KH&CN TP. Hé Chi Minh da cdp kink phi cho dé tai  dung trong didu tri bénh tgo xwomg bal fom
“Nghién ciru thanh phan cdu tao, tiéu chudn v tde  (Osteogenesis imperfecta)” ma bai bio ndy la my
dung tién ldm sang cao xwong Cd sdu hoa ca img ph:fn két qua.
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Téin tit

Cy ban Au hay ciy ¢o Thénh Jotin (St. John’s Wort) co tén khoa hoc 13 Hypericum perforatum L, duge phin bb Chiu
Au, Tdy A vi Bic Phi. Day 1a mt trong nhimg thudc c6 nguén gbc tir thyc vt ndi tiéng dé didu trj chimg bénh tim thin nhs
lo &u, trdm cim v duge sir dung nhyr thude bd than kinh (5]. Cay ban Au duge di thyc vao Viét Nam va trdng & mdt sb ving
cao nhu Sa Pa, Mai Chau, Moc Chau. Trong nghién clry truéc, ching t0i da chimg minh ¢40 chiét ban di thyc c6 tic dyag
gidi lo Su trén chudt bj stress do ¢d Iip. Nghiés cir ndy nhim dénh gi4 tic dung chéng trdm cam cla cao chiét ben di thye
trén chudt bj stress do cb Iip va ddnh gia dic tinh clp, bin tnedmg didn cda cao chiét ndy. Két qua da chimg minh cao chié
ban Au di thyc (véi lidu 240 mg/ kg va 480 mg/ kg) €6 14¢ dung chéng trdm cém thong qua thir nghiém 3 budag. Imipramia
(10 mg/ kg) va Laif (1000 mg/ kg) dugc sit dung 1am midu d6i chimg duong. Da xéc dinh duge gid trj LD, ciia cao ban A
thie 13 22,12 § cao/ kg thé trong chudt. Ddng thi cao ban di thye voi lidu 80 mg cae/ kg va 320 mg cao/ kg khéng gly ¢
thay ddi ¢6 ¥ nghia thdng ké dén thé trong, chire ning 136 mau, chirc nang gan, chirc ning thén cing nhu md bénh hoc gan s
véi nhén'ldlﬁ'ng sinh l)’r

At

Summary
Evaluation of the Antidepressant-like Effect and the Safety of Acclimatized Hypericum perforatum L.
Hypericum perforatum L., known as St. John's wort, is distributed in Europe, West Asia and North Africa. This plant is
one of the leading psychotherapeutic phytomedicines for treatment of anxicty, depression, and used as nerve toni.
Hypericum perforatum L. was acclimatized in some uplands of Vietnam, such as Sa Pa, Mai Chau, Moc Chau... Our previows
study showed that acclimatized Hypericum perforatum L. éxtract had anti-anxicty effect in social isolated mice. The aim of
this study is to evaluate the antidepressani-like effect of acclimatized Hypericum perforatum L. in social isolated mice. The
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results showed that acclimatized Hypericum perforatum L. extract (at the dosés of 240 and 480 mg/kg, p.o.) displayed
antidepressant-like activity in social isolated mice using three-chamber paradigm test. LD¢, of acclimatized Hypericun
perforatum L. extract in mice was 22.12 gfkg body weight for single dose oral administration. In the subchronic study,
rabbits were administered acclimatized Hypericum perforatum L. extract with the doseés of 80 mg/ kg and 320 mg/kg (p.o) for
30 days. Afier 135, 30, and 45 days of experiment, blood and tissue samples were taken for determination of hematological,

m'ﬁ biochemical and hlﬁopaihnluglcal parameters. All parameters in Hypericum perforatum L. eéxtract groups were not
!bim signiﬁcantly changed as compared to respective control.

f;:hq Keywords: Acclimatized Hypericum perforatum L., Anti-depressant, Acute and subchronic toxicity.
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wig 1 Médiu 2. Déi twgug, ngliyén ligu va phwong phap
my,  Tram-cém (depression) 1a mt trong ihimg r6i  nghién ciru

G 1020:4m thin chiém ty 1§ cao nht hi¢n nay trén 2.1. Bji twgng nghién ciru

iy e gi6i. Theo TS chirc Y t& Thé gisi, bénh trim Cay ban di thie dugc ThS. Tran Danh Viét,

