PANH GIA PQC TiNH CAP, POC TiNH BAN TRUONG DIEN
CUA VIEN NANG AN DA TREN PONG VAT THUC NGHIEM
Vii Pirc Loi, Tran Quang Minh, Ha Quy Anh
Hoc vién Y - Durot hoc ¢6 truyén Viét Nam

Tom tit

Muc tiéu: ddanh gid doc tinh cap trén chudt nhdt trdng va dgc tinh ban
trwong dién cia vién nang An Da. Phwong phdp tién hanh: Nghién ciru déc
tinh cdp trén chugt nhat tring theo dwong uong bang phwong phdp Litchfield
— Wilcoxon. Bdnh gid ddc tinh ban trong dién trén chugt cong trang theo
diong udng theo hwéng dan cia WHO va Bé Y té. Két qud: Khéng xdc dinh
diroe dgc tinh cap va LDso trén chugt nhat trang ¢ lieu 3093 mg/kg gap 58,5
lan liéu dung duw kién trén nguwoi; Sau 12 tudn dung thuéc, tinh trgng chung
cac chi so huyét hoc, sinh hoa va md hoc gan, than cua chugt giza 16 ching
va 2 10 tri khéng c6 v nghia thong ké (p > 0,05), chi s6 AST, ALT tang sau 12
tuan cua 16 chizng so Vi va giira 2 16 tri ¢6 ¥ nghia thong ké (p< 0,01), gia tri
ALT & 2 16 ding mau thet tang cao hon giéi han trén mize binh thwong ¢ chugt
cong trang. Két lugn: vién nang An Da khéng gdy dgc tinh cdp va khong xac
dinh dwoc LDso; Trén ddc tinh ban trwong dién vién nang An Dg an toan ¢ cd
2 mire lieu 264 mg/kg/ngay va 792 mg/kg/ngay si dung trong 12 tuan nghién
ciu. Sau 12 tuan, lam ting gid tri AST, ALT trén chugt cong trang, gia tri ALT
ting cao hon giéi han trén cia mire binh thwong ¢ chugt cong trang.

Tir khoa: Vién nang An Dg, déc tinh cdp, déc tinh ban trieong dién.

EVALUATION OF ACUTE AND SUBCHRONIC TOXICITY OF AN
DA CAPSULES IN EXPERIMENTAL ANIMALS

Abtract

Objective: The research aims to evaluate the acute toxicity on white
mice and the sub-chronic toxicity of An Da capsules. Method: To study the
acute toxicity on white mice by oral route using the Litchfield - Wilcoxon
method. To evaluate the sub-chronic toxicity on white mice by oral route
according to the guidelines of WHO and the Ministry of Health. Results: Acute
toxicity and LD50 in white mice were not determined at a dose of 3093 mg/kg,
58.5 times higher than the expected dose for human; After 12 weeks of taking
drug, there were not statistically significant different of the white rat’s general
health condition, hematological and biochemical indicators, histological
indicators of liver and kidneys between the control group and 2 treatment
groups (p > 0.05). The increase in the AST and ALT level was statistically
significant diffrerent in control group and 2 treatment groups and there were
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also statistically significant diffrerent between 2 treatment groups (p < 0.01).
The ALT level in 2 treatment groups was higher than normal range.
Conclusion: An Da capsules didn’t cause acute toxicity and LD50 couldn’t be
determined; In sub-chronic toxicity experiment, An Da capsules are safe at
both dose of 264 mg/kg/day and 792 mg/kg/day with duration of 12 weeks of
research. After 12 weeks of experiment, AST and ALT level was increased in
white rats, the ALT level was higher than normal range in white rats.
Keywords: An Da capsules, acute toxicity, subchronic toxicity.

