352+ 1291
2 tuan - > 0,05
ptrude- |5 405 >0,05 >0,05
sau)

Bilirubin toan phan (mmol/L)
N L6 L6 tri 1 Lo tri 2 p (S0 Vdi
Thi gian | g | 0,32g/kgingay | 0.96g/kg/ngay | chimg)
XtSD|  X+SD X+ SD
Truouong | 12,27+ | 4o 504 037 | 1231+044 | >0,05
thudc 0,26 ' ' ' ' '
Sau 2tuan | 12,43 +
gt | 049 | 12294034 | 12302040 | 05
plvce- | So05 | >005 > 0,05
sau)
Sau 4 tuan | 12,37 +
g thug | 03 | 12064048 | 12402031 | 05
plude- | 5005 | >0,05 >0,05
sau)
Sau ngtng
uong thude | 592 | 15,66+0,11 | 12,36+0.28
2 tudn ' > 0,05
pluce- | So05 | >005 > 0,05
sau)

Két qua & bang 3 cho thdy: sau 2 tuan, 4 tuan

Két qua & bang 1 cho thdy: sau 2 tuan, 4 tuan
uéng vién nang KTTT va sau 2 tudn ngiing udng
thudc hoat A6 ALT & ca 16 tri 1 va 16 tri 2 déu khéng
c6 su khac biét c6 y nghia so véi 16 chiing va so sanh
giita cac thai diém truéc va sau khi udng thudc (p >

uéng vién nang KTTT va sau 2 tudn nging uéng
thudc ham luong Bilirubin toan phan & ca 16 tri 1 va 16
tri 2 déu khéng c6 su khac biét c6 y nghia so véi 16
chiing va so sanh giiia cac thdi diém trudc va sau khi
uéng thudc (p > 0,05).

Bang 4. Anh hudng clia vién nang KTTT dén ham
lugng protein toan phan trong méau thé

0,05).

Bang 2: Anh hudng clia vién nang KTTT dén hoat
d6 AST trong méu thd

Protein toan phan (g/l)
Thai gian L6 Lo tri 1 Lo tri 2 p (so vai
g ching | 0,32g/kg/ngay | 0,96g/kg/ngay | ching)
X+ SD X+SD X+SD
Trudc udng | 68,12 +
thucc 154 69,12£2,05 | 69,58 +2,14 | >0,05
Sau2tuan | 6826+ | oo 551161 | 67.71+222
uéng thuée | 1,81 ' ' ' ' > 0.05
P (test trudc >0,05 >0,05 > 0,05
- sau)
Saudtuan | 69,08+ | 70901349 | 6806+1,16
uéng thuéc | 2,18 ' ' ' ' >0.05
P (test trudc >0,05 >0,05 >0,05
- sau)
Sau ngtng
uong thude 681'%% 111349 | 6960116 | | oo
2 tuan ' '
plude- | 5005 | >005 > 0,05
sau)

Két qua & bang 4 cho thdy: sau 2 tuan, 4 tuan

Hoat o AST (UIIL)
o o Lo tri 1 Lo tri 2 p (S0 Véi
Thoi gian L‘;—(Té”g 0,32/kgingay | 096g/kgingay | ching)
+ X+ SD X+ SD
Trugc udng | 60,99 +
e | 8 | 53556 | 5112662 | >005
Sau2tuan | 8333 % | 5404914 | 5637+ 1363
uéng thuéc | 13,16 >0.05
plvée- | 5005 | 5005 > 0,05
sau)
Sau 4 tuan | 69,80 +
sing thgo | 1155 | F0T4E587 | 5090879 oo
plvée- | 5005 | 5005 > 0,05
sau)
Sau ngtng 64.12
ueng thusc | oo | 51184634 | 546441116
2 tudn - o > 0,05
plvée- | 5005 | 5005 > 0,05
sau)

Két qua & bang 2 cho thay: sau 2 tuan, 4 tudn uéng
vién nang KTTT va sau 2 tuén ngiing udng thudc hoat
d6 AST & ca 16 tri 1 va 16 tri 2 déu khdng c6 su khac

uéng vién nang KTTT va sau 2 tudn nging uéng
thudc, ham luong protein & ca 16 tri 1 va 16 tri 2 déu
khoéng cé su khac biét cé y nghia so vdi 16 ching va
so sanh gilta cac thdi diém trudc va sau khi udng
thuée (p > 0,05).