yi Phi viicling phin bd rong rii & Béc My Vi 50%, duge phoi va sdy khé-& 40 - 50°C dén khi
¢ Australia [9]. Ban Au dicay thubc cd-truyén cia  dat 4 am 9, 54%. Liy 1,6 kg duge liéu nay xay
céc nude -Chau Au va hién'la mét cdy thube ndi  nhé, chiét 3 1An bﬁng c%m 80% & nhiét 4§ 60°C c6-
=tié'n§ nhit trong dicu tri tram cam trén thé gidi. bd- sung vitaminC vé; ty 1€ 0,1% so vai duge liu:
Nhieu nghién ciu dd chimg minh hypericin yﬁ vao mdi lin chiét dé bao quan. ‘Dich loc cua céc
hyperforin la nhu'ng thoat chﬁt trong aay ban Au [an chiét duoc gép lai, cét foai- dyng mdi diri 4p
déng vai trd quan trong trong vige diéu tri bénh:  suét gidm bing may cat quay 0 nhlet cfo khong
trim cam [11,13;,14). qué:60°C'1di sdy trong ti say chan khéng & nhigt
@ Viét Nam, Vién Duge liéu da nghlen cirudi  d6.50°C dé dirge-cao khd. Liéu-cag chiét sir dung
el thue thanh.cong cay ban }@permum perfaratum L. trong nghién ciru dénh gia tic dung chung tram.
quy  ONE: 48 tai. cép Bo Y té “Ngh:én ciru di thire va  cam 13 240 va 480 mg/kg duge dua theo nhu'ng
g quy trinh trong trgt ciy ban Hypericim ¢ong trinh nghlen clru- trén-cén 13m sang va lam
mit  perforatum L. dé chiét xuft sin phim chia =sangdﬁcung b6 trén thé gidi.
gl hypericin” tir nim 2007 - 2011: Két qua ciia d& tai 2.2. Hba chidt, thudc thir nghigm:
s cho thiy cdy ban Au di thyc phit hop véi-diéu kién Imipramin (Sigma - Aldrich, USA)-dugc hoa
dyw Khi hdu v dat dai cia cac ving c6 khithju-médt  tan bang nuoc mudi sinh Iy dé $ir-dung theo
@  nhwTam Dao, Mai-Chau, Mgc Chéu, Sa Pa. Cdy dudmg tiém: phic mac (i.p.): Vién nén Laif® 900
(gl di-thye cé ham: lirgng hoat chét hypericin kha cao  (dang ¢ao chiét con 80% tir phan trén mit dat cia
wk ¢ 0,1% trong-khi tiéu. chudn Duge dién chiu Au  cdy ban' Au, san pham: ¢ia cong ty Seigerwald
12 0,08%.va tiéu chuan My USP 25 13 0,04%). ProPhyto, Pirc) va cao chiét ban Au di thyc dugc
Véi myc dich ¢ thé nghién ciru phit trién  nghién trong cdi: va pha thanh hdn dich dé sir
dugc san phim ho trg diéu tri: bénh trdm cam: tir dung theo duong udng (p.o.).
ok cdy ban di thirc, trong nghién ciu ndy, chiing t6i 2.3. Dong vt thi nghiém
1™ 43 tién hanh danh gia tic dung chéng trim ¢am Chudt nhit dyc chung Swiss albino 3.- 4 tian
s o cha cao chiét ban di thyc giau hypericin trfmg tai tu61 trong hrong trung binh 16 18 g dugc cung
D:: Mai Chau, Hoa Binh-va d4nh gia dc tinh cép, ddc cap bé&i Vlen Vé Sinh Dijch t& Tring ucmg duge
Zﬂ’ tinh ban truimg dién clia miu nghién ciru nay. dilng_ dé danh gia tic dung chéng trim cam.
;;5,,‘ Tap chi Duwge ligu, tgp 21, s6 1+2/2016 85

cam cudp di m6i ndm trung binh 850 000 mang
ngudi. Theo s6 liéu ciia Vién Sire khoe tim thin
Viét Nam, khodng 3 - 6%-din sé bj méc bénh
trdm cam.

Ciy ban Au hay ciy cd Thanh John (St.
John's Wort) ¢é tén ‘khoa hoc 1a Hypericum
perforatum L. thugc ho Ban (Hypericaceae). Cay
¢6 ngudn gbc ty nhién & Chau Au, Tay A, Bic

m

Trung tim Nghién ciru tedng va ché bién ciy
thude Ha Noi - Vigh Puoc ligu cung cép, dirge
trdng tai Mc ‘Chéu, Son La tir théng 3/2014 dén
thang 8/2014. B:eu ché cao chlet dugc thue hién
bdi Khoa Héa Thyc vat, Vién Dugc tidu. ‘Quy
trinh chiét tich cao ban di thyc duge md ta tom
tit nhu sau: phan trén mat dit-cia cdy-ban di thye

duge thu héi vo tho diém hoa néd khodng 40 -




Chuét nhit tring ching Swiss albino ca 2 giong,
c6 trong lugng 18 - 20 g dugc sir dung dé danh
gid do¢ tinh cap. Chudt duge chim séc va nudi
trong phong thi nghiém v&i nhiét d§ duy tri 22 +
1°C, an udng day du, chu ky sang tdi 14 12/12 h
(chu ky sang tir 7:00 - 19:00).

Tho trudng thanh, khée manh, ci 2 giong,
trong luong tr 1,8 - 2,0 kg, dat tiéu chuén thi
nghiém dugce sir dung trong nghién ciru dfc tinh
ban trudng dién. Tho thi nghiém dugc cung cap
béi co s& Chin nudi va cung cip dong vit thi
nghi¢m- Dan Phuong - Ha Néi.

2.4. Phuwong phdp gay stress ¢6 ldp trén chugt
va thir nghiém hanh vi twong tdc cong dong

M5 hinh chudt c6 lap dugc tién hanh theo
cong bé truée ddy [3]. Chudt duge nubi riéng ré
trong timg chuong, cac chudng duge bo tri sao
cho khéng c6 su tiép xic véi nhau. Nhém ¢himg
sinh Iy (chuét bay dan) gom céac chudt duge nubi
trong cling mét chudng (10 con/ chudng). Sau 5
tudn, chudt cé lip dwgc cho udng nude (chimg
bénh 1y) hofic diéu trj bing cao chiét ban di thyc
(véi lidu 240 va 480 mg/ kg) hoic chimng dwong
Imipramin (8 mg/ kg) va Laif (1000 mg/ kg).

