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NGHIEN CU'U MO HiNH GAY XUAT HUYET TU CUNG
TREN CHUOT NHAT TRANG

Pham Anh Hda"', Nguy&n Thanh Ha Tuin', Nguyé&n Hoang Ngan™”
TOM TAT

Muc tiéu: Xay dung mé hinh gay xuét huyét tlr cung trén chuét nhit tréng. Phwrrong phép:
lam téng progesteron & chudt bdng céch gy mang thai gia, bom dau virng vao ti cung tai ngay
thir 4 mang thai gia, sau dé cé hodc khéng tiém dudi da mifepristone. Sw giam progesteron dén
dén pha v& céu tric niém mac tir cung gay xuét huyét. Dénh gid morc d6 xuat huyét te cung,
néng dé progesteron méu va mé bénh hoc tdr cung & céc 16, tai nhidu thoi didm nghién ciu. Két
qua: O céc 16 khong tiém mifepristone, progesteron mau chuét ting cao vao ngay thir 6 cda
quaé trinh mang thai gid, sau dé giam nhanh vé géan muc sinh ly binh thuong & ngay thir 9; xuét
huyét ttr cung bt dau tir ngay thir 6, manh nhét vao ngay thir 9 ctia qué trinh mang thai gia va
sau do giam dan. O 16 tiém mifepristone (ngay thir 6) thi ngay ngay thir 7 d3 gay xuét huyét tir
cung nhiéu, tuy nhién nhanh chéng gidm hén, gan nhw vé binh thuong vao nhiing ngay sau.
Két luan: D4 trién khai thanh céng mé hinh géy xuét huyét tir cung trén chudt nhit tréng. Mé
hinh géy xuét huyét tir cung khéng tiém mifepristone c6 thoi gian xuét huyét kéo dai, phd hop

cho nghién ciru dénh gia tac dung cua thudc.

Tir khéa: xuét huyét tir cung, mé hinh, chuét nhét tréng.

1. DAT VAN BE

Xuéat huyét t& cung chirc ning gap &
nhidu Itra tudi; tudi day thi (khoang 20%), tudi
sinh dé (khoang 30%) va tudi tién man kinh
(khoang 50%) [1], [2], v&i biéu xuét huyét t&r
cung bét thwdng gay ra do cac co ché lién
quan dén hoat déng noi tiét budng tring hay
st dung noi tiét ngoai lai. Bénh cé ty I& tai
phat cao, gay anh hwéng nhiéu dén sitec khoé
va sinh hoat hang ngay cla ngwoi phy ni.
Dic biét véi tudi tré, xuat huyét tir cung chire
nang cé thé anh hwéng dén chirc ning sinh
san sau nay [1], [2]. Y hoc cb truyén c6 nhiéu
bai thubc dwoc st dung didu trj bénh xuét
huyét t& cung c6 hiéu qua tét, can dugc
nghién clru dé c6 co s& khoa hoc cho viéc
&ng dung rong rdi va phat trién san pham
chdm sdc slrc khoe [2], [3]. MO hinh thuc
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nghiém co vai trd quan trong trong nghién cru
tinh an toan va tac dung cha cac bai thudc.
Hién nay, mé hinh thyc nghiém gay xuét
huyét t&r cung trén ddng vat thic nghiém van
chwa thay dwgc cong bé tai co s& nghién clru
nao trong nuwdc. Trén co s tai lidu cong b &
nwéc ngodi, chung téi tién hanh trién khai mé
hinh gay xuét huyét tlr cung trén chudt nhit
trdng, danh gia két qua ctia mé hinh dé cé co
s& cho viéc st duyng md hinh trong nghién
ctbu danh gia tac dung clia cac bai thubc trén
md hinh nay.

2. b0l TUQNG VA PHUONG PHAP
NGHIEN C(PU

2.1. P6i twong va thiét bj nghién ctru

21.1. D6i tong nghién ciru: Chudt nhét tring
trwdng thanh dong Swiss, khéng phan biét
giéng, dat tiéu chuan thi nghiém, can nang méi
con tai thei diém bat du thi nghiém Ia 18 - 22g.
Dong vat do Ban ddng vat thi nghiém - Hoc vién
Quéan y cung cép, nudi dudng theo tiéu chuin
ddéng vat nghién ctru.

