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e toxicity PHC curcumindetox hard capsules, a dietary supplement containing powdered curcumin,
Silybum marianum, Cynara scolymus, and Zingiber officinale extracts as main ingredients, has been

evaluated in acute and sub-chronic toxicity studies. Acute oral toxicity studies in ICR mice did not detect
mortality or treatment-related signs at a dose of 5000 mg/kg/24h for 72h (LD50 >5000 mg/kg) (inner
powder). Dose selection for sub-chronic toxicity studies is 500 mg/kg. After continuous administration of
C1 for 28 days at this dose, treated mice presented no significant change in body weight, in daily behaviors
and weight of selected organs (liver, spleen, and kidney) as well. The hematological parameters, liver
indices (ALT level), renal indices (creatinine level) were not affected. The study showed that materials to
produce PHC Curcumindetox capsules are safe to be taken orally at a dose of 500 mg/kg bdw for 28 days.

Keywords: Cynara scolymus; Curcumin, Acute toxicity; Sub-chronic toxicity; Hematological parameters.

1. Mé& dau

Gan la co quan l6n nhét cua co thé, ddm nhan
nhiéu chic nang quan trong va phtec tap, trong do
chtrc nang dac thu va quan trong nhét cia gan la
khir doc va chuyen hoa céac chét, co quan chinh blen
dbi cac chat ddc ndi hodc ngoal sinh thanh cac chét
khong doc dé dao thai ra ngoai.

Theo thong ké cua To chuc Y té Thé gidi (WHO)
Viét Nam c6 ty 1€ méc ung thu gan theo gidi tinh
nam cao thtr 3 thé gidi, chi dimg sau Mong Co va
Lao.

Cac nguyén nhin gy ra bénh ly tai gan nhu vi
khuan virus, ki sinh trung, ruou, thuoc hodc hoa
chat doc khi xam nhap vao gan co thé gay viém gan
cap, viém gan man, co thé tién trién toi xo gan hoac
ung thu gan.

Hién nay, viém gan do virus c6 thé diéu tri bang
thudc khang virus nhu interferon, lamivudin.. ., tuy
nhién nhiing thudc nay co gla thanh cao, nhleu tac
dung khong mong mudn va hién nay da xuat hién
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dong virus dot bién khang thuéc Viém gan do thudc,
hoa chit hién chua ) thudc dleu tri dac hi¢u, nhitng
bénh nhan nay chu yéu duoc dleu tri bang cac thuoc
bao v¢ gan va lam tang phuc hoi ton thuong té bao
gan. Mot s6 thude bao vé gan dugce nhap vao Viét
Nam nhu silymarin (Legalon) biphenyl dimethyl
dlcarboxylat (Fortex)... co tac dung twong ddi tot
song gia thanh tuong dbi cao, khong phu hop véi
diéu ki¢n kinh t¢ cta da s6 nguorl bénh khi phai
dung thudc dai ngay Do vay, viéc nghién ctru phat
trién cac thude nguon gbe dugc lidu dé diéu tri cac
bénh gan ngay cang tr¢ thanh xu thé wu tién do ¢
nhiéu loi thé so vé6i thude hoa duoc.

De co thé tién hanh thir nghiém thuoc hay mot
ché pham méi trén nguoi, nhat thiét phai cé cac
nghlen ctru khang dinh dugc tinh an toan va hiéu
qua trudc do trén dong vat thuc nghlem Panh gia
doc tinh bao gdbm nghién clru dgc tinh cap, doc tinh
dai han, dgc tinh tai chd, ddc tinh trén sinh san va
phat trién, doc tinh sinh mién dich. .

Nghién ciru doc tinh cap va nghlen ctru doc tinh
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ban truong d1en co vai tro quan trong trong nghién
ctru phat trién thude duoc li¢u. Vién nang cimg PHC
curcumindetox chua chiét xuét tir 4 vi duoc lidu nhu
curcuminoid tir nghé vang (Curcumin longa), Ké
sira (Sllybum marianum), Actiso (Cynara scolymus)
va gung (Zingiber ofﬁcmale) Ché pham nay duoc
dung dé ho tro diéu tri giai doc gan dya trén tac dung
cua cac vi dugce liéu c6 trong thanh phan Tuy nhién,
trén thé gidi ciing nhu & Viét Nam cho den nay, chua
0 cong trinh nghién ciru day du nao khang dinh tinh
an toan cua su két hop cac thanh phan duoc liéu nay.
Do d6, dé tai “Panh gia doc tinh cip va doc tinh ban
truong dién cia vién nang cing PHC curcumindetox
trén dong vat thuc nghlem dugc tién hanh nham
chiing minh d¢ an toan cua san pham

2. Tong quan nghién ctru van dé

Viém gan la bénh 1y thuong gap trong cac bénh
vé gan mat. Dya vao tién trién cua benh viém gan
duoc chia 1am hai loai: viém gan cdp va viém gan
man.