Sau 14 va 21 ngay diéu trj nhém nghién ciru da
tién hanh danh gid tic dung giai lo 4u ciia cao
chiét ban di thyc [2]. Tiép theo, vio ngay didu tri
thir 25, sau khi ubng méu nghién ciru 1 gio, chiing
t6i tién hanh d4nh gia tic dung chéng trdm cam
bing thir nghiém 3 budng (three-chamber
paradigm test). Chudt dugc nudi ¢ lap trong subt
qué trinh nghién ctu. Thir nghiém duwgc tién hanh
theo phuong phip da dugc céng bd trong céic
nghién clru cia tic giad Kaidanovich-Beilin va

Thai gian ¢b lgp

cong sy [7]). Pay ciing Ia thir nghiém thudmg quy
diing danh gi4 tic dung chng trim cim tai-phing,
thi nghiém cia GS Kinzo Matsumoto thdi gnn
gin ddy, dd duge nhém nghién ciru 4p dyng triéy
khai tai Khoa Dugrc ly Sinh héa, Vién Duge liéu,

H¢ théng thi nghiém gdm mdt bé nhyra trong
sudt (30 x 100 cm) duge ngin thanh 3 khoang,
gom khoang & giira (30 x 20 ¢m), khoang phai
biang khoang trai (30 x 40 cm). Ba khoang niy
dugc ndi v&i nhau bing hai ctra nim trén bé mit
san (10 x 10 cm). Tai khoang phai va trai ¢6 chin
mét hop ludi hinh tru ¢6 duong kinh 10 cm. Phia
trén hop ludi duge diy nip va qudy kin dé tranh
chudt tréo Ién. Phia trén hdp nhyra 100 cm 13 mdt
camera ghi lai hanh vi cia chugt. Thir nghiém
duge tién hanh goém 2 giai doan. O giai doan lim
quen, chudt thi nghi¢m dwgc dat vao khoang
giira, va duge ty do di lai gilra cac khoang trong
vong 5 phit dé 1am quen véi méi truong mdi. §
giai doan danh gia, chudt dugc dua vao khoang
gilta. Mot chudt khoe manh, dong gi6i, trong
lwong sai khic khéng qua 4 g dugc nhot trong 1
hép lugi. Hop ludi con lai duge dé trong. Chudt
thi nghiém dugc ty do di lai ¢ ca 3 khoang trong
vong 10 phat. Camera theo ddi hanh vi, sb lén
vao ra mdi ngin, thoi gian chudt & trong mdi
ngin dugc ghi lai, sau d6 duoc phén tich bai
ngudi lam thi nghiém. Trong ngiy thir nghiém
chudt duoc cho udng thudc 60 phit truée khi tip
(d6i v&i nhém chimg Imipramin, thude duge tiém
phiic mac truéc khi tip 30 phit). Sau khi tién
hanh thi nghiém v&i m6i chudt, dung cy thi
nghiém dugc lau sach bing cbn 70%. Bai tip
duge thue hién 1 1an duy nhat.

Thu nghiém hanh vi
tiromg tic cing ddng

Tiém Imipramin liéu 8 mg/kg (i.p)
Udng Laif liéu 1000 mg vién nén mg/kg

Hinh 1. So d6 thiét ké thi nghiém
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Z3. Néhiénmdéctmhcép

Doc tinh cap theo dudng ubng ¢ia cao chiét
ban' di: thyc du'qc thl,m hién theo qphutmg phéap
thudng quy [1, 3). Cdo ban-di thyt diuge nghién
¥ fwde dén ndng 48 thich hop- o6 thé bom-trré
ticp vad da ddy chudt. Chudt dire cho-ubng
lﬁuéciiilu ticuRhac hhau véi thé tich 02 mﬁ’lﬂg
the trong chuGt. Tim fidu t6i .da ma khéng 6
cliudt nad ciia-16 thi. nghiém whét (LDo)va lidu
101 thiéw dé 100%-chudt-ciia 16 thi-nghighiv chét,

@A Do} Thir thém 3: liu trung gian gitta 2-Jidu

noi4rén de xae dinh:BDsp. LDso dige tinh- theo
iphuong.phép Behrens « Karber. Chudt duoe dé &
phong =th1~sngh1$m v&i ithiét 4o duythz % 1°C,

A0 héﬁg dAy-di chu Ky, $4ng t6%12 12/12 h-(chw

k¥ sang 4 7:00 - 19:00). dam bio ) moi hoat
dt'.ing ¢ia f:h'uot binh thudng, Hanh vi; thoat d&ng,
an ﬁnng, bai tiés.cia chudt va sd.chudt séng, chét
trong T)S ngay du'q&: theo d6i. -Chudt qhét duge
mb -4 darh glé;tﬁn thuong daiithé.
2:0. Wg’ué“n ctru Jéc tinh ban triggng dieﬁ