2.1.2. Thiét bj, héa chat

- Thiét bj: Kinh vi phdu (Leica); Can phan
tich 10, model CP224S (Sartorius - Dirc);
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B6 dung cu mé déng vat c& nhé va cac dung
cu thi nghiém khéac.

- Thudc va héa chat: Mifepristone (Beyer
Pharma AG, Durc); Kit xét nghiém Progesteron;
Céc hoa chét xét nghiém va lam tiéu ban mé
hoc, mé bénh hoc va mét sé thudc, héa chét
khac.

2.2. Phwong phap nghién ciru

Mé hinh gay xuét huyét tlr cung & chudt
nhat tring dwgc nghién clru trién khai theo
phwong phap dwgc moé ta béi Marion Rudolph
va cs (2012) [59].

Chudt nhat cai 8 tudn tudi, dwoc chia
thanh cac 16, mbi 16 6 con:

- L6 1 (16 chieng): khéng gay xuét huyét tir
cung.

- L6 2 dén 16 5 (cac 16 md hinh): gay xuét
huyét tl cung.

Cac chudt dwoc gay xuét huyét tr cung
nhw sau: chudt cai dwgc tao giai doan ngay
trwéc dong duc (proestrus) bang cach dat
chudt cai vao chudng cé rac dém lan nwéc
tidu va hoi chudt dwc trong 48h. Sau do, cho
chudt cai gap gé qua dém giao phdi véi chudt
dwc (10 tudn tudi) that bdé 6ng dan tinh. Sang
hém sau kiém tra chudt cdi, chon ra nhirng
chudt cai mang thai gia dya trén sy c6 mat
ctla “vaginal plug”. Trén mét sb loai gdm
nham (chudt cbng, chudt nhat) va dong vat an
cd, sau giao phdi néu cé hién twgng mang
thai sé c6 xuét hién chat bai tiét chin 16 ngoai
am dao, duoc goi la “vaginal plug”. Pé Ilya
chon dwgc 24 chudt cai mang thai gia (c6 dau
hién “vaginal plug” rd), ching téi str dung 30
chudt cai cho gép g& qua dém giao phéi voi
chudt dyc nhw mod ta & trén. Ngay phat hién
“vaginal plug” dwgc xem la ngay 0 cua qua
trinh mang thai.

Ngay th( 4 cGa qua trinh mang thai gia,
chudt & cac 16 tir 16 2 dén 16 5 dwgc bom vao
tr cung chudt 100 pl dau virng dé ddy nhanh
qua trinh thay déi ndéi mac t& cung. Riéng
chudt & 16 5 dwoc tiém dwédi da mifepristone
(thubc dbi khang progesteron, trong 5%
ethanol (v/v) va 95% dau lac) vao tbi ngay the
6 clia quéa trinh mang thai gid. Mirc dd xuét
huyét t&r cung & cac 16 chudt dwoc danh gia
hang ngay bat dau tlr ngay thr 6. Cac chudt
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dwoc giét d& danh gia ndng dd progesteron
mau va md bénh hoc ti cung: 16 2 dugc giét
vao tdi ngay thr 6; 16 1, 16 3 va 16 5 dugc giét
vao téi ngay thir 9; 16 4 dwoc giét vao ti ngay
ther 12.

* Mrc d@d xuat huyét tr cung cta chudt
dwoe danh gia thong qua quan sat triec quan
va théng qua cho diém dya trén hinh anh cda
tiéu ban nhudm HE. Cu thé nhw sau:

- Banh gia thong qua quan sat tryc quan:
quan séat tryc tiép ving am dao cla chudt,
dong thei quan sét dich rika &m dao clia chudt
dé danh gia. Tién hanh rira am dao chudt véi
40 pl PBS. Dung dich dém PBS la mét dung
dich muéi chtra natri clorua, natri phosphate,
trong mot sb cong thic kali clorua, va kali
phosphate. Dém gidp duy tri mot pH on dinh.
Ap suét thAdm thau va ndng do ion clia dung
dich ludn phu hop véi néng d6 cla dich co
thé. Két qua quan sat dwgc danh gid phan
thanh cac mirc d sau:

+ Khong quan sat thdy du hiéu xuét
huyét.

