TAP CHi NGHIEN CPU Y HOC

NGHIEN Cc(rU POC TiNH CAP VA BAN TRUONG DIEN
CUA VIEN NANG CU’NG AN PHU KHANG PLUS TREN

DPONG VAT THU'C NGHIEM
Diang Thi Thu Hién"’, Tran Thanh Tung
Trwong Pai hoc Y Ha Noi

Nghién ctru doc tinh cép dwoc danh gié trén chudt nhét tréng theo huong dan cia WHO va xac dinh LD,
theo phuong phép Litchfield - Wilcoxon. Boc tinh béan truong dién cia vién nang cing An Phu Khang Plus
(APKP) tién hanh trén chudt cong trang, trong dé, chudt duoc chia lam 3 16: chiing sinh hoc, 16 uéng APKP
liéu 0,745 g/kg/ngay va 2,235 g/kg/ngay trong vong 4 tuén. Chuét duoc ldy méu & céc thoi diém truéc nghién
ctru, sau 2 tudn va 4 tudn nghién ciru dé dénh gia chirc ndng tao mau. Gidi phdu bénh gan, than duoc danh
gia tai thoi diém két thuc nghién ctru. Két qua nghién ctru cho thdy: Chubt nhét trdng duoc ubng dén liéu
téi da 38,8 g’kg khéng c6 biéu hién déc tinh cép, chua xéc dinh duoc LD,, cua APKP. Nghién ctru déc tinh
ban truong dién & 2 murc lidu khéng cé sw thay déi vé tinh trang chung, chirc ndng tao mau, chirc ndng va
céu trac than trén chudt céng trong thoi gian nghién ciru. Tuy nhién, thay dbi mé bénh hoc gan duoc quan
sét & liéu cao, cén c6 nghién ctru sdu hon dé danh gia dnh huéng ctia APKP trén mé bénh hoc cta gan.

Tir khéa: An Phu Khang Plus, déc tinh cap, déc tinh ban trwong dién.

I. DAT VAN PE

Dé c6 thé tién hanh th® nghiém thuéc hay
mot ché phdm méi trén ngudi, nhat thiét phai
c6 cac nghién ctru khéng dinh dwoc tinh an
toan va hiéu qua trwdc do trén dong vat thuwc
nghiém. Danh gia ddc tinh bao gébm nghién ciru
doc tinh cap, doc tinh dai han, doc tinh tai ché,
doc tinh trén sinh san va phat trién, doc tinh
sinh mién dich... Trong d6, nghién ctru ddc tinh
cép va nghién ctu doc tinh ban trudng dién
(la mét loai ctia nghién ctru dai han) cé vai tro
quan trong trong tht nghiém lam sang phat
trién cac thuéc dwoc liéu. Vién nang cirng An
Phu Khang Plus (goi tat I1a APKP) bao gébm 15
vi duoc lieu. Day 1a ché phdm dwoc dung dé hd
tro diéu tri u xo' tl cung, u nang budng trirng
dwa trén tac dung clia cac vi dwoc liéu co trong
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thanh phan.3 Tuy nhién, chwa c6 nghién ctwu
nao khang dinh tinh an toan cta sw két hop
cac thanh phan dwoc liéu nay. Do do, dé chirng
minh sw két hop trén dam bao tinh an toan khi
st dung chung t6i tién hanh dé tai nghién ctu
nay véi muc tiéu: Xac dinh doc tinh cap va doc
tinh bén truong dién cda vién nang cing An
Phu Khang Plus trén ddng vat thucc nghiém.

Il. DOl TWONG VA PHUONG PHAP
1. Béi twong nghién ciru

Thubc nghién ctru: Vién nang cirng APKP
ham lwong 0,69 g/vién, dwoc san xuét tai Cong
ty dwoc phdm va thwong mai Phuong Dong.

Doéng vat nghién citru

Chuét cbng trdng ching Wistar, khée manh,
ca 2 gibng, trong lwgng 200 + 20g, do Trung
tam cung cap dong vat thi nghiém Pan Phuong
- Ha Néi cung cép.

Chudt nhét trdng ching Swiss, khde manh,
ca 2 gidng, trong lwong 20 + 2g dé nghién clru
xac dinh ddc tinh cap. Bong vat dwoc nudi 5 - 7
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Bang 1. Thanh phan ché pham nghién ctru cho 1 vién nang citerng

Tén dwoc ligu Ham lrong Tén dwoc ligu Ham lwong
mg/vién mg/vién

Cao Trinh nlr hoang cung 350mg Cao Cl mai dang 20mg
Cao Nang hoa trang 100mg Cao Huwong phu 20mg
Cao Tdéa dwong 30mg Cao Tam lang 20mg
Cao Xuyén khung 30mg Cao Nga truat 20mg
Cao B quan 30mg Cao Sinh dia 10mg
Cao Bwong quy 20mg Cao Xich thwoc 10mg
Cao Héng hoa 20mg Curcumin nano 5mg

Bot Tam théat 5mg

ngay trwdc khi nghién ciru va trong subt thoi
gian nghién ctru dwoc an thirc &n chuén, ubng
nwoc tw do tai phong thi nghiém cla Bo mon
Duoc ly - Trdng Dai hoc Y Ha Noi.

