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PANH GIA HOAT TINH ANDROGEN CUA BAI THUOC “BO THAN SINH
TINH THANG” TREN CHUQT CONG BYC CHUA TRUVONG THANH

Vii Tri Linh™, Nguyé&n Thanh Ha Tuén', Nguyén Hoang Ngan""~

TOM TAT

Muc tiéu: Nghién ctru hoat tinh androgen cta dich chiét Bai thuéc “Bé thén sinh tinh thang

”

trén chudt céng duc chuwa trurdng thanh. Phwrong phép: Chudt cng tréng duc 8 tuén tudi, udng
dich chiét Bai thubc “Bé than sinh tinh thang” liéu 12,6g/kg/ngay va 25,29/kg/ngdy, hang ngay
trong 28 ngay. Danh gid can ndng chudt, cdn ndng céc co quan sinh duc lién quan t&i hormon
androgen va ndng dé testosteron trong méau chudt. Két qua: Djch chiét bai thuéc “Bé théan sinh
tinh thang” ¢é tac dung lam tdng néng do testosteron méu, ting khdi luong tai tinh va co nang
h&u mén-hanh hang (p < 0,05 so vé&i 16 ching tréng). Két Iuan: Bai thubc B than sinh tinh
thang liéu 12,6g/kg/ngay va 25,2g/kg/ngdy, ubng trong 28 ngay, co hoat tinh androgen khi

dénh gia trén chudt cbng dyc chua trudng.

Tir khéa: B4 than sinh tinh thang, androgen, chudt céng duc chuwa trrdng thanh.

1. DAT VAN BE

R6i loan chirc nang sinh duc nam mét
tinh trang bénh ly thwéng gdp & nam gid¢i voi
ti 16 ngay cang tang Ién & Viét Nam cling nhw
trén thé gidi, voi cac bidu hién bao gdm réi
loan cwong duwong, réi loan xuét tinh, gidm
khoai cAm va réi loan ham mubn tinh dyc, cé
thé kém theo mét kha ning xiu clia dwong vat
[3] [4]. Y hoc cb truyén da c6 nhiéu nghién
ctru diing cac bai thubc déng y dé diéu trj rdi
loan chrc nang sinh duc nam va thu dwoc
céc két qua kha quan [2]. Bai thudc “Bb than
sinh tinh thang” vé&i cac dwoc liéu bd than
dwong, sinh tinh, bd khi huyét dwgc s dyung
didu tri cho cac bénh nhan suy gidm sinh duc
nam, réi loan cwong dwong tai khoa déng v,
bénh vién 103 bwéc dau cho thay c6 hiéu qua
tét. D& c6 co s& khoa hoc cho viéc st dung
réng rai bai thudc trong diéu tri, can tién hanh
cac nghién ctru v& tinh an toan va tac dung
cla bai thuéc. Trong nghién clru nay, ching
t6i tién hanh danh gia hoat tinh androgen cla
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dich chiét Bai thu6c “Bd than sinh tinh thang”
trén chudt céng dwc chua trwdng thanh.

2. CHAT LIEU, POl TUQNG VA
PHUWONG PHAP NGHIEN clrU

2.1. Chat ligu, d6i twong va thiét bi
nghién ctru

2.1.1. Thuéc nghién cteu (thudc thie): 1a
dich chiét bai thudc “Bd than sinh tinh thang”.

- Céng thirc bai thubc: Nhan sam (Radix
Ginseng): 20g; Dam dwong hodc (Herba
Epimedii): 10g; Ba kich (Radix Morindae
Officinalis): 15g; Toéa dwong (Herba
Cynomorii): 15g; Bach tat |& (Fructus Tribuli):
15g; Son tha du (Fructus Corni): 10g. Cac vij
thuéc do khoa Dwoc — Bénh vién 103 cung
cép, dat tiéu chudn Duoc dién Viét Nam V [1];
sdc déng géi tai khoa Y hoc cb truyén — BV
103 bang hé théng may sac thubc va déng goi
tw doéng ciia Han Quéc.