+ C6 vét dd nhe trong dijch rira &m dao.

+ C6 mau bén ngoai &m dao.

+ Xuat huyét ndng, nhin thdy duwoc sy
chay ra clia mau.

- Panh gia théng qua cho diém dwa trén
hinh anh cla tiéu ban nhuém HE: L4y 3pl dich
rita &m dao nhd Ién lam kinh, 1am khé va
nhudm HE (Hematoxylin & Eosin). Cho diém
murc do xuét huyét t&r cung dya theo phwong
phap cho diém cla Marion Rudolph va cs
[59], cho diém tir O dén 5. Thap nhét I 0 diém
khi khong c6 hdng cau trong tiéu ban nhuém
HE. Cao nhét la 5 diém khi tiéu badn nhudém
HE day dac hdng cau.

2.3. Xtr ly so liéu

S6 liéu dwoe trinh bay dwdi dang gia tri
trung binh, dé léch chudn. Ké qud thw
nghiém dat y nghfa thdng ké véi dd tin cay
95% khi p < 0,05 so véi 16 chirng.

V&i cac sb ligu 1a bién lién tuc phan phéi
chudn, nhw trong lwgng chudt, cac chi sé sinh
hoa, huyét hoc, néng dd progesteron mau
chudt, can ndng t& cung chudt, ty &
prothrombin str dyng two-tailed Student's test
dé phan tich thdng ké, s dung phan mé&m
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Microsoft Excel 2010. Véi s6 diém danh gia
mirc d0 xuat huyét t& cung theo s Iwgng
hdng ciu trén tiéu ban nhuém HE cua dich
rira Am dao | bién khéng lién tuc, khdng tuan
theo phan phdi chuan, st two-tailed Mann-
Whitney test dé so sanh théng k&, s dung
phan mém GraphPad Prism 8.1.2 (332).

3. KET QUA NGHIEN c(ru

3.1. Két qud danh gia mirc do xuat
huyét tlr cung & céc 16 chuédt

3.1.1. Két qua dianh gid mirc dé xuét
huyét tir cung theo quan sét & cdc 16 chuét

Két qua dwoc trinh bay & bang 3.1. Ngay
ther 6, tt ca cac chudt & cac 16 nghién clru
d&u khéng nhin thay c6 diu hiéu xuit huyét
ter cung. O 16 chirng, tai tat cd cac thoi diém
danh gia déu khéng nhin thay cé chuét nao c6
ddu hiéu xuét huyét t& cung. Chudt & 16 5
(tiém mifepristone tdi ngay thir 6) thi ngay 1ap
tirc ngay thir 7 cé biéu hién xuét huyét tir
cung ro. Tuy nhién & cac ngay sau (ngay thir
8, 9) khong con nhin thdy cé dau hiéu xuét
huyét t&r cung & chuét nao thudc 16 nay. Cac
16 gay xuédt huyét tr cung khéng tiém
mifepristone (16 3, 4), biéu hién xuét huyét t&
cung nhin thdy & ngay th& 7, ting hon vao
ngay thir 8 va dat mdc t6i da vao ngay thir 9.
Bidu hién xuét huyét tr cung clGa cac 16 nay
(16 3, 4) & ngay thr 9 twong dwong véi biéu
hién xudt huyét t& cung & 16 5 (16 tiém
mifepristone) & ngay th& 7. Tuy nhién tinh
trang xuat huyét tir cung ctia chudt & 16 gay
xuét huyét t& cung khong tiém mifepristone
(16 4) van con kéo dai (mic du gidm dan) &
nhirng ngay sau (ngay tht 10, 11).

Nhuw vay qua danh gia quan sat tryec quan,
& cac chudt gdy mang thai gid, néu dung
mifepristone tiém thi tinh trang xuét huyét to
cung chi dién ra trong 01 ngay, trong khi néu
khéng tiém mifepristone thi tinh trang xuét
huyét t& cung dién ra trong nhiéu ngay va khi
dat dinh diém thi mirc do xuat huyét t&r cung
ciing twong dwong tinh trang xuét huyét tor
cung dién ra manh mé ngay sau khi tiém
mifepristone.