2. Thudc, héa chat, may méc phuc vu nghién
ctru

Kit dinh lwong cac enzym va chét chuyén
hoéa trong mau: ALT (alanin aminotransferase),
AST (aspartat aminotransferase), Bilirubin toan
phan, Albumin, Cholesterol toan phan, Creatinin
cta hang Erba, dinh Iwgng trén may sinh héa
ban tw dong Erba ctia An Do.

Cac dung dich xét nghiém mau cla hang
Horiba ABX, dinh lwgng trén may Horiba ABX
Micros clia Phap.

Cac hoa chét xét nghiém va lam tiéu ban mo
bénh hoc dat tiéu chuan thi nghiém.

3. Phwong phap nghién ctru

Nghién cteu déc tinh cap

Nghién ctru doc tinh cip dwoc tién hanh
theo hwong dan cia WHO va xac dinh LD,
theo phwong phap Litchfield - Wilcoxon.*

Chuét nhét trédng trong lvong 20 + 2g dwoc
chia thanh tirng 16, méi 16 10 con. Cho chudt
ubng thubc thir APKP véi liéu tang dan (trong
cung mot thé tich) dé xac dinh lidu thap nhéat

gay chét 100% chudt va liéu cao nhét khéng
gay chét chudt (gay chét 0% chudt). Chuot
duwoc nhin an 12 gior trwde khi ubng thube thir,
van ubng nwéc day da. Theo dbi tinh trang
chung (&n udng, hoat ddng than kinh, di lai, bai
tiét...), cac dau hiéu nhiém ddc (nén, co giat,
kich déng...), s6 chudt chét trong 72 gi& dau
sau ubng thuéc thir (néu c6). Néu chudt chét,
mé chuodt dé danh gia dai thé tdn thwong cla
cac co quan. Sau dé theo doi tinh trang chung
clia chudt dén hét ngay th& 7 sau ubng thubc.
Xac dinh liéu chét 50% (LD,,) theo ty 1& chudt
chét trong vong 72 gi¢» dau.

Nghién ctru déc tinh ban truong dién

Nghién clu doc tinh ban trwdng dién cua
vién nang cing An Phu Khang Plus trén chudt
cbng tréng theo duwong ubng dwoc tién hanh
theo hwéng dan cia WHOS:

Chudt duoc chia lam 3 16, m6i 16 10 con:

- L6 1 (ching sinh hoc) (n = 10): udng nwéc
cat 10 mL/kg/ngay.

~Lb tri 1 (APKP lidu thap) (n = 10): ubng
APKP liéu 0,745 g/kg/ngay (liéu c6 tac dung
twong dwong liéu dy kién trén ngudi, tinh theo
hé s6 6).

~Lbtri 2 (APKP lidu cao) (n = 10): ubng APKP
liéu 2,235 g/kg/ngay (gép 3 lan liéu 16 tri 1).
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Chudt dwoc udng nuwéc hodc thube thir
bang kim d4u tu trong 4 tuan lién tuc, méi ngay
mot 14n vao budi sang. Cac chi tiéu theo dbi
trwée va trong qua trinh nghién clvu:

- Tinh trang chung, thé trong ctia chuét.

- Danh gia chirc phan tao mau théng qua sb
lwong hdng cau, thé tich trung binh héng cau,
ham lvong Hemoglobin, Hematocrit, sé lvong
bach cau, cdng thirc bach ciu va sb lwong tiéu
cau.

-DPanh gia chirc nang gan théng qua dinh
lwong mot sé chat chuyén hoa trong mau:
Bilirubin toan phan, Albumin va Cholesterol
toan phan.

- Danh gia tén thwong té bao gan théng qua
dinh lwgng hoat d6 enzym trong mau: ALT, AST.

-DPanh gia chirc nang than théng qua dinh
lwong ndng dod Creatinin huyét thanh.

- Céac théng sb theo déi dwoc kiém tra vao

trwde luc ubng thube, sau 2 tudn ubng thubc,
sau 4 tuan udng thubc.

- Mé bénh hoc: sau 4 tuan uéng thubc, chuét
dwoc md dé quan sat dai thé toan bo cac co
quan. Kiém tra ngau nhién c4u trac vi thé gan,
than ctia 30% s6 chudt & méi 16.

Cac xét nghiém vi thé dwoc thuc hién tai
Trung tdm Nghién clru va phat hién sdm ung
thw (do PGS.TS. Lé Pinh Roanh doc két qua
vi thé).

