TAP CHIi NGHIEN CPU Y HOC

NGHIEN ClPU TAC DUNG CUA MYO-INOSITOL
VA CAC THANH PHAN PHOI HOP TREN MO HiNH
GAY VO SINH THU'C NGHIEM TREN CHUOT NHAT CAI

DPing Thi Thu Hién, Vi Lan Anh va Tran Thanh Tung™

Trwong Pai hoc Y Ha Noi

V6 sinh la mét van dé sirc khée ngay cang phé bién, anh hudng dang ké dén doi séng xa hoi. Nghién ciru duoc

thue hién nhdm dénh gia tac dung cta myo-inositol phéi hop véi céc chat chéng oxy héa (goi tat Ia S-FEMME)

dbi véi sw phét trién cta nang nodn va kha ndng sinh san trén mé hinh vé sinh do khéng rung trimg gay ra béi

ethinyl estradiol. Chudt nhat cai ching Swiss duwoc chia vao céc 16: ching sinh hoc, mé hinh, ching duong va
S-FEMME liéu 0,32 g/kg va 0,64 g/kg. O 16 uéng S-FEMME, chu ky déng duc, ndng do estrogen huyét thanh va
chi s6 kha nang sinh san cai thién cé y nghia thdng ké so véi mé hinh. Trén mé bénh hoc budng trimg cé sw gia

téng céc nang nodn dang phét trién va sw xuét hién ctia hoang thé & cac nhém diéu tri. Ngoai ra, S-FEMME liéu

cao gitip cai thién ré rét cac chi sé sinh sén so v6iI6 mé hinh. Két qué cho thdy S-FEMME c¢6 kha néng thuc déy

phét trién nang nodn va cai thién kha nang sinh san, goi y tiém nédng tng dung nhw mét sén phdm hé tro sinh san.

T khéa: Myo-inositol, vé sinh, chudt nhat cai chung Swiss.

. DAT VAN BE

V6 sinh 1& mot van dé strc khoée toan cau
anh huéng dén khoang 10 — 15% céac cap vo
chong trong dé tudi sinh san trén toan thé gioi.!
Tb chirc Y té Thé gi¢i (WHO) dinh nghia vo
sinh la tinh trang khdong dat dwoc thai ky sau
12 thang quan hé tinh duc déu dan ma khong
st dung bién phap tranh thai.?2 V6 sinh nir cé
nhiéu nguyé&n nhan, trong do rbi loan phéng
nodn va suy gidm dw trlr budng trirng dwoc
xem la nhixng nguyén nhan quan trong gay vo
sinh nguyén phat. Hau qua cua tinh trang nay
khoéng chi la suy gidm kha nang sinh san ma
con co6 thé 1a diu hiéu canh bao cac bénh ly
man tinh tiém 4n, d&c biét lién quan dén rdi loan
ndi tiét va rdi loan chrc nang sinh san ni. Mot
trong nhirng phwong phap diéu tri vo sinh duoc
ap dung phd bién hién nay Ia kich thich budng
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tr'ng nhadm lam téng sé lwong nang nodn phat
trién va kha n&ng thu thai. Cac thuéc thuong
duwgc si¢ dung bao gém clomiphen citrat,
letrozol, gonadotropin hodc cac ky thuat hé tro
sinh s&n nhw thuy tinh trong éng nghiém (IVF).3
Tuy nhién, viéc st dung liéu cao cac thubc nay
thwdng chi hd tro dwgc mét sb lwong han ché
nang noan khéi qua trinh thoai hoéa, trong khi
chéat lwong md budng trisng thuwdng khong téi
wu, dan dén chat lwong phdi kém kém theo
nhiéu tac dung khéng mong muén nhuw con
bdc hda, hdi chirng qué kich budng trirng, da
thai, nguy co huyét khéi tdc mach va réi loan
dién gidi.* Do d6, viéc chuén bi va cai thién
chét lwong noan trudc khi tién hanh kich thich
phong noan duwgc xem la mét bwéc quan trong,
dac biét & nhitng phu ni vé sinh do réi loan
phdéng nodn hodc suy gidm dw trir budng trirng.
Nhiéu nghién clru da ghi nhan hiéu qua ctia mét
sb hoat chét trong viéc hé tro phat trién nang
nodn, thic day qua trinh phéng nodn va cai
thién ty 1é thu thai. Myo-inositol da dwgc chirng
minh kha nang cai thién chéat lwgng noan, ting
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dap ng cta budng trirng va hd tro qua trinh
tao phoi, qua d6 goép phan nang cao hiéu qua
ctia cac ky thuat hé tro' sinh san.5 Bén canh do,
L-carnitin, vitamin E, acid pantothenic (vitamin
B5), biotin (vitamin B7) va acid folic (vitamin B9)
c6 d&c tinh chbéng oxy hoa, tham gia diéu hoa
hé ndi tiét va hd tro qua trinh trwdng thanh cua
noan.t” Hién nay, trén thij treong da co6 mot sé
ché pham bd sung nham hé tro' phat trién noan
cho phu ni c6 k& hoach mang thai, trong d6
nhiéu s&n pham chira myo-inositol. Stress oxy
héa 1a yéu t6 déng vai trd quan trong trong co
ché bénh sinh clia v6 sinh ni¥, kha ndng trung
hda cac gbc tw do trong dich nang nodn va
méi twong quan v&i ty 1& co thai.® Viéc bd sung
cac chat chéng oxy héa nham loai bé gbc tw
do trong diéu tri vo sinh 1a can thiét. Nham xay
dwng nén tang khoa hoc, nghién ctru dwoc tién
hanh nhdm danh gia tac dung ctia myo-inositol
két hop v&i cac chat chéng oxy hoa (viét tat
la S-FEMME) trong viéc cai thién sw phat trién
nang noan va kha nang sinh san ctia dong vat
thwc nghiém trén md hinh vé sinh do khéng
rung trieng do ethinyl estradiol.