3.1.2. Két qua danh gia mirc d6 xuét
huyét tr cung dyra trén tiéu ban nhuém HE

11

cua djch rira 4m dao

O 16 chirng, tai tit ca cac thoi diém danh
gid, cac tiéu ban nhuém HE cla chudt déu
khéng thay c6 hdng ciu, chirng té khdng co
chuét nao c6 biéu hién xuat huyét t&r cung.

Két qua danh gia mirc do xuat huyét tir
cung theo sd lwgng hdng ciu trén tiéu ban
nhudm HE cuia djch rlra dm dao & cac 16
chudt gay xuat huyét t& cung (16 2 dén 16 5)
trong nghién ctru trién khai mé hinh dwoc
trinh bay & bang 3.2.

Tai ngay th 6 cta qua trinh mang thai gia,
mirc dd xuét huyét t&r cung danh gia theo
nhudém HE ciia cac 16 dao dong tir 0,5 dén
0,83 diém va khéng c6 sy khac bigt c6 y
nghia théng ké khi so sanh giira cac 16 2, 3, 4,
5 (p > 0,05). Tai ngay thr 7 cia qua trinh
mang thai gia, mirc d xuat huyét tlr cung
danh gia theo nhuom HE cua 16 5 1a 16 tiém
mifepristone tang cao hon rd rét so véi 16 3 va
16 4 (p < 0,01). Thube d6i khang progesteron
lam giam dot ng6t tac dung cua progesteron,
lam cho ngi mac t& cung nhanh chéng bj pha
hiy ciu tric gay xuat huyét t&r cung. So sanh
gitra 2 16 3 va 4 khong thay co s khac biét c6
y nghia théng ké (p > 0,05). Tai ngay thir 8 va
ngay thr 9 clia qua trinh mang thai gia, mc
dd xuét huyét tlr cung danh gia theo nhudém
HE & 16 3 va 16 4 tang cao rd rét, dat dinh
diém vao ngay thi¢ 9 vo&i mirc tang cao hon
c6 y nghia thdng ké so véi ngay tht 8 (p <
0,05). Trong khi d6, m&rc dd xuét huyét tor
cung & 16 5 gidm dan va giam han so voi
ngay th& 7 (p < 0,01) (bang 3.2).

32. Két qua danh gia ndng dé
progesteron mau chudt va can ning tlr cung

Két qua dwgc trinh bay & bang 3.3. Néng
do progesteron ctia chudt xét nghiém & ngay
thtr 6 qua trinh mang thai gia (xét nghiém & 16
2) dat gia trj cao nhat, khac biét rd (p < 0,01)
S0 V@i cac 16 ciling gay qua trinh mang thai gia
nhwng xét nghiém & thoi diém N9 (16 3, 16 5)
va N12 (16 4) ciling nhw so v&i 16 chirng (16 1,
khéng gay qua trinh mang thai gia). Nong dé
progesteron & cac 16 syt giam nhanh, tr& vé
twong dwong véi mic sinh ly (p3,4,5-1 >
0,05) khi xét nghiém & ngay thir 9 va ngay
ther 12. So véi 16 chirng (16 1, khdng gay qua
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Can ning t cung chudt I&n nhat khi xét
nghiém & ngay th(r 9 véi 16 chudt khdng tiém
mifepristone (16 3). Diéu nay dwoc thé hién rd
¢ bang 3.3.

trinh mang thai gid va xuat huyét tlr cung), tr
cung chuét & cac 16 2, 3, 4, 5 (gay qua trinh
mang thai gid va xuat huyét t& cung) cé can
nang I&6n hon c6 ¥ nghia théng ké (p < 0,01).

Bang 3.1. Két qua danh gia mrc dd xuét huyét tl cung theo quan sat trirc quan

S6 chudt XHTC
nang, nhin thay

S6 chudt co
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do nhe dich
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Bang 3.2. S6 diém danh gia mrc do xuat huyét tt cung dwa trén tiéu ban nhuém HE cia

dich riva &m dao & céc 16 chudt trong nghién ctru trién khai md hinh.

