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NGHIEN CUPU XAY DUNG MO HINH GAY SUY GIAM SINH SAN TREN THO
BANG FLUCONAZOL VA AP DUNG PANH GIA TAC DUNG CUA VIEN
NANG TXCB

Vii Ngoc Thing™', Nguy&n Hoang Ngan', Trin Vin Tinh? Nguyén Minh Phwong™”
TOM TAT

Muc tiéu: X4y dung dwoc mé hinh géy suy gidm sinh san trén thé duc bang fluconazol va
buéc dau &p dung danh gia tac dung cla vién nang Truong xuan CB (TXCB). Phwrong phap:
24 thé due dugc chia ngdu nhién vao 3 16: 16 chimg (khéng ubng fluconazol), 16 uéng fluconazol
liéu 50 mg/kg trong 30 ngay va 16 udng fluconazol liéu 50 mg/kg va vién nang TXCB liéu 180
mg/kg trong 30 ngay sau dé ubng vién nang TXCB véi liéu trén trong 30 ngay nira. Cac chi tiéu
dénh gi& gbm: thé tich tinh dich (EV), pH tinh dich, tinh djch dé, thdi gian phén (mg, néng do
testosteron huyét thanh (ST), tiéu ban tinh hoan. Két qua: & 16 mé hinh c6 sw ting dang ké (p
< 0,05) v& RT, SIM, DS va AS so v6i I6 chiing, déng thoi EV, SC, TSM, PSM, TSO va ST giam
c6 y nghia (p < 0,05) so véi I6 ching. O' 16 tri, céc chi sb RT, EV, SC, TSO, TSM, PSM, SIM,
DS, AS va ST da dwoc phuc héi. Trén mé hoc tinh hoan, c6 hinh anh suy giam sinh tinh & 16 mé
hinh. K&t ludn: Xay dung duoc mo hinh géy suy gidm sinh san trén thé duc bang cach uéng
fluconazol lidu 50 mg/kg trong 30 ngdy. Budc ddu cho thdy vién nang TXCB lam phuc hdi RT,
ST va mét s6 chi tiéu vé tinh dich trén mo hinh thd gy suy gidm sinh san béng fluconazol.

T khéa: Fluconazol: M6 hinh sinh san; suy gidm sinh sén; thé duc.

1. AT VAN BE sw suy giam kha ning sinh san nam rat duoc
quan tam. Cho dén nay, & trong va ngoai
nwéc, khi nghién cru tac dung clia thude trén
khd nang sinh san md hinh dwgc nhiéu nha
nghién clru lya chon la gay suy giam sinh san
trén chudt cong bang natri valproat [2], [3].
Vé&i mé hinh ndy, cac chi sé nghién ctru vé
tinh dich chuét chi dwoc lay & thoi diém cudi
cung cta thi nghiém, khdng thay dwogc sy
khac nhau gitva cac thoi diém nghién ciru va
phai giét chudt. Hon ni¥a, natri valproat gay

Hién nay cang nhidu nam gi¢i c6 van dé
vé strc khoe sinh san va strc khde tinh duc,
theo cac nghién ctru thi cé khoang 20- 30%
nam gi¢i tredng thanh cé it nhat mdt roi loan
chirc néng sinh san, sinh duc (kha thuong
xuyén, thwong xuyén, gan nhw [udn ludn va
luén udn) [1]. Do vay nghién cru san xuat ra
cac san phdm nham phuc hdi hodc giam bét
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san trén thd va (rng dung danh gia tac dung
ctia vién nang TXCB.

2. VAT LIEU, BOI TUQONG VA PHUONG
PHAP

2.1. Doi twong va vat liéu nghién ciru

* V4t liéu nghién cdru: Vién nang TXCB
(dat tiéu chuan co s&), 1a san phdm clia d& tai
nghién ctru khoa hoc cép tinh Cao Baéng;
dwoc san xuét tai Trung tdm nghién ctru (ng
dung san xuét thuéc- Hoc vién Quan y.