Il. DOl TWONG VA PHONG PHAP

1. Déi twong

Ché pham nghién ciru

Myo-inositol 1000 mg; L-Carnitin 300 mg;
Vitamin E (DI-a-tocopheryl acetat) 20 mg a-TE;
Pantothenic acid (Vitamin B5) 10 mg; Biotin
500 mcg; Folic acid 400 mcg, dong goi voi
khéi lwvong twong ng 1a 1,33 gam (viét tat 1a
S-FEMME). S-FEMME duoc san xuét tai Cong
ty Fortex Nutraceuticals Ltd, Bulgaria.

Déi twong nghién ctru

Chudt nhét trdng ching Swiss, ca 2 giéng,
khoé manh, trong lwvong 20 — 30 g do Vién Vé
sinh dich t& Trung wong cung cap. Dong vat
dwoc nudi 5-7 ngay trwdc khi nghién clru va
subt thdi gian nghién ctvu trong diéu kién phong
thi nghiém véi day da thire &n va nuéc ubng tai
B6 mén Dwoc ly - Trwedng Pai hoc Y Ha Néi.

Thuéc, héa chét phuc vu nghién ctru

Ethinyl estradiol (biét dwoc Vinafolin) vién
nén 0,05 mg (Coéng ty cd phan Sinh hoc Dwoc
pham Ba Binh); Clomiphen citrat vién nén 50 mg
(biét dwoc Clostibegyt — Egis pharmaceuticals
private limited company, Hungary).

2. Phwong phap

Tac dung cai thién kha nang sinh san cla
S-FEMME dwoc danh gia trén mé hinh chudbt
cai vO sinh khéng phéng noan theo Mervat
Ahmed AbdRabou va cong su (2020).° Chubt
nhét cai ching Swiss khée manh, cé chu ky
dong duc déu, dwoc chia ngau nhién thanh 5
nhém thuwc nghiém (n = 30 mbi nhém):

L6 1 [Chirng sinh hoc]: Ubng nwéc cét, thé
tich uéng 0,2 mL/10g.

L6 2 [EE]: ubng ethinyl estradiol 0,03 mg/kg
+ nwdc cat, thé tich uéng 0,2 mL/10 g.

L6 3 [chirng dwong - Clomiphen]: udng
ethinyl estradiol 0,03 mg/kg + clomiphen 0,1
mg/kg, thé tich uéng 0,2 mL/10g.

L6 4 [SF32]: udng ethinyl estradiol 0,03 mg/
kg + S-FEMME 0,32 g/kg/ngay, thé tich udng
0,2 mL/10g (liéu twong dwong vai liéu du kién
dung trén 1am sang).

L6 5 [SF64]: udng ethinyl estradiol 0,03 mg/
kg + S-FEMME 0,64 g/kg/ngay (gép doi liéu
twong dwong véi liéu dw kién dung trén 1am
sang), thé tich uéng 0,2 mL/10g.