S6 diém danh gia mlrc dé xuat huyét ttr cung dwa trén tiéu ban

Thoi diém nhugm HE cta dich riva 4m dao Didse
L62(2) L6 3 (3) L6 4 (4) L6 5 (5)

Ngay 6 067+0,52 0,50+0,55 0,83 0,41 0,67 £ 0,52 > 0,05
Ngay 7 - 1,00 + 0,63 1,17 £0,75 3,67 £ 1,03 Ps43 < 0,01
Ngay 8 . 2,17 £1,17 2,33+ 1,21 050£0,55  ps43<0,05
Ngay 9 - 3,67 +1,51 3,83 +1,60 0,177+ 041 Ps43 < O,QE
Ngay 10 - - 2,83+1,17 5 Wit
Ngay 11 - - 1,00+ 0,89 - e
Ngay 12 z - 0,17 + 0,41 - ek
Ptvéc sau s Pno-ng < 0,05 Pne-ng < 0,05 Pn7-ne.8s < 0,01 st
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Bang 3.3. Bién ddi ndng d6 progesteron mau va can ning tl cung clia chudt

Nong do progesteron mau

L6 chudt NC chuét (ng/mL) Can nang tlr cung chuét (g)
L6 1 (1) (xét nghiém N9) 29,01 +4,82 0,11 £ 0,02
L6 2 (2) (xét nghiém N6) 104,18 £ 29,20 0,42 £ 0,11
LG 3 (3) (xét nghiém N9) 34,13+9,13 1,28 + 0,31
LG 4 (4) (xét nghiém N12) 30,29 + 5,38 0,36 £ 0,11
LS 5 (5) (xét nghiém N9) 33,73+5,68 0,64 + 0,31

p-2 <0,01; p3,4,5-1 > 0,05
p5-3,4 > 0,05; p3-4 > 0,05

p

p-1<0,01; p-3 <0,01;
p5-2,4 > 0,05; p2-4 > 0,05

4. BAN LUAN

Chudt 14 loai dong vat cé chu ky dong duc
nhwng khong c6 kinh nguyét [4], [5]. P& gay ra
tinh trang xuat huyét t&r cung trén chudt, mot
sb tac gid st dung chuét bién ddi gen [5], tuy
nhién chi phi cao va cling khdng thuan tién cho
nghién clru trong nwéc vi chudt nay phai nhap
khau tlr nwéc ngoai. Mét s6 md hinh khac [4],
[6] gay xuét huyét tlr cung bing cach lam tang
progesteron, thiic day tang sinh ndi mac t&
cung, sau do6 gay sut giam ddt ngot
progesteron lam pha v& cu tric niém mac te
cung gay xuét huyét tr cung. M6 hinh gay xuét
huyét t&r cung do Marion Rudolph va cdng s
(2012) [6] midu ta la md hinh dugc tién hanh
dya theo nguyén ly nhu vdy. Md hinh nay c6
tinh kha thi cao, phti hop véi diéu kién thi
nghiém tai Viét Nam. Chugt cai dwoc tao giai
doan tién doéng duc (proestrus), sau d6 cho
gap g& qua dém véi chudt dyc that bd 6ng dan
tinh d& gay ra tinh trang mang thai gid. Sy
mang thai gia lam ndng do progesteron trong
mau chudt tdng cao, niém mac tlr cung ting
ché tiét, dac biét khi c6 thém tac dong vat ly
(bom thé tich 16n - 100 pl dau virng) vao i
cung. Do tinh trang mang thai la gia, nén sau
dé ndéng dd progesteron nhanh chéng giam
thap v& mirc sinh ly, tao ra sy xuét huyét to
cung theo co ché gibng nhu sinh 1y vé kinh
nguyét. Marion Rudolph va cong su (2012)
ciing cho th& nghiém véi viéc duing
mifepristone (thu6c déi khang progesteron) dé
lam mét tac dung ciia progesteron, lam day
nhanh sw xuét huyét t&r cung.