Thanh phan cla vién nang TXCB gdm: Bot
cao kho téa dwong 75 mg; bot cao khé hdn
hgp 6 dwoc liéu (ba kich, dam dwong hoAc,
cau ky t&r, sam cau, ngwu dai lyc, thach hdc
tia) 310 mg; bt cao khé 1gc nhung 15 mg; ta
dwoc vira da 1 vién 450 mg.

*Dong vat nghién ciru

Thé New Zealand dyc, tredng thanh, khoe
manh can nang tr 2,5 + 0,2 kg. Thd dwoc
nhét riéng trong diéu kién phong thi nghiém.
Thirc &n dang pellet, ubng nwéc tw do. Thd
dwoc nudi 6n dinh trong 2 tudn trwdc khi
nghién clru va dwoc tap (lay tinh dich) véi am
dao gia trong 2 tuan véi tan suét 2 Ian/tuan.

2.2. Phwong phap nghién ctru

* Thiét ké nghién citru

24 thé duwe dwoc chia ngau nhién vao 3 16.

- L6 chirng: ubng dung méi pha thudc natri
carboxymethyl cellulose (Na CMC) 2,0%.

- L6 md hinh: ubng fluconazol (dat tiéu
chuan USP 40, Synergene, An D9) trong Na
CMC 2,0% liéu 50 mg/kg can nang/ngay trong
30 ngay.

- Lo tri: ubng fluconazol trong Na CMC
2,0% lidu 50 mg/kg can nang/ngay va uéng
vien nang TXCB liéu 180 mg/kg can
ndng/ngay trong 30 ngay sau d6 ubng tiép
vién nang TXCB liéu nhuw trén trong 30 ngay.

* Chi s6 nghién ciru

Céc méu tinh dich dwoc lay vao budi sang
tai 3 thoi diém (trwéc khi cho thd udng thuée,
sau 30 ngay ubng thubc va sau 60 ngay), st
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dung mét thd cai va am dao gia. M4u tinh djch
sau khi lay dugc chuyén ngay dén phong thi
nghiém dé phan tich.

- Thoi gian phan tng (RT) la thoi gian
(gidy) ké tir khi tha thd cai vao chubng thd
dwc dén khi thd dyc c6 dong tac nhdy lén
Iwng con céi dé thwe hién hanh vi giao phoi.

- Thé tich tinh dich (EV) dwoc do tryc tiép
bang éng thu tinh. Tinh dich sau khi dwoc
phéng vao am dao gia, ching toi tién hanh
thu l4y tric tiép. Am dao gia dwoc lwa chon la
loai &m dao cé phu silicon chéng bam dinh
nén phan tinh dich Iwu lai khong dang ké va
dwoc bo qua.

- pH tinh dich dwoc xac dinh béng gidy do
pH (pH- indicator strips (pH 6,5- 10,0, Special
Indicato), cong ty Merck, Birc).

- Mat dé tinh trung (SC), ti Ié tinh trung di
dong (TSM), ti Ié tinh trung di dong tién téi
(PSM), ti 1& tinh trung di dong khong tién toi
(NPSM), ti lé tinh tring khong di dong (SIM)
dwgc phan tich tw dong bang may
(QwikCheck™ Gold, Isarel kém theo E-
capillary).

- Tong s6 tinh trung trong 1 1an xuét tinh
(TSO) dwoc tinh bang thé tich (mL) x mat do
(triéu tinh trang/mL).

- Léy 50 L tinh dich, tién hanh nhudém
eosin — nigrosin (eosin Y va nigrosin- Sigma
Aldrich, Birc) @& danh gia i 1& tinh tring chét
(DS); nhudm Papanicolaou (Papanicolaou
solution, Hematoxylin solution, Merck, Birc)
trén may nhuém ty déng (Leica Autostainer
XL ST5010, Birc) dé danh gia ti Ié tinh triing
cé hinh thai cu tric bat thwong (AS) trén
kinh hién vi huynh quang d6 phéng dai X100
(Nikon Eclipse Ti2, Nhat Ban). Quy trinh
nhudm theo hwéng dan ctia WHO ndm 2010
[4].