M6 hinh v6 sinh do khéng rung trirng dwoc
thiét 1ap béng cach cho chuét cai ubng ethinyl
estradiol 0,03 mg/kg, udng 2 lan méi ngay trong
4 ngay lién tiép nhdm ¢ ché rung tri’ng.”® Mo
hinh dwoc xac nhan théng qua quan sat phién
dd am dao. Cac chudt dwoc xac dinh gay mo
hinh thanh céng dwoc phan ngdu nhién vao
cac nhom diéu tri trong 21 ngay. Céac chi sb
danh gia:

Chu ky dong duc: cac giai doan cla chu ky
doéng duc dwoc xac dinh béng phién db am dao.

Néng dd estrogen huyét thanh: Két thuc
21 ngay diéu tri, tién hanh dinh lwong ndéng do
estrogen huyét thanh 8 chu6t ngau nhién méi 16.
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Dai thé budng trirng va t& cung cla 8 chudt
ngau nhién méi 16.

Trong lwong chudt, trong lwong budng trirng
va tlr cung twong dbi ctia 8 chudt ngau nhién
mai 16.

M6 bénh hoc buéng trirng clia 3 chudt ngéu
nhién mdi nhom.

M6 bénh hoc t& cung do d6 day thanh té
cung, |&p niém mac t cung do trén mat cat
ngang. M6 bénh hoc dwgc danh gia tai khoa
giai phau bénh, bénh vién Da khoa Blrc Giang.

Danh gia chi sb sinh san: Chudt cai con lai
ctia méi 16 dwoc cho giao phéi & giai doan tién
doéng duc voi chudt dwe khde manh. Viéc giao
phdi dwoc xac nhan thdng qua nut nhay am
dao, dwoc coi la ngay thé nhat cla thai ky. Sau
khi xac nhan cé thai, cac con vat dwgc tach ra
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*n < 0,05, **p < 0,01; ***p < 0,001 so v&i 16
chirng sinh hoc; ap < 0,05; bp < 0,01; cp <
0,001 so vo&i 16 mé hinh (One way anova, hau
kiém Game — Howel post hoc test)

Biéu d6 1. Anh hwéng ctia S-FEMME Ién do
dai chu ky déng duc

lidu thap

Sau khi gdy mé hinh béng ethinyl estradiol,
chuét nhat trdng xuét hién réi loan chu ky
dong duc voi dac trwng kéo dai giai doan nghi
(diestrus); chu ky déng duc kéo dai déng thoi
ndng do estrogen huyét thanh giam, sw thay déi
c6 y nghia so v&i nhém chirng sinh hoc (p <
0,01; p < 0,001).

Diéu tri bang clomiphen gidp rat ngan chu ky
dong duc va lam tang ndng dd estrogen huyét
thanh cé y nghia théng ké so vé&i 16 mé hinh (p

va nudi trong 16ng méi. Tl ngay th 20 cla thai
ky, tt c& cac con vat déu dwoc ghi nhan sinh
san. Sau khi sinh, sé lwgng chudt con sbng va
chét (néu cé) dwoc ghi lai.

X ly sé liéu

Sé liéu thu thap va x& ly bang phan mém
Microsoft Excel 2010 va SPSS 20.0. Céac sb
lidu dwoc xt ly théng ké theo thuat toan théng
ké one way-ANOVA sau do6 sir dung test hau
kiém Turkey va hau kiém Game-Howel test dé
danh gia sw khac biét gitva cac nhém. Két qua
dwoc trinh bay duwdi dang X £ SD. Sy khac biét
c6 y nghia thdng ké khi p < 0,05.

Ill. KET QUA

1. Sw thay déi chu ky déng duc va néng do
estrogen
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*n < 0,05, **p < 0,01; ***p < 0,001 so vdi 16
chirng sinh hoc; ap < 0,05; bp < 0,01; cp <
0,001 so voi 16 mé hinh (One way Anova hau
kiém Turkey test)

Biéu d6 2. Sw thay déi ndng do estrogen &
chuét cai

< 0,01 va p <0,001).