4. Xt ly sé liéu

Sé liéu dwoc nhap va x& ly bang phuong
phap va thuat toan théng ké y sinh hoc trén
phan mém Microsoft Excel. Sé liéu dwoc biéu
dién dwéi dang X+ SD. Kiém dinh cac gia tri
bang t-test Student va test trwdc sau (Avant-
aprés). Su khéac biét co y nghia théng ké khi p
<0,05.

p<0,05 p <0,01 p < 0,001
Khac biét so v&i 16 chirng sinh hoc * ** rE
Khac biét so v&i 16 md hinh * * e
lll. KET QUA
1. Nghién ctru doc tinh cap
Bang 2. Két qua nghién ctru doc tinh cap ctia APKP
DAu hiéu

Léchuét n Liéu (mL/kg)

Liéu dung (g/kg)

TV 18 chet (%) | <t thuromg khac

L6 1 10 30 15,5 0 Khoéng
L6 2 10 45 23,3 0 Khong
L6 3 10 60 31,1 0 Khoéng
L6 4 10 75 38,8 0 Khoéng

Chudt nhét trdng dwoc ubng APKP véi liéu
tang dan tir 15,5 g/kg/ngay dén 38,8 g/kg/ngay,
sau khi uéng thudc thir, chudt & tat ca cac 16 an
uéng, hoat ddng va bai tiét binh thwdng. Khdng
thdy c6 biéu hién ngd doc & chudt va khong

c6é chudt nao chét trong vong 72 gid sau khi
udng thudc. Tiép tuc theo ddi trong 7 ngay sau
udng thubc, thay chuét hoan toan binh thuwéng,
khéng c6 biéu hién gi dac biét. Do khong thé
tang d6 dam dac cla thubc cling nhuw khéng
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thé tang thé tich cho chudt ubng nén chwa xac dinh dwoc doc tinh cap va chua tinh dwoc LD, cla
APKP trén chudt nhat trang theo dwdng udng.
2. Nghién ctru déc tinh ban trwéng dién

Tinh trang chung va sw thay déi thé trong chuét

Tinh trang chung: Trong thoi gian nghién ciru, chudt & ca 3 16 hoat dong binh thwdng, &n ubng
tot, nhanh nhen, mat sang, phan khé.

S thay déi thé trong chudt

Bang 3. Anh hwéng cta vién nang An Phu Khang Plus dén thé trong chuét

L6 chirng Lo tri1 Lo tri 2
0, 0, 0,
Thoigian  Trong 2T qong othay  Trong  %thay q test
) doi trong ) doi trong lwong doi trong
lwgng (g) lwgng (g) Student)
lwong lwong (9) lwong
Truwéc ubng 199,00 205,00 208,00 > 0.05
thube + 46,77 + 39,79 + 20,98 ’
Sau 2 tuan 238,00 249,00 238,00
B B 19,6 M7,7 14,4 > 0,05
uong thuoc + 46,62 +47,71 + 35,84
p trvdc - sau <0,05 <0,05 <0,05
Sau 4 tuan 250,00 259,00 253,00
B B 125,6 126,3 121,6 > 0,05
uong thuoc + 55,38 + 50,65 45,47
p trwdc - sau <0,05 <0,05 <0,05

Sau 2 tuan va 4 tuan ubng thubc thir, trong lvong chuét & cé 316 (I6 chirng va 2 16 tri) déu tang
so voi trwde khi nghién ctru. Sw khac biét 6 y nghia thong ké (p < 0,05). Khong c6 sw khac biét vé
murc do gia tang trong lvong chudt gitra 16 chirng va cac 16 dung thudc thr (p > 0,05).

Danh gia chire nang tao mau

Bang 4. Anh hwéng cua vién nang An Phu Khang Plus dén s6 lwong hong cau

S6 lwong hong cau (T/1) p
Th&i gian
L6 chirng Lo tri 1 L6 tri 2 (t- test Student)

Trwéc ubng thube 8,99 + 1,13 9,56 + 0,90 9,18 + 1,00 > 0,05
Sau 2 tuan uéng thubc 9,93+1,19 10,59 + 0,93 9,63 +0,74 > 0,05
p (trwdc - sau) > 0,05 > 0,05 > 0,05

Sau 4 tudn uéng thudc 8,91+0,83 8,62 + 1,02 8,44 +1,28 > 0,05
p (trvdc - sau) > 0,05 > 0,05 > 0,05 > 0,05
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Bang 5. Anh hwéng cua vién nang An Phu Khang Plus dén ham Iwong huyét sac té

trong mau chuét

Ham lwong huyét sac té (g/dl)