Viém gan cap La ton thuorng tai gan véi su co
mit cua cac t¢ bao viém trong mé gan dudi 6 thang
Hoic dua vao cac ton thuong giai phau bénh 1y: c6
cac hoai tir ¢ trung tam tiéu thuy.

Viém gan man: Khi d3 c6 nhimg ton thuong véi
té bao viém ¢ gan trén 6 thang. Giai phau bénh1y: co
nhiing t6n thuong hoai tir & xung quanh tiéu thuy, c6
thé kém theo xo hoa.

C6 nhiéu nguyén nhan gay ra viém gan bao gdrn
Do virus: Virus viém gan A, B, C, D, E; vi khuan
hodc ky sinh trung, do nhlem doc thuoc hoa cht;
gan do ruou; do thiéu oxy: That dong mach gan, ho1
chimg Budd Chiari, suy tuan hoan gan (do suy tim);
Viém gan do chuyén hoa; .

Trong cac nhom nguyén nhén trén thi viém gan
do virus, do rugu va viém gan do ngo doc thuoc -
hoa chét 1a nhom nguyén nhan hay gip nhét.

Co ché bénh sinh

Co ché bénh sinh ciia viém gan do ruou: Trong
co the gan 1a co quan chuyén hoéa rugu quan trong
nhét. Trén 90% luong rugu hap thu vao co thé s&
duogc chuyen hoa tai gan. Phan con lai s& duoc thai
ra ngoai qua phdi va than.

6] nhung ngucn ubng mot luong 16n ruwou thi dau
tién khi nong d6 con trong mau cao, hé thong MEOS
s€ hoat dong Heé théng enzym nay dugc tim thiy &
mang cua mang ludi ndi bao twong. Enzym quan
trong nhét cua hé théng nay la cytochrom P450 bdi
enzym nay khong chi c6 vai tro trung tam trong
chuyen hoa rugu ma con tham gia vao viéc giang
hoa rat nhiu chat cua chinh co thé ciing nhu chat
la tr bén ngoai vao. Cytochrom P450 2E1 (CYP
2E1), mot dudi typ cua cytochrom P450, c6 vai tro
quan trong nhat trong chuyén hoda alcohol thanh
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acetaldehyd ung gidng hoa nay sé giai phong ra céc
goc oxy ty do hoat dong (ROS) va gy ra stress oxy
hoa dan dén ton thuong té bao gan.

Viéc thuong xuyén st dung mét lugng 16m alcohol
s€ lam tang hoat dong cua hai enzym khac nira tham
gia vao qua trinh chuyén acetaldehyd thanh acetate.
Do 1a cac enzym xanthinoxidase va aldehydoxidase
Thoéng qua hoat dong cua hai enzym nay, thém mot
luong 16m céc goc tu do gay ddc dugc gidi phong,
g6p phan tao nén nhiing ton thuong gan do rugu.

Co ché bénh sinh cua viem gan do thuoc va hoa
chat: Mic du da co nhiéu nghlen clru vé ton thuo‘ng
gan do thuoc nhung co ché cuia hau hét cac loai
thude Van chua duge biét rd. Mot loai thude c6 thé
¢6 nhiéu co ché khac nhau gay ton thuong gan.

Céc thupc bdo v€ gan co tac dung duy tri su on
dinh cta t¢ bao gan, 1am cho té bao gan bén viing
trude sy tan cong cua cac tac nhan gay bénh

Ngh¢ (Curcuma longa L.): C6 tac dung kich thich
cc t€ bao gan bai tiet ra mat la do chat paratolyl
methyl cacbinol va tac dung thong mét cua hoat chat
curcumin duge chiét xuat tir nghé. Curcuminoid da
dugc chung minh ¢6 tc dung bao vé va phuc héi tén
thwong gan cip trén thuc nghiém.

Cay Ke stra (Sllybum marianum): C6 tac dung
bao vé te bao gan va gan nhu khong ¢6 doc tinh, da
duoc blet dén nhu mét duoc pham diéu tri viém gan
& chau Au tir thé ky 16 voi tén thudng dwoc nhic
dén 1a s11ymar1n Silymarin ¢6 tac dung bao v¢ gan
thong qua cac co che.