S-FEMME liéu cao cho thay hiéu qua diéu
hda chu ky dong duc va lam tang ndng do
estrogen cé y nghia théng ké so vé&i nhém mé
hinh (p < 0,05 va p < 0,01), hiéu qua twong
dwong clomiphen (p > 0,05). Trong khi doé,
S-FEMME liéu th&p cé xu huéng cai thién chu
ky déng duc va tdng ndéng do estrogen, tuy
nhién sw khac biét chwa dat y nghia thdng ké
s0 v&i nhom mo hinh (p > 0,05).
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2. Anh hwéng ctia S-FEMME dén trong Iwong chudt, tir cung va budng trirng

Bang 1. Sw thay dbi thé trong chudt va cac co’ quan sinh san cta chuét cai

Can nang

L6 nghién ctru
Trong lwong

Khéi lwgng tir cung  Khéi lwong budng trirng

(n=28)
chudt (g) (mg)/10g (mg)/10g
L6 1: Chirng sinh hoc 30,75 + 2,82 9,27 +1,72 5,01+ 1,87
L6 2: M6 hinh 32,88 +5,19 17,73 + 4,16*** 4,46 + 0,96
L6 3: Clomiphen 32,63 +2,13 9,66 + 2,24° 5,57 + 1,47
L6 4: SF32 30,75 + 4,62 11,59 + 2,30° 4,63+1,25
L6 5: SF64 32,75 +4,13 11,32 + 3,55 4,77 £1,09

*n < 0,05; **p < 0,01; ***p < 0,001 so v&i 16 dbi chirng; ep < 0,05; *p < 0,01; °p < 0,001 khi so sanh véi
16 mé hinh (One-way ANOVA Turkey post-hoc test)

Két qua trinh bay trong Bang 1 cho théy,
& 16 md hinh, EE lam tang trong lwgng twong
ddi cta tlr cung so vé&i nhdém chirng sinh hoc
(p < 0,001). Clomiphen va ca hai mic liéu
S-FEMME déu lam gidm dang ké trong luvong
tlr cung so v&i 6 mo hinh (p < 0,01). Khdng co
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Chirng sinh hogt

L6 chirng sinh hoc: M6 budng trung gdm nhiéu nang trirng co kich thuoc khac nhau, phan bd

sw khac biét gitka 2 mirc liéu va tac dung cia
clomiphen trén trong lwong budng trirng khi so
sanh gitra cac 16 nghién cru (p > 0,05).

3. Panh gia dai thé va vi thé mé bénh hoc

budng trirng va tir cung

khap vuing vé, bao gdm céac nang nguyén thay (c), nang so cép (b), nang th&r cap cé chira dich
(a), hoang thé (d).

v € z L
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Mo hinh

L6 mé hinh: buong trirng khdng phong noan vaéi nhleu nang trirng v&i cac kICh thuoc va cau truc
khac nhau. C6 xuét hién nang thoai hoa (mdii tén nét dirt) véi cac té bao hat sép xép khong déu
va bi bong ra. Khéng cé hoang thé, mé dém cé sy ting sinh xo.

Hinh 1. Hinh anh dai thé, vi thé cta budng trirng, tir cung & cac nhém nghién citru
(Nhudém Hematoxylin — Eosin, dd phéng dai 40X, 100X va 400X)
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L6 chirng dwong - Cl,omlphen: budng trirng c6 r‘\hvieu nangttrng;‘nang SO cé;p (Mi tén den) nho
& ngoai vi, nang thir cap co kich thude Ion hon, xuat hién khoang trong chira dich. Hoang thé kich
thwéc Idn nam & ngoa| Vi (mU| tén vang) Mé dém khéng quan sat thay xo hda

vi

L6 SF32 Buong trirng c6 nhleu nang trung Vi cac kICh thuo’c va céu tric khac nhau. Cac nang
the cap (mi tén den), thé vang kich thuwéc Ién ndm & ngoai vi (mi tén vang).

L6 SF64: Buong trung co nhleu nang tring VGI cac kich thuoc va céu truc khac nhau, nang thw
cqp chiém da s6 (Mii tén den) kich thwéc I&én, khoang chira dich, 1&p té bao hat bao quanh khoang
trong. Cac nang trirng nho ¢ ngoai vi & cac giai doan khac nhau, ¢ noan bao @ trung tam dwoc
bao quanh b&i mét hodc nhiéu I&p té bao hat. Thé vang kich thwéc Ién ndm & ngoai vi (mdi tén
vang).
Hinh 1. Hinh anh dai thé, vi thé cua budng trirng, tir cung & cac nhém nghién ciru (tiép)
(Nhuém Hematoxylin — Eosin, dé phéng dai 40X, 100X va 400X)
Bang 2. Sw thay déi vé do day thanh tir cung va niém mac tir cung & chuét nhat cai