- Néng do testosterone: Sau khi Iy tinh,
ldy cac m&u méau tir tinh mach tai thd vao éng
tach huyét thanh, dé yén trong 30 phut & nhiét
dd phong, ly tdm & 3000 vong trong 15 phdt,
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tach 14y huyét thanh va bao quan & -80°C (t
am sau Panasonic MDF- U33V- PB, Nhat
Ban) dén khi phan tich. Xac dinh ndng do
testosteron (ST) béng kit ELISA (EliKine™
Testosterone ELISA Kit, Abbkine) trén may
doc Chromate 4300 (Awareness Technology,
My).

- M6 bénh hoc: Két thuc thi nghiém, phau
tich thd dé 14y tinh hoan lam tiéu ban mé bénh
hoc tinh hoan.

2.3. Phan tich sé liéu

Cac s6 liéu biéu thj dwoi dang gia trj trung
binh + d6 léch chuan (SD). So sanh sy khac
biét gitra cac 16 str dung One-way ANOVA vGi
Post Hoc least-significant differences (LSD)
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# L6 chi'ng L6 mo hinh 2 L6 trj

Test. Sw khac biét ¢ y nghta théng ké khi p <
0,05. Cac két qua xtr ly dugc tinh trén phan
mém IBM SPSS Statistics 20.

3. KET QUA

3.1. Theoi gian phan trng

O thoi diém 30 ngay, RT cuda 16 mé hinh
(35,38 + 14,62) tang co6 y nghia (p < 0,05) so
v6i 16 chirng (13,25 + 6,50), dong théi RT cuia
16 trj 1a 14,38 + 8,18 thAp hon dang ké (p <
0,05) so v@i |6 mé hinh. O thoi diém 60 ngay,
RT cha 16 méd hinh ciing cao hon c6 y nghia
(p < 0,001) so véi 16 chirng va cao hon dang
ké (p < 0,05) so Vv&i 16 tri (Hinh 3.1-A).
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Hinh 3.1. RT (hinh A); ST (hinh B) clia céc 16 nghién ctru tai cac thoi diém
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hinh.

3.2. Ndng do testosteron huyét thanh

O thoi diém 30 ngay, ST cha 16 md hinh
(1,349 + 0,326) thap hon dang ké (p < 0,05)
so V6i 16 chirng (2,794 + 0,693), déng thoi
cling thdp hon dang ké (p < 0,05) so v&i 16 tri
(2,080 % 0,462). O thoi diém 60 ngay, ST cla
16 tri (4,427 + 1,541) cao hon dang ké (p <
0,001) so v&i 16 md hinh (1,749 + 0,407) dong
th&i cling cao hon dang ké (p < 0,05) so Véi
16 chirng (2,618 £ 0,585) (Hinh 3.1-B).

3.3. Dic diém tinh dich thé

Két qua vé dic diém tinh dich thé & cac
th&i diém duwoc trinh bay trong cac bang sau

Bang 3.1 cho thay, khdng cd sw khac biét co

1

y nghia (p > 0,05) v& cac chi sd clia dc diém
tinh dich thd & thoi diém trwdc khi udng thude.
O thoi diém 30 ngay sau khi udng thudc;
DS va AS cua 16 mé hinh 1an lwot 1a: 36,50 ¢
8,53 va 26,44 + 5,28 tang cb y nghia (p <
0,05) so v&i 16 ching (1an lwot la: 26,94 ¢
5,80 va 16,34 + 3,91). Bong thoi, EV, SC va
TSO gidm c6 y nghia (p < 0,05) so véi 16
chirng. Két qua twong (rng cta 16 md hinh I&:
0,46 + 0,14; 157,99 + 17,14 va 74,33 + 28,66;
ctia 16 chirng 1a 0,71 + 0,18; 205,23 + 21,49
va 146,25 + 42,32. O 16 tri, clng ghi nhan
thdy s gidm c6 y nghia cia SC va TSO so
vOi 16 ching:
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Bang 3.1. C4c chi s6 nghién clru & thoi didm trwde khi ubng thubce