Bang 5: Anh hudng cla vién nang KTTT dén ham
lugng Albumin trong mau thd
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Albumin (g/L)
N s L6 tri 1 Lo tri 2 p (so véi
Thai gian L‘;—(ﬂfg‘g 0,32g/kgingay | 0,96g/kg/ngay | ching)
* X SD X SD
Trugc udng| 5,74 +
eS| S | so0=021 | 585016 | >005
Sau2tuan| 598+ | 545,043 | 567402
uéng thuéc| 0,11 ' ' ' ' >005
plvde- | 5005 | >005 >0,05
sau)
Saudtuan| 592+ | gaq. 04y | 5984041
udng thuéc| 0,16 ' ' ' ' >0.05
plvde- | 5005 | >005 >0,05
sau)
Sau ngtng
uong thude 660; ;| 598055 | 582069
2 tudn ' > 0,05
plvde- | 5005 | >005 >0,05
sau)

Két qué & bang 5 cho thdy: sau 2 tuan, 4 tuan
uéng vién nang KTTT va sau 2 tudn ngimg uéng
thudc, ham lugng Albumin & ¢4 16 tri 1 va 16 tri 2 déu
khéng cé su khac biét cé y nghia so véi 16 ching va
so sanh gilia cac thdi diém trudc va sau khi udng
thuée (p > 0,05).

Bang 6: Anh hudng clia vién nang KTTT dén ham
lugng cholesterol trong mau thd

Cholesterol (mmol/L)
N s Lo tri 1 L6 tri 2 p (so véi
Thai gian L‘)—’(ihgan 0,32g/kgingay | 0,96g/kglngay | ching)
+SD)| 7 X sp X+ SD
Trubcuong | 288+ | 5 6o 4040 | 2924045 | >0,05
thudc 0,51 ' ' ' ' '
Sau 2tudn | 2,69 +
g tuge | 063 | 200057 | 272:080 | s
pliude- | o005 | >005 >0,05
sau)
Sau4tudn | 2,71+
wngihuse | 043 | 276080 | 2625030 | s
piude- | 5005 | >005 > 0,05
sau)
Sau ngtng
wongthude | 283 | 2544077 | 2664051
2 tudn ' > 0,05
piude- | 5005 | >005 > 0,05
sau)

Két qua & bang 6 cho thdy: sau 2 tuén, 4 tuan
uéng vién nang KTTT va sau 2 tudn ngimg uéng
thuéc ham lugng Cholesterol & ca 16 tri1 va 16 tri 2
déu khéng cb su khac biét ¢é y nghia so véi 16 ching
va so sanh gilta cac thsi diém trudc va sau khi uéng
thuée (p > 0,05).

Vé chuic nadng thdn: Dé theo déi anh hudng clia
thudc t6i chiic nang loc clla ciu than ching t6i dinh
lugng creatinin trong huyét thanh ( bang 7).

Bang 7: Anh hudng clia vién nang KTTT dén ham
lugng creatinin trong méau thd

Creatinin (mg/dL)
N L6 L6 tri 1 L6 tri 2 p (so véi
Thoi gian ching | 0,32g/kg/ngay | 0,96g/kg/ngay | ching)
X+ 8D X+ 8D X+SD
Trugc udng | 1,06 =
thugo 005 1,06 £ 0,05 1,05+£0,05 | >0,05
Sau 2tuan | 1,06 £
uéng thudc | 0,05 1,06 £ 0,05 1,05+ 0,50 005
Pluce- 1 5005 | 008 50,05
sau)
Sau4tuan | 1,06 £
uéng thudc | 0,05 1,05+ 0,08 2,62+0,30 005
Pue- 1 5005 | 008 50,05
sau)
Sau ngimg
ung thudc 1608; 1044005 | 2,66+ 051
2 tuan ' > 0,05
Puce- 1 5005 | 008 50,05
sau)

Két qua & bang 7 cho thdy: sau 2 tuan, 4 tuan
udng vién nang KTTT va sau 2 tudn nging uéng
thudc ham Iuong Creatinin & c& 16 tri 1va 16 tri 2 déu
khéng cé su khac biét c6 y nghia so vdi 16 ching va
so sanh gilia cac thdi diém trudc va sau khi udng
thude (p > 0,05).