- Liéu dung dwec tinh theo g dwoc ligu
khd. Liéu dy kién trén ngudi 1a 90g/nguoi
(50kg)/ngay, twong dwong 1,8g/kg/ngay. Liéu
qui doi trén chudt cong trang (hé s6 7) 1a 12,6
g/kg/ngay.

2.1.2. Boi twong nghién ciru

Chudt cdng trdng ching Wistar, 7 tuin
tudi, sb lwgng 40 con, do Ban dédng vat Hoc
vién Quan y cap, nudi dwéng theo tiéu chuan
dong vat nghién ctru.
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2.1.3. Thiét bj, héa chat: Kim chuyén
dung cho chudt udng thuéc (Nhat); Can phan
tich 10 (Sartorius, Bic); Kit dinh Iwong
testosteron trong mau; Bé dung cu mé chuét.

2.2. Phwong phap nghién cru

Tién hanh nghién ciru theo phwong phap
dwge mo ta béi Pierre Watcho va cs (2017)
[5], c6 stra dbi.

Chubt cdng dyc 7 tuan tudi, dwoc nudi 6n
dinh 7 ngay trong méi trwong phong thi
nghiém. Sau 1 tuan nudi én dinh, chudt dat 8
tuan tudi, va dwoc chia chudt ngiu nhién vao
416, mdi 16 10 con, nhw sau:

+ L& 1(ching trdng): Udng nudc cét, voi
thé tich 10 ml/kg/ngay

+ L& 2 (tham chiéu): Tiém duwéi da dui
dung dich testosteron véi liéu 0,4 mg/kg/ngay.

+ L6 3 (thudc thir lidu 1): Udng bai thude
Bb than sinh tinh thang” liéu 12,6g/kg/ngay.

+ Lo 4 (thude ther lidu 2): Udng bai thude “
Bd than sinh tinh thang” liéu 25,2g/kg/ngay.

Chudt chia 16 nghién cru dwoc cho udng
thubc thtr, chudt thude 16 chirng dwoc udng
nwodc cat mdi ngay 1 l&n vao budi sang,
trong 28 ngay. Tai thoi diém 24 gi¢r sau khi
udng lidu thubc cubi cung (ngay 29), can
trong lwong chudt. Giét chudt, 4y mau lam
xét nghiém ndng do testosteron trong méu
(nmol/l). Béc tach cac co quan lién quan toi
hormone sinh duc androgen, bao gdém: tinh
hoan, tdi tinh, tuyén cowper, co nang hau
mén-hanh hang, tuyén tién ligt; sau d6 céan
ngay trén can phan tich 10°; riéng tai tinh
dwgc ép nhe cho hét tinh dich réi méi can.
Két qua dwoc tinh theo trong lwgng co’ quan

sinh dyc (mg)/100 g trong lwgng co thé
chudt. So sanh gitka céc 16 v&i nhau tai
cung moét thoi diém, so sanh trudc va sau
didu trj cia tirng 18.

2.3. X ly s6 liéu

Cac sb lieu nghién cvu dwoc xir ly
theo phuong phap théng ké y sinh hoc
bing phan mém SPSS 22.0. S liéu dwoc
biéu dién dwéi dang X £ SD. Khac biét ¢
y nghta khi p< 0,05.

3. KET QUA NGHIEN c(PU

3.1. Anh hwéng caa bai thuéc “Bo than
sinh tinh thang” t&i thé trong chudt

Trong qua trinh nghién ctru, chuét & cac 16
déu an udng, hoat dong binh thwdng, mét
sang, 16ng mwot, phan khd, nuéc tiéu binh
thwong. Chudt dwgc can tai cac thoi diém
trwére khi cho uéng thuée va 28 ngay sau cho
uéng thubc. Két qua v& can ning chudt
nghién clru dwoc thé hién & bang 3.1. So
sénh trong cung 16, sau 28 ngay thé trong
chudt & tat ca cac 16 ddu ting, si khac biét cé
y nghia théng ké véi p < 0,01. So sanh gitra
cac 16 tai cang mét thoi diém, thé trong chudt
¢ cac 16 la twong dwong (p > 0,05).

