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NGHIEN CU'U POC TINH CAP VA ANH HWONG CUA COM THARODAS
LEN CHU’C NANG GAN, THAN TREN PONG VAT THU’'C NGHIEM

Tran Thai Ha!, Ping Hong Quan2, Pham Thi Van Anh?

TOM TAT

Muc tiéu nghlen cru: Nghién clru doc tinh cap
va anh erdng cla com Tharodas Ién chic nang gan,
thdn trén chudt nhdt trang gay déng méau bang
I|popolysacchar|d Doi tugng va phuong phap
nghlen clru: Chudt nhat trang ching Swiss, ca 2
glong, khoé manh, trong Iu’dng 30g - 359 derc cung
cap bdi Vién Vé smh Dich té Trung Udng Phu’dng
phap ngh|en cru: Nghién ctu doc tinh caP va xac dinh
LD50 cla c6m Tharodas trén chudt nhat trang theo
dudng uong Nghlen ctu anh hudng chirc nang gan
than trén mé hinh gay dong mau bang
Ilpopolysaccharld cua Wang B va céng su. Két qua:
Cac 16 chudt udng com Tharodas, lieu tur 1009/kg den
lidu t6i da 200g/kg khong c6 biéu hién déc tinh cap
Hoat d6 AST trong mau chudt nhat trdng & 16 ubng
rivaroxaban liéu 10 mg/kg/ngay va Co6m Tharodas ca
hai mdc liéu déu khong co su khac biét cd y nghia
thdng ké so véi 16 ching sinh hoc va 16 md hinh
(p>0,05). Hoat d0 ALT trong mau chudt 16 ung Com
Tharodas liéu 1,44 g/kg/ngay va 4,32 g/kg/ngay tang
c6 y nghia thong ké so véi 10 chiing sinh hoc
(p<0,05). Khong cé su khac biét cé y nghia thong ké
so VvGi 16 md hinh (p>0,05). Nong do creatinin trong
mau chubt nhat trang & 16 u6ng rivaroxaban liéu 10
mg/kg/ngay va C6m Tharodas ca hai mic liéu déu
khong co su khac biét c6 y nghia thong ké so vdi 16
chiing sinh hoc va 16 mé hinh (p>0,05). Két luan:
COm Tharodas khéng gay déc tinh cap & liéu 200g/kg
trén chudt nhat trang (gap 46,29 Ian liéu dung du kién
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tren nguGi) theo dudng udng. Cém Tharodas liéu 1,44
va 4,32 g/kg/ngay khong lam thay daéi hoat do AST va
nong dd ure, creatinin trong mau chudt gy dong mau
bang Iipopolysaccharid so V@i 16 ching sinh hoc va 16
m6 hinh, lam tang c6 y nghia théng ké hoat d6 ALT so
V@i 106 chifing sinh hoc.

Tur khoa: doc tinh cap, com Tharodas.

SUMMARY
STUDY ON ACUTE TOXICITY AND EFFECTS
OF THARODAS GRANULES ON LIVER AND

KIDNEY FUNCTION

Research objective: To study the acute toxicity
and effects of Tharodas granules on liver and kidney
function in white mice induced to coagulate with
lipopolysaccharide. Subjects and methods: Swiss
white mice, both breeds, healthy, weighing 30g - 35g
that were provided by the National Institute of
Hygiene and Epidemiology. Research method:
Research on acute toxicity and determine LD50 of
Tharodas granules on white mice orally. Research on
the effects of liver and kidney function on the
lipopolysaccharide coagulation model by Wang B et al.
Result: Swiss mice taking Tharodas granules at doses
from 100g/kg to a maximum dose of 200g/kg (orally)
did not show signs of acute toxicity. AST activity in the
blood of white mice in the group receiving rivaroxaban
dose of 10 mg/kg/day and Tharodas Granules at both
dose levels did not have a statistically significant
difference compared to the biological control group
and the model group (p> 0.05). ALT activity in the
blood of mice in the group receiving Tharodas
Granules at doses of 1.44 g/kg/day and 4.32 g/kg/day
increased statistically significantly compared to the
biological control group (p<0.05). There is no
statistically significant difference compared to the
model batch (p>0.05). The concentration of creatinine
in the blood of white mice in the group receiving
rivaroxaban dose of 10 mg/kg/day and Tharodas
Granules at both dose levels did not have a statistically
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significant difference compared to the biological
control group and the model group (p> 0.05).
Conclusion: Tharodas granules do not cause acute
toxicity at a dose of 200g/kg in mice (46.29 times the
expected human dose) orally. Tharodas granules at
doses of 1.44 and 4.32 g/kg/day did not change AST
activity and urea and creatinine concentrations in the
blood of mice induced to coagulate with
lipopolysaccharide compared to the biological control
group and the model group, increasing the blood
Statistical significance of ALT activity compared to
biological control batch.
Keywords: Acute toxicity, Tharodas granules.