Thei gian P
L6 chirng L6 tri1 L6 tri 2 (t- test Student)
Trwée udng thube 13,79+ 1,13 14,36+ 2,23 14,64 + 1,28 > 0,05
Sau 2 tuan uéng thubc 14,41+£1,48  1545+0,96 14,37 £ 1,34 > 0,05
p (trwdc - sau) > 0,05 > 0,05 > 0,05
Sau 4 tuan ubng thubc 14,14 £146  13,21+1,57 13,76 £ 2,45 > 0,05
p (trwdc - sau) > 0,05 > 0,05 > 0,05 > 0,05

Bang 6. Anh hwéng cua vién nang An Phu Khang Plus dén Hematocrit

Hematocrit (%)

Th&i gian P
Lé chirng Lo tri1 L6 tri 2 (t- test Student)
Trwéc udng thube 46,67 +4,16  4530+367 50,34 +528 > 0,05
Sau 2 tudn uéng thudc 4954 +713  48,92+427 51,84 +463 > 0,05
p (trwdce - sau) > 0,05 > 0,05 > 0,05
Sau 4 tuan uéng thuéc 46,50 +4,25  46,46+6,56 49,38 + 10,05 > 0,05
p (trwdce - sau) > 0,05 > 0,05 > 0,05 > 0,05

Bang 7. Anh hwéng cuda vién nang An Phu Khang Plus dén thé tich trung binh hong cau

trong mau chuét

Thé tich trung binh héng cau (fl) p
Th&i gian
L6 chirng Lo tri 1 Lo tri 2 (t- test Student)

Truwéc ubng thube 53,50 +2,12 5490173  54,80+1,75 > 0,05
Sau 2 tudn uéng thudc 5420+1,87 53,60+1,58  53,70+2,50 > 0,05
p (trwdc - sau) > 0,05 > 0,05 > 0,05

Sau 4 tudn uéng thudc 52,30+1,16  52,80+4,08 53,50 + 4,03 > 0,05
p (trwdce - sau) > 0,05 > 0,05 > 0,05 > 0,05

Két qua & cac bang 4, 5, 6 va 7 cho thay: sau
2 tudn va 4 tuan ubéng APKP, cac xét nghiém
danh gia chirc nang tao mau (s lwong héng
cau, ham lwong huyét séc td, Hematocrit, thé
tich trung binh hdng cau) & ca 16 tri 1 (ubng

APKP lidu 0,745 g/kg/ngay) va 16 tri 2 (ubng
APKP liéu 2,235 g/kg/ngay) khoéng cé sw khac
biét c6 y nghia so v&i 16 chirng va so sanh gitra
céac thoi diém trwdc va sau khi ubng thube thir
(p > 0,05).
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Bang 8. Anh hwéng cua vién nang An Phu Khang Plus dén sé6 lwong bach cau
trong mau chuét

S6 lwong bach cau (G/l) p
Thei gian t- test Student
L6 chirng L6 tri 1 L6 tri 2 (t- test Student)
Trwée udng thube 8,61+275 10,13 + 2,82 8,74 + 2,47 > 0,05
Sau 2 tuan ubng thuébc 8,95+ 2,11 9,14 +1,97 9,46 + 2,21 > 0,05
p (trwdc - sau) > 0,05 > 0,05 > 0,05
Sau 4 tuan ubng thubc 9,07 £2,29 9,21 £2,29 9,14 £2,70 > 0,05
p (trwdc - sau) > 0,05 > 0,05 > 0,05 > 0,05

Bang 9. Anh hwéng cuda vién nang An Phu Khang Plus dén cong thirc bach cau
trong mau chuét

Céng thirc bach cau

oL L6 chirng Lo tri1 Lo tri 2
Thé&i gian
Lympho Trung Lympho Trung Lympho Trung
(%) tinh (%) (%) tinh (%) (%) tinh (%)

Truwéc ubng 81,02 5,42 79,01 5,59 78,52 6,29
thubc + 3,34 + 1,02 + 3,75 +1,73 + 4,95 +2,17
Sau 2 tuan 79,87 6,12 79,39 512 79,14 5,32
udng thubc +4,60 +1,97 +4,35 + 1,54 +8,14 +1,82
p (trwdc - sau) > 0,05 > 0,05 > 0,05 > 0,05 > 0,05 > 0,05
Sau 4 tuan 79,35 6,35 78,47 6,32 74,92 6,63
udng thubc + 3,84 + 1,63 + 6,31 + 1,40 + 10,94 +2,09
p (trwdce - sau) > 0,05 > 0,05 > 0,05 > 0,05 > 0,05 > 0,05

Bang 10. Anh hwéng cta vién nang An Phu Khang Plus dén sé lwong tiéu cau
trong mau chuét

S6 lwong tiéu cau (G/l) p
Thei gian (t- test
L6 chirng Lo tri1 L6 tri 2 Student)