3.3.2. Tac dung cta bai thudéc “Bd than
sinh tinh thang” Ién khéi lwgng cic co
quan sinh duc chudt céng tring dwc va
néng do testosteron.

Két qua dugc trinh bay & bang 3.2 va 3.3.
So véi 16 chirng sinh ly (16 1), khéi lwong tii
tinh va co nang hau mén-hanh hang cua
chuét & 2 16 dung bai thudc “Bb than sinh tinh
thang” ting c6 y nghia théng ké (p < 0,05).

Bang 3.1. Can ning cla chudt trwdc va sau 28 ngay uéng thudc

L6 chuét Can nang chudt (g, X £5D) b
=, 10) - - 7 ve ve tredc -sau
(n Trwédc uong thuoc (a) Sau uong thuoc (b)
L6 1 107,40 £ 4,70 147,40 + 3,63 Pab< 0,01
L6 2 106,60 + 3,89 147,10 £ 4,65 Pab< 0,01
L63 107,10 £ 3,38 148,30 £ 3,50 Pab< 0,01
L6 4 106,40 £ 5,02 148,60 + 3,69 Pasu< 0,01

Pgitra cac 16

P234-1> 0,05, p342> 0,05; pa2> 0,05 -
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Bang 3.2. Khéi lvong cia c4c co quan sinh dyc cda chudt (n = 10)

Khoi lwgng cac co quan sinh duc cia chudt (g/100g the trong)

Lo nghién clru T z X 4
: Tinh hoan)’ Mo anBh Taitinh o Luon, o TUYEN5) Eoning
hoan tien liét cowper hau mén
e {f 0,664+ 0248+ 0228+ 0083+ 0029+ 0301+
9 o 0032 0,041 0,046 0,026 0,006 0,032
X 0662+ 0250+ 0295+ 0111+ 0031+ 0355+
Testosteron  * 0,027 0,039 0,073 0,025 0,008 0,052
0,4 mg/kg (2) SD

P2-1 > 0,05 > 0,05 <0,05 <0,05 > 0,05 <0,05

)f 0671+ 0252+ 0291+ 0103+ 0030+ 0342+

Thubctht  sp 0,044 0,040 0,082 0,022 0,006 0,048

12,6g/kg (3) Pa1 > 0,05 > 0,05 < 0,05 > 0,05 > 0,05 <0,05

P32 > 0,05 > 0,05 > 0,05 > 0,05 > 0,05 > 0,05

X 0675+ 0253+ 0209+ 0101+ 0029+ 0,350+
iD 0,049 0,034 0,081 0,014 0,008 0,046

Thubc thir

25,2g/kg (4) P41 >0,05 > 0,05 <0,05 >0,05 > 0,05 <0,05

P42 > 0,05 > 0,05 > 0,05 >0,05 >0,05 > 0,05

pes  >005 >005 > 0,05 > 0,05 > 0,05 >0,05

Bang 3.3. Ndng do testosteron huyét twong (ng/ml) ctia chuét

tréc va sau 28 ngay udng thude (n = 10)

Lo,chudt Trwéc ding thudc  Sau dung thube 15;t09,30 . tané‘? P
véi chirng i Jirocesa
L6 ching (1) 3,19 0,62 3,18 £ 0,59 : -~ >0,05
Testosteron 0,4 mg/kg (2) 3,17+ 0,40 4,85+ 1,30 52,36% 52,65% <0,01
Thubc thtr 12,6g/kg (3) 3,18 £ 0,52 3,68+ 0,42 15,82% 15,89% > 0,05
Thubc thir 25,2g/kg (4) 3,20 £ 0,55 375+045 1796% 17,15% <0,05
P > 0,05 P2-1<0,01; p34.4 < 0,05; -