L6 nghién ctru (n = 8) Do day thanh tr cung (um) DO day niém mac ttr cung (um)
L6 1: Chng sinh hoc 67,02 + 13,73 43,80 £ 9,11
L6 2: M6 hinh 55,06 + 9,84* 33,88 + 6,94*
L6 3: Clomiphen 61,57 + 11,21 36,56 + 8,83
L6 4: SF32 63,13 + 12,63 40,59 £ 10,89
L6 5: SF64 81,26 £ 19,05° 46,89 £ 13,30°

*p < 0,05; **p < 0,01; ***p < 0,001 so v&i I6 ching sinh hoc; 2p < 0,05; °p < 0,01; °p < 0,001 so va&i 16
mé hinh (One way Anova héu kiém Turkey test)
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Chiéu day thanh t& cung va chiéu day niém
mac do dworc trén hinh anh vi thé & 16 md hinh
gidm cé y nghia théng ké so v&i 16 ching sinh
hoc (p < 0,05).

L& ubng S-FEMME liéu cao lam tang chiéu
day thanh t& cung va chiéu day niém mac so
v&i 16 md hinh, sy khac biét cé y nghia théng ké

TAP CHi NGHIEN CU’U Y HOC

(p < 0,001 va p < 0,01).

Clomiphen va S-FEMME liéu thap chwa lam
tang chiéu day thanh tl cung va chiéu day niém
mac so v&i 16 moé hinh.

4. Anh hwéng caa S-FEMME dén cac chi s6
sinh san

Bang 3. Anh hwéng ctia S-FEMME dén cac chi sé sinh san

L6 nghién ctu 50 W:f Ty 16 Téng f:n'/:"::ft Ty 16
(n=22) Ghép t::ig mang thai (%) me ) chet
L6 1: Chirng sinh hoc 22 10 45,5 77 7,7 0
L6 2: M6 hinh 22 7 31,8 37 5,3 0
L6 3: Clomiphen 22 8 36,4 58 7,3 0
L6 4: SF32 22 7 31,8 51 7,3 0
Lo 5: SFe4 22 11 50,0 84 7,6 0

O 16 ching sinh hoc, ty 1é mang thai dat
455%, sb con trung binh/chudt me 1a 7,7 va
khéng ghi nhan ty 1& chét ctia con non. L6 md
hinh cho thdy sw suy gidm kha nang sinh san
ré rét, thé hién qua ty 1& mang thai gidam xuéng
con 31,8% va sb con trung binh/chudt me gidm
con 5,3.

Diéu tri bang clomiphen va S-FEMME gidp
cai thién cac chi sb sinh san.

S-FEMME liéu thdp chua cho thdy sy cai
thién rd rét so v&i nhdm mé hinh, ty 1é mang
thai la 31,8%, con trung binh cé xu hwéng tang
(7,3 con/chuét me). Trong khi d6, S-FEMME
liéu cao cai thién rd rét, véi ty 1é mang thai dat
50,0%, sb con trung binh dat 7,6 va téng sé con
sinh ra cao nhat (84 con). Khong ghi nhan ty lé
chét ctia con non & tat ca céac 16.

IV. BAN LUAN

Trong nghién ctru, sw thay ddi chu ky dong
duc da dwoc ghi nhan gitra cac 16 thi nghiém
khac nhau. M&i chu ky déng duc bao gébm bén
giai doan: tién dong duc (proestrus), ddng duc

(estrus), sau déng duc (metestrus) va giai doan
nghi (diestrus). Phién dd am dao dwoc thyc
hién hdng ngay dé xac dinh giai doan chu ky
déng duc véi méi giai doan dwoc dac trung bdi
cac dac diém té bao khac nhau.® Chu ky dong
duc binh thwdng & chudt nhat tring kéo dai 4 -
5 ngay, chi nhirng chudt ¢ chu ky déu dan méi
dwoc dwa vao nghién ctru. M6 hinh v6 sinh do
khéng phéong noan dwgc xac nhan thanh cong
khi phién d6 am dao thwc hién hang ngay sau
khi dung ethinyl estradiol, cho thdy sy kéo dai
giai doan diestrus, dac trwng béi sw hién dién
wu thé clia cac té bao bach cau.