Truwéc ubng thube 623,30 £ 125,25 565,20 + 83,78 657,80 + 146,08 > 0,05
Sau 2 tuan uéng thuéc 680,30 + 190,71 675,90 + 207,99 620,10 + 132,92 > 0,05
p (trwdc - sau) > 0,05 > 0,05 > 0,05
Sau 4 tuan uéng thuéc 570,60 + 141,62 502,90 + 118,87 534,50 + 138,48 > 0,05
p (trwdc - sau) > 0,05 > 0,05 > 0,05 > 0,05
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Két qua & bang 8, 9 va 10 cho thdy: sau 2 tuan va 4 tuan udng APKP, sb lwong bach cau, cong
thirc bach ciu va sb lwong tiéu cau & ca 16 tri 1 va 16 tri 2 khéng c6 sw khac biét c6 y nghia so véi 16

ching va so sanh gitra cac thdi diém trwdc va sau khi udng thube thir (p > 0,05).

Anh hwéng cua vién nang An Phu Khang Plus dén mirc dé tén thuong té bao gan va chirc

nang gan

Dénh gid mirc dé tén thuong té bao gan

160
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Hoat do AST (UIl)
@
o

Trwoc ubng thubc  Sau 2 tudn ubng  Sau 4 tudn udng

thude

2L6 chirng Lo tri 1

thudc

mLotri2

Biéu do 1. Anh hwéng cua APKP dén
hoat dé AST (GOT) trong mau chudt

Hoat d ALT (UIl)
w
o

2L6 ching

ng thubc  Sau 2 tual

thudc

7 L6 tri 1

Sau 4 tuan uéng
thuée

mLotri2

Biéu dd 2. Anh hwéng cua APKP dén
hoat doé ALT (GPT) trong mau chuot

Két qua & cac bidu db 1, 2 cho thay: sau 2 tuan va 4 tuan uéng APKP, hoat dd AST, ALT trong
mau chudt & ca 2 16 tri déu khong cé sw khac biét cé y nghia so véi 16 chirng va so sanh gitra hai thoi

diém trwde va sau khi ubng thube thir (p > 0,05).

Dénh gia chirc ndng té bao gan
Bang 11. Anh hwéng cta vién nang An Phu Khang Plus dén chirc niang gan, than

Chi s6 Lo Triy(yc NC Sa_u 2 tuan Salj 4 tuan p

(n=10) (X £ SD) (X £ SD) (X £ SD) (t- test Student)
Loching  3,21+0,35  338+0,21  3,33+0,30 > 0,05

Albumin —

(/L) L trj 1 345+0,27  354+031  341+044 > 0,05
L6 trj 2 319+045  328+022  3,09+0,28 > 0,05

p (trwdc - sau) > 0,05 > 0,05 > 0,05

Cholesterol Lo chitng 1,50+0,12  1,61+0,16 1,52 +0,16 > 0,05

toan phan L trj 1 1,48+0,30  168+0,30  1,62+0,39 > 0,05

(mmol/L) Lo trj 2 1,30+£0,36  153+025  1,42+0,21 > 0,05

p (trwdc - sau) > 0,05 > 0,05 > 0,05

Bilirubin Léching 13,25+0,25 1345+054 13,38 +0,45 > 0,05

toan phan Lo trj 1 1348+052 13,22+0,550 13,41+0,62 > 0,05

(mmol/L) L6 tri 2 1343+0,19 13,26+0,52 13,55+0,55 > 0,05
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Chi sb L6 Trwéc NC Sau 2 tuan Sau 4 tuan p
(n=10) (X £ SD) (X £SD) (X £SD) (t- test Student)

p (trvdc - sau) > 0,05 > 0,05 > 0,05

L6 chirng 0,83+0,15 0,78 £ 0,12 0,84 +£0,18 > 0,05
Creatinine —

Lo tri 1 0,84 + 0,15 0,76 £ 0,15 0,80+ 0,17 > 0,05
(mg/dL)

Lo tri 2 0,81+0,14 0,78 £ 0,15 0,79 £ 0,19 > 0,05
p (trwdc - sau) > 0,05 > 0,05 > 0,05

Két qua & cac bang 11 cho thay: sau 2 tuan
va 4 tuan udng APKP, cac xét nghiém danh gia
chic nang gan (ndng d6 Bilirubin toan phan,
Albumin, Cholesterol toan phan) va chirc néng
than (ndng do Creatinin) & ca 2 16 tri déu khong
c6 suw khac biét c6 y nghia théng ké so véi 16
chirng va so sanh gira hai thoi diém trudc va
sau khi udng thubc thir (p > 0,05).

Thay déi vé mé bénh hoc

Dai thé: Trén tat ca cac chudt thuc nghiém
(I6 chirng va 2 16 tri), khéng quan sat thay co
thay déi bénh ly nao vé& mat dai thé clia cac co
quan tim, phdi, gan, lach, tuy, than va hé théng
tiéu hoa ctia chuodt.