I. PAT VAN PE

Viém loét da day — ta trang la
bénh Iy duong tiéu hoa véi nguyén
nhan la sy mat can bang gitta yéu to
bao vé tai chd va yéu té gay loét &
niém mac da day [1]. Theo nghién
ctru ndm 2021 c6 khoang 8,4% déan
sd thé giéi mac bénh [2]. Loét da
day- ta trang néu khong diéu tri kip
thoi sé gdy ra nhiéu bién ching
ning né nhu xuat huyét tiéu hod,
ung thu.... anh hudng toi chét
lugng cudce sdng clia bénh nhan [3].
Co6 Ruoi La Bic di duge st dung
rong rai trong dan gian va trén thé
gidi cho két qua cai thién tét cac
triéu chung loét da day — ta trang
trén 1am sang [4]. V&i cao chiét Co
Ruoi La Bic di duoc danh gia doc
tinh cép, doc tinh ban truong dién,
két qua cho thdy cao chiét nay an
toan khi str dung. Vién nang An Da
v6i thanh phan chinh 1a cao chiét
Co Ruoi L4 Bic, dé c6 thém co so
khoa hoc trude khi dua vao danh gia
tac dung cling nhu st dung trén
ngudi bénh, dé tai tién hanh danh
gia doc tinh cdp va doc tinh ban
truong dién cua vién nang An Da
trén dong vat thuc nghiém.
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1. CHAT LIEU, POI TUQNG VA

PHUONG PHAP NGHIEN CUU
2.1. Chat liéu nghién ciru
Vién  nang An Da

(550mg/vién) gom: 400mg Cao kho
Coé Ruwoi La Bic (Murdannia
bracteara), ta duoc (tinh bdt,
magnesi stearat, talc, aerosil): vira
da 550mg mot vién (san pham cua
dé tai md sé6 DTPL.CN-27/21 do
Truong Dai hoc Y Duoc,
DHQGHN bao ché va cung cap.
Liéu dung trén nguoi du kién: 6-9
vién/ ngay.
2.2. Poi twong nghién ciru
2.2.1. Péc tinh cdp

Chuot nhat tring chang
Swiss, ca 2 gidng, khoé manh, trong
lugng 20 £ 2g do Vién Vé sinh dich
t& Trung Uong cung cap.
2.2.2. Péc tinh bén trwong dién

Chuot cdng trang chung
Wistar, ca hai giéng, khoé¢ manh,
trong luong 200 + 20g duoc nudi 7
ngay trudc khi nghién cuu va trong
suét thoi gian nghién ciru trong diéu
kién phong thi nghiém voi day du
thirc an va nudc udng tai Bo mon
Duoc ly, Truong Pai hoc Y Ha Noi,
Hoc vién YDHCT Viét Nam.



2.2.3. Trang thiét bi, héa chat
nghién ciu

- Kit dinh lugng cac enzym
va chét chuyén hoé trong mau: ALT
(Alanin  Aminotransferase), AST
(Aspartat Aminotransferase),
Bilirubin toan phan, Albumin,
Cholesterol toan phan, Creatinin
cia hang Hospitex Diagnostics
(Italy) va hang DIALAB Gm (bH
(Ao), dinh luong trén may Screen
Master cua hdng  Hospitex
Diagnostics (ltaly).

- Dung dich xét nghiém mau
ABX Minidil LMG cua hdng ABX
- Diagnostics, dinh luong trén may
Vet abcTM Animal Blood Counter.

- C4c hoa chat xét nghiém va
lam tiéu ban mé bénh hoc.
2.3. Phuong phap nghién ciru
2.3.1. Péc tinh cdp

