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GIGI THIEU

Kich thich budng triing la viéc phdi hop cac thudc kich
thich budng triing theo nhiéu phac dd khac nhau dé tao
dugc su phat trién nang noan t8i uu, gia tdng co hdi co
thai cho mot chu ky diéu tri. Viéc kich thich qua nhiéu
nang noan phat trién c6 thé dan dén nhiing bién chiing
nhu qué kich budng triing hay da thai. Ngugc lai, néu
nang noan qué it c6 thé dnh hudng khong t6t dén két
qua diéu tri. Do do, trusc khi tién hanh kich thich budng
triing, chung ta can xem xét ky d6i tugng bénh nhan
cling nhu ky thuat diéu tri ndo sé dugc thuc hién dé lua
chon thubc st dung va phac dd kich thich bubng tring
phu hgp.

Kich thich budng triing dé bom tinh tring vao budng tl
cung (IU1) thudng thuc hién cho nhiing bénh nhan c¢6 réi
loan phéng noan thudng goi la kich thich phéng noén.

Kich thich budng triing trong Ul thudng chi can 1 hoac
2 nang trudng thanh cé thé phéng noan dé dat dudc
hiéu qua diéu tri. Do d6 can lua chon phac dd kich thich
budng tring phu hop sao cho s6 nang noan khong quéa

nhiéu dé tranh nhiing bién chiing cé thé xay ra.

NGUYEN LY cUA
KiCH THICH BUONG TRUNG

Su chi@éu moé nang noan so cap trusc khi bat dau chu ky
kinh khong phu thudc vao su kiém soét cla tuyén yén
ma cé thé phu thudc vao mot sé yéu té noi tai & budng
triing. Qué trinh phat trién tiép theo clia cac nang noan
da dugc chiéu mo tuong Gng v6i dau chu ky kinh la mot
qué trinh phu thuoc noi tiét tuyén yén, chi yéu la FSH.
DAau chu ky, FSH bat dau gidm va dong vai tro quan
trong trong chon loc va vugt trdi clia nang noan. Nhu

vay, mudn cé nhiéu hon mot nang noan trudng thanh



va phéng noan trong mdi chu ky, c6 thé st dung thuéc
lam t&ng FSH noi sinh hay ngoai sinh, dé can thiép vao

qua trinh chon loc nang noan.

S{ dung thuéc khang estrogen dusng uéng co tac dung
tang san xuat FSH noi sinh, viéc nay giup gia tang s6
lugng cac nang noan phéat trién dén giai doan trudng
thanh, vugt qua su chon loc vugt troi clia nang noan va
gidm s6 nang noan thoai hda. Dusi day la hai loai thudc
khang estrogen thudng dudc st dung trong kich thich
budng tring dé IUI.

Clomiphene citrate

Clomiphene citrate (CC) dugc t8ng hop vao nam 1956 va
dugc dua vao cac nghién clu thi nghiém lam sang ti nam
1960. CC chinh thic st dung dau tién tai My nam 1967.

Cau tao héa hoc (Hinh 1)

CC la modt loai thubc non-steroid c6 goc tu
triphenylchloroethylene trong do6 4 nguyén tl hydrogen
bao quanh gdc ethylene va dudc thay thé bang 3 vong

phenyl va mét chloride.

Hinh 1

CoHs

C2oHs

CC c6 c4u truc tuong tu nhu diethylstilboestrol, mot
loai estrogen téng hgp. Mac du CC khéng phai 1a
mdt steroid, nhung triphenylchloroethylene cé cau
trac tuong tu estradiol, vi thé dé dang gdn két véi

thu thé estrogen.

CC c6 2 ddng phan, Enclomiphene (cis-clomiphene

chiém 62%) va Zuclomiphene (trans-clomiphene
chiém 38%). Trong do, Zuclomiphene c6 tac dung
huéng estrogenic, thsi gian ban hidy kéo dai, c6 thé
phéat hién nébng dé trong mau vai tudn sau khi ngung
thudc. Do théi gian ban hly dai, thudc co thé tdn dong
sau khi ngung va &nh hudng kéo dai trén cac co quan

dich, ké c3 thai.