Chi tiéu dénh gl L6 chirng Lé mé hinh L6 tri
(n=8) (n=28) (n=8)
EV (mL) 0,69 £ 0,20 0,72 £ 0,20 0,71 +0,19
pH tinh dich 7,21 +0,16 7,25+ 0,16 7,18 £ 0,14
SC (TT x 10°/mL) 220,75 + 14,65 228,98 + 11,39 225,36 + 9,10
TSO (TT x 10°) 151,80 + 38,76 165,82 + 52,02 159,95 + 44,96
TSM (%) 30,00 + 11,03 33,13+ 12,19 29,13+ 7,43
PSM (%) 27,13+ 10,55 29,75 + 12,29 26,25 + 6,94
NPSM (%) 2,88 + 0,83 3,38+ 0,52 2,88 + 0,64
SIM (%) 70,00 + 11,03 66,88 + 12,19 70,88 + 7,43
DS (%) 27,63 + 6,91 26,09 + 6,44 26,28 + 7,84
AS (%) 16,41 + 3,46 16,88 + 4,55 17,75 + 5,91
Ghi cha: O cac chi sd, p gitra cac 16 déu I1én hon 0,05.
Bang 3.2. Cac chi s nghién ctru & thdi diém sau 30 ngay
B g .. L6 chirn L6 mo hinh Lo tri
Chi tiéu danh gia (n=8) 9 (n=8) (n=8)
EV (mL) 0,71+0,18 0,46* + 0,14 0,64" + 0,13
pH tinh dich 7,29 + 0,16 7,33+0,14 7,25+ 0,16
SC (TT x 10°/mL) 205,23 + 21,49 157,99* + 17,14 166,19 + 31,62
TSO (TT x 10°%) 146,25 + 42,32 74,33 + 28,66 104,92 + 26,88
TSM (%) 32,75+ 5,95 28,38 + 10,39 38,25" + 8,10
PSM (%) 29,75 + 5,34 25,50 + 10,16 34,75% + 7,50
NPSM (%) 3,00 + 0,76 2,88 + 0,64 3,50 + 0,93
SIM (%) 67,25 + 5,95 71,63 + 10,39 61,75" + 8,10
DS (%) 26,94 + 5,80 36,50* + 8,53 23,88" + 6,63
AS (%) 16,34 + 3,91 26,44* + 5,28 20,06" + 6,37

Ghi cha: *p < 0,05; **p < 0,001 so v&i 16 chirng; p < 0,05 so v&i 16 mé hinh.

Tuy nhién, lai c6 sy giam dang ké cua
SIM, DS va AS ddng thoi ting dang ké EV,
TSM va PSM so vé&i 16 mé hinh.

Tai thoi diém sau 60 ngay, khi so sanh 16
mé hinh v&i 16 chieng thay cé si tang dang ké
cia SIM, DS va AS déng thoi cd sy giam
dang ké cta EV, TSO, TSM va PSM so v&i 16
chirng. O 16 tri, khi so v&i 16 mé hinh cé sw
giam dang ké ctia SIM, DS, AS va c6 sy tang
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dang ké ctia EV, SC, TSO, TSM, PSM.

Khéng co sy khac biét c6 y nghia vé pH
tinh dich va NPSM gilra cac 16 & cac thoi
diém nghién ctru.

3.4. M6 bénh hoc tinh hoan

Trén hinh anh moé bénh hoc tinh hoan cho
thy, & 16 chirng va 16 dung thubc (16 3) cé
hinh &nh tinh hoan binh thwdng; cac éng sinh
tinh kha déu nhau,
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Bang 3.3. Cac chi s6 nghién ctru & thoi diém sau 60 ngay

Chi tidu danh gia L6 chirng L6 mé hinh Lo trj
(n=8) (n=8) (n=8)

EV (mL) 0,70 £ 0,17 0,50* £ 0,13 0,68*+ 0,17
pH tinh dich 7.21+0,16 7,25+ 0,16 7,25+ 0,16
SC (TT x 10%mL) 205,44 + 36,83 174,45 + 27,60 206,63" + 24,68
TSO (TT x 10°%) 144,38 + 47,59 85,09* + 18,09 137,61% + 27,62
TSM (%) 33,75+ 9,05 22,25* + 9,54 34,75 £+ 6,11
PSM (%) 30,63 + 8,63 19,63* + 8,72 31,50* + 5,83
NPSM (%) 3,131 0,64 2,63 + 0,92 3,25+ 0,46
SIM (%) 66,25 + 9,05 77,75* + 9,54 65,25" + 6,11
DS (%) 27,50 + 9,26 39,84* + 9,47 23,50" + 6,92
AS (%) 17,28 + 5,72 25,59* + 7,47 17,66" + 4,53

Ghi cha: *p < 0,05; **p < 0,001 so véi |6 chirng; *p < 0,05; p < 0,001 so v&i 16 mb hinh.
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Hinh 2. Hinh anh mé bénh hoc tinh hoan. HE, 400X.