Bao vé mang té bao, on dinh mang, ngan can sy
tan cong cua mot sb chat doc vao ~gan. Uc ché qua
trinh peroxi hoa 11p1d don sach gbc tu do, giam sir
dung glutathion ciia té bao gan.

Kich thich sy tong hop protein, lam nhanh chong
phuc ho1 hé¢ enzym trong té bao, phuc hdi mang té
bao bi ton thuong, lam tdng qua trinh phén bao, kich
thich tai tao t¢ bao gan [7].

Cay Actiso: Theo y hoc ¢d truyén, atiso cd vi
dang, tinh mat, huong thom diu, 12 mot cay thudc
quy co tac dung lam sach cac doc t6 trong gan, lam
mat gan, g1a1 nhiét, giam cholesterol trong mau giup
cai thién strc khoe. Boi vy, actiso dugce coi la “than
duoc” giup hd tro didu tri cac bénh viém gan, suy
gan.

3. Thue nghiém va phuwong phap nghién ciru
3.1. Doi twong nghién ciru

Nguyén ligu C1 dat ti€u chuan ¢o s¢ (Curcumin,
actiso, ke sira, gung) dung bao ché vién nang PHC
curcumindetox voi thanh phan gom:
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Bang 1: Thanh phan bot cao nguyén liéu nghién ciu

STT Tén duoc liéu % bot cao nguyén licu
1 Curcuminoid 40
2 Actiso (Cynara scolymus) 35
3 Ké sita (Silybum marianum) 10
4 Gung (Zingiber officinale) 5

3.2. Dong vit thuc nghiém:

bong vat nghlen ctru 1a chudt nhét trang ICR
dugc cung cap bdi khu nuodi dong vat cia Vién
Cong nghé sinh hoc va déu duoc nuoi dudng trong
diéu kién chung cua phong thi nghlem dugc ly tir 03
ngay trude khi tién hanh nghién ctru: nhi¢t do phong
la 220C-250C, do am 50-60%, thtc an tong hop,
nude ubng tu do.

3.3. Phuwong phdp nghién ciru
3.3.1. Phuong phdp nghién ciru djc tinh cdp

_Phuong phép thir doc cdp tinh liéu gioi han duoc
tién hanh theo Thuong qui OECD 420 va “Hudng
dan thir nghi¢m tién lam sang va lam sang thude
dong y, thuoc tir dugc ligu” cia Bo Y t€ ban hanh
theo Quyét dinh sb 141/Qb-K2DT ngay 27 thang
10 nam 2015[1], cu thé 14 20 chuot khong phéan biét
gidng, khdi lugng trung binh 22-24 gram/chudt,
duogc chia thanh 2 16 (n=10) thi nghiém nhu sau:

L6 1: Lo chung tring dugc ubng nude cit vo
trung (0,5 mL/chudt)

L6 2. Udng C1 liéu 5000 mg/kg thé trong

Khi tién hanh tha nghlem thi 20 chudt nay bi
bo doi hoan toan 16 gio trude khi dugc uong mau
nghién ctru. Sau khi cho uong mau 1-2 gio, chuot
dugc nudi dudng binh thudng tré lai (cho an, udng
tu do) va theo ddi lién tuc trong 14 ngay.

3.3.2. Phuong phdp nghién ciu doc tinh ban
truong dién

Nghién ctru doc tinh ban truong dugc “Hudng
dan thir nghi¢m tién 14m sang va lam sang thudc
dong y, thude tir dugce liéu” [1], theo phuong phap
Ramaswamy SR va cong su [2], Talib Hussain1[3],
Wonder K.M [4] va OECD (T chuc Hop tac va
Phét trién Kinh te) (2008) [5] Theo dan liéu da
dugc y van cong bo va cua cac tac gia trén the gidi:
ché phim duoc ding trén nguoi khoang 4 tudn cho
1 li¢u trinh (mot dot) diéu tri la thich hop. Do vay,
mdc thoi gian dugc chon 13 4 tuan.