Vi thé: Khéng c6 khac biét vé cAu truc vi thé
gan, than chuét sau 4 tudn ubng thudc & cac 16
tri 1 va 16 chirng. O'16 tri 2 APKP liéu gép 3 liéu
lam sang 2,235 g/kg/ngay c6 gay tén thwong vi
thé gan chudt nang hon so véi 16 chirng sinh
hoc.

IV. BAN LUAN

1. Nghién ctru doc tinh cap

Nghién ciru doc tinh clp cla thubc nham
theo d&i va danh gia tat ca nhivng d4u hiéu bat
thwong & déng vat thi nghiém sau khi dung
thuéc va tién hanh xac dinh LD, tirc liéu gay
chét 50% sb6 chudt theo phwong phap Litchfield
- Wilcoxon.* O liéu téi da twong dwong véi 38,8
g/kg (liéu dac nhat co thé cho chuét ubéng bang
kim dau tu) gap 26,04 |an liéu dw kién dung trén
lam sang khong gay cac biéu hién nhiém doc

cép trén chudt, khong gay chét trén chudt sau
72 gi®» va sau 7 ngay udng thubc ciing khéng cé
d4u hiéu bat thuwong do vay chua thé xac dinh
duoc LD, cia ché pham APKP trén chuét nhat
trdng theo dwdrng udng.

Theo D& Tat Loi, thanh phan chinh cua
Héng Hoa la cactamin c6 liéu doc trén thé la
20 - 75 mg/kg, dbi v&i méo la 80 - 85 mg/kg thé
trong.® Nghién ctru clia M A Latif nam 1979, b6t
Nga Truat gay doc dbi véi chudt 5 tuan tudi va
gay tr vong 100% trong vong 6 ngay khi cho
&n 320 g/kg/ngay. Than ré twoi cat nhé va say
kho duing liéu 400 g/kg gay gidm hoat déng cla
chuét nhét trang, & liéu 250 g/ngay dung trén
lam sang gay mét méi ué oai, da xanh tai khi
st dung dai ngay.” Chiét xuéat ethanol va thanh
phan alkaloid clia 14 Nang tréng co LD, 1a 22,75
g/kg p.o. & chudt.® Tuy nhién, liéu lwong cta
cac dugec liéu co trong vién nang cirng APKP
déu thap hon rat nhiéu Ian so véi liéu gay ra cac
biéu hién ddc tinh dwoc bao cao. Cac dwoc liéu
khac hién theo D& Tt Loi chwa quan sat thay
doc tinh.®

Nhw vay, két qua nghién ciru doc tinh cép
ciing cho thay liéu dy kién dung trén nguoi cla
vién nang cirng APKP 9 vién/ngay 1a c6 thé
chép nhan duoc.

2. Nghién ctru ddc tinh ban trwéng dién

Anh hwéng cuda vién nang An Phu Khang
Plus Ién tinh trang chung va sw thay déi thé
trong chuét

Trong nghién clru déc tinh ban trwdng dién
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chuang t6i Iwa chon doi twong nghién cru la
chudt cbng trang do loai nay dé& nudi hon, ché
dd an twong tw va cac chi sb nghién ciru twong
ddi 6n dinh. Tinh trang chung va s thay déi thé
trong phan anh tinh trang strc khée clia dong
vat. Theo bao cao ctia M A Latif, bot Nga Truat
cho chudt non cai stra dung véi liéu 400 g/kg co
hién twong gidm can nhanh chéng va hai trong
s6 nam con chuét tr vong trong vong 4 ngay.
Trong nghién ctru, chudt & ca 3 16 déu &n udng,
hoat dong binh thwdng, mét sang, 16ng muot,
phan khé. Can nang clia chudt & ca 3 16 déu
tang so v&i trede khi nghién cru. Khdng co sw
khac biét c6 y nghia thdng ké & 2 16 tri so v&i
16 chirng & céac thoi diém trwde va sau ubng
thubc thir (p > 0,05). Nhw vay, APKP khéng &nh
hwéng xau téi tinh trang chung va mirc d6 thay
ddi thé trong ctia chuét khi udng thubc lién tuc
trong 4 tuan.

Anh hwéng caa vién nang An Phu Khang
Plus dén hé théng tao mau

Dé danh gia anh hwéng cta thubc dén chirc
nang tao mau chung t6i tién hanh xac dinh sb
lwong héng cau, sb lwong bach cau, sb lvong
tiéu cAu trong mau chudt. Ngoai ra, dinh lwong
huyét sac td, thé tich trung binh hdng cau sé
cho biét chirc nang clia héng cau trong van
chuyén khi mau. Hematocrit 14 ti 1& % gitra khéi
héng ciu va mau toan phan. Qua nghién ciru
cho thay, cac chi sb trén cla chudt & ca 2 16
tri déu thay déi khong coé y nghia théng ké so
véi trwde khi dung thube va so véi 16 chirng
sinh hoc & cuing thoi diém (p > 0,05). Theo bao
cao cua Fyal Younas, polysaccharid tr Duong
qui ¢6 tac dung lam tang sé lwong héng cau,
Hemoglobin, chéng lai cac tac nhan gay tinh
trang thiéu mau.® Didu d6 chirng td6 APKP
khong thé hién doc tinh trén co quan tao mau.