I. DAT VAN DE

Pdng mau la qua trinh mau chuyén tir thé
l6ng thanh thé ddc do su chuyén fibrinogen
thanh fibrin khong hoa tan. Cac sgi fibrin trung
hgp tao thanh mang Iugi giam cac thanh phan
cla mau, lam mau déng lai. Tinh trang tdng
dong la dan dén hinh thanh cuc mau dong khong
thich hgp trong vong tuan hoan. Cac nhém thudc
diéu tri bénh ly huyét khéi tdc mach bao gém
thuSc chéng két tap tiéu cau, thudc chdng dong
va thudc tiéu fibrin [1].

“C6m Tharodas” la ch& phdm y hoc cd truyén
¢4 ngudn géc tir bai thudc “B& Duong Hoan Ngii
Thang” trong Y Lam cdi thac” ctia danh y Vuong
Thanh Nham dgi nha Thanh, Trung Quoc co
cdng dung B6 khi, hoat huyét, khir &, thdng lac.
Bai thudc gom 7 vi thudc gém Sinh Hoang Ky,
Xich Thugc, bugng Quy, Xuyén Khung, Dao
Nhan, Hong Hoa, Pia Long [2]. Th& Quang Yy
vién dung phuong nay dé tri di chiing cla tring
phong co6 két qua nhat dinh.

D& cung cdp bang chitng khoa hoc vé tinh
an toan va hiéu qua cua “Coém Tharodas”, ching
téi ti€n hanh dé tai nghién clu v8i muc tiéu:
“Nghién cltu doc tinh cap va anh hudng ctia c6m
Tharodas |én chlfc ndng gan, than trén chudt
nhdt trdhg gdy dong mau  bang
lipopolysaccharid”.

Il. CHAT LIEU, POl TUONG VA PHUONG
PHAP NGHIEN CU'U

2.1. Chat liéu nghién ciru

ThuGc nghién cltu: cdm Tharodas do Cong ty
cd phan dudc phdm Thanh Phét san xuét, dugc
Cong ty TNHH thugng mai NTB Pharma New
phan phdi, dat tiéu chuan co sg.

membranacei)
buong quy (Radix Angelicae
sinensis) 0,53g| DbVNYV
Xich thugc (Radix Paeoniae)|0,35g| DDVN V
Dia long (Pheretima) 0,26g| DDVNV
Xuyén khung (Rhizoma
Ligustici wallichii) 0,26g| DBVNV
Dao nhan (Semen Pruni) |0,26g| DBVNYV
Hong hoa (Flos Carthami
tinctorii) 0,26g| DBVNV
*Thanh phan ta dugc: Natri saccarin (Saccharin
sodium), Bot huong dau, PVP K30, Lactose
monohydrate......... vUra da 1 gai.

R N Goi |Tiéu chuan
Thanh phan 3g | dugc lidu
Cao dac hon hgp dugc liéu
(Extractum) 300mg| DBVN YV
Tudng dudng vdi:
Hoang ky (Radix Astragali |1,06g| DBVNV

Liéu diéu tri: Ngay udng 2-3 lan, mai lan 6g
(2 g6i 3g) va néu bénh ndng cé thé ting Ién
ngay udng 3 lan. Tinh binh quan mét ngudi 50kg
thi liéu cé tac dung trén lam sang la 0,12g/kg
can ndng. Tinh liéu trén chubt nhat véi hé s6
ngoai suy la 12 thi liéu th(r la 1,44 g/kg, liéu gap
3 la 4,32g/kg/ngay [3]

2.2. POi tugng nghién ciru. Chudt nhat
trdng chlng Swiss, ca 2 giéng, khoé manh, trong
lugng 30g - 35g dugc cung cap bdi Vién Vé sinh
Dich té Trung Uong. POng vat dugc nudi 5-10
ngay trudc khi nghién cltu va trong sudt thdi
gian nghién ctu bang thdc &n chuén riéng cho
ting loai va ubng nudc tu do tai phong thi
nghiém cta B6 moén Dudgc ly, Trudng Pai hoc Y
Ha Noi.