Nghién ctru doc tinh cip cua
vién nang An Da trén chudt nhat
tring theo duong udng bang
phuong phap Litchfield — Wilcoxon
va theo huéng dan cua Bo Y té [5].
Chia chuét thi nghiém thanh 3 10,
mdi 16 10 con, nhin dn qua dém.
Cho chudt udng Vién nang An Da
v6i liéu ting dan trong cing mot thé
tich dé xac dinh liéu thap nhat gay
chét 100% chudt va liéu cao nhat
khong gay chét chudt (gay chét 0%
chuot). Theo doi tinh trang chung
clia chudt, qua trinh dién bién bat
dau c6 dau hiéu nhim doc (nhu
ndn, co giat, kich dong, bai tiét...)
va sb luong chudt chét trong vong
72 gio sau khi uéng thudc. Tat ca
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chudt chét dugc méd dé danh gia tdn
thuong dai thé. Tur d6 x4y dung dd
thi dé x4c dinh LDso cta thudc thir.
Sau d6 tiép tuc theo ddi tinh trang
ctia chudt dén hét ngay tha 7 sau khi
ubng Vién nang cing An Da.
2.3.2. Péc tinh bdn trwong dién
banh gid ddc tinh ban truong
dién cua vién nang An Da trén
chuét céng tring theo dudng udng
theo huéng dan cia WHO [6], [7].
Chuot dugc chia 3 16, mdi 16 10 con
L6 ching: udng nudce cat 1 mL/100
g/ngay. L6 tri 1: Udng mau thir vién
nang An Da liéu 264 mg bot duoc
lieu/kg/ngay (twong duong lidu diéu
tri du kién trén ngudi, hé s6 ngoai
suy trén chuot cbng la 6), udng 1
mL/100 g/ngay. L& tri 2: Udng mau
thir vién nang An Da liéu 792 mg bot
duoc lidu/kg/ngay (gap 3 lan liéu
tuong dwong lidu diéu tri du kién
trén ngudi), uéng 1 mL/100 g/ngay.
Chuot duoc ubng nudc va mau thir
lién tyc trong 12 tuan, mdi ngay mot
lan vao buoi sang.

Cac chi tiéu theo doi truréc va
trong qua trinh nghién cutu:

- Tinh trang chung, thé trong
cua chudt. Banh gia chirc phan tao
maéu thdng qua sé lugng hong cau,
thé tich trung binh hdng cau, ham
lugng hemoglobin, hematocrit, s
lwong bach cau, cong thire bach cau
va s6 luong tiéu cau. Panh gia chirc
nang gan thong qua dinh lugng mot
s6 chat chuyén hoa trong mau:
bilirubin toan phan, albumin va
cholesterol toan phan. Panh gia



mirc d6 hay hoai té bao gan théng
qua dinh Iuwgng hoat 6 enzym trong
mau: ALT, AST. Panh gia chirc
ning than thong qua dinh lrong ndng do
creatinin huyét thanh. Cac thong sb
theo d&i dugc kiém tra vao trude ldc
uéng mau thtr, sau 4 tuan, 8 tuan va
12 tuan ubng mau tht.

-Mb bénh hoc: Sau 12 tuan
uéng mau thir, chudt duoc mé dé
quan sat dai thé toan bo cac co
quan. Kiém tra ngau nhién cau tric

vi thé gan, than caia 30% s6 chudt &
moi 16.
2.4. Phuwong phap xir Iy s6 liéu

S6 lidu duogc thu thap va xuo ly
bang phan mém Microsoft Excel
2010 va SPSS 22.0, sir dung test
thng ké thich hop. Su khac biét c6
¥ nghia thdng ké khi p < 0,05.
I11. KET QUA NGHIEN CUU
3.1. Két qua nghién ciru déc tinh
cap trén chudt nhit tring

Két qua duoc trinh bay ¢ bang 1.

Bang 1. Két qua nghién ctru doc tinh cap cua Vién nang ciing An Da

. Liéu (ml N Lidu(mg | Tylé | Dau hiéu
Lo . Lieu n X £ |
chust n | dung dich (Vién/kg) bt dwoc chét | bat thwong
- dam dic/kg) Y| digukg | (%) khac
L61 | 10 45 33,75 1856 0 Khéng
L62 | 10 60 45,0 2475 0 Khéng
L63 | 10 75 56,25 3093 0 Khéng

Két qua bang 1 cho thay: Tat
ca cac chudt da thir nghiém ¢ céac
lidu khac nhau, tham chi 16 chuét
udng tai lidu toi da chudt co thé
dung nap duoc la 3093mg bot dugc
licu/kg/ngay, khéng xuat hién triéu
chung bat thuong nao khi theo ddi
lién tuc trong 7 ngay sau khi uéng
mau thir. Khong xac dinh duoc
L Dso ctia mau thir.