Anh hwéng cuda vién nang An Phu Khang
Plus dén mirc d6 tén thwong té bao gan va
chdec ndang gan, than

Trong co thé, gan c6 vai trd rat quan trong.

Gan dam nhiém nhiéu chirc ndng phtrc tap va
la co quan chuyén héa chinh. Khi dwa thubc
vao co thé, thubc cé thé ddc cho gan, gay hay
hoai t& bao gan, anh hwéng dén chirc nidng
gan. Khi tén thwong hiy hoai té bao gan, néng
dd ALT sé tang cao. AST chd yéu ndm trong
ty thé, khi tén thwong & mic dd dwdi té bao
thi AST méi dwoc gidi phong ra ngoai. Ngoai
ra, gan c6 chirc nang chuyén hoa protid, lipid,
tao mat... qua do, gan thé hién vai tro trong
tbng hop Albumin, Cholesterol toan phan va
Bilirubin. Két qua nghién ctru cho thay, ALT,
AST va cac chi sb6 chirc ndng gan cla chudt
cbng & ca 2 16 trj déu khong co6 sw khac biét cd
y nghia thdng ké so vé&i thoi diém trudc nghién
clru va so voi 16 chirng tai cung mot thoi diém.
Diéu nay ching té, APKP & ca 2 murc liéu déu
khong thé hién doc tinh trén gan.

Than la co quan bai tiét ctia co thé. Khi dwa
thuéc vao co thé, phan I1&n thubc dwoc thai tri
qua than. Vi vay, thubc gay doc cé thé 1am tén
thwong than, tr d6 anh hwédng dén chirc nang
than. Creatinin |a thanh phan dam trong mau 6n
dinh nhat, hau nhu khéng phu thudc vao ché
dé an, thay dbi sinh ly ma chi phu thuéc vao
kha nang dao thai ctia than. Khi ciu than tén
thwong, néng dd Creatinin tdng sém hon Ure,
do vay dé danh gia va theo ddi chirc nang than,
Creatinin mau la chi tiéu quan trong va tin cay
hon Ure 1°.

Giai phau bénh dai thé va vi thé 1a chi sé
can thiét khi danh gia déc tinh ban truéng dién
theo hwdng dan cia WHO.5 Cac mau bénh
phdm gan & ca 3 16 gébm 2 16 dung thudc thir
va 116 chirng déu c6 ti 1&é sb mau thoai héa &
mirc d6 nhe/sé mau binh thuwdng la nhw nhau
& cac thoi diém sau 4 tuan ubng thubc. O 16 tri
2 cho thay hinh &nh tén thuwong trén vi thé gan
ré hon hon so v&i 16 chirng sinh hoc. Tuy nhién
c6 thé thay cac chi sé sinh hda danh gia chirc
nang gan (AST, ALT, Albumin, Cholesterol toan
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phan, Bilirubin toan phan) lai khdng c6 dau hiéu
bat thworng & tat ca cac 16. S& di co sw khong
phu hop gitra hinh anh tén thwong vi thé va cac
chi sé sinh héa nhw vay cé thé do mirc dd ton
thwong té bao gan nhe va khu tri nén cac té
bao gan binh thwd'ng con lai ¢é hién twong hoat
dong bu triv. Mat khac, khi xem xét cac thanh
phan cta APKP thi thdy, trong nghién ctru clia
Peng Cao va cdng sw ndm 2018 chi ra rang:
hop chét polysaccharid c6 trong Buong qui c6
tac dung giam sy thoai hoa cla té bao gan va
sb lwong khong bao té bao chat & chudt tiép
xuc véi qua liéu paracetamol, lam gidm ré rét
tinh trang tén thwong gan théng qua viéc ting
néng d6 GSH va (rc ché qua trinh apoptosis &
gan. Trong 6ng nghiém, polysaccharid lam ting
dang ké ty 1& sdng sot cla t& bao gan nguyén
phat cla chuét khi dung qua liéu paracetamol.
Tac dung nay c6 thé do cai thién qua trinh
peroxy hoéa lipid va stress oxy hdéa, cung voi
viéc e ché qua trinh apoptosis.' Thanh phan
sesquiterpenes co trong Nga Truat dwoc phan
lap tr dich chiét aceton c6 tac dung bao vé gan.
Can c6 nghién ctu trong thoi gian dai hon dé
danh gia &nh hwéng clta ché pham lén sy ton
thwong té bao gan.