Ethinyl estradiol (EE) la mét estrogen tong
hop, dwoc st dung dé gay mé hinh vé sinh do
khéng phong noan. O liéu cao, EE duy tri ndng
do estrogen huyét thanh & mic cao kéo dai,
gay diéu hoa ngwoc am tinh 1én truc dwdi ddi
— tuyén yén. Hé qua la Grc ché tiét GnRH, l1am
gidm bai tiét FSH va LH, tiv d6 gidm kich thich
phat trién nang noan va trc ché qua trinh phéng
nodn. Hiéu qua gady mé hinh dwoc xac nhan
thong qua phién dd am dao, v&i biéu hién kéo
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dai pha sau ddng duc (phan anh rdi loan diéu
hoa phong noén) hoac kéo dai pha nghi dac
trung bdi sw (rc ché truc ndi tiét va vang mat
thé vang, gian tiép cho thay tinh trang khéng
phéng noan.°

Pha diestrus kéo dai phan anh giai doan nghi
ctia chu ky déng duc, trong d6 hoat ddng budng
trng & mirc t6i thiéu va ndéng do estrogen,
progesteron duy tri mirc thap. Nhw vay, viéc s
dung EE gay &rc ché rd rét chirc nang budng
trieng, thé hién qua sy gidm dang ké ndng do
estrogen huyét thanh va kéo dai pha nghi, cho
thdy s suy gidm hoat dong cta truc dusi ddi
— tuyén yén — budng trirng. Viéc sir dung EE
con anh hwéng bét loi dén hinh thai t&r cung,
dan dén thay déi khéi lwong tr cung va lam
modng ca thanh t& cung cling nhw I&p néi mac
t&r cung, cho thay su suy gidm kha nang lam t
cta thai & t& cung. Nhitng réi loan noi tiét va
hinh thai nay phéi hop véi nhau da gop phan
lam suy gidm chic nang sinh san; chudt cai
dwoc diéu tri bang ethinyl estradiol ¢c6 ty 1& sinh
san thap hon va kich thwéc Ira d@ nhd, trung
binh chi dat 5,3 chu6t con trén méi chudt me.

Diéu tri bang clomiphen va S-FEMME d3 cai
thién hiéu qua cac tac dong bét loi do EE gay
ra. Ca clomiphen va hai liéu SFEMME déu lam
tang dang ké ndng do estrogen huyét thanh so
véi nhém mé hinh, cho thdy sw phuc héi hoat
dong steroid sinh duc cltia bubng trirng. Khéi
lwong ttr cung & cac nhém diéu trj ¢ sw cai thién
s0 v&i nhém mé hinh, dac biét la vé céu truc tor
cung voéi sy tang dé day thanh va niém mac.
Trong dé, S-FEMME liBu cao lam tang ro rét dd
day thanh t&r cung va dé day ndi mac ttr cung,
goi y si tang sinh n6i mac va cai thién diéu kién
thuan lgi cho qua trinh lam td cua phoi. Banh
gia mé hoc budng trirng chirng minh sw phuc
hdi clia qua trinh phat trién nang nodn & cac
nhém dwoc diéu tri bang S-FEMME. Céc nang
dang phat trién, thé vang 1&6n ndm & ngoai vi va
cac nang thodi trién déu dwoc quan sat thay

nhirtng d&c diém hoan toan vdng mat & nhém
EE cho thdy S-FEMME c6 tac dung kich thich
phdéng noan, tao thé vang. Nhirng cai thién vé
mét cAu tric nay di kém véi sy gia tdng kha
nang sinh san. Nhém S-FEMME lidu cao dat
kich thwéc Ira dé trung binh 7,6 con trén méi
chudt me, cao hon ro rét so véi nhom EE. Sw
gia tang nay chirng minh rang S-FEMME khéng
chi phuc hdi chirc ndng budng trirng va tlr cung
ma con cai thién dang ké tiém nang sinh san
tdng thé & chudt cai khong phong noan do EE
gay ra.

Tac dung cai thién kha nang sinh san cla
S-FEMME nh& céac thanh phan cé trong ché
pham, bao gdm myo-inositol, L-carnitin, vitamin
E, acid pantothenic (vitamin B5), biotin (vitamin
B7) va acid folic, nhirng chat c6 d&c tinh chdng
oxy hoa, tham gia diéu hoa hé néi tiét va hé tro
qua trinh trwdng thanh cla noan.®” Inositol la
mot nhdém gém chin déng phan Iap thé, trong do
myo-inositol, D-chiro-inositol va scyllo-inositol
la nhitng dang phd bién nhét trong tw nhién.
Myo-inositol c6 thé dwoc cung cip tr ché do
&n, chu yéu tir ngd, céac loai hat va trai cay, hodc
duwoc tdng hop tr D-glucose tai nhiéu mé cta
co thé ngwoi nhw ndo, gan, than, tuyén vu va
tinh hoan. Inositol déng vai tro quan trong trong
dan truyén tin hiéu t& bao va mang lai nhiéu
loi ich tiém n&ng trong diéu tri v sinh. Myo-
inositol diéu hoa nhiéu con dwdng phan t& lién
quan tryc tiép dén chirc nang sinh san, gitp cai
thién chat lwong nodn va phéi trong hé tro' sinh
san. Nhiéu nghién ctru da chirng minh rang
myo-inositol anh hwéng dén qua trinh trwéng
thanh clia nodn va dwgc xem la mét can thiép
nhiéu hira hen trong viéc phuc héi phéng noan
tw nhién .52