3.2. Két qua nghién ciru ddc tinh
ban truwong dién trén chudt cong
trang

3.2.1. Tinh trgng chung

Trong subt thoi gian thi
nghiém, chuot ¢ ca 3 16 hoat dong
binh thuong, nhanh nhen, mét sang,
16ng muot, dn udng tét, phan kho.
Sau 4 tuan, 8 tuan va 12 tuan, trong
luong chudt ¢ 16 chang sinh hoc, 16
tri 1 va 16 tri 2 déu ting c6 ¥ nghia
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thdng ké so véi trude khi uéng mau
thtr (p < 0,05). Khéng cé su khéc
biét co ¥ nghia thong ké vé trong
lwong chuot giira cac 16 ding mau thir
véi 16 ching sinh hoc tai tat ca cac
thoi diém nghién cau (p > 0,05).
3.2.2. Anh huéng ciia Vién nang
An Da dén chive ning tao mdu

S6 lugng hong cau, thé tich
trung binh hong cau, ham luong
hemoglobin, hematocrit, s luong
bach cau, cdng thtc bach cau va sé
lwong tiéu cau & ca 16 tri 1 va 16 tri
2 déu khdng c6 su khac biét co y
nghia so vai 16 chitng va so sanh
gitta c4c thoi diém trudc, sau khi
udng thudc thir & cac méc thoi gian
sau 4 tuan, 8 tuan, 12 tuan (p >
0,05).
3.2.3. Anh hwong ciia Vién nang An
Da dén miie dp hity hogi té bao gan



Bang 2. Anh huong cuia Vién nang An Da hoat d0 AST, ALT

Chi s Thoi gian |Lo ching | Lo tril Lo tri 2 P (S,O Vol
ching)
Truéc ubng 80,2+ 6,2 86,5+ 10,3 |84,6¢12,3 | >0,05
Sauuong4 |02 494 | 841482 820£130) >0,05
tuan
p (test t-s) > 0,05 > 0,05 > 0,05
Hoat do z
AST (UI/L) Sa“u‘ll;’r?g 5 803+125(81,6+14,2 |90,8+188 | >0,05
p (test t-s) > 0,05 > 0,05 > 0,05
Saut‘;‘;ig 12 1793443 | 147.2436,0 119,8+13,4 | < 0,001
p(testts) | >005 | <0,001 | <0,001
Trudc ubng [350+7,1 | 346244 (390+50 | >0,05
Sauuong4 4 4158 4004134 |345+82 | > 005
tuan
p (test t-s) > 0,05 > 0,05 > 0,05
Hoat d9 Sa“u‘;?ng 8 1363473 322491 |356+64 | >005
ALT (UI/L) an
p (test t-s) > 0,05 > 0,05 > 0,05
Sau udng 12
) 327+53 [483+7,0 |47,4+50 | <0,01
tuan
p (test t-s) > 0,05 < 0,001 < 0,001

Nhan xét: Sau 4 tuan, 8 tuan,
hoat 30 AST, ALT ¢ 16 tri 1 va 16 tri
2 khdng khac biét c6 y nghia thong
ké so vai 16 chang sinh hoc va so
sanh gitra hai thoi diém truée va sau
khi ubng mau ther (p > 0,05). Sau 12
tuan, hoat do AST, ALT & 16 tri 1
va 16 tri 2 ting c6 y nghia thong ké
so vai 16 chirng sinh hoc va so sanh
giita hai thoi diém trudc va sau khi
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uéng mau thir (p < 0,001 va p <
0,01), gia tri trung binh ALT ¢ 2 16
dung mau thir ting cao hon gisi han
trén muc binh thuong ¢ chudt cong
trang, (gia tri ALT binh thuong &
chudt cong dao dong tir 10 dén 40
IU/L [8], [9]).