A: 16 chirng; B: 16 mé hinh; C: 16 dung thubc
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Cac 6ng sinh tinh trong 16ng ¢6 chira nhidu
tinh trung c6 dudi ré (mdi tén xanh). Thanh
éng sinh tinh c6 ddy du cac té bao dong tinh:
té bao Sertoli, tinh nguyén bao, tinh bao 1,
tinh bao 2 va tién tinh trung. Rai rac mot sb
nhan chia.

O 16 m6 hinh ¢é hinh anh suy giam sinh
tinh (Jonhson score 8): Cac 6ng sinh tinh
trong ldong cd chira it tinh tring (mai tén
xanh). Thanh éng sinh tinh c6 cac té bao
dong tinh v&i sb Iwong it (mii tén dd): té bao
Sertoli, tinh nguyén bao, tinh bao 1, tinh bao 2
va tién tinh trang. Khéng thay hinh nhan chia.
Mét sb 6ng sinh tinh c6 cac té bao dong tinh
bi thoai héa (mi tén den).

4. BAN LUAN

Fluconazol 1a thuéc chéng ndm nhém azo
da dwgc chirng minh lam suy gidm kha nang
sinh san, c6 tac dung khang androgen [5],
gidm ndng dd testosteron trong mau do (rc
ché sw sinh tdng hop testosteron & té bao
Leydig [6]. Ngoai ra con lam gidm ndng do
cortisol théng qua viéc (rc ché cac enzym
thudc hé théng cytochrom P450 nhw: C17- 20
lyase, 11-py-hydroxylase, 17-y-hydroxylase va
steroid aromatase [5]. Két qua trén ciing cho
thay fluconazol 1am gidm kha nang sinh san,
gidm néng do testosteron khi nghién ctru trén
thd. Testosteron dwoc coi la diéu kién tién
quyét cho sy san xuét va truéng thanh cua
tinh tring, cac dac tinh va chirc nang sinh duc
ther cap. Testosteron kich hoat cac receptor
ctia androgen (AR) trong cac té bao Sertoli dé
bat dau cac dap ng chirc ndng can thiét cho
s sinh tinh trung [7]. Mat khac testosteron
phdi hop véi FSH dé kich thich tang sinh té
bao Sertoli va tao ra cac phan ttr tin hiéu va
chéat dinh dwdng dé hd tro sw trwdng thanh
cla tinh tring [8]. Nhw vay co ché cua viéc
gidm s6 lwgng va chét lwong tinh tring thd &
6 mé hinh cé thé do gidm ndéng do
testosteron trong mau.
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Sy sinh tinh 1&a mét qua trinh tr tinh
nguyén bao, tinh bao 1, tinh bao 2, tién tinh
trung rdi dén tinh trung. O thd, qua trinh nay
c6 thé tir 52- 60 ngay [10]. Do d6 khi thubc
tac dong vao qua trinh sinh tinh c6 thé gay ra
biéu hién sém Ién dic diém tinh dich khi tac
dong vao giai doan cudi cta qua trinh sinh
tinh nhwng ciing cé thé chwa gay ra biéu hién
ngay lap tirc néu tac dong vao giai doan diu
clia qua trinh sinh tinh. K&t qua nghién ctru
nay cho thdy, & thoi diém 30 ngay tai 16 mé
hinh SC va ST thap hon dang ké (p < 0,05) so
v&i 16 chirng, tuy nhién & thoi diém 60 ngay
cac chi s6 nay khac nhau khéng cé y nghia (p
> 0,05) so v&i 16 chirng. O’ chiéu nguoc lai,
cac chi s6 TSM va PSM cua 16 mé hinh & thoi
diém 30 ngay khac nhau khéng cé y nghia (p
> 0,05) so v&i 16 chirng tuy nhién & thdi diém
60 ngay lai thAp hon cé y nghia (p < 0,05) so
véi 16 chirng. Nhw vay, cé thé fluconazol da
tdc dong dén nhiéu giai doan clia qua trinh
sinh tinh. Do d6 néu chi lay va phan tich tinh
dich & mot thoi diém (nhw cac md hinh nghién
ctru trén chudt) thi khong thé phat hién dwoc
nhirng sw thay ddi nay.