Pas-2 < 0,05; ps4> 0,05

L6 dung testosteron ngoai ting khdi lwgng  sinh tinh thang” va 16 ding testosteron, khoi
tai tinh va co ndng hdu mén-hanh hang, trong  Iwgng cac co quan sinh duc khac biét khéng
lwong tuyén tién liét ciing tdng cao hon c6 y  ¢6 y nghia thdng ké (bang 3.2).
nghfa théng k& so v&i 16 ching sinh Iy (p < So sénh gilta cac 16 & cing thdi diém
0,05). So sanh gilra 2 16 dung thudc “Bé than  trwéc khi dung thuéc, khang co sy khac biét
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vé ndng do testosteron gitra cac 16 (p > 0,05).
So sanh gilka céc 16 & cung thoi diém sau 10
ngay dung thudc: Chudt & 16 tiém testosteron
c6 ndng dd testosteron mau tang cao hon so
v&i 16 chirng (p < 0,01), ddng thoi cling nhw
so v&i 2 16 ubng thudc BS than sinh tinh thang
(p < 0,05); Chudt & 2 16 udng thudc Bb than
sinh tinh thang liéu 12,6g/kg va 25,2g/kg cé
nong do testosteron tang cao hon so véi 16
chirng la 15,82% va 17,96%, twong (ng. Sy
khac biét c6 y nghia:théng k& cé y nghia
théng ké véi p < 0,05; Chuét udng thubc Bb
than sinh tinh thang & 16 liéu cao (25,2g/kg)
cé ndng do testosteron cao hon so voi & 16
lidu thap (12,6g/kg), tuy nhién sy khac biét
chwa dat y nghia théng ké (p > 0,05). So sanh
trong tirng 16 gitra thoi diém trwéc va sau
dung thude: O 16 chiing khong c6é sy bién ddi
vé ndng dd testosteron gitra trwéc va sau
dung thuéc (p > 0,05); O 16 tiém testosteron,
ndng dd testosteron sau dung thudc ting
52,65%, khac biét cé y nghia théng ké véi p <
0,01; & 2 16 ubng thudc BS than sinh tinh
thang liéu 12,6g/kg va 25,2g/kg, néng do
testosteron tang 15,89% va 17,15%, twong
trng, sw khac biét dat y nghia thng ké véi p <
0,05 (bang 3.3).

4. BAN LUAN

M hinh danh gia ché phadm cé tac dung
twong ty androgen (goi la hoat tinh androgen)
dya trén viéc so sanh khéi luvgng twong ddi
cac co quan sinh duc phy dwgc Hershberger
mo6 td nam 1953, 14 md hinh sang loc dwgc
ding phd bién d& chirng minh hoat tinh
androgen cta thuéc. Nghiém  phap
Hershberger si* dung chudt céng dwc non
thién theo OECD 441 [6] hodc chuédt cong duc
non khong thién theo OECD 115 [7], v&i thoi
gian tién hanh cho chudt udng thudc trong 10
ngay. Vi la mét th&r nghiém sang loc danh gia
nhanh cac ché phdm cé hoat tinh androgen,
nghiém phap thwong wu tién sir dung trén
chudt non thién dé loai bo tinh hoan tic Ia loai
bé dwoc vai trd cla testosteron ndi sinh va
loai bd co ché feedback cla truc ving dudi
@di - tuyén yén - tinh hoan ngay tr khi cac co
quan sinh duc phu chwa phat trién day da; tr
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dé lam ting do nhay va do chinh xac cua
nghiém phap, cho phép phéat hién duwgc ca
nhitng ché phdm c6 hoat tinh androgen yéu.
Tuy nhién, trén md hinh chugt khdng thién
cho phép xac dinh dwec hoat tinh androgen &
mét co thé chudt hoan chinh, véi sw c6 mat
cla tinh hoan (co quan san sinh testosteron
ndi sinh), va cad co ché feedback cua tryuc
viing dwéi déi - tuyén yén - tinh hoan, sat
thwe voi thwe té khi st dung cac thudc. Thay
vi cho chudt udng thubc trong thoi gian ngén
10 ngay, viéc thiét k& cho chuét udng trong
thoi gian dai hon [5] vira 1am tédng d chinh
xac clia md-hinh, vira gan véi thyc té vé thoi
gian st dung cla cac thudc tir thao dwoc.

