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Tom tit

Cao kho Ba kich dugc ddnh gid doc tinh liéu lip lai 28 ngay trén tho. Trong thir
nghiém doc tinh liéu lap lai, tho duoc ubng cao khod Ba kich véi liéu 0,2 g/kg va 1,0 g/kg
trong 28 ngay. Mau mdu dugc liy vao cdc ngay 0, 14 va 28 dé kiém tra cdc chi s6 sinh héa
va huyét hoc. MAu gan va than duoc 14y vao ngay 28 dé 1am giai phdu mo bénh hoc. Két qua
thir nghiém liéu 13p lai 28 ngay cho thiy cao khd Ba kich khong gy anh huéng c6 ¥ nghia
thong ké dén cic chi sb sinh héa va huyét hoc, khong giy tén thuong dén mé bénh hoc cua
than. Tuy nhién cao kho Ba kich & ca 2 muc liéu thir déu gy hién twong thodi héa m& va
sung huyét & gan cta tho thi nghiém.

Tiwr khoa: Cao kho Ba Kich, doc tinh liéu lap lai, chi 56 huyét hoc, chi s6 sinh héa,

mo bénh hoc.

1. PAT VAN PE

Ngay nay, do nhiing dp luc cong viéc cua cudc séng hién dai ciing nhu nhirng théi
quen sinh hoat khong lanh manh nhu ludi van dong, lam dung nhiing chét kich thich nhu
ruou, bia, thudc 14 ma nam gi6i rat d& bi méic bénh yéu sinh 1y. Yéu sinh 1y khéng chi anh
huong truc tiép dén chét luong cudc séng ctia bénh nhan ma con de doa dén hon nhan, hanh
phic gia dinh va cdc van dé xa hoi phat sinh khdc. Dé giai quyét van dé trén thi cao kho Ba
kich duoc bao ché nham hd tro nhitng bénh nhan nam c6 hoat dong sinh duc yéu va thua
tang kha ning giao hop, ting stc déo dai [1]. Ngoai ra san pham con gidp ting cudng sinh
luc dbi voi nhitng nguoi gia an kém, ngu it, co thé suy nhugc, gitp giam dau moéi trén nhitng
bénh nhan dau moi xwong khép [1]. Nhdam dam bao tinh an toan cta san pham trude khi st
dung trén ngudi, ching t6i tién hanh ddnh gid doc tinh liéu 13p lai ctia san pham cao khd Ba
kich trén dong vat thi nghiém. Theo y hoc cd truyén Ba kich c6 tdc dung bd than, trdng
duong, cudng gan cdt, khdng c6 tinh doc, khong sir dung & ngudi 4m hu hoa vuong, ngudoi
bi tdo két [1]. Chinh vi thé & géc d6 ddnh gid doc tinh, khi thiét ké nghién ctru ching t6i tién
hanh ddnh gid trén cdc thong sé sinh héa, huyét hoc tong qudt va hai mé co ban lién quan
tryc tiép dén chuyén héa va thai trir thude 12 gan va than.
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2. VAT LIEU VA PHUONG PHAP NGHIEN CUU
2.1. Poi twong nghién ciru

Cao kho ba kich (Extractum Morinda ofcinalis) duoc chiét xuét tir r& cua cay Ba kich
(Radix Morindae offcinalis) dat tiéu chuan Dugc dién V br:ing dung moi ethanol 40 % va
dugc phun sdy dé thu dugc cao kho c6 ty 16 duoc lidu khé: cao 12 3:1 va c6 d6 am 12 2 %.
2.2. Pong vat thi nghiém

Tho tring New Zealand (duc va cdi) truong thanh khoe manh, khoang 12 tuan tudi,
can nang 2,0 - 2,5 kg do Vién kiém nghiém Thudc Trung wong cung cap.