Co ché tac dong

CC chi yéu c6 tinh chat anti-estrogenic (khang
estrogen), tuy nhién trong mot sé trudng hop clng
biu hién tinh chat estrogenic nhe. CC canh tranh véi
estrogen tai cac thu thé estrogen & viing duéi ddi, tuyén
yén va tai budng triing. Su gén két clia CC vao thu thé
clia estrogen & cac vi tri trén sé& ngan can dudng phan

héi am cla estrogen noi sinh. Hoat dong nay dan dén
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ving duéi doi tiép tuc phong thich GnRH, ti dé kich
thich tuyén yén san xuét gonadotropin (FSH) lién tuc,

gilip nang noan phat trién.

Khi st dung CC, néng do FSH va LH ting va gidm
nhanh sau khi hoan t4t qua trinh diéu tri 5 ngay. Nong
do estradiol ting lién tuc, kich thich dinh LH gay trudng
thanh va phong noan. Tuy nhién, trong mot sé trusng
hop, viéc gia tang ndng do LH tuong duong véi FSH doi
khi c6 thé xdy ra, lam thay déi ti 16 LH/FSH tU d6 &nh
hudng 1&n su trudng thanh clda nang noan lam cham

qua trinh rung trdng.

Chi dinh va chéng chi dinh

CC la thudc dugc lua chon dé kich thich budng tring
hay kich thich phéng noén cho nhing bénh nhan voé
sinh do r6i loan phong noan. Ngoai ra, ciing cé thé sl
dung cho nhém bénh nhan vé sinh do suy giai doan
hoang thé hodc nhiing trudng hop khéng ré nguyén
nhan. Thudc khong hiéu qua & nhiing bénh nhan thuéc
WHO | (hypogonadotropic hypogonadism). Khéng su
dung CC dé kich thich budng triing qué 6 chu ky.

Phac dé kich thich buéng triing

CC thuong dugc chi dinh khodng 5 ngay. Thudc thudng
bat dau su dung vao ngay 2 hay 3 cla chu ky kinh.
Liéu s dung thusng 1a 50-100mg mébi ngay. Liéu 150-
200mg mébi ngay khong dugc khuyén khich. Néu CC
dugc st dung tré hon trong chu ky kinh nguyét, hiéu
qua kich thich budng tring sé khong dat dusc do da co
hién tugng chon loc, vugt trdi va thoai hdéa nang noén
tU ngay 7 clia chu ky. S& dung CC lam tdng FSH va LH,
dinh gonadotropin xay ra tU 5 dén 12 ngay sau khi két
thuc st dung CC.

Siéu am theo déi nang noan dugc tién hanh vao ngay 7
cla chu ky kinh nguyét. Cé thé st dung hCG hay ché
dinh LH tu nhién dé kich thich noan trudng thanh va

phéng noan. St dung hCG khi nang vugt troi dat dudng

kinh 18mm trén siéu am.

Két qua diéu tri

CC c6 thé gay phéng noan cho 80% trudng hop nhung
chi c6 20% trong s6 cac phu nd nay mang thai. Ti 1&
rung tring cao nhung ti 1& c6 thai thdp c6 thé do tac
dung phu &nh hudng lén ndi mac t cung va chat nhay
¢ tl cung, gidm tusi mau td cung, dnh hudng lén chat
lugng triing, séy thai... Ti 1& thai cong ddn sau 6-9 chu
ky diéu tri 1a 70%. Vi khd n&ng sinh s&n gidm theo tudi,
do d6 khong nén kéo dai diéu tri bing CC & nhing bénh

nhan trén 35 tudi.

Tac dung phu

Thudng gap nhét 1a boc hoa (10%), dau chuéng bung
(5%), cang nguc (2%), budn nén va nén 6i (2%), nhic
dau (1,5%). Tuy nhién, cac trieu ching nay thudng
nhe, thoang qua. Ngoai nhiing tdc dung phu trén, do
tinh khang estrogen & ngoai bién cla CC, trong mot sé
trudng hop thudc co thé co tac dung khong tét lam gidm
ché&t nhay ¢8 ti cung, Uc ché su tang trudng cla ndi mac

tU cung dan dén gidm ti 1& co thai.

Aromatase inhibitor

Aromatase inhibitor (