* Chuot dwoc chia thanh 2 [o:
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Nghién ctru doc tinh ban tr-uong dién trén chuot
nhit theo du—ong udng dugc tién hanh nhu sau: 24
chuét duge duge lam chia lam 2 16, mdi 16 12 chudt
(n=12) va duogc bo tri nhu sau:

- L6 1 (L6 ddi chimg): udng nude 1 mL/chudt/
ngay trong 28 ngay lién tuc

- L6 2: ubng miu C1 lidu 500 mg/kg/ngay

Thoi gian cho uong la4 tudn, hang ngay theo ddi
chuét, dong thoi cén khoi hr(rng chuot thi nghlem
1tudn/lan dé theo ddi qua trinh ting khoi luo*ng va
qua d6 danh gia dugc tinh doc khi cho uong ban
truong dién

3.4. Cdc chi tiéu danh gia
- Tinh trang strc khoe chung (tlnh trang 16ng, co6

bi tiéu chay hay khong VV) va khdi lugng chudt
dugc x4c dinh sau moi 7 ngay thi nghiém.

- Chi tiéu huyét hoc: S& luong hdng cau, bach
cau, tiéu cau, ham lugng hemoglobin duorc dinh
luong trén may xét nghiém huyét hoc tu dong ciia
Nhat ban

- Chi ti€u sinh hoa: dinh luong hoat 46 enzym
ALT, AST, ham luong creatinin huyét thanh. Xét
nghiém trén may do sinh hoéa ban tu dong AU680
cua hang Beckman Counter.

* Thoi gian xét nghiém: Doc tinh cap 72 gio;
Doc tinh ban truong dién: 28 ngay (4 tudn).

* Thoi diém xét nghiém: ldy mau x€t nghiém mot
sO chi s6 sinh héa, huyét hoc sau 4 tuan nghién ctru.
Thoi gian thi nghiém 28 ngay.

* Phuwong phdp xir Iy thong ké:

Cac chi tiéu nghién ctru dugc lugng hoa, phan
tich, xt Iy va so sanh thong ké. Str dung cac chu’ong
trinh Microsoft excel va sir dung t-test Student va
phuong phap phan tich phuong sai mot nhan t6
ngau nhién (one way ANOVA) dé kiém tra sy sai
khac c6 ¥ nghia so voi d6i chimg am. Su khac biét
¢6 ¥ nghia théng ké khi p<0,05.

4. Két qua nghién ciru:
4.1. Nghién ciru dic tinh cip
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Bdng 2. Péc tinh cdp ciia CI trén chugt

L6 | C1 (mg/kgb.w) | S6 chudt chét/sd chudt

song sau 72 gio

Biéu hién chirc niing trong vong

Biéu hién chirc niing trong

24 gio vong 25 -72 gio

Chuot di chuyén, an udng

Chuot di chuyén, an udng

2 5000 0/10 binh thuong, phdn xa anh binh thuong, phan xa dnh
sang, am thanh tot sang, am thanh tot
Nhan xét: va sau 7 ngay uong thudc cung khong c6 diu hiéu

O liéu tbi da tuong du’ong liéu du kién dung trén
lam sang khong gay cac biéu hi¢n nhiém doc cap
trén chudt, khong giy chét trén chudt sau 72 gio

bét thuong do vay chua thé xac dinh duoc LD50
cua ché phdm PHC Curcumindetox trén chudt nhat
trang theo duong uong du cho chudt udng lidu rat
cao (5000 mg/kg thé trong).

Bdng 3. Két qua theo doi khoi heong ciia chudt ¢ 16 thi nghiém

Lo TNo Khoi lwgng trung binh ciia chugt thi nghiém (g/con)
treatment number Truwéce khi udng | Ngay 4 Ngay 7 Ngay 14
(s thi nghiém)
Déi chig sinh 1y 23,15+0,32 24,28 +0,31 25,45 + 0,34 29,26 + 0,42
C1 liéu 5000 mg/kg 22,97 £0,22 24,05 +£0,42 25,79 £0,25 29,15 +£0,21
P (so v6i dbi ching) >0,05 >0,05 >0,05 >0,05

Nhén xét:

Két qua theo doi kh01 luong co the chudt & nhom
chirng va nhom udng mau duoc thé hién trong Bang
3 cho thay, khdi lwong trung binh ciia chudt & nhém
thir liéu 5000 mg/kg trude khi dwa vao thir nghiém
khong c6 su khac biét so véi nhom chirng (P>0,05).