Cac co quan nghién ciru bao gbébm tinh
hoan, mao tinh hoan, tui tinh, tuyén tién liét,
tuyén Cowper, co' nang hau mén - hanh hang.
Day la cac co quan cé sy phat trién phu thudc
nhiéu vao hoat dong ctia androgen. Theo
hwéng dan ctia OECD, khi khéi Iwgng cia it
nhét hai trong s6 cac co quan trén ting 1én co
y nghia théng ké so véi cac 16 chudt khdng
diing thudc thi thube dwoc coi 1a cé hoat tinh
androgen [6, 7). Dich chiét “Bd than sinh tinh
thang” lam tang khéi lwgng tdi tinh va co nang
hau mén-hanh hang (p < 0,05), thé hién hoat
tinh androgen trong mdé hinh nghién cdu.
Thudc tham chiéu Testosteron 0,4 mg/kg
ngoai lam tang khéi lwgng tai tinh va co nang
hau mén-hanh hang, con lam ting khéi lwvgng
tuyén tién liét (p < 0,05). Tac dung lam ting
tuyén tién liet dwgc xem la mot trong nhirng
tdc dung phu trong liéu phap didu tri bing
testosteron. Dijch chiét “Bd than sinh tinh
thang” thé hién dwoc hoat tinh androgen lam
tang khoéi long tui tinh va co' nang hau mén-
hanh hang, ddng thdi lam ting ndng do
testosteron mau, twong dwong véi thube
tham chiéu testosteron, nhuwng lai khéng lam
ting khéi lwong tidn ligt tuyén. Day cé thé
xem nhu mét wu diém cla bai thuéc nghién
clru so v@&i thude tham chiéu testosteron.

5. KET LUAN

Tt céac két qud thu dwoc trén thuc
nghiém, ching t6i két luan: Bai thudc Bb than
sinh tinh thang thé hién hoat tinh androgen
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khi cho chudt cbng duwc chwa trwdng thanh
udng lidu 12,6g/kg/ngay va 25,2g/kg/ngay
trong 28 ngay, lam tang néng do Testosteron
trong mau, tang khéi lwgng tai tinh va co nang
hau mén (p < 0,05 so véi 16 chirng khéng
ding thuéc).

L&i cam on

Chung t6i chan thanh cdm on B mdn
Dwoc ly, Ban Cung cap dong vat thie nghiém
(Hoc vién Quan y) da giup d& chiang tdi thwe
hién nghién cltru nay.
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ANDROGENIC ACTIVITY OF “BO THAN SINH TINH THANG” REMEDY
EXTRACT ON IMMATURE MALE RAT

Vu Tri Linh, Nguyen Ha Thanh Tuan, Nguyen Hoang Ngan

Military Medical University

Objective: To study the androgenic activity of “Bo than sinh tinh thang” remedy extract on
immature male rats. Method: 8-week-old male Wistar rats, oral “Bo than sinh tinh thang”
remedy extract dose of 12.6g/kg/ day and 25.2g/kg/day, daily for 28 days. Evaluate weigint of
rats, weight of sexual organs involved in androgen hormones and testosterone levels in blood of
rats. Results: The extract of “Bo than sinh tinh thang” remedy had the effect of increasing blood
testosterone levels, increasing the weight of seminal vesicles and levator ani-bulbocavernosus
muscle (p < 0.05 compared to control group). Conclution: “Bo than sinh tinh thang” remedy
dose of 12.6g/kg/day and 25.2g/kg/day, oral during 28 days, showed androgenic activity when

evaluated on immature male rats.

Keywords: Bo than sinh tinh thang, androgen, immature male rats .
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