L-carnitin dwoc biét dén voi vai trd quan
trong trong chuyén héa ning lwong va dic
tinh chdng oxy hoéa manh, giup bao vé té bao
khoi tdn thwong do stress oxy hoéa. Ngoai ra,
L-carnitin con ¢c6 thé anh hudng dén hoat déng
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ctia hé than kinh trung wong, tr dé tac dong
lén truc dwéi ddi - tuyén yén - sinh duc va gop
phan diéu hoa chirc nang sinh san. Cac nghién
clru gan day da ching minh nhirng loi ich cla
L-carnitin d6i v&i sinh san ni¥, bao gébm lam
tang néng d6 gonadotropin va hormon sinh
duc, cai thién chat lwgng nodn va nang cao ty lé
mang thai. Nh& nhirng dac tinh nay, L-carnitine
duwoc xem la mot thanh phan tiém nang trong
cac ché phdm hd trg sinh san, cai thién chirc
nang budng trirng va nang cao hiéu qua diéu
tri vo sinh.™

Vitamin E, acid pantothenic, biotin va acid
folic Ia nhirng thanh phan da dwoc nhiéu nghién
ctru chirng minh c6 vai trd quan trong trong
viéc bdo vé chirc nang sinh san théng qua co
ché chéng oxy héa, cai thién chat lwong phdi
va lam giam nguy co vb sinh do khéng phéng
noan. Trong dé, biotin 1a yéu tb tang truéng
can thiét cho qua trinh trwdng thanh ctia noan,
sy phat trién va biét héa ctia phdi. Cac nghién
clru trén dong vat cho thay thiéu hut biotin cé
thé lam suy gidm sw phat trién va chét lwong
noan, anh huwdng dén qua trinh hinh thanh phoi
va phat trién thai."miscarriage, and trisomic
conceptions. Here, we investigated the effect of
biotin deficiency on oocyte quality. Three-week-
old female ICR mice were fed a biotin-deficient
or control diet (0, 0.004 g biotin/kg diet Acid
pantothenic cling dwgc chirng minh la c6 lién
quan dén nguy co vo sinh khi thiéu hut, nhan
manh vai trd quan trong clia vitamin nay trong
viéc duy tri chrc nang sinh san binh thwong.'®

Sw phdi hop céac thanh phan nay trong cac
ché phadm hb tro sinh san cé thé lam ting kha
nang chdng oxy hoa, cai thién chat lwong noan
va phoi, tir d6 gép phan nang cao hiéu qua diéu
tri vo sinh va hd tro' qua trinh thu thai tw nhién
nhw trong két qua nghién ctru da chi ra.

V. KET LUAN

Myo-inositol két hop v&i cac chét chéng

oxy héa (S-FEMME) & cac muc lidu 0,32 g/
kg va 0,64 g/kg giup cai thién chu ki dong duc,
lam tang ndng dd estrogen huyét thanh, trong
lwong t&r cung twong dbi. Hinh dnh mé bénh
hoc & ca hai mirc liéu cho thay sw hién dién cla
nhiéu nang no&n nguyén phat, thi» cp va nang
Graaf, hoang thé. S-FEMME lam tang sb lvong
chudt mang thai, tbng sé con sinh ra va kich
thwoc Ira trung binh. Nhin chung, cac két qua
nay cho thdy S-FEMME gitp phat trién nang
nodn va qua trinh rung trieng, tr dé cai thién
kha nang sinh san trén mé hinh dong vat thyc
nghiém.