4.2. Nghién civu dpc tinh ban trwong dién

Anh hwong cua vién nang PHC Curcumindetox
Ién tinh trang chung va sw thay doi thé trong chuét

Anh hieong ciia CI trén s phat trién khoi lu’ang
co thé (KLCT) chuét thi nghiém khi ding dai ngay

Bdng 4. Anh hwéng ciia C1 dén thé trong chudt

L6 Tno Khéi lugng trung binh cia chudt (g/con)
Ngay 0 Ngay 7 Ngay 14 Ngay 21 Ngay 28
D6i ching TB 23.39 25.14 32.51 33.94 34.25
SE 1.26 1.31 1.39 2.25 1.22
C1 liéu 500 mg/ TB 23.24 26.75 30.45 32.31 31.42
kg SE 1.80 3.49 3.39 3.84 3.79

TB: Trung binh; SE: Sai s6 chuan

Nhan xét:

Két qua nghién ctu & Bang 4 cho thay, so sanh
KLCT cua chuét ¢ 16 dung C1 vo6i 16 d01 chirng sinh
hoc tai cac thoi diém thay su thay ddi khong co ¥
nghia thong ké voi p>0,05. Nhu vay, C1 khong gay
anh huong dén sy tang trong lugng cua chudt thi
nghiém khi cho uong dai ngay va su tang trong nay
so voi 16 dbi chu‘ng la khong c6 su sai khac thong
ké (p>0.05). Nhu vay, cac két qua nay cho thay, che
pham PHC Curcumindetox du6i dang vién nang
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khong anh huong dén su ting khéi luong cua dong
vat thi nghi¢m du duoc cho udng ¢ licu cao kéo dai
lién tuc.

Két qua danh gic mot s chi tiéu huyét hoc va héa
sinh mau cua chuot thi nghiém

Dé danh gid anh huong cua mau khi cho udng
béan trudng dién thi sau thoi gian thi nghlem chuot
¢ cac 16 duge lay mau, thu huyet thanh, xac dinh
mot s chi tiéu huyét hoc Két qua duoc trinh bay
0 bang sau:
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Bdng 5. Anh hwéng ciia C1 dén cdc chi tiéu huyét hoc va héa sinh ciia chugt thi nghiém

Céc chi s6 Déi chimg C1 liéu 500 mg/kg
TB SE TB SE
Bach cau (109/L) 7,18 0,34 7,66 1,99
Hong cau (1012/L) 8,72 0,01 9,00 0,26
HGB (g/dL) 140,00 4,63 132,00 5,52
HCT (%) 0,47 0,02 0,48 0,02
MCV (fL) 54,82 1,22 52,58 0,32
MCH (pg) 16,00 0,53 14,64 0,25
MCHC (g/L) 293,00 2,90 278,32 4,83
CHCM (g/L) 288,00 0,58 276,66 4,42
CH (pg) 15,76 0,32 14,50% 0,25
RDW (%) 13,96 0,27 14,18 0,33
HDW (g/L) 18,56 0,62 17,28 0,45
Tiéu cau (109/L) 939,51 78,18 1347,00 9,29
MPV (fL) 6,36 0,03 6,31 0,16
Nhan xét: trong 28 ngay lién tyc da khong lam anh hu:ong den

Két qua & bang trén cho thay, uong mau C1 lidu
500mg/kg trong thoi glan 28 ngay thi so luong
bach cau, hong cau, ti€u cau, huyét sic to (HGB),
Hematocrit (HCT), nong do Hb trung binh hong
cdu (MCHC), tiéu ciu, thé tich trung binh hong cau
(MCV) MCH, CH, RDW, HDW MPV deu khong
c6 su sai khac théng ké (p>0 05) so véi dbi chu’ng
sinh ly. Nhu vy, dong vat st dung mau nguyén liéu
C1 liéu 500 mg/kg thé trong/ngay, ban truong dién

céc chi s6 mau ngoal vi bao gom hong cau, huyét
sic td, bach cau va tiéu cau.

Két qua danh gid cdc chi s6 sinh héa AST, ALT va
creatinine cua chuot

Chtic nang gan, than cua chudt dugc danh gié
co ban thong qua_hoat do enzyme AST, ALT va
creatinine trong mau huyét twong cia chudt (Bang
6).

Bdng 6. Anh hwéng ciia mdu dén hoat do AST va ALT trong madu chugt

Nhan xét: Két qua nghién cru cho thay, mau
nguyen liéu C1 lidu 500 mg/kg uong lién tyuc trong
28 ngay co6 lam tang chi s6 AST ¢ mirc ¢6 ¥ nghla
thong ké (P<0.05), lam ting nhe chi s6 ALT va

Cic chi tiéu Poi chirng M4iu C1 liéu 500 mg/kg

TB SE TB SE

AST (IU/L) 70.80 1.88 109.27* 7.49

ALT (IU/L) 36.8 1.80 43.50 426

Creatinin (IU/L) 8.79 0.39 11.03 0.74
P<0.05 so véi doi chitng

Creatinin so v&i dbi chimg (P>0,05).