2.3. Héa chat, may méc va thiét bi phuc
vu nghién ciru

- Can dién tr cta Nhat, d6 chinh xac 0,001
gam.

- Kim déau tu cho chudt udng

- Coc chia vach, bom kim tiém 1ml.

- Rivaroxaban 20 mg, biét dugc Xarelto® -
Cong ty Bayer Health Care Pharmaceuticals.

- Lipopolysaccharides from Escherichia coli
055:B5 L2880-25MG cuia Sigma-Aldrich.

- Cac dung dich xét nghiém mau cua hang
Horiba Medical, dinh Iugng trén may phan tich
huyét hoc ABX Micros 60 ES cla hang Horiba
Medical (Phap).

- Kit dinh lugng cac enzym va chét chuyén
hod trong mau: ALT, AST; ure va creatinin cla
hang Erba, dinh lugng trén may sinh héa ban tu
dong Erba cia An D0.

2.4. Phucong phap nghién ciru

Thiét ké nghién clu: nghién clu thuc
nghiém cé nhdm chifng.

2.4.1. Nghién cuu déc tinh cdp. Nghién
cltu doc tinh cdp va xac dinh LD50 cia cOm
Tharodas trén chudt nhdt trang theo dudng udng

(4], [8], [9].
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Chuan bi miu lam nghién ciru: Lay 40
goi, nghién trong cGi su, thém nudc cat thu dugc
80 ml vira d0. D4y la dung dich ddm déc cd thé
cho chudt nhdt trdng uéng bang kim dau tu
chuyén dung. Dung dich ddm déc nay dung dé
nghién clru doc tinh cdp va xac dinh LD50 cla
c6m Tharodas.

Trudc khi ti€n hanh thi nghiém, cho chudt
nhin &n qua dém. Chuét dugc chia thanh cac 16
khac nhau, moi 16 10 con. Cho chudt uéng cém
Tharodas vdi liéu tdng dan trong cung mot thé
tich d€ xac dinh liéu thdp nhat gdy chét 100%
chudt va liéu cao nhat khong gay chét chuot
(gay chét 0% chu6t). Theo ddi tinh trang chung
clia chudt, qua trinh dién bién bat dau c6 dau
hiéu nhiém doc (nhu nén, co gidt, kich dong, bai
tiét...) va so lugng chudt chét trong vong 72 gid
sau khi udng thudc. Tat ca chudt chét dugc md
dé& danh gia ton thucng dai thé. TUr d6 xay dung
do thi d& xac dinh LD50 cua thudc thdr. Sau dé
ti€p tuc theo doi tinh trang cla chubt dén hét
ngay thdf 7 sau khi u6ng cdm Tharodas.

2.4.2. Nghién cau anh hudng cua céom
Tharodas lén chic ndng gan, than trén
déng vat thuc nghiém. Nghién cu s dung
mo6 hinh gdy ddong mau bdng lipopolysaccharid
cla Wang B va cong su [10], tinh trang déng
mau cla chudt dugc gay ra bang cach tiém tinh
mach dudi chudt dung dich lipopolysaccharid véi
liéu 4 mg/kg, ti€m cham trong 3 phat [1-3].

Chudt nhat trdng dugdc chia thanh 5 16, moi
16 8 con:

- L6 1 (chiing sinh hoc): ubng nudc cat +
tiém tinh mach dudi chudt nudc mudi sinh ly.

- L6 2 (md6 hinh): uéng nudc cat + tiém tinh
mach du6i chuot lipopolysaccharid liéu 4 mg/kg.