Nhiing thay déi vé mé bénh hoc:

* vé dai the:

Két qua nghién ctu cho thdy: sau 4 tuan uéng
thudc va sau 2 tuan ngiing thudc trén tat ca cac thd
thuc nghiém ( 2 16 dung thudc va 16 chiing), khong
quan sat thdy co thay ddi bénh ly ndo vé mat dai thé
clla cac co quan tim, phéi, gan, lach, tuy, than va hé
théng tiéu héa clia tho.

* V& vi thé:

Hinh théi vi thé gan:

- Hinh thai vi thé gan sau 4 tuan dung thudc

+ L& chiing: Pa s6 mau bénh pham t& bao gan c6
cdu trdc binh thudng, khong cé thoai hda, khong hoai
tl, cac xoang mach va tinh mach trung tdm khong
xung huyét, khoang ctta khéng viém. C6 1 thd gan c6
mét s6 6 hoai t, quanh & hoai tif c6 xam nhap viém
n&ng, chl yéu la bach ciu don nhan, ting sinh lién
két t&€ bao ndi mé xoang mach, t& bao gan ngoai ving
hoai t&f c6 thoai hoéa hat.

+ L6 tri1 va 16 tri 2: Gan c6 cau tric binh thuong,
t€ bao gan khéng c6 thoai hda hoai tl, finh mach
trung tdm va cac xoang mach khéng xung huyét,
khoang clia khéng viém.

- Hinh thai vi thé gan sau 2 tuan ngiing thudc

+ L6 chiing: T€ bao gan binh thudng, khdng co
thoai hda, hoai 1, khéng xung huyét. tinh mach trung
tam va xoang mach khéng xung huyét, khodng clia
khéng viém. C6 1 thé ¢6 xoang mach xung huyét nhe,
khoang clra ¢6 xam nhap viém chii yéu t& bao lympho.

+ L6 tri 1 va 16 tri 2: Gan trong gi6i han binh
thuong, t€ bao gan khéng thoai hba hoai t, finh
mach trung tdm va xoang mach khéng xung huyét,
khodng clia khéng viém.
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Hinh thai vi thé than:

- Hinh théi vi thé than sau 4 tuan dung thudc

+ L6 chiing: Pa s6 thd cac cau than c¢é kich thuée
déu, khéng xung huyét. 6ng than khéng thoai héa
hoc t6n thuong, mé ké& khong viém. C6 1 thd cé hinh
anh viém than man tinh, trong long 6ng than c6 tru
albumin va tru hat.

+ L6 tri1: Pa s6 thd ¢6 cdu than va 6ng than
khéng c6 ton thuong, mé ké khong xung huyét, khéng
viém. C6 1 thd c6 mét sd cau than xung huyét,
khoang Bowman hep, éng than & 6ng bai xuat ¢6 tru
albumin va tru hat.

+ L6 tri 2: Cau than, éng than khéng xung huyét,
khong c6 tén thuong. Mé k& khong viém khoéng xung
huyét. C6 1 thd & mo ké c6 cac 6 viem man.

- Hinh théi vi thé than sau 2 tudn ngling thudc

+ L6 chiing: Hau hét cac cau than c6 kich thube
déu, khoéng xung huyét. Cac 6ng than khdng c6 thoai
héa long t& bao biéu mé6. Mé ké binh thudng. Mét s&
thd mé ké c6 cac & viém man tinh.

+ L6 tri 1: Cac thd nghién clu c6 cau than va éng
than trong gi6i han binh thudng. Hau hét cac cau than
va 6ng than khong cé tén thuong. M6 ké& co cac &
viém man tinh.

+ L6 tri 2: Cac mau bénh pham cac cau than va
6ng than trong gi6i han binh thudng, 6ng than khong
c6 t6n thuong. 2/3 mau bénh phdm mé k& cb cac 6
viém man tinh.