Trong lwong mé giai phdu cdc co quan ndi tang
cua chuot

Bang 7. Két qua trong lwong mé gidi phau cdc co quan ndi tang

L5 TNo Trong lwong mdt sé co quan ndi tang (g/10g thé trong)
Gan Than Lach
Déi chimg 0,39 0,03 0,09 + 0,01 0,03 + 0,01
C1 liéu 500 mg/kg/ngay 0,40 £0,10 0,09 +£0,01 0,03+ 0,01

Volume 1, Issue 1

119



KHOA HOC SUC KHOE

Nhan xét:

Két qua giai phau cho thay, chudt & 16 (101 chung
sinh 1y c6 gan mau nau dam, nhu mé gan déu, than
hai bén dbi xung, khong co biéu hién bt thuong,
lach c6 mau nau, khong sung. Chugt ¢ 16 uong mau
C1 liéu 500 mg/kg cung c6 hinh anh gan, than, lach
binh thuong, khong c¢6 bat ki ddu hiéu bat thuorng
nao thong qua quan sat truc quan. Cac mau mo gan,
thén, lach cua cac chudt da duge thu nhan, xac dinh
khoi lugng (Bang 7). K&t qua nay cho thay, trong
luorng gan, than, lach/10g trong luong co thé cua
16 uong mau C1 lidu 500 mg/kg/ngay so vdi 16 do6i
chimg 1a khong co sy sai khac théng ké (P>0,05).

5. Thao luéin
5.1. Vé két qud thir dic tinh cap ciia C1

Theo huéng dan cia BO Y té trong “Quy ché
danh gia tinh an toan va hi¢u luc cua thudc y hoc ¢6
truyen cung nhu theo quy dinh vé sur dung thudc co
nguon goc thdo dugc cta T6 chue Y te thé gisi thi
thtr doc tinh cap 1a giai doan can thiét nhim muc tiéu
sir dung thudc an toan va hiéu qua [1-3].

Sau 72 gid cho chudt ubng thude, quan sat, theo
ddi biéu hién va hoat dong ctia chudt nhan thay,
khong chuét thi nghiém nao chét & nhom nghlen
ctru tir lidu 5000 mg/kg thé trong. Nhu vy, mau Cl1
khong c6 doc tinh cap dién ¢ lidu thir cao nhét 5000
mg/kg 1a an toan theo dudng ubng va chua thay
duge doc tinh cap cua C1 theo du(mg ubng & chudt
nhit trang Do vay, khong the x4c dinh dugc g1a tri
LD50 vaco thé dén két luan rang C1 khong gy doc
cap tinh.

Sau khi udng mau tha 1 ngay, 4 ngay va 14
ngay, khdi luong co thé chudt thi nghlem 0 nhom
ddi chimg va nhoém thir khac bigt khong c6 y nghia
thong ké (P>0, 05) Sau khi uong mau licu 5000 mg/
kg khong thay c6 chuot chet Long cua chudt muot;
tiéu thu thtrc an, nudc uong binh thuong; phan xa
anh sang va 4m thanh t6t. Két qua thu dugc chung
t0 mau nguyén ligu C1 ¢ mic lidu nay khong anh
huong dén sy phat trién clia chudt thi nghiém trong
khoang thoi glan nghién curu. Diéu nay da chung to
dd an toan cua ché pham C1 chira cac nguyen lidu
curcuminoid, chiét xuat ké sita, artiso va glmg trong
thir nghiém doc tinh cap.

Nhu vay, két qua nghlen ctiu cung cho thay, lidu
du kién dung trén ngum cua vién nang cing PHC
Curcumindetox ¢ muirc nho hon lidu uong trén hang
tram lan van c6 thé chap nhén duoc. Dleu nay hoan
toan phu hop véi thuc t€ vi cac thanh phan cua vién
nang PHC Curcumindetox déu 1a cac thyc pham, gia
vi c6 thé dung hang ngay.

5.2, Vé két qud nghién ciru djc tinh ban truong
dien
Nghién ctru doc tinh ban trudong dién dwgc thuc
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hién bang cach cho dong vat thi nghiém uong thuoc
thtr hang ngay lién tuc trong khoang thoi glan nhét
dinh. Thoi gian dung thudc thir phu thudc vao thoi
gian dung trén lam sang. Theo hudéng dan cua To
chtre Hop tac va Phat trién Kinh t& (OECD) va T
chirc Y té thé gi61, cac chi tiéu dé danh gia doc tinh
ban truong dién bao gom tinh trang chung, thay doi
trong luong, cac chi s6 huyét hoc, cac chi s0 sinh
hoa danh gia chirc ning gan, than va dic diém giai
phau bénh [2,3].