- L6 3 (chiing dudng): udng rivaroxaban liéu
10 mg/kg trong 7 ngay + tiém tinh mach duoi
chudt lipopolysaccharid liéu 4 mg/kg.

- L6 4: ubng com Tharodas 1,44g/kg/ngay
(litu tuong dudng vdi liéu du ki€én dung trén lam
sang) trong 7 ngay + tiém tinh mach dudi chudt
lipopolysaccharid liéu 4 mg/kg.

- L6 5: ubng c6m Tharodas 4,32g/kg/ngay
(gdp 3 lan liéu du kién dung trén lam sang)
trong 7 ngay + tiém tinh mach dudi chuot
lipopolysaccharid liéu 4 mg/kg.

Chudt nhdt trdang dudc ubng thudc
thir/rivaroxaban/nudc cat 1 lan/ngay, lién tuc
trong 7 ngay trudc khi tiém lipopolysaccharid dé
gay tinh trang déng mau.

Tai ngay thir 7 ciia nghién ciru:

- L6 1: mot gid sau khi udng nudc cat lan
cudi, chudt nhat dugc tiém tinh mach dudi nudc
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mudi sinh ly.

- L6 2-5: mot gid sau khi udng thudc
thl/rivaroxaban/nudc cdt lan cudi, chudt nhat
dugc tiém tinh mach dudi lipopolysaccharid vdi
liéu 4 mg/kg, tiém chdm dé gay dong mau.

Chudt nhat & tat ca cac 16 nghién ciu dugdc
Idy mau vao thdi diém 4 gid sau khi tiém
lipopolysaccharid dé danh gid cac chi s6 nghién
ctru gom:

- banh gid mdc d6 huy hoai t€ bao gan
thong qua hoat d0 AST, ALT trong mau chudt;

- Banh gid chlc ndng than théng qua nong
do creatinin va ure trong mau chudt.

Cac chi s6 nghién cltu dugc so sanh giira cac 16

2.5. Thdi gian va dia di€m nghién ciru

Dia diém nghién cdu: BO mdn Dudc ly,
Trudng Pai hoc Y Ha Nbi

Thoi gian nghién ciru: Thang 6- thang 9
nam 2023.

2.6. XU ly s6 liéu

* Péc tinh cdp: Cac sO lieu dugc xir ly
thong ké theo thuat toan thong ké T-test Student
bdng phan mém Microsoft Excel.

* Anh hudng lén chiuc nang gan, than.
Cac sO liéu nghién clitu dudc thu thap va xr ly
bdng phuang phap thdng ké y sinh hoc theo t-
test-Student va test trudc sau (Avant-apres).
Biéu dién dudi dang X + SD. Su khac biét co y
nghia thong ké khi p < 0,05.

. KET QUA NGHIEN CUU

3.1. Két qua nghién ciru doc tinh cap
cua com Tharodas. Chudt nhat trdng dudc
uéng COm Tharodas tir liéu thap nhat dén liéu
cao nhat. L6 chubét da ubng dén liéu 0,25
ml/10g, 4 [an trong 24 gid dung dich dam dac,
theo doi thdy cac lieu Com Tharodas khong cé
biéu hién gi, khdng xuét hién triéu ching bét
thuGng nao trong 72 gid sau khi udng.

Bang 1. Két qua nghién ciau déc tinh
cdp cua "Coém Tharodas”

A n - | Ty lé| Dau hiéu
Lo Lieu Lieu ol A X
el N chét bat thuong
chuot (ml/kg) |(9/kg) (%) khac
L6110 50 100 0 khong
L6210 75 150 0 khong
L63 |10 100 200 0 khong

Nhéan xét: Cac 16 chudt ubng com Tharodas
liéu tir 100g/kg dén liéu t6i da 200g/kg khdéng cé
bi€u hién doc tinh cp. Tl bang 1 tinh dudc liéu
dung nap t6i da (Luén nho hon liéu chét 50%)
cta C8m Tharodas la 200g/kg.