P& co6 duoc thiét ké nghién clru danh gia
tac dung ctia thubc, viéc trwdc tién phai trién
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khai thanh cong mé hinh, khdo sat la chon
ra théi diém thich hop dé IAy mau danh gia.
Vi vay, chang téi tién hanh nghién ctru trién
khai mé hinh gay xuét huyét t&r cung dwa theo
phwong phap dwoc mod ta béi Marion Rudolph
va cdng sy (2012). Két qua trién khai md hinh
cla chung tdi cho thay progesteron mau
chudt tang cao vao ngay thir 6 clia qua trinh
mang thai gia, sau dé gidm nhanh v& gan
(twong dwong) mic sinh ly binh thwong &
ngdy th 9. Mirc dd xuat huyét tlr cung bét
dau tir ngay thi 6 clia-qua trinh mang thai
gid, manh nhét vao ngay thi 9 clia qua trinh
mang thai gid va sau d6 gidam dan, téi ngay
thir 12 khdng cdn chuét nao quan sat thay cé
xuét huyét t cung nira, chi con mét sé chudt
thdy c6 héng clu trong tiéu ban nhuém HE.
Nhw vay qua trinh xuét huyét ttr cung kéo dai
khoang 7 ngay, tir ngay thi 6 clia qua trinh
mang thai gid dén ngay th&r 12 clia qua trinh
mang thai gia, véi mirc dd xuat huyét tlr cung
manh nhat vao ngay th 9. Két qua thyc
nghiém cua chung téi hoan toan phu hgp véi
két qua nghién ciru ctia Marion Rudolph va
cong s, cho thay sy thanh céng ctia mé hinh
trong trién khai thwe nghiém.

Ching toi cling str dung mét 16 chudt co
tiém  mifepristone  (thuéc ddi  khang
progesteron) dé thuc day nhanh sy xuat huyét
tr cung. Két qua cho thay tiém mifepristone
cho chudt ti ngay thi 6 thl ngay ngay thir 7
da gay xuét huyét t& cung nhidu, tuy nhién sy
xuét huyét t&r cung sau d6 nhanh chéng giam
hén, gan nhw vé& binh thwéng vao nhirng
ngay sau. Két qua nay ciing twong tw nhw két
qué cta Marion Rudolph va cong su.
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Vi két qua khao sat mé hinh nhw trén,
chuing t6i lwa chon mé hinh gay xuat huyét toe
cung khoéng tiém mifepristone dé& nghién ctru
danh gia tac dung cla thudc. Cac chi tiéu
nghién ctru s& duoc lay chd yéu vao ngay thi
9 clia quéa trinh mang thai gia, 1a thoi diém
tinh trang xuat huyét t&r cung rd rét nhat va do
do hiéu qua cla bai thudc dwoc danh gia ré
nhat.

5. KET LUAN

Da trién khai thanh c6ng mé hinh gay xuét
huyét ttr cung trén chudt nhat trdng. Mo hinh
gdy xuadt huyét t&r cung khong tiém
mifepristone c6 th&i gian xuat huyét kéo dai,
phu hgp cho nghién clru danh gia tac dung
ctia thudc.

L&i cam on

Chang téi chan thanh cam on B mon
Dworc ly, Ban Cung cap ddng vat thyc nghiém
(Hoc vién Quan y) da giup d& chung toi thuc
hién nghién cu nay.
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SUMMARY

STUDY ON UTERINE HEMORRHAGE MODEL ON MICE

Pham Anh Hoa, Nguyen Ha Thanh Tuan, Nguyen Hoang Ngan
Military Medical University

Objective: Deploy the model of uterine hemorrhage on Swiss mice. Methods: Increasing
progesterone in mice by causing a pseudopregnant, intrauterine injection of sesame oil at 4th
day of pseudopregnant, then with or without subcutaneous mifepristone. The drop of
progesterone led to breakdown of endometrial tissue that causes haemorrhage. Assess the
level of uterine hemorrhage, blood progesteron levels and uterine histology in groups, at many
times of study. Results: In groups without mifepristone injection, mice blood progesteron was
elevated on the 6th day of the pseudopregnant, then rapidly decreased to approximately normal
physiological level on day 9; uterine hemorrhage begins from the 6th day, strongest on the 9th
day of of the pseudopregnant process and then gradually decreases. In the mifepristone
injection group (on the sixth day), immediately on the 7th day had a lot of uterine hemorrhage,
but then rapidly reduced, almost to normal in the following days. Conclusion: Successful
deployment of the model of uterine haemorrhage in Swiss mice. The model of uterine
hemorrhage without mifepristone has a long duration of haemorrhage, which is suitable for the
study of the effect of the drug.

Key words: uterine hemorrhage, model, mice.
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