Pong vat dugc nudi trong phong kiém soét nhiét do & 25°C + 3°C, do 4m tuong ddi tir
30 - 70 %, chu ky 12 h sang/tdi. Pong vat dugc an udng theo nhu cau véi thirc dn cong thirc
phtt hop danh cho thé. Tt ca cic qui trinh thuc hién trén dong vat déu duoc tuén theo hudng
dan vé cham séc va str dung dong vat thi nghiém cua Vién Kiém nghiém thudc Trung uong.
2.3. Thiét bi, dung cu, héa chat

B6 thiét bi dung cu va héa chét gém: Maiy xét nghiém sinh héa (Beckman Coulter AU
680, My); Méy xét nghiém huyét hoc (Sysmex XS-1000I, Nhat Ban); Mdy li tim lanh
(Eppendorf 5804 R, Ptic); Mdy cit vi thé Microm (HM315, Biic); Kinh hién vi quang hoc
gfm camera két nbi mady tinh (Nikon, Nhat Ban); B9 kit dinh lugng cac chi ) huyét hoc va
sinh héa (Stromatolyser va Beckman Coulter); Xy lanh, ging cao su, cdc thily tinh, chay cbi
st va cdc héa chat khéc.

2.4. Phwong phap nghién ciru
Bdnh gid doc tinh liéu ldp lai [2-4]

Nghién ctru doc tinh liéu 1ap lai dwoc tién hanh trén 3 nhém thé gdm 1 nhém chiing
va 2 nhém thir, mdi nhém 7 con. Hai nhém thir duoc cho ubng mau thir véi liéu 0,2 g/kg tho
(twong g voi mire lidu diing ngoai suy cho nguoi 12 0,065 g/kg ngudi/ngay [5]) va lidu 1,0
g/kg tho (twong tmg véi mirc lidu ding ngoai suy cho ngudi 12 0,323 g/kg nguoi/ngay [5]).
Nhém chtng: udng nude. Cho thé udng bang céch ding xi lanh bom thudc qua dng thong
(sonde) duoc ludn tir miéng vao thing da day tho. Ngay uéng mot 1an. Thoi gian udng lién
tuc 28 ngay.

Mau thtr: Chuén bi 2 hdn dich ¢6 néng d0 khac nhau. Hon dich A (néng d6 0,2 g/mL).
Nghién 24 gam mau thir, thém nude dén vira da 120 mL. Hon dich B (néng d6 0,04 g/mL):
Pha lodng 20 mL hdn dich A vé6i nudc vira dii 100 mL. Nhém T1 udng hén dich B (lidu
thp), nhém T2 udng hdn dich A (liéu cao).

Liéu uéng: 5 mL mau thir/kg tho.

Theo doi tho hang ngay vé murc d6 tiéu thy thuc an, kha nang hoat dong, tinh trang
phan, 16ng. Trudc thi nghi¢ém, x4c dinh can nang cua thd, cic dAu hiéu toan than, léy mau
xét nghiém danh gia cac chi $6 huyét hoc (sé luong héng cAu, bach cAu, tiéu cu, hemoglobin,
hematocrit), cac chi s6 sinh héa (AST, ALT, cholesterol, bilirubin, creatinin, urea, protein
toan phan). Theo ddi cAn ning cia tho hang tudn. Giita va sau thir nghiém tirc 12 sau 14 va
28 ngay udng thudc, 1y mau tho dé 1am céc xét nghiém néu trén. Lugng mau liy ¢ mdi tho
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& céc 1an thir nghiém 1a 1 mL/thé/lan. So sanh két qua ctia nhém thir va nhém ching theo
phuong phap théng ké. Quan sat dai thé (7/7 tho/nhém) va vi thé mot sb to chirc gan va than
(3/7 thé/nhém) sau khi két thiic thi nghiém.
2.5. Trinh bay va xir Iy s6 liéu

S6 lidu duoc trinh bay dudi dang gid tri trung binh cong trir d6 1éch chuin (mean +
SD) va dugc xir 1y thong ké bang phép phan tich bién 1 chiéu (one-way ANOVA) véi hiu
kiém (post-hoc) Newman-Keuls test hodc duoc xir Iy théng ké bang tric nghiém Student (t-
test bit cip) khi so sdnh trudc sau sit dung phan mém Prism phién ban 8.0 (Graph Pad
Software). Gi4 tri p < 0,05 duoc coi 12 ¢6 ¥ nghia thong ké.

3. KET QUA VA BAN LUAN

3.1. Két qua theo doi can ning thé

Trong thoi gian thir nghiém, tit ca cdc tho déu hoat dong binh thudng, dn udng tbt, mat
sdng, 16ng muot, phan kho. Khong c6 biéu hién bat thuong vé thé trang, an udng ciing nhu
van dong. Két qua theo ddi cin ning duoc trinh bay ¢ Bang 1 va Bang 2.

Bing 1. Khoi lwong cuia thé thi nghiém

Két qua can nang (kg)
Truwoc TN Sau 7 ngay Sau l4ngay Sau2l ngay Sau 28 ngay
(mo) (mi) (m2) (ms3) (my)
Ching (C) 2,10+£0,11 2,28+0,09 240+£0,21 2,54+0,08 2,66 + 0,08
Thi1(T1) 2,03+0,04 2,18+0,07* 2,228+0,04* 2,44+0,054 2,57 +£0,08*
Thir2 (T2) 2,06 +0,07 2,25+0,054 2,38 +£0,05% 2,56 +0,07%* 2,68 + 0,06%*
Ghi chii: 4 : pcr> 0,05 va #. pri-r2 >0,05

Nhom
(n=7)

Bang 2. Ty Ié tang cdn cua tho thi nghiém

Ty l¢ tang can (%)

Nhé
(n_o;)z Trwoc TN Sau 7 ngay Sau 14ngay Sau2l ngay Sau 28 ngay
(my) (m) (m2) (m3) (myq)
Chirng (C) 1088 ° 114,7°° 1212° 1269 *
Thiw 1 (T1) 107,5° 112,1° 120,1° 126,4°
Thir 2 (T2) 109,5" 115,5" 1242 130,3"

Ghi chu: (*) Prruée-sau < 0,0001

Két qua Bang 1 va Bang 2 cho thy tho ting cin ¢ nhém chimg va hai nhém thi, ¢6
su khéc biét khi so sanh véi trude thir nghiém trong moéi nhém (p < 0,05). Trudce thir nghiém,
trong thir nghiém va sau thir nghi€ém can nang trung binh cta tho ¢ cac nhém thir khong co
su khac biét so voi nhém ching (puwse (T1-0) VA Pruse (12-¢) > 0,05), (Psau (T1-0) VA Psau (T2-C) >
0,05). Qua d6 c6 thé thdy cao Ba kich khong gy anh huéng dén qud trinh ting trong binh
thuong cua tho sau khi stir dung lién tuc 28 ngay.
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Két qua theo ddi cdc chi s6 huyét hoc duoc trinh bay ¢ Bang 3.

Bing 3. Cdc chi s6 huyét hoc ciia thé
Chi'sé P A A R P . .
Nhom Hong cau  Bach cau Tiéu cau Hematocrit Hemoglobin
(n=7) (x 10"%/L)  (x 10°/L) (x 10°/L) (%) (g/dL)
Truoc TN 58+04 6,114 400,6+51,8 392+1,5 12,6 £ 0,4
Chimg GitaTN  6,2+0,3 6,613 429,6+£59,9 40,724 12,8 £0,7
Sau TN 5,8+£0,5 6,6+0,8 388,6+£71,4 399+272 12,6 £0,8
Truwée TN 57+05* 69+12% 446,0+66,9* 3924304 12,6+0,8"
Thiel GigaTN 59+03* 7,8+14% 470,7+84,14 402+2.8" 12,5+04*
Sau TN  55+04% 85+2,5% 438,1+788* 39,1+2,00 12240,54
Truéc TN 570,64 7,1+14% 4156+£872% 383374 124+1.2%
Thir2 GidgaTN 6,0+£02% 76+1,1* 486,1 £63,8% 41.6+4,14 123+05"
SauTN 6,0+£03* 7,618 344,7+734% 40,1 £18* 12,4+0,8"

Ghi chi: Apc.T> 0,05

Bing 4. Cdc chi s6 sinh héa (lién quan dén chirc nang gan, than) ciia thé

Nhém Chi 50 AST ALT tl;;ll:lr;ll:g:lProgillgrfoan Cholesterol Urea  Creatinin
(n=7) (U/L) (U/L) (1mol/L) (/L) (mmol/L) (mmol/L) (umol/L)
TruocTN 523+ 903+ 14% 57,6 £ 2,6 £ 4,7 + 76,9 +
26,8 373 0,6 4,7 1,0 2,0 9,3
Chimg GitaTN 630+ 863+ 1,2+ 59,5+ 2,1+ 39+ 78,6 £
24,9 22,7 0,3 5,8 1,1 0,9 11,4
Sau TN 58,7+ 983+ 12+ 59,7 + 1,9 + 55+ 88,8 +
15,6 23,5 0,6 2,6 0,6 1,1 14,3
Truoc TN 589+ 894+ 1,2 + 59,6 £ 34+ 58+ 77,7+
25,54 26,14 0,54 3,64 1,24 0,64 15,04
Thir 1 GitaTN 569+ 718+ 1,0 £ 62,4 + 2,9+ 4,6 + 68,7 £
17,24 13,74 0,44 3,84 1,04 0,94 11,54
SauTN 496+ 778+ 1,2 + 62,7 £ 2,6 £ 49 + 754 +
19,94 11,84 0,34 4,64 0,94 0,44 10,14
Truwoc TN 550+ 66,7+ 1,2 + 549 + 2,2 + 4,2 + 75,1 £
28,04 25,94 0,6* 5,24 0,84 0,54 6,14
This 2 GitaTN 692+ 68,7+ 0,9 + 59,8 £ 1,8 + 43 + 80,5 +
26,44 17,04 0,34 1,94 0,44 0,34 4,54
SauTN 705+ 79,6+ 1,2+ 59,7 + 14+ 4,7 £ 80,3 £
24,84 29,24 0,74 2,04 0,34 0,44 5,94
Ghi chi: Apc.T> 0,05
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Két qua & Bang 3 cho thiy chi s6 huyét hoc trude, gitta va sau thi nghiém khéng c¢6 su
khac bi€t gitra nhém chirng va 2 nhém thir (pe-1 trwse > 0,05, pe-t gia > 0,05, pe-1 sau > 0,05).
Két qua trén cho thdy cao Ba kich khong gy anh huong dén cic chi sb huyét hoc cua thd
sau khi sur dung lién tuc 28 ngay.

3.3. Két qua theo ddi cdc chi s6 sinh héa (lién quan dén chire niing gan va thén)

Két qua theo dbi céc chi sé sinh héa lién quan dén chirc nang gan va than duoc thé
hién & Bang 4. Két qua cho thiy chi s6 sinh héa ctia tho trude, gitta va sau thi nghiém khong
¢6 su khéc bi¢t gitra nhém chiing va 2 nhém thtr (pc-t tuse > 0,05, pe-t giva > 0,05, pe-T saw>
0,05). Két qua trén cho thdy cao Ba kich khong gdy anh hudng dén chirc ning gan va than
cua tho sau khi str dung lién tuc 28 ngay.

3.4. Két qua theo doi chi sb glusose trong huyét twong
Két qua theo ddi chi s6 glucose trong huyét twong thod ciia cdc nhém thir nghiém dugc

trinh bay ¢ Bang 5.
Bing 5. Két qua theo doi chi 56 glucose trong huyét twong ciia tho
Chi s Glucose
Nhoém (n=7) (mmol/L)
Truoc TN 6,9 +0,8
Chirng Giita TN 6,9 +£0,4
Sau TN 7,0+£04
Truéec TN 7,3 +1,44
Thir 1 Giita TN 6,8 + 1,04
Sau TN 7,7 1,44
Truéc TN 84 +2.84
Thur 2 Giita TN 7,6 £0,5%
Sau TN 8,2 +£1,3*%

Ghi chi: 2 : pcr > 0,05 va * : pc.r < 0,05

Két qua xét nghiém glucose cho thiy, trude thi nghiém, khong c6 su khac biét c6 y
nghia vé chi s glucose giita nhém chimg va 2 nhém thit (Piwsery 7.0y > 0,05). Sau 14 ngay,
28 ngay thi nghiém: Khong c6 su khéc biét c6 ¥ nghia vé céc chi sb glucose giita nhém
chimg va nhém thir thap (Psau 14 ngay (7-¢) > 0,05; Psau 28 ngay (-0) > 0,05. C6 su khéc biét c6 y
nghia vé chi s6 glucose gitta nhdm chirng va nhém thtr cao (psau 14 ngay (7-¢) < 0,055 Psau 28 ngay
(r.c)< 0,05). Dit liéu trén cho thiy viéc diing cao Ba kich & liéu thip thi khong anh hudng
dén chi sé glucose mdu con ding lidu cao cao Ba kich thi c¢6 gy ting glucose mdu so véi
nhém chung.
3.5. Két qua quan sat dai thé

Két qua quan sét dai thé cdc co quan ndi tang cia tit ca cdc tho thir nghiém cho thiy:
Khong c6 biéu hién khdc thuong vé hinh dang bén ngoai, mau sic cta céc to chirc tim, gan,
than, phéi, da day, rudt cua cc tho nhém thir so voi nhém chimg sau thi nghiém.
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3.6. Két qua quan sat vi thé
Két qua ddnh gid vi thé mé gan than duogc trinh bay ¢ Bang 6.

Bing 6. Két qud quan sdt vi thé gan, than thé thir nghiém

Nhém So6 dong Cdc biéu hién bdt thwong vé mé bénh hoc
T vt Gan Thdn
1 Nhom ching 3 Khong Khong
> Nhém thir 1 3 2/3 con gan tl\loal hcza, sung Khéng
huyét va xo hda
3 Nhém thit 2 3 2/3 con mo gan bi sung Khéng

huyét, thodi héa va xo hda

Bdng 7. Mot 56 hinh anh minh hoa mé gan khong bi 16n thuwong (do phong dai 400 lan )
STT Nhom Hinh danh nhuém HE Hinh dnh nhuém PAS

1 Ching

Cic té bao an khng lang dong
qud murc hay mat glycogen.

Ti htr 1
2 (liéu
thap)

n
7

Mb gan 6ng thay ton thuong

Thz? 2
3 (lieu
cao)

AT Y DAL phin 2 b MY O
Céc té bao gan khong lang dong
qui muc hay mat glycogen
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Bdng 8. Mot 56 hinh anh minh hoa mé thin khong bi ton thwong (do phong dai 400 lan)
STT Nhom Hinh dnh nhu¢m HE Hinh anh nhuém PAS

L T

-

1  Chimng
=L e Ving dng than khong thodi héa,
C4c cau than va ong than c6 hinh khong hoai tir va khong Iing dong
bat thuong glycogen
& i
Thir 1
2 (liéu
thép) iy
I Viing 6ng than khong thodi héa,
Céc cau than va ong than c6 hinh an Ong, qan\ o?g ?al oa
PN . khong hoai tir va khong lang dong
thai binh thuong. P .
bat thuong glycogen.
Thir 2 o
3 (liéu it R
cao) ‘i £

. i /i ,/ il A i :
Céc cau than va éng than c6 hinh
thai binh thuong.

Ving dng than khong thoéi héa,
khong hoai tir va khong lang dong
bét thudng glycogen

Két qua trinh bay & Bang 6, 7, 8, 9 cho thdy & ca 2 nhém thir lidu thap va liéu cao tat
c4 tiéu ban than binh thuong nhung 2/3 sé tiéu ban gan bi thodi héa héc, thodi héa md, xung
huyét. Qua d6 c6 thé thdy diing cao Ba kich lién tuc trong 28 ngay khong gy anh huong 1én
cAu tric vi thé mé than nhung c6 thé gy anh huéng dén cu tric vi thé mo gan.
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Bdng 9. Mot 56 hinh anh minh hoa mo gan cua nhom thir bi t6n thuong (do phong dai 400 lan )
STT Nhom Hinh dnh nhu¢m HE Hinh dnh nhupm PAS

Thir 1
1 (liéu
thép)

Cic té bao gan bi thodi héa hdc,  Khodang cira xo héa, sung huyét,
thodi h6a mo& tinh mach gién. M6 k& sung huyét

Thur 2
2 (liéu
cao)

e 2 ) ¥
7

Cic té bao gan bi thodi héa hdc, Khoang ctra xo hoa, sung huyét,
thodi héa mo tinh mach gian. M6 k€& sung huyeét

Nghién curu nay duoc thuc hién trén ddi tuong 1a cao khd Ba kich véi thanh phén la
céc chat tan trong dung méi ethanol 40% ctia duoc liéu Ba Kich. Tuy nhién trai qua qud trinh
phun sdy nén trong cao kho Ba kich da khong con chira ethanol. Do d6 tinh an toan ciia cao
kho Ba kich c6 thé s& khac so véi cdc san pham c6 chira ethanol nhur con thube hay ruou Ba
kich. Vi vy can can trong khi tham khao sb liéu ctia nghién ctru nay cho céc san pham c6
chtra ethnanol cua Ba kich.

4. KET LUAN

Tir cdc két qua thuc nghiém c6 thé thay cao kho Ba kich twong dbi an toan ¢ mic lidu
0,2 g/kg tho/ngay (twong Gmg véi mic lidu ngoai suy cho nguoi 1 0,065 g/kg ngudi/ngay,
va tuong tng véi mirc liéu khuyén céo cia duoc liéu Ba kich 1 khoang 9 g/ngudi/ngay [6]).
Tuy nhién cin than trong vi cao kho Ba kich c6 thé gdy anh hudng tdi té bao gan khi sir dung
lién tuc trong 28 ngay. Néu diing véi mirc lidu cao gap 5 muc lidu trén, ngoai nguy co tic
dong 1én gan cao kho Ba kich con ¢ thé giy ting duong huyét.
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Safety assessment of useing Ba Kich dried extract for 28 days

Vuong Duy Tien, Nguyen Thi Lien
Faculty of Pharmacology, National Institute of Drug Quality Control, Hanoi, Vietnam

Abstract

The “Ba kich” (Extractum Morinda ofcinalis) dried extract was evaluated for repeated
dose toxicity at 28 days in rabbits. In a repeat dose toxicity test, rabbits were given oral
solution of dry extract of Ba kich at the level of 0.2 g/kg and 1.0 g/kg for 28 days. Blood
samples were taken on days 0, 14 and 28 to check biochemical and hematological
parameters. Liver and kidney samples were obtained on day 28 for histopathology. The
results of the 28-day repeated dose toxicity assessment showed that the dried Ba kich extract
did not have a statistically significant effect on the biochemical and hematological indices,
and did not cause damage to the histopathology of the kidney. However, dried Ba kich
extract at both dose levels caused fatty degeneration and congestion in the liver of
experimental rabbits.

Keywords: Extractum Morinda ofcinalis, dried Ba kich extract, repeated dose
toxicity, biochemical and hematological parameters, histopathology.
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