Bang 2. Anh hudng cua Com Tharodas
dén hoat dé AST trong mau chudt
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Hoat d6 AST (UI/1)
(trung binh * SD)
147,63 £ 20,49

Lo nghién ciru
L6 1: Chdng sinh hoc

Tharodas liéu 4,32 g/kg/ngay so vdi 16 mo hinh
(p>0,05).
Bang 4: Anh hudng cua Com Tharodas

L6 2: M6 hinh 162,75 + 44,10 dén ndéng dé creatinine mau chudt
L6 3: Rivaroxaban liéu 10 R in Creatinin (mg/dl)
mg/kg/ngay 154,25 + 33,60 L6 nghién ciru (trung binh + SD)
Lo 4: COm Tharodas lieu L6 1: Ching sinh hoc 65,63 + 3,50
1,44 g/kg/ngay 152,50 33,11 L6 2: MO hinh 66,13 + 7,34

L6 5: COm Tharodas liéu

176,25 = 35,92

Lo 3: Rivaroxaban liéu 10 66,63 + 7,27

LR L
Khac biét so vdi 16 chiing sinh hoc: A p< 6 4: COm Tharodas liéu 25 452
0,05; AA p< 0,01; AAA p< 0,001 1,44 g/kg/ngay 63,25 + 5,26

Khac biét so vgi 16 mdé hinh: * p<0,05; **
p<0,01; *** p<0,001

Nhdn xét: Hoat do AST trong mau chudt
nhdt trdng & 16 ubng rivaroxaban liéu 10
mg/kg/ngay va Com Tharodas ca hai muc liéu
déu khong cd su khac biét cd y nghia thdng ké
so Vvdi 16 ching sinh hoc va 16 md hinh (p>0,05).

Bang 3. Anh hudng cua Cém Tharodas
dén hoat do ALT trong mau chudt
Hoat d6 ALT (UI/I)

L6 nghién ciru

(trung binh £ SD)

L6 5: Com Tharodas liéu
4,32 o/ko/nady 64,88 + 4,19
Khac biét so v@i 16 mo hinh: * p<0,05; **
p<0,01; *** p<0,001
Nhén xét: Nong do creatinin trong mau
chubt nhdt trang & 16 uéng rivaroxaban liéu 10
mg/kg/ngay va COm Tharodas ca hai muc liéu
déu khong cé sy khac biét cé y nghia thdng ké
so Vvdi 16 ching sinh hoc va 16 mé hinh (p>0,05).
Bang 5: Anh huong cua Com Tharodas
dén nong dé ure trong mau chudt nhat trang

L6 1: Chidng sinh hoc

51,88 + 10,51

L6 nghién ciru

Ure (mg/dl)
(trung binh * SD)

L0 1: Chirng sinh hoc

13,01 + 3,51

L6 2: MO hinh

L6 2: MO hinh 65,88 + 9,20%
L6 3: Rivaroxaban liéu 10
\ +
mg/kg/ngay 56,00 + 14,10
Lo 4: COm Tharodas lieu A
1,44 g/kg/ngdy 70,38 + 15,09

L6 5: Com Tharodas liéu "
4,32 o/kg/ngdy 71,13 + 14,51

Khac biét so vdi 16 chirng sinh hoc: A p<
0,05; AA p< 0,01; AAA p< 0,001

Khac biét so vGi 16 mdé hinh: * p<0,05; **
p<0,01; *** p<0,001

Nhdn xét: Hoat do ALT trong mau chudt 10
mo6 hinh tang c6 y nghia thong ké so vdi 16
chirng sinh hoc (p<0,05).

- Hoat d0 ALT trong mau chudt 16 ubng
rivaroxaban liéu 10 mg/kg khdng c6 sy khac biét
c6 y nghia théng ké so v@i 16 chiing sinh hoc va
I6 m6 hinh (p>0,05).

- Hoat d6 ALT trong mau chu0t 16 udng Com
Tharodas liéu 1,44 g/kg/ngay tang cé y nghia
thdng ké so vGi 16 ching sinh hoc (p<0,05).
Khong co su khac biét cd y nghia thong ké vé
hoat d6 ALT trong mau chudt 16 uéng Com
Tharodas liéu 1,44 g/kg/ngay so v@i 16 mé hinh
(p>0,05).