TAI LIEU THAM KHAO

1. Nik Hazlina NH, Norhayati MN, Shaiful
Bahari I, et al. Worldwide prevalence, risk
factors and psychological impact of infertility
among women: a systematic review and meta-
analysis. BMJ Open. 2022;12(3):e057132.
doi:10.1136/bmjopen-2021-057132

2. Cox CM, Thoma ME, Tchangalova N, et
al. Infertility prevalence and the methods of
estimation from 1990 to 2021: a systematic
review and meta-analysis. Hum Reprod Open.
2022;2022(4):hoac051.  doi:10.1093/hropen/
hoac051

3. Sharma M, Balasundaram P. Ovulation
Induction Techniques. In: StatPearls [Internet].
StatPearls Publishing; 2023.

4. Diamond MP, Legro RS, Coutifaris
C, et al. Letrozole, Gonadotropin, or
Clomiphene for Unexplained Infertility. N Engl
J Med. 2015;373(13):1230-1240. doi:10.1056/
NEJMoa1414827

5. Placidi M, Casoli G, Tatone C, et al.
Myo-Inositol and Its Derivatives: Their Roles
in the Challenges of Infertility. Biology (Basel).
2024;13(11):936. doi:10.3390/biology13110936

6. Murto T, Skoog Svanberg A, Yngve A, etal.
Folic acid supplementation and IVF pregnancy
outcome in women with unexplained infertility.

TCNCYH 201 (04) - 2026

625



TAP CHIi NGHIEN CPU Y HOC

Reprod Biomed Online. 2014;28(6):766-772.
doi:10.1016/j.rbomo.2014.01.017

7. Aubead NM. Assessment of the Role
of vitamin E in the improvement of female
fertility. Journal of Obstetrics, Gynecology and
Cancer Research. Published online August 26,
2025:e728645.

8. Zaha |, Muresan M, Tulcan C, et al. The
Role of Oxidative Stress in Infertility. J Pers Med.
2023;13(8):1264. doi:10.3390/jpm 13081264

9. Amudha M, Rani S. Fertility inducing
activity of Cordia retusa in Female Albino rats.
Asian Journal of Pharmaceutical Research.
2020;10(3):171-176.  doi:10.5958/2231-5691.
2020.00030.1

10. Coelingh Bennink HJT, Skouby S,
Bouchard P, et al. Ovulation inhibition by
estetrol in an in vivo model. Contraception.
2008;77(3):186-190.  doi:10.1016/j.contracep
tion.2007.11.014

11. Quignon C. Collection and analysis of
vaginal smears to assess reproductive stage in

mice. Curr Protoc. 2023;3(9):e887. doi:10.1002/
cpz1.887

12. Lagana AS, Garzon S, Casarin J, et
al. Inositol in Polycystic Ovary Syndrome:
Restoring Fertility through a Pathophysiology-

Based Approach. Trends Endocrinol
Metab. 2018;29(11):768-780. doi:10.1016/j.
tem.2018.09.001

13. Agarwal A, Sengupta P,
Durairajanayagam D. Role of L-carnitine in
female infertility. Reprod Biol Endocrinol.
2018;16:5. doi:10.1186/s12958-018-0323-4

14. Tsuji A, Nakamura T, Shibata K. Biotin-
deficientdietinduces chromosome misalignment
and spindle defects in mouse oocytes. Biosci
Biotechnol Biochem. 2015;79(2):292-299. doi:1
0.1080/09168451.2014.968090

15. Barboriak JJ, Krehl WA, Cowgill GR, et
al. Effect of Partial Pantothenic Acid Deficiency
on Reproductive Performance of the Rat.
The Journal of Nutrition. 1957;63(4):591-599.
doi:10.1093/jn/63.4.591

Summary

EVALUATION OF THE EFFECTS OF MYO-INOSITOL AND ITS
COMBINATIONS IN EXPERIMENTAL INFERTILITY MODEL IN
FEMALE MICE

Infertility is an increasingly prevalent health issue that significantly affects social well-being.
This study aimed to evaluate the effects of myo-inositol combined with antioxidants (S-FEMME) on
follicular development and reproductive performance in an ethinyl estradiol-induced anovulatory
infertility model. Female Swiss mice were divided into groups: control, model, clomiphene citrate,
and S-FEMME-treated, each receiving 0.32 g/kg or 0.64 g/kg. S-FEMME treatment significantly
improved estrous cycle regularity, serum estrogen levels, and fertility-related parameters compared
with the model group. Histopathological examination of the ovaries revealed an increased number
of developing follicles and the presence of corpora lutea in the treated groups. In addition, the
high-dose S-FEMME group showed greater improvement in reproductive outcomes compared
with the model group. These findings suggest that S-FEMME promotes follicular development and
enhances fertility, indicating its potential as a supportive therapeutic agent for reproductive health.

Keywords: Myo-inositol, repeated dose toxicity, infertility, Swiss mice.
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