3.2.4. Anh hwéng ciia Vién nang
An Da dén chire ning gan



Bang 3. Anh hudng cta Vién nang An Da dén chirc ning gan trén chudt cong tring

Chi sb Théi gian ch';,lf:lg Lotril | Lo tri2 pcl(i;’n;‘;"
Truécudng | 9,1+0,7 | 85+08 | 88+14 | >0,05
Sauudbng4 | 95,06 | 93:08 | 91408 | >005
. tuan
g:’i‘;ﬁg’iﬁ p(testts) | >005 | >005 | >0,05
toan phan | Sauudng8 | g4, 03| g3.0g | 84406 | >005
(mmol/L) tuan
p (test t-s) > 0,05 > 0,05 > 0,05
Sau uone 12 192406 | 8806 | 93206 | >005
p (test t-s) > 0,05 > 0,05 > 0,05
Truéc ubng | 35+0,3 | 3,302 | 33+02 | >0,05
Sauu‘llg;lg 4 134403 | 33104 | 31402 | >005
Nong dd p (test t-s) > 0,05 > 0,05 > 0,05
azg;jj“ﬂ')” Sa“tugrr:g 8 134202 | 36£03 | 33+04 | >005
u
p (test t-s) > 0,05 > 0,05 > 0,05
Sa“t‘fl‘gr‘lg 12 135403 | 36204 | 34403 | 0,05
p (test t-s) > 0,05 > 0,05 > 0,05
Truéc uéng | 52,9411,0 | 55,04¢9,1 |52,1+8,1| >0,05
Sa“tsgr?g 4 1508+91| 581491 |563+112 | >0.05
Nong do ™ Tqegtt5) | 005 | >005 | >005
choleste(ol Sau ubne 8
toan phan “tsﬁng 53,1+ 4,1 | 53,8+10,5 | 48,6£10,2 | >0,05
(maldL) ™ st t-5) >005 | >005 | >0,05
Sa“t‘;%?lg 12 1553+78(508+70/| 56.8+6.2 | >0,05
p (test t-s) > 0,05 > 0,05 > 0,05

Nhan xét: Nong d6 bilirubin
toan phén, albumin, cholesterol
toan phan & ca 16 tri 1 va 16 tri 2 déu
khong c6 su khac biét c6 y nghia so
véi 16 chitng va so sanh gitra cac
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thoi diém trudce, sau khi ubng thude
thir (p > 0,05).
3.2.5. Anh hwéng cia Vién nang
An Da dén chikc ning thgn




Bang 4. Anh huong cua Vién nang An Da dén néng dd creatinin trén chuot
cong trang

s - - p (so voi
This gian Nong do creatinin (mg/dL) (X £ SD) chiimg)
Lo chirng Lo tril Lo tri 2

Trwoéc uéng 77,7+6,1 79,1+45 | 76,1+5,1 > 0,05

Sau udng 4 tuin 737+71 | 760+75 | 80,6+9,0 | >0,05
p (test t-s) > 0,05 > 0,05 > 0,05

Sau udng 8 tuin 749+6,7 | 751+48 | 78,7+6,0 | >0,05
p (test t-s) > 0,05 > 0,05 > 0,05

Sau udng 12 tuin 732+56 | 746+6,1 | 785+84 | >0,05
p (test t-s) > 0,05 > 0,05 > 0,05

Nhan xét: Nong do creatinin
trong mau chuét ¢ ca 16 tri 1 va 16
tri 2 déu khong co su khac biét co y
nghia so vai 16 chung va so sénh
gitta cac thoi diém truée, sau khi
udng thude thir (p > 0,05).

3.2.6. Anh huéng ciia Vién nang
An Da dén mé bénh hoc chudt
céng trz‘ing

- Hinh thai vi thé gan:

GPB 06_Gan; 100X

* Pai thé:

Trén tit ca cac chudt thuc
nghiém (ca 16 chimg va 2 16 tri)
khong quan sat thiy co thay doi
bénh 1y ndo vé mit dai thé cua cac
cO quan tim, phéi, gan, lach, tuy,
than va hé théng ti€u hoa cua chuot
cong.