5.2.1 Vé két qua theo déi biéu hién bén ngodi va
thé trong ciia chudt thi nghiém

Theo doi su bleu hién chirc nang cua chugt thi
nghiém, nhéan thiy chudt & 16 duoc uéng C1 licu tir
500 mg/kgb.w/ngay, khong c6 hi¢n tuong xu long
(16ng muot), kha nang di chuyén, kha nang thu nhin
thirc dn cling nhu phan xa 4nh sdng va am thanh tot,
phan kho. Moi biéu hién chirc nang bén ngoai khong
nhéan thay ¢6 su sai khac so voi 16 601 ching uong
nudc cat. sau 28 ngay thi ngh1em khdi lugng chudt
0 16 chung da tang so véi trude khi nghién ciru. O
cac 16 dugc uong CI véi mirc liu 500 mg/kg thé
trong déu co sy ting trong luong so voi trude khi
nghién ctru va khong co sy sai khac thong ké so véi
16 d6i chung (P>0,05) tai cung thoi diém. Nhu vay,
thong qua cac yéu t6 truc quan bén ngoai, C1 & lidu
nghién ctru khong gy anh hudng cho dong vét khi
udng dai ngay.

Trong nghién ctru doc tinh ban tru’ong dién chung
to1 lya chon dbi tuong nghién ctru la chudt cong
trang do loai nay dé nuoi hon, che dd an tuong tu va
céc chi s6 nghién cuiru tuong dbi 6n dinh. Tinh trang
chung va sy thay doi thé trong phan anh tinh trang
strc khoe cua dong vat. Trong nghién ctru, chudt ¢
ca 3 16 déu an udng, hoat dong binh thu’cng, mat
sang, 16ng muot, phan khé. Can nang cua chudt ¢
ca 3 16 déu tang so véi trude khi ngh1en ctru. Khong
c6 su khac biét c6 y nghia thong ké ¢ 2 16 tri so voi
16 chimg & cac thoi diém trude va sau udng thude
thir (p>0 05) Nhu vay, PHC Curcumindetox khong
anh huong xau t6i tinh trang chung va muc do thay
dobi the trong cua chudt khi udng thudc lién tyc trong
4 tuan.

5.2.2. Vé mét sé chi tiéu huyét hoc va hoa sinh
mau cua chudt thi nghiém

Dé danh gia anh huong cua thude den chirc nang
tao mau chung t6i tién hanh xac dinh so luong hong
cau, sd luong bach cau, sé lugng tleu cau trong mau
chudt. Ngoai ra, dinh luorng huyet sic t6, thé tich
trung binh hong cau s& cho biét chirc nang ctia hong
cau trong van chuyen khi mau. Qua nghién ctru cho
thay, cac chi so trén cua chudt ¢ ca 2 16 tri déu thay
doi khong co y nghla thdng ké so véi trude khi dung
thudc va so v6i 16 chung sinh hoc ¢ cung thoi diém
(p > 0,05). Pidu d6 chimg to PHC curcumindetox
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khong thé hién doc tinh trén co quan tao mau.

5.2.3. Vé cdc chi s6 sinh héa AST, ALT va creat-
inine cua chuot

Trong co thé, gan co vai tro rat quan trong, dam
nhiém nhiéu chtrc ning phic tap va 1a co quan
chuyen hoa chinh. Khi dwa thudc vao co thé, thude
6 thé doc cho gan, gy huy hoai té bao gan, anh
huong dén chirc nidng gan. Khi t6n thuong hity hoai
t¢ bao gan, nong do ALT s@ tang cao. AST chu yeu
nam trong ty thé, khi tén thuong ¢ mirc d¢ dudi t€
bao thi AST méi dugc gidi phong ra ngoai. Ket qua
nghién curu cho thay, C1 liéu 500 mg/kg uong lién
tuc trong 28 ngay c6 lam tang chi s6 AST ¢ murc co
¥ nghia thong ké (P<O 05), nhung AST trong gan va
creatinine than cua chudt ¢ ca 2 10 tri déu khong co
su khac biét c6 y nghla thong ké so v6i thoi diém
trude nghlen clru va so voi 16 chung tai cung mot
thoi diem. Dleu nay chung t6, PHC Curcumind-
etox & mic lidu cao 500 mg/kg (25g/50 kg) ubng
lién tuc 28 ngay co thé anh huong dén AST trong
gan (p<0 05) Do vay, can tiép tuc nghlen ciru anh
huong cua san pham 1én chtic ning gan ¢ mirc liéu
thip hon mac du theo cac tai li¢u nghién ctru, doc
tinh chung khi phéi hop céc vi dugc lidu cé trong
thanh phan cua PHC Curcumindetox hi¢n chua
dugc ghi nhan va cung chua tim thdy cac bao cdo
vé doc tinh riéng r€ cua cac vi dugc ligu nay. Xét vé
mdt thanh phan clia mau nghién ctru, cac dugce ligu
ban dau déu la nhung thyuc pham gia vi (N ghe Ke
sira, Actiso, gung) nén khong céd doc tinh va cac ket
qua nghlen ctru da chung t6 d6 an toan cao du phdi
hop véi nhau.