- Hoat d6 ALT trong mau chu6t 16 udng Cé6m
Tharodas liéu 4,32 g/kg/ngay tdng cdé y nghia
thong ké so véi 16 chiing sinh hoc (p<0,01).
Khong c6 su khac biét c6 y nghia thong ké vé
hoat d6 ALT trong mau chudt 16 udng Com

11,94 £ 2,98

L6 3: Rivaroxaban liéu 10

3 +
mg/kgr/]ngacyll I 9,95 + 2,67
LO 4: COm Tharodas liéu
1,44 g/kg/ngay 11,21 + 1,94
L6 5: Com Tharodas liéu
4,32 g/kg/ngay 10,60 + 2,44

Khac biét so vdi 16 chiing sinh hoc: 2 p<
0,05; 22 p< 0,01; 24 p< 0,001

Khac biét so véi 16 m6 hinh: * p<0,05; **
p<0,01; ¥** p<0,001

Nhdn xét: Nong do ure trong mau chudt
nhat trdng & 16 ubng rivaroxaban liéu 10
mg/kg/ngay va Com Tharodas ca hai muc liéu
déu khong cd su khac biét cd y nghia thong ké
so V@i 16 chirng sinh hoc va 16 mo hinh (p>0,05).

IV. BAN LUAN

4.1. Ban luan vé doc tinh cap cua Com
Tharodas. "Com Tharodas” la ch€ phdm y hoc
cd truyén c6 ngudn géc tir bai thudc “B6 Ducng
Hoan Ngii Thang” trong “Y Lam cai thac” cua
danh y Vugng Thanh Nham ddi nha Thanh cong
dung B khi, hoat huyét, khir &, théng lac [2].
Phan I&6n cac vi thuSc dugc kiém dinh dat tiéu
chun dugc dién Viét nam V [5] va tiéu chuén co
sd. Hién chua cd nghién clru vé tinh an toan cua
san pham, vi vy can tién hanh nghién clru dé
dam bao an toan cho cac hudng nghién clu tiép theo.
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Doc tinh cdp la doc tinh xay ra sau khi ding
thuéc moét [an hodc vai ba lan trong ngay.
Nghién clru doc tinh cap cta” Com Tharodas”
dugc tién hanh bang dudng udng theo phuong
phap Litchfield — Wilcoxon [8].

Két qua bang 3.1 cho thay: Cac 16 chudt
uéng coém Tharodas liéu tir 100g/kg dén liéu toi
da 200g/kg khdng cé bi€u hién ddc tinh cap,
khong cd chudt chét, vi vay khong xac dinh dugc
LD50. bong thdi, tinh dugc liéu dung nap toi da
(lubn nho haon liéu chét 50%) cua COm Tharodas
la 200g/kg, gap 46,29 lan liéu dung du kién trén
ngusi nhung khong c6 doc tinh cap trén chudt
nhdt, theo dudng ubng (tinh ngudi I16n trudng
thanh 50kg, hé sd ngoai suy trén chudt nhat 12,
liéu tGi da 18gram/ngay/ngudi).

Nhu vay, Com Tharodas co tinh an toan cao,
khoang an toan diéu tri rdng vdi liéu dung trén
lam sang theo hudng dan cua WHO [9].

Két qua nay tuong duong véi két qua cua
Truong Hitu Nhan va cong su nghién ciu doc
tinh cta vién nang b8 ducng hoan ngli thang
trén thuc nghiém. K&t qua cho thay vién nang bd
duang hoan ngii thang khéng gay doéc tinh cap &
lieu t6i da 25,99g/kg, khong xac dinh dugc LD50
do khdng cé chudt chét [6].

4.2. Anh huéng cua Com Tharodas dén
mirc do huay hoai té€ bao gan chudt nhat trang
gdy dong mau bang lipopolysaccharid. Trong
co thé gan la co quan dam nhan nhiéu chdc
nang rat quan trong. Khi dua thudc vao cd thé
co thé gay ddc vdi gan, lam anh hudng dén chirc
nang gan. Vi vay, khi danh gia doc tinh cla
thubc thi nghién cu anh hudng cda thubc doi
v6i chirc ndng gan la rat can thiét [7]. D& danh
gid mdc dd ton thuong té€ bao gan, ngudi ta
thudng dinh lugng hoat d6 cac enzym cd nguon
goc tai gan co6 trong huyét thanh. Su tdng nong
dd cac enzym nay thudng gén lién vdi doc tinh
cta thudc do su hly hoai té bao gan.

ALT la enzym cd nhiéu nhat & gan, ching
khu trd trong bao tucng cla té bao nhu mo gan.
Khi t&n thuong huy hoai t& bao gan, thdm chi chi
can thay ddi tinh thdm cua mang té€ bao gan,
nong do ALT da tang cao. Khac véi ALT, da sO
AST khu tr trong ty thé, chi 1/3 AST khu trd &
bao tuong cua t&€ bao. Khi tén thuong t& bao gan
& mirc d6 dudi t& bao, AST trong ty thé dugc giai
phéng ra ngoai. Vi vay, trong viém gan ndi
chung nong do ALT Iu6n tang cao han AST [7].

K&t qua nghién ciru cho thay:

- Hoat dd AST trong mau chudt nhat trang &
16 ubng rivaroxaban liéu 10 mg/kg/ngay va Com
Tharodas ca hai mdc liéu déu khéng cé su khac
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biét cé y nghia thong ké so vdi 16 chirng sinh hoc
va 16 m6 hinh (p>0,05).

- Hoat d6 ALT trong mau chu0t 16 mé hinh
tang cd y nghia théng ké so vdi 16 chlng sinh
hoc (p<0,05).

- Hoat d0 ALT trong mau chudt 16 ubng
rivaroxaban liéu 10 mg/kg khéng cé su khac biét
¢ y nghia thong ké so vdi 16 chiing sinh hoc va
[6 mo6 hinh (p>0,05).

- Hoat d0 ALT trong mau chudt 16 uéng Com
Tharodas liéu 1,44 g/kg/ngay tang cé y nghia
thong ké so véi 16 ching sinh hoc (p<0,05).
Khong c6 su khac biét cd y nghia thong ké vé
hoat d6 ALT trong mau chudt 16 udng COm
Tharodas liéu 1,44 g/kg/ngay so v@i 16 mé hinh
(p>0,05).

- Hoat d6 ALT trong mau chu6t 16 udng Com
Tharodas liéu 4,32 g/kg/ngay tang cé y nghia
thong ké so véi 16 chiing sinh hoc (p<0,01).
Khong cé su khac biét cd y nghia thong ké vé
hoat d0 ALT trong mau chudt 16 uéng Com
Tharodas liéu 4,32 g/kg/ngay so véi 16 mo6 hinh
(p>0,05).

Két qua trén cho thay, té bao gan cua chudt
bi t6n thuong nhe trong cac 16 md hinh, 16 udng
Com Tharodas liéu 1,44 g/kg/ngay va 16 udng
COom Tharodas liéu 4,32 g/kg/ngay. Diéu nay
dugc giai thich do lipopolysaccharid la mot noi
doc t6 dao thai truc ti€p qua gan, thuGng dugc
tim thay trén bénh nhan nhiém virus viém gan C
(HCV) [40]. Nhu vay, Com Tharodas chua cé tac
dung truc ti€p trén viéc ngan chan tac dong gay
ddc cua lipopolysaccharid 1én gan.

- Anh hudng clia Com Tharodas dén chirc
ndng than cta chudt nhat trdng gdy déng mau
bang lipopolysaccharid

Than la co quan bai tiét clia co thé. Nhu md
than rat dé bi ton thuong bdi cac chat ndi sinh
va ngoai sinh [7]. Vi vay, khi dua thuGc vao ca
thé thubc cé thé gay doc, lam ton thuong than,
tir d6 anh hudng dén chdc nang than.

Dbanh gid chirc ndng than sau khi dung thudc
thudng dung xét nghiém dinh lugng creatinin
mau. Creatinin 13 thanh phan dam trong mau 6n
dinh nhat, hau nhu khéng phu thudc vao ché do
&n hodc nhiing thay déi sinh ly ma chi phu thuéc
vao kha nang dao thai cta than. Khi cau than bi
ton thuong, ndng dd creatinin mau tdng sém
han ure. Creatinin mau la chi tiéu tin cdy va quan
trong hon ure mau, nén hién nay dung dé€ danh
gia va theo d&i chirc nang than.

Két qua nghién cltu cho thdy: Nong do ure
va creatinin trong mau chubt nhat trang & 16
udng rivaroxaban liéu 10 mg/kg/ngay va Com
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Tharodas ca hai mdc liéu déu khéng co su khac
biét cé y nghia thdng ké so vdi 16 chirng sinh hoc
va 16 m6 hinh (p>0,05).

Nhu vay, chic ndng loc clia cau than cla
chudt khong bi anh hudng khi ubng Com
Tharodas ca hai mic liéu 1,44 va 4,32 g/kg/ngay

V. KET LUAN

5.1. Két luan vé doc tinh cap cta “com
Tharodas”

- Chua xac dinh dugc LD50 trén chubt nhat
trang clla C6m Tharodas theo dudng udng.

- Com Tharodas khong gay doc tinh cap &
liu 200g/kg trén chudt nhat trang (gap 46,29
lan liéu dung du kién trén ngudi) theo dudng udng

5.2. Anh huéng cia Com Tharodas dén
muc do huy hoai t&€ bao gan chudt nhat
tring gay dong mau bang
lipopolysaccharid

- COm Tharodas liéu 1,44 va 4,32 g/kg/ngay
khong lam thay ddi hoat dd AST va ndng dd ure,
creatinin trong mau chudt gady déng mau bang
lipopolysaccharid so véi 16 chirng sinh hoc va 16
mo hinh.

- COm Tharodas liéu 1,44 va 4,32 g/kg/ngay
lam tang co6 y nghia théng ké hoat do ALT so vdi
16 chirng sinh hoc.
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THO'I GIAN SONG CON TOAN BO VA MOT SO YEU TO TIEN LWONG
CUA BENH NHAN UNG THU’ HAC TO DA GIAI POAN CHU'A DI CAN XA

TOM TAT

Muc tiéu: Danh gid thdi gian sdng con toan bo
va mot sO yéu to tién lugng cla bénh nhan ung thu
hac t0 da giai doan I, II, III. P&i tugng va phuaong
phap nghién ciru: Nghién c(lu mé ta cat ngang trén
84 bénh nhan (BN) UTHT da giai doan I, II, III diéu tri
tai bénh vién K tir thang 1/2018 dén 12/2021. Uébc
tinh thai gian séng con toan bo theo phuong phap
Kaplan — Meier. Phan tich cac yéu t6 anh hudng dén
thdi gian s6ng con toan bd sir dung phuong phap hoi
qui Cox véi do0 tin cdy 95% (p = 0,05). Két qua:

1Bénh vién K

2Truong Bai hoc Y Ha Noi _
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P3 Anh Tu!, Pd Huyén Chi?

72,6% bénh nhan dugc phau thudt cat rong khéi u va
vet hach, 25,0% dugc phdu thudt cit cut chi/thao
khdp va vet hach 2,4% bénh nhan chi dugc phau
thuat cat rong u hoac cat cut chi/thdo khdp don
thuan. 54, 8% bénh nhan khong c6 chi dinh diéu tri bo
trg sau mé (cac bénh nhan nay déu g giai doan I, II),
10,7% BN tir chéi diéu tri bé trg, 22,6% bénh nhan
digu tri hda chat bo trg, 11,9% benh nhan diéu tri b6
trg bang thuéc mien d|ch pembrolizumab. Trung vi
thai gian s6ng thém toan bd 1a 35,9 thang, 95% CI 13
28,7-43,1 thang Nhitng bénh nhan c6 déc diém beé
day u T1 2, giai doan bénh I-II, khong c6 loét u,
khong xam nhap mach, khong xam nhap lympho va t|
Ié nhan chia < 6 co thdl gian song con toan bd cao
hon dang ké (p < 0,05). Trong do, giai doan benh I-
II, va khong xam nhap mach la ha| yéu to co gia tri
tién lugng doc lap vdi thai gian sng con toan bo. Két
ludn: Bénh nhan UTHTD giai doan chua di can, phau
thuat la phugng phép diéu tri quan trong hang dau.
Thdi gian sdng con toan bd trung vi la 35,9 (95%CI la
28,7-43,1 thang) Trong d6, giai doan bénh I-II, va
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