BAN LUAN

1. Anh hudng cla vién nang KTTT dén chirc
nang gan

Trong cd thé, gan la cd quan dam nhan nhiéu
chiic nang rat quan trong. Khi dua thuéc vao co thé
c6 thé gay doc véi gan, lam &nh hudng dén chiic
nang gan. Vi vay, khi danh gia doc tinh cla thudc,
nghién ciu anh hudng cla thuéc déi véi chiic ning
gan la rat can thiét.

Ké&t qua nghién ctu & cac bang tr 1 dén 6 cho
thdy: trén ca hai 16 thd, mét 16 udng vién nang kién
ty tiéu tich 0,32g/kg/ngay ( tuong duong véi liéu
dung cho ngudi, tinh theo hé sé 4) va mét 16 udng
lifu cao gép 3 lan( 0,96g/kg/ngay) lién tuc trong 4
tuan: Khéng lam thay ddi két qua cac xét nghiém
danh gia chiic nang gan (ALT, AST, Bilirubin toan
phan, Protein, Albumin, Cholesterol) diéu d6 ching
td vién nang kién ty tiéu tich khéng lam anh hudng
t6i chlc nang gan.

2. Anh hudng cta vién nang KTTT dén chuc
nang than

Than la co quan bai tiét clia cd thé. Nhu mé than
rat dé bi t8n thuong bdi cac chat ndi sinh va ngoai
sinh. Vi vay, khi dua thudc vao co thé cé thé gay doc,
I&m tén thuong than, tif d6 anh hudng dén chiic nang
than. danh gia chic nang than sau khi dung thudc
thuong dinh lugng creatinin mau. Creatinin 1a thanh
phan dam trong mau 6n dinh nhat, hdu nhu khéng
phu thudc vao ché dd &n hodc nhiing thay ddi sinh ly
ma chi phu thudc vao kha ning dao thai ctia than. Khi

cau than bi tn thuong, ndng dd creatinin mau tang
s6m hon uré.

Trong nghién cGu cla ching téi, creatinin trong
mau thd sau 2 tuén, 4 tudn uéng vién nang KTTT va
sau 2 tuan nging thuéc & ca 2 liéu 0,32g/kg va
0,96g/kg khéng co su thay déi so véi truéc khi dung
thudc va so véi 16 chimng, chiing t6 vién nang KTTT
véi cac liéu trén khéng anh hudng t6i chiic nang loc
cla cau than.

3. Anh hudng cha vién nang KTTT Ién c&u tric
dai thé va vi thé clia gan va than

K&t qua nghién ciiu cho thay, cau tric vi thé gan
thd & 2 16 udng thudc thit: T& bao gan binh thudng,
khéng c6 thodi hoa. C6 mét s6 cau than xung huyét,
&ng than & 8ng bai xuat c6 tru albumin va tru hat. Tén
thuong nay khéng dac hiéu, cling thudng gap & thé 16
chiing. C4u truc vi thé than sau 2 tudn ngiing thuéc:
Mét s6 thd c6 cac 6 viem man tinh 8 mo ké.

Nhu vay, vién nang kién ty tiéu tich khéng gay tén
thuong rd rét cau tric vi thé gan, than cla thd. Tuy
vay, trén 1am sang can luu y theo déi doc tinh mudn
cla thudc déi vsi gan va than.

KET LUAN

Vién nang kién ty tiéu tich vdi liéu 0,32g/kg/ngay (
liéu tuong duong véi liéu dung trén ngudi) va
0,96g/kg/ngay ( gép 3 lan liéu dung trén ngudi) udng
lién tuc 4 tuan:

+ T4t cA cac chi s6 theo ddi vé chlic nang gan(
hoat d6 ALT, AST, néng d6 Bilirubin toan phan,
Protein, Albumin, Cholesterol ) va chldc nang than (
Creatinin huyét thanh) déu ndm trong gi6i han binh
thudng, khéng cé su khac biét rd rét so véi 16 ching.

+ Khéng gay tén thuong vé& mét hinh thai khi quan
sat dai thé cac co quan va vi thé gan. Tuy vay, trén
cau tric vi thé cla cac thd udng thudc thl, ¢ mot s
thd c6 tdn thuong nhe & than, dic biét sau 2 tuan
nguing thudc.
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