5.2.4. Vé két qua gidi phau gan, lich va thdn
chudt thi nghiém

Két qua nghién ctru hinh thai gan, lach va than
chudt cong trang sau khi cho ubng C1 lién tuc 28
ngay voi heu 500mg/kg/KLCT cho théy, kich
thudc, mau sic, mat do binh thuong, khong co su
khac blet Trong 1uong gan, than, lach/10g trong
luorng co thé cua 16 uéng mau C1 liéu 500 mg/kg/
ngay so voi 16 d6i chimg 1a khong c6 su sai khac
thong ké (P>0,05).

Cac két qua nghién ctru noi trén ching to ché
pham C1 hau nhu khong c6 doc tinh ban truong
dién khi dung dai ngay.

6. Két luan

Céac két qua nghlen ctru doc tinh cap dién véi miuc
lidu 5000 mg/kg cia mau nguyén lidu C1 dung dé
san xuat vién nang cung PHC Curcumin Detox da
cho thay, mau khong gay doc cap tinh trén dong vat
thuc nghiém 1a chudt nhét trang theo duong uong.
Bén canh d6, C1 ciing cho thay kha an toan trong
thir nghiém doc tinh ban truong dién véi lidu cao
la 500 mg/kgb.w, lién tuc trong 28 ngay khi khong
c6 su khac biétco y nghla thong ké vé sy phat trién
trong lugng chudt, cac chi so huyet hoc, cac chi s6
sinh hoa (ngoa1 trir chi so AST) glu’a nhom ching va
nhom thur ¢ céc thoi diém nghién ciru. Hinh anh truc
quan va khdi lugng cua gan, than, lach chuot ubng
C1 liéu 500 mg/kg khao sat theo dﬁu’ong uong lién
tuc trong 28 ngay ciling khong thay c6 su sai khac
voi d6i cerng sinh ly. Nghién ctu da chimg minh
rang, vién nang cimg PHC Curcumin Detox PHC
Curcumin Detox chira cac thanh phan Curcuminoid,
Actiso, ké sta, gung 6 do an toan cao trén chudt thi
nghlem Két qua nghién ctru dat co s¢ ban dau cho
cac nghién ctu ti€p theo dé tao ra thudc phong va
diéu tri mot sb bénh vé gan.
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Boc tinh cua vién nang cu:ng chira ché pham C1 14 thyc pham bao vé stc khoe chira bot curcuminoid,
chiét xudt ké sira, atiso va gung da dugc danh gia qua nghién ctru doc tinh cap va dgc tinh ban truong
dién. Nghién ctru dc tinh cap véi liéu udng 5000mg/kg/24 h trong 72 h trén chudt nhit ICR khong thay
chuot chét. Lidu uong cho nghién ctru doc tinh ban truong d1en l1a 500mg/kg. Sau khi chi dinh lién tuc C1
trong 28 ngay vdi liéu nay khong thay su thay 601 O y nghia vé trong luong chudt, hanh vi ciing nhur cac co
quan cua chudt (gan, 14 lach va than). Cac chi 5O huyet hoc, gan (muc ALT), than (mtrc creatinine) khong bi
anh huong. Nghién ctru chi ra rang, cac thanh phan cua vién nang ctng PHC Curcumindetox 13 twong ddi
an toan qua duong udng véi liéu 500mg/kg thé trong trong 28 ngay.

Tiwr khéa: Cynara scolymus; Curcumin; Ddc tinh cap, Poc tinh ban truong dién; Cac thong sb huyét hoc.
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