Trén thé gi¢i cac nghién ctu vé doc tinh
chung khi phédi hop céc bi dwoc liéu cé trong
thanh phan cta APKP hién chwa dwoc ghi
nhan. Day la cac duoc liéu phd bién, chung toi
chwa tim thdy cac bao cao vé doc tinh clia cac
vi dwoc liéu nay, tham khao cac tai liéu cling
chwa thdy dé cap téi nhirtng doc tinh nghiém
trong.4®

V. KET LUAN

Vién nang ctrng An Phu Khang Plus khéng
gay doc tinh cap va khong xac dinh duoc LD,
trén chudt nhéat tréng.

Vién nang cirng An Phu Khang Plus liéu
0,745 g/kg/ngay va liéu cao gép 3 lan liéu dw
kién l1am sang (2,235 g/kg/ngay) dung dwdng

TAP CHi NGHIEN CU’U Y HOC

udng lién tuc trong 4 tuan khong anh huéng
dén tinh trang chung, cac chi sé huyét hoc,
sinh hdéa, mé bénh hoc than. Tuy nhién, can cé
nghién ctru sau hon dé danh gia &nh hwéng lén
mé bénh hoc gan chudt cdng trang.

TAI LIEU THAM KHAO

1. HyunJH, Kang JI, Kim SC, etal. The effects
of crinum asiaticum on the apoptosis induction
and the reversal of multidrug resistance in HL-
60/MX2. Toxicol Res. 2008;24(1):29-36.

2. Nguyen HYT, Vo BHT, Nguyen LTH,
et al. Extracts of crinum latifolium inhibit the
cell viability of mouse lymphoma cell line EL4
and induce activation of anti-tumour activity
of macrophages in vitro. J Ethnopharmacol.
2013;149(1):75-83.

3.Song Y, Hu J, Wang H, et al. Research
on the modern clinical herbal administration
rules in TCM treatment of ovarian cysts based
on data mining. Journal of Traditional Chinese
Medical Sciences. 2017;4(2):222-231.

4. Litchfield JT, Wilcoxon F. A simplified
method of evaluating dose-effect experiments.
J Pharmacol Exp Ther. 1949;96(2):99-113.

5. WHO. Working group on the safety and
efficacy of herbal medicine. Report of regional
office for the western pacific of the World Health
Organization. 2013.

6. D6 Tat Loi. Nhiing cay thubc va vi thubc
Viét Nam. 8th ed. Nha xuét ban Y hoc, Ha Néi;
2015.

7. Latif MA, Morris TR, Miah AH, Hewitt D,
Ford JE. Toxicity of shoti (Indian arrowroot:
Curcuma zedoaria) for rats and chicks. Br J
Nutr. 1979;41(1):57-63.

8. Phuong NK. Studies on pharmacological
effects of crinum asiaticum L. Journal of
Medicinal Materials - Hanoi. P 2003:149-152.

9. Younas F, Aslam B, Muhammad F, et al.
Haematopoietic effects of Angelica sinensis
root cap polysaccharides against lisinopril-

TCNCYH 157 (9) - 2022

115



TAP CHi NGHIEN CPU Y HOC

induced anaemia in albino rats. Pharm Biol. 11.Xia JY, Fan YL, Jia DY, et al. Protective
2017;55(1):108-113. effect of Angelica sinensis polysaccharide
10.Nguy&n Thé Khanh, Pham T& Dwong. against liver injury induced by D-galactose in
Xét nghiém st dung trong Idm sang. Nha xuét aging mice and its mechanisms. Zhonghua
ban Y hoc; 2005. Gan Zang Bing Za Zhi. 2016;24(3):214-219.

Summary
STUDY ACUTE AND SUB-CHRONIC TOXICITY OF
AN PHU KHANG PLUS ON EXPERIMENTAL ANIMALS

The study was conducted to assess the acute toxicity on Swiss mice according to the World
Health Organization Guidance, LD,, was determined by Litchfield-Wilcoxon method. The sub-
chronic toxicity of An Phu Khang Plus were studied on Wistar rats, in which rats were divided in
3 groups: no treatment; treated with An Phu Khang Plus at the daily dose of of 0.745 g/kg per
day and 2.235 g/kg per day, respectively, for 4 weeks. After administration, rats were sacrificed
to collect samples for blood analysis before and at 2.4 weeks after treatment. Histopathological
of liver and kidney were only observed at the end of treatment. The results show no symptom
of acute toxicity up to a maximum dose 38.8 g/kg, LD50 of APKP has not been determined.
The APKP at two doses of 0.745 g/kg per day and 2.235 g/kg per day had no effect on general
conditions, hematopoietic function. No change in the liver and kidney functions, however,
histopathological changes were seen in the liver at the high dose. A subchronic study of other
doses consumed should be further carried out to assess the effects of APKP on liver histology.

Keywords: An Phu Khang Plus, acute toxicity, sub-chonic toxicity.
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