Két qua ctia nghién ctru nay cho thay, vién
nang TXCB da lam ting ndng do testosteron
trong méau, phuc hdi dwoc cac chi sé RT, EV,
SC, TSO, TSM, PSM, SIM, DS va AS khi bi
thay doi béi fluconazol. Vién nang TXCB duwoc
bao ché tir cac dwoc liéu: Téa dwong, thach
hdc tia, 16¢c nhung, ngwu dai lyc, sam cau, dam
dwong hoéc, ba kich va cau ky tir. Cac dwoc
liéu nay da dwgc chirng minh c6 tac dung lam
tang néng do testosteron mau [11] chdng oxi
héa [12] va lam tang sb lwong, chat lwong tinh
trtng cai thién kha nang cwong dwong [13], co
thé phuc hdi dwoc céac réi loan chirc nang tinh
hoan do lao héa [14], [15].

5. KET LUAN

Pa xay dwng dwgc md hinh suy giam sinh
san trén thd duc bang fluconazol. Theo do,
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thd dwc dwgc gay suy gidm sinh san bang
cach uéng fluconazol lidu 50 mg/kg trong 30
ngay. Pa ap dung danh gia tac dung cuta vién
nang TXCB, buédc dau cho thdy ché phdm co
tac dung phuc hdi mot sb chi sé vé sinh san,
sinh duc duec.

L&i cam on

Chung toi xin chan thanh cam on BPon vj
hé tro' sinh s&n (Trung tdm huyét hoc truyén
mau - Bénh vién 198), B6 mon Duwgc ly (Hoc
vién Quan y) da giup do chung toéi thwe hién
nghién clru nay.
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SUMMARY

DEVELOPMENT OF A MODEL OF DECREASE REPRODUCTION IN MALE
RABBITS BY FLUCONAZOLE AND EVALUATION EFFECT OF TXCB
CAPSULES

Vu Ngoc Thang', Nguyen Hoang Ngan', Tran Van Tinh? Nguyen Minh Phuong’
" Vietnam Military Medical University
& Hospital 198

This study aims to build a model of decrease reproduction and evaluate the effect of TXCB
in male rabbits. Twenty-four adult bucks were divided into three groups, 8 in each, group 1:
receiving sodium carboxymethyl cellulose (control); group 2: daily oral administration
fluconazole dose of 50 mg/kg body weight for 30 days (model group) and group 3: daily oral
administration fluconazole dose of 50 mg/kg body weight for 30 days and daily oral
administration TXCB dose of 180 mg/kg body weight for 60 days. Semen was collected at
baseline, after 30 days and after 60 days using an artificial vagina. Reaction time (RT) was
recorded during semen collection; serum testosterone (ST) was determined after semen
collection and the testicular morphometry was evaluated at the end of study. Semen was
evaluated for volume (EV), pH value, sperm concentration (SC), total sperm motility (TSM),
progressive sperm motility (PSM), non-progressive sperm motility (NPSM), sperm immotility
(SIM), total sperm output (TSO), dead sperm (DS) and abnormal sperm (AS) of spermatozoa
were determined. The results were showed significant (p < 0.05) increase in RT, SIM, DS and
AS in model group when compared to the control group. On the other hand, EV, SC, TSM,
PSM, TSO and ST level decreased significantly (p < 0.05) in model group than control. There
were recovered in RT, EV, SC, TSO, TSM, PSM, SIM, DS and AS in group 3 and there was
significant increased in ST than control group. On testicular morphometry, there was a decrease
in spermatogenesis in model group.

Keywords: fluconazole; reproductive model; decrease reproduction; male rabbit.

16