ﬁ“ht’; duge -nudh 6n dinh it nhit 3 ngay trude
khi tién hanh thi nghi¢m. Thé duge <cho ,,uéng
fube dun sdi dé *nguél (nliém sinh B n- = 10)

holic 4ong ¢ao chiét ban dithuc 1idu 80 mg cac!
kg (twong duong lidw-tac dung duge [V, m= 10)

va 320 mg cao/ kg thé trong thé: (twong duong
Jidu gap 4 lan.{iéu tic dung, n = Ti) voi thé tich
44 smﬂkg thé trong. Tho duge cho unng ¢a0-chiet
bat di thye lién. tuc trong 30 ngdy. Dé theo. dbi
chire Jpﬁngr gf;m,s, thdn, ¢hie ndng tao: mau, tho
duge hy mau vio & thii-diém khéc nhau: trude
khi dimg miu thir (NO), sau khi-udng : 15 ngly
(N15),. 30 ngay (N30). va-sau khi ngimg uong 15
hgly (N45).
2.6.]1. Theo d5i chire niing gan:

- Pinh dugng AST, ALT theo phuong phép
Reitman: «:Franker dung ¢o chat L aspartat va L. -
alanip.

+ Dinh luéng protein. toan phin bing, phuong
phap Biuret.

- Binh luong bilirabin bang phwrong phip so.mau.

2:6.2. Theo ddi chic nﬁng than:

: Pinh Iul;mg creatinin'bing phuong phap Jaffe.

Tap chi Diege lidu, 1fp 21, 56 1+2/2016
Y it ananiiua s Y

- Dintvlugng ure bing phivong phap Rappoport
«unig enzZym uréase.

2'.6:3, Theo:ddi- chifc-néing tao mau:

$hantich séidirong hdng cdu, bach ciu, iéu
cau, gia trj Hematocrit, ndng 46 -hayst si¢ 1, %
EIymphﬂ» trén mé,y phan tich mau: tr déng
SYSMEX KX21 M?

2.6.4: Xétnghiem mdbgnk hoc:

Sau 30 ngdy ubng méu thir vd sau 15 ngay
ngimg ubng, 14y nglu-nkién m3i 16 3 con-dé cit
va doc tiéu ban:gan,thin. Xét-nghiém vi thé gan,
than dugc thue hién boi BS mon giai phiu: bénh -
Trudmg Pai hoc Y HANG.

29, Xir by 56 lidu

Ket qua duge thé ‘hign dirdi dang gid tri trung
binh cdng/ trir 46 léch chudn SD: M £ SD. (M:
gid trj trung binh timg 16, SD: 4§ déch chuin). v
duge $o sanh thong ke $ir dung phan mém Excel
2010. Két qua-dug¢ xem 14 6y nghfa thong ké
khi-p < 0,05,

3. Két qua

3.1 ‘Ca:u chiét ban di thuc caithién -hanh vi
trong 1dc cﬁng dong trén Ehudtbi stress ¢6 Idp

Sau khi dugé diéu 1rj bing thudc 25 ngay;
hinh vi ttrcmg tic cong d&ng cia chudt duge
danh gia bang thir nghlgmﬂ buung Kﬁt qua hinh
2 da cho thiy, chugt biy dan-cé -sd- ldn vithoi
gian wéng tham vanﬂbuﬁng ¢o-.chudt cung loai
Ahiéu- hon so. véi: buung trdng {p < 0,05). Pbi lap
vai chuot bay dan, chudt ¢o lap khéng duoe dicu
tri-¢4-65 lan va thei gian & 2 huung fiaykhong 6
su khac biét-dat v y-nghia thung ké, tham ¢hi chuot
co Iap c6 Xu. hudng thich vio budng khﬁng co
chudt hon so vdi 6 ¢o-chudt dnng loai: dang dugre
nhdt trong *hép-lirdi. Trong subt qué trinh-thir
nghi¢m, khong phat hién thay-chudt ¢6 Jap-hung
han: thn cﬁng chudt cung loai, Chudt ¢d 13p sau
khi diéu trj bing ban di thyc. véi liéu 240-mg/ kg
va 480 mg/ kg 44 cho thay hanh: vi-twong, tic
céng dnng duge cai thlf;ﬂ r5 rét, duge thé hién
bﬁng thoi glan cac -con. chudt ndy & buung co
chudt cao hon so v&i & budng khﬂng ¢6-chudt(p
<0 05) S4 1an 16 chudt didu tri ibﬁng ban. di: thire
voi liéu 240 mg/ kg va 480 mg/kgﬂ bude vao




budng c¢6 chudt c6 xu hudng tang so véi nhém
khéng duge didu tri, tuy nhién, sy khéc biét nay
khong ¢é ¥ nghia théng ké. Ché pham ban Au
Laif (1000 mg/ kg) c6 sb lin va thdi gian buéc
vao budng cb chut cao hon so vé&i buong khong
c6 chudt (p < 0,05). Thudc chuan Imipramin (8
mg/ kg) ciing cho thiy téc dung cai thién hanh vi

O Budng cb chwdt
W Budng khdng cé chudl
“f""_“f“'_ Chait chp .
12
10 -
£
3 ¢
B 4
:.
0 - - - - . . &
0 o 240 40 100 8 apy
b ‘Illliﬂrt Labi lnipranin

Thix gisn (giley)-

tuomg tac ¢ong ddng trén chudt co lip (p < 0,01),
dugc thé hién biang ting thoi gian bude vio
budng c6 chudt so véi budng khong cb chudt. $§
lan chudt diéu tr bing Imipramin bydc vag
budng ¢6 chudt c6 xu huéng ting so véi budng
khéng ¢6 chudt, tuy nhién, sy khic biét ndy chua
dat ¥ nghia thong ké (p = 0,17).
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Hinb 2. Anh hudng cua cao chiét ban Au di thyc Ién hanh vi tuong tac cdng dong
cda chudt ¢d Lip trén thir nghiém 3 budng

3.2. Bjc tinh cdp

Theo ddi chudt dwoe cho udng ¢ao chiét ban
di thye véi céc lidu khac nhau, thay ring & lidu
9,29 g cao/kg thé trong chult, tit ca cic chudt
déuw khoe-manh, hoat dng, &n udng, bai tiét binh
thuomg. Tir lidu 13,94 g - 31,43 g cao/ kg thé
trong, mdt s6 chudt bit dau c6 biéu hjén run ry,

co giat, sau d6 4 chan dubi thing cimg 89, cb
nhitng chudt s& qua dugc con co gidt, s6 chud
chét tip trung trong khoang 24 gitr dau. O licu
cang cao chudt chét cang nhanh (Bang 1). Nhiing
chudt con sbng s6t van hoat ddng, bai tiét binh
thudng, in udng lic dau it hon, sau d6 thi binh
thudng.

Bing 1. S8 Yigu thir.dde tinh cdp ¢a cao chiét ban di thywe

;:;l L}Z‘;:;" n ‘56 chugt chét /18 d z dxz
1 39,29 10 10
2 3143 0 8 7,86 9.0 70,74
3 23,23 10 7 8,20 7.5 61,50
4 18,58 10 3 4,65 5,0 23,23
5 13,94 10 2 4,64 2,5 11,61
6 9,29 0 4,65 1,0 4,65
17,73

Gié tri LDgo thu dugc 1: LDso = 22,12 % 1,79 § cao/ kg thé trong chugt.

3.3. Déc tinh ban truomg dién

3.3.1. Tinh trang chung va can ning dong vit
thi nghiém:

O cic 16 uong méiu thir va 16 chimg hoat
dong an uéng, bai tiét cua cdc thdé vin binh
thudmg, khong c6 sy khac biét ndo. Khéng cé
thd ndo chét. Trong lhrgng the & tat ca cac 16

38

déu ting 1&én so v&i ban dau, sy ting lén nay
giita 10 chung va 16 ther 1a nhu nhau, sy khic
biét khéng c6 ¥ nghia théng ké, tuy nhién c6 sy
khac nhau ¢6 ¥ nghia théng ké cua lin sau sp
véi ban dau trong ciing mdt 16. Didu nay cho
thdy méu thir khong c6 anh huomg dén cén
ning thé (Bang 2).
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Bang 2. Trong/luong tho thi nghigm & céc thdi diém theo ddi. **: Tron

mfl

ugng-khéc nhau c6 ¥ nghia théngiké v6i p < 0,01 so

véi ldn 1 trong cling 1 10.Trong lrgngkhic nhau o6 ¥ nghia ké v6i p < 0,05 s0 véi lén 1 trong cing 1 16
.. _ Trong hrgng (kg)
LS nghién ciru . -
P nEhis Lin I | Lén 2 Lén3 Lén 4
kb 1 1,98 + 0,09 2,20 £ 0,06 2,22 x 0,07* 2,23 + 0;05*
162 2,05 +0,04 2,18+ 0,06 2,22 £ 0,08 2.31 +.0.06**
i3 2,01 £0,04 2,12 = 0,04 2,16 % 0,07¢ 2,37 £ 0,10*

3.3.2. Két qua theo ddi cac chi 6 huyet’ hoc:

Két qua theo dbi céc chi~$6 huyét hoc dugc
frinh bay trong Bang 3 cho: thdy, sau-15 ngay,
30 ngdy uéng thubc va saw ngimg thuéc 15
ngdy, tat ca - céc xét nghiém danh gid nhu sé
lugng hong cau, sb lugng bach can, sb lugng

tiéu ¢au, ndng d6 hemoglobin, gid tei hematocrit
& ¢a 2 16 cao chiét ban di thyc (liéu 80 mg cao/
kg vd 320 mg cao/ kg) déu khong cé: sir khéc
Biét c6 y nghia so véi 16 chimg & ciing théi
diém ciing nhu so ‘sanh véi tri $& trude khi
dung thubc (p > 0,05).

Bing 3. Cc chi $0 huyét hoc ciia céc 18 thé thi nghiém, p (chimg - thir) & tht ca cac 16 ddu > 0,05; p (trube - sau).
-0 tat ca céc 16:> 0,05

Chii 50 NO: N18 N30 N4§
Bach ea“ Sinh 1y 6/69:+ 0,37 7,53 £ 0;52 7,66 + 0,53 7,16%0,59
I e | BDT 80 mg/ke 7,57 0,41 8,29 £ 0,60 8,51+ 0,63 3,93 +1,08
BDT 320 mg/ke 6,79 + 0,57 1,33 +£0,70 8,02 053 6,76 1,00
“Hidng chu Sinh 1y 5341 0,22 5432014 521%0,15 1,86 0,16
(10%/mn?’). BDT 80 mg/kg 5731018 5,66+ 0,24 5224027 4,86 = 0,16
BDT 320'mg/kg 545+ 0;16 5,26:+:0,10 512£0,15 5,29 +.0,15
Sinh 1y 237,70 £ 64,06 | 2588023037 | 248,61239,19 | 258,00 54,56
Tiéu chu (10°mn’) | BDT 80 mg/ke 318,86 :44,17 | 327,06247,11 | 3746723484 | 394,71 44,10
BDT 320 mg/kg 362,0 £ 33,61 376,55 71,27 | 391457115 | 349.29+46,74
Heinoglobin Sinh ly 10945037 | 11,06040 11,14 £0,57 10,00 £ 0,22
‘ g/ d BDT 80 mg/kg 1155 £ 0,25 11,3 £0,55. 11,25 0,74 P1,04 £0,26
BDT 320 mg/kg 11545 £ 0,42 10,97 + 0,37 10,37 + 1,00 10,37+ 0,38
Sinh Iy 35,462 1,19 35:38 £ 1,22 32,82 0,67 34,52+0,73
Hématocrit (%) BDT 80 mg/kg- " 37,5+£0,92 36,55+1,22 1 3667161 36,22+ 0,89
BDT 320 mg/kg 36,34 £0,98 34,59 % 0,40 35,69 % 1,00 36,30 + 1,07
Sinh ly 53,66+ 2,3) $3,28 x 2,56 49,01 £3.23 42,50 £ 6,56
Lyaipho blo (%) | BDT 80 mg/kg SLIT£307 | 52,590+231 4800418 | 42,77%3,96
BDT: 320-mg/kg 53,01 £ 2,37 53,08+ 3,89 50,71 £298 50,31 5,89

3.3.3.%K&¢ qua theo dbi chc chi-s6 thude chirc
nang gan va than:

Két qua tir Bang 4 c¢ho thdy, sau 15 ngﬁy, 30
ngy lténg mau thir va sau ngimg udng mau thir 15
ngdy, tat ca cdc xét nghiém danh gia chic ning
gah: nbng dd bilirubin; nﬁng 46 -protein, hoat d6

enzym AST vd ALT huyét thanh va chirc ning

thén: ndng d3 ure va ndng do creatinin huyét thanh

& ca 2 16 cao chiét ban di thye (liéu 80 mg caof kg
v&-320 mg cao/ kg) déu khong c6 sy khac biét ¢6
y. nghia so v6i 16 chimg & cing: thai diém. cling
nhur trj sb trude khi ding:thude (p>0,05).

Bang 4.-Céc chi sb sinh Bida ciia cac 16 thd thi nghi¢m. -p (chimg - thir) ('Itﬁt ¢4 ¢ac10 deu > 0,05; p (trude -sau) & t4t ca cic

16> 0,05
Chii s¢ Lb NO N15 N30 N45

L Sinh Iy 3912 +1,28 47,99 + 10,28 41,12+ 3,14 42,74+ 1,78
ALT®M  "BpT80 mg/kg 37,754338. | 45.07+7,08 49,14 % 6,88 47,39+ 549
BDT 3201iigrkg 39,24 + 167 44,11 = 4,80 41,12 +3,14 44:29 £ 4,14

Sinh 1y 42,70 £ 2,90 47,16 + 14,09 41,39£2,77 49,15+ 5,31

AST (UN) BDT 80 mg/kg 49.71 £6.33 59,43 11,84 57,67+3,71 5743747
BDT 320 mg/kg 44,47+2,18 §2,93 £9,70 52,67+532 48,55+ 0,58
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Bilirubin Sinh ly 0,82+0,12 0,57 £ 0,04 0,8640,12 0,59 £ 0,06
(pmol/l) BDT 80 mg/kg 0,73 £ 0,05 0,71 £ 0,07 0,76 £ 0,08 0,66 & 0,06
BDT 320 mg/kg 0,89 £ 0,07 0,75 £ 0,03 0,86 +0,10 0,70 + 0,07

, Sinh 1y 58,29 + 1,97 57,59 + 2,86 59,38 + 2,66 60,00 £ 2,05
fgj:"l‘;'" ' ["BDT 80 me/ke 58,82 £ 2,01 60.29% 229 58,2222.41 62,14 23,66
BDT 320 mg/kg 61,85:1,97 58,8+1,69 58,24 £ 0,70 63,49 % 1,21

Sinh 1y 5,99 + 0,70 3,04 £ 0,39 429 £ 0,59 4,29 £ 0,65

:'n":, » BDT 80 mg/kg 6,0920,32 5,00£0,68 4,43 20.70 5,152 0,41
BDT 320 mg/kg 6,21:0,41 5,56 +0,45 5,96 + 1,09 5,35+ 0,57

Creatinin | Sinhly 108,63 + 4,24 86,82 + 3,29 121,56 + 6,95 101,20 + 5,95
(rmol/l) BDT 80 mg/ke 104,27+7.80 89,72 + 3,81 106,12+3,34 92,64 £ 5,95
BDT 320 mg/kg 103,8443,72 91,57+ 4,30 109,47£4,25 103,16 4 0,91

3.3.4. Két qua xét nghiém mé hoc:

Védai thécﬁcwquan tit ca cac thd dca3 16
dugc mu dé quan sat khﬁng thay cé thay doi b¢nh
Iy ndo vé mit dai thé cia ¢dc co quan tim, phdi,
gan lach, than va h¢ théng tiéu hoa.

Hinh anh vi thé gan cho thay, sau 30 ngiy
udng thudc va sau 15 ngdy ngimg thudc, 16 udng
cao chiét ban di thyc (liéu 80 mg cao/ kg va 320
mg cao/ kg) co céac té bao gan déu binh thuong,

cé6 kich thudc déu, tinh mach trung tim vi
xoang mach khéng xung huyét, khéng cé thodi
héa, hoai tir, khoang cira khong viém. Keét qua
xét nghiém vi thé than ciing cho thay, céc 16 thé
thi nghiém déu c6 cu than kich thude déu, md
k& khong viém, éng than khéng ¢6 ton thuong,
khﬁng xung huyét. Khong c6 sy khac blét vé ciu
triic vi thé gan, thin giira 16 dung thudc véi 16
chimg.

Hinh 3. Anh tiéu bén gan, thin sau 30 ngay dimg thudc (HE.20x).
Al: gan tho chimg sinh 1y; A2: gan thé udng cao chiét ban di thwe li¢u 80 mg/ kg; gan tho ubng cao chlét ban di thyc liéa
320 mg/ kg; B1: thin thé chimg sinh 1y; B2: thin thé udng caoc chiét ban di thye lidu 80 mg/ kg; B3: thin tho udng cao chiét
ban di thyc lieu 320 mg/ kg

4. Ban luén

R6i loan hanh vi trong tic cong dong va nhan
thirc cng dong 13 dic trumg cuia nhiéu chimg rdi
loan tdm thin nhu trim cam, ty ky, réi loan
ludng cuc (bipolar disorders), tim than phén liét.
Dé phit trién cac li¢u phap diéu trj cho céc bénh

tdm than néu trén, cic nha khoa ho¢ sir dung céc
mo hinh déng vgt va céc thir nghi¢ém phil hop.
Thir nghiém 3 budng da dugc sir dung rong rai dé
danh gia ai luc cong dong va tri nhé cong dong
trén chuft [7]. Danh gia hanh vi twong tic cdng
dbng biang thir nghiém 3 budng 1a mét trong
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nhimg thir nghiém phd hgp véi mé hinh chut cf

13p [12]. Pay 14 thir nghiém mdt phin dugce ding
dé nghién ciru bénh ty ky, nhung thudmg duge sir
dung € nghién ¢iru trdm ¢am. Nguyén Iy cia thir
nghiém nay 1a dya trén sy lya chon cia ¢hudt,
chuft ¢6 xu huéng thich vio budng c¢é chudt
dong loai‘hay thich mét minh. Theo d6 “tinh hoa
dong” trong trudng hop nay duge dinh nghia 13
Xhuynh hudémg viéng tham chudt khac khi dugce
so sanh véi thdi gian mot minh tai mdt budng cd
dicu kién tuong ty. Két qui cia ching tdi cho
thay, chut cé 14p &nhém chimg bénh 1y khdng
co sy khac biét vé s 1an va thoi gian & 2 budng
(budng ¢6 chudt ¢cing loai va budng tréng), tham
chi ¢hudt c6 1ap ¢6 xu hudng thich vao -budng
khong ¢6 chut hon so véi & cé chudt ddng loai.
Piéu nay chimg té da chudt ¢b 1dp co sy thiéu hut
trong hanh vi tuong tac cong dong - mot trong
nhimgbiéu hién dic trumg ¢da chimg trdm cam.
Nliéu cong trinh nghién ciru trén thé gidi da
chimg minh cao chiét ban Au va cac-hoat chit
cua nd nhu hypeéricin, ‘hypérforin va adhyperforin
¢ ti¢ dyng chdng tram ¢im trén mé hinh déng
vit thuc nghiém duwoc danh gid bing ca¢ thir
nghi¢m chut boi cudmg birc va thir nghiém
treo dudi chudt {5, 15]. Do viy, véi myc dich
ching minh tac dung chéng trim cam cia cay
ban di thyc tai Viét Nam, nhom nghién ciru d3
quyét dinh lya ¢hon mdt thir nghiém danh gia
tac dung chong trim cam chua dwgc nghién
clru trén cdy ban, 46 la thir nghiém 3 budng.
Két qua da cho thiy: .
Déi voi nhom chudt cb 14p duge ubng cao
chiét ban Au di thue (liéu 240 mg/ kg va 480 mg/
kg) va Imipramin (8 mg/ kg), hanh vi twong tic
cong ddng dupt cai thién rd-rét duge biéu. hign
théng qua thoi gian chudt & budng cé chudt cao
hon $6 v&i & budng khong ¢6 chudt. Pic biét
hon, ché phdm Ban Au Laif (1000 mg/kg) ciing
thé hign sy cai thién twong tic cong ddng manh
hom, thong qua ca hai tiéu chi: so lan va thoi gian
budc vao budng c6 chuft cao hon so véi budng
khong ¢6 chudt (p < 0,05). Ban Au da dugc sir
dgng ]ﬁm thuéc diéu tl'i chﬂng tram cam dugc
thuong mai phd bién trén thi trudng chiu Au
(trong 46 c6 san phdm Laif® 900 dang dugc ban
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tai Dirc). Rat nhidu cong trinh nghién ciru da
chimg minh tic dung chong trim cim cia ban
Au. Hai thanh phan chink phan 1ap tirban Au
duge chi ra c6 tic dung chdng trim cam la
hypericin va hyperforin. Mt s6 co ché tic dung
¢6 thé 13 do Gc ché sy tao thanh cytokin
interleukin 6 va 1B & bach cdu don nhin, din dén
lam giam giai phong corticotropin, do 46 gidm sy
tao thanh cortisol {14], hojc c6-thé e ché tii thu
héi serotonin, norepinephrin va dopamin din dén
giam muirc 4 biéu hién cia beta adrenoreceptor va
ting mirc d bicu hién cla receptor serotonin 5-
HT2A va 5:HTI1A {11, 13]. Hon nita, tic dung
chéng tram cam con duge chimg minh trén céc
thir nghiém l&m sing. Theo thdng ké, ¢6 khoang
35 - 40 bai bao nghién ciru lam sang, trong d6 ¢é
26 nghién ciru duge $o sinh voi gid duge va 14
nghién ciru so sanh yGi thude chudn diéu trj trim
cam. Phdn 16m cdc nghién ciru déu chi ra ring ban
Au ¢c6 hiéu qua chdng trdm cim dugce so sénh véi
imipramin, fluoxetin [6, 10, 16, 17].

Trong mdt nghién ciu trrge cua chidig t6i 43
chimg minh, cao chiét ban di thyc ¢6 tic dyng
gidi lo du trén mé hinh chudt ¢4 lip; duge dinh
gid bing thir nghiém khéng gian mé& va thir
nghiém meé 1§ chir thép ndng cao [2]. Hanh vi lo
Iﬁng, hoang s¢ ciing dugc phat hign thﬁy ¢ bénh
trim cam. Nhu viy, két qua nghién ciru cia
chung t6i cung voi nhimg bing chimng d3 cong bd
vé tic dung chdng trdm cam ciia ban Au cd thé
két ludn ring cdy ban Au di thyc vé Viét Nam
van giit dugc tic dung chdng tram cam trén md
hinh ﬂéng— vit.

Mic du vay, mt s6 cong trinh nghién cim
trén thé gidi d4 chi ra mot s6 tic dung phu khong
plid bién. hodic nhe nhir khé miéng, cliéng mit,
tdo bén, van d& vé da day - rudt, va nham lin
[18]. Hypericin 1a chit ¢6 tinh nhay cam véi énh
sing manh vi vdy mot s& nghién ciru d4 chi ra.
ring ban Au ¢4 thé gdy anh hudng dén da va mit
do tinh nhay cam voi 4nh sing [4, 8]. Trong
nghién ciru cita chung t6i, gia tri LD« clia cao
ban thyc 1a 22,12 cao/ kg thé trong chudt. Theo
céch tinh lidu an toan khi thir nghiém dugc ly thi
gi4 trj LDs, cila cao ban Au di thuc gip 92:17 lan
ligu ¢c6 tic dung dugc 1y trén chudt [3]. Hom nira,
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trong nghién ctu doc tinh ban truomg dién khi
nghién ctru trén thd, véi licu 80 mg cao/ kg va
320 mg cao/ kg thé trong/ ngay, trong 30 ngay,
khong thiy cé anh hudng c6 ¥ nghia thong ké
dén thé trong, chirc ning tao mau, chirc ning gan,
chirc nling thén ciing nhu mé bénh hoc gan, than
trong sudt qua trinh udng ciing nhu sau khi
ngimg udng 15 ngdy. Nhu vdy, cao chiét ban di
thye thé hién twong ddi an toan vé doc tinh cap
va an todn vé déc tinh bin trudng dién (véi liéu
twong dwong v lidu gip 4 1an liéu tic dung duge
I9). Két qua nghién ciru ndy ciing hoan toan phi
hgp vai ca¢ cong b trén thé gi6i cho ring ban
Au khéng thé hién nhitng dau hiéu nghiém trong
vé dic tinh cép va ban tremg dién [5, 9).

5. Két luéin

Tir nhitng két qua nghién ctu trén, c6 thé rat
ra mét sb két luin sau:

- V& ta¢ dung chéng trim cam: Két hgp voi

chc cdng trinh d3 cdng b ¢ thé két judin cao ban
di thyc ¢6 thc dung chong tram cim trén chudt
tram cam do stress ¢d lap.

- V& doc tinh cip: gia tri LDsp ¢0a cao ban
thyc 12 22,12 (18,61 — 25,62) g cao/ kg thé trong
chudt.

- V& déoc tinh ban trudmg dién: Cao ban di
thyc véi liéu 80 mg cao/ kg va 320 mg cao/ kg
khong 4nh huéng c6 ¥ nghia thong ké dén thé
trong, chirc néng tao mau, ¢huc ning gan, chic
ning than ciing nhu mé bénh hoc gan, thin trong
sudt qua trinh udng ciing nhu sau khi ngimg uéng
15 ngay.

L& cam on: Két qua thu duge trong nghién ciu
nay o sdn phdm ciia dé tai cdp Bo Y té 2013-2015:
Nghién citu ché pham hd trg diéu trf trdm cdm tic-cdy
ban di thec (Hypericum perforatum 1,.). Nhom tac gid
xirt ¢hdn thanh cam on sy t3i trg kinh phi nghién cit
cia Bo Y ié.
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