* Vi thé:

GPB 06_Gan; 400X
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GPB 83_Gan; 100X

Hinh 3. Hinh thai vi thé gan chudt 16 tri 2 sau 12 tuan udng mau thi

Nhan xét: Chua thay su khac 1, 16 tri 2 so v&i 16 chang.
biét vé hinh thai vi thé gan & 16 tri - Hinh thai vi thé than:
GPB 06_Than; 100X GPB 06_Thin; 400X

Hinh 4. Hinh théi vi thé than chudt 16 ching
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Hinh 5. Hinh thai vi thé than chudt 16 tri 1 sau 12 tuan udng mau thir

GPB 68_Thin; 100X

Hinh 6. Hinh thai vi thé than chudt 16 trj 2 sau 12 tuan uéng mau thir

Nhan xét: Chua thay sy khéc
biét v& hinh thai vi thé than & 16 tri
1, 16 tri 2 so v&i 16 chang.

IV. BAN LUAN
4.1. Poc tinh cap caa vién nang
An Da

Két qua nghién ciru caa ching
t6i cho thay cho chudt nhit tring
udng Vién nang An Da ¢ liéu 56,25
vién /kg twong duong 3093 mg bot
duoc lidu/kg, gap 58,5 lan liéu dung
dur kién trén nguoi lién tuc trong 07
ngay, ¢ tat ca cac 16 thi nghiém déu
khdng c6 chudt chét, cac biéu hién
sinh 1y binh thuwong. Khéng xac
dinh dugc LDso chtng té thude an
toan theo dudng udng.

4.2. Poc tinh ban truong dién

Két qua nghién ctiru doc tinh

béo truong dién cua Vién nang An
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Da cho thay trong suét thoi gian thi
nghiém, chuot ¢ ca 3 16 hoat dong
binh thuong, nhanh nhen, mét séng,
16ng muot, an udng tét, phan kho,
trong luong chudt déu ting va
khong cd sy khac biét vé trong luong
chuot gitra cac 16 diing mau thir voi 16
chirng sinh hoc (p>0,05). Cac chi sb
huyét hoc, sinh hoa va mé hoc gan,
than caa chudt gitra 16 chang va 2 16
ding thude khong co y nghia thong
ké (p > 0,05). Sau 12 tuan, hoat d6
AST, ALT ¢ 16 tri 1 va 16 tri 2 tang
¢6 ¥ nghia théng ké so vai 16 chung
sinh hoc va so sanh gitra hai thoi
diém trude va sau khi ubng mau the
(p<0,001vap<0,01), giatritrung
binh ALT & 2 16 dung mau thir ting
cao hon gigi han trén muc binh
thuong & chudt cdng trang, (gia tri



ALT binh thuong ¢ chudt cong dao
dong tir 10 dén 40 1U/L [8]). Nhu
vay, sau 12 tuan dung Vién nang An
Da véi 2 muc lidu 264 mg bot duoc
licukg/ngay (twong duong lidu
diéu tri du kién trén ngudi) va 792
mg bot dugc lidu/kg/ngay (gap 3 1an
liu twong dwong lidu diéu tri dy
Kién trén nguoi) khong gay doc tinh
ban truong dién trén chudt céng
trang.
V. KET LUAN

- Khong xac dinh dugc doc
tinh cdp va liéu gay chét 50% sb
dong vat thi nghiém (LDso) ctia vién
nang An Da & liéu cao nhat c6 thé
56,25 vién /kg tuwong duong 3093
mg bot duoc liu/kg ( gap 58,5 lan
lidu dung du Kién trén ngudi)

- Sau 12 tuan dung Vién nang
An Da véi 2 mac liéu 264 mg bot
duoc ligu/kg/ngay (twong duong
lidu diéu tri du kién trén nguoi) va
792 mg bot duoc liéu/kg/ngay (gip
3 lan liéu twong duong liéu diéu tri
dur kién trén nguoi) khong gay doc
tinh ban truong dién, sau 12 tuan
lam tang chi s6 AST, ALT trén
chuot cong tring cé ¥ nghia thong
ké, gia tri trung binh ALT & 2 16
dung mau thir ting cao hon gidi han
trén cua murc binh thuong ¢ chudt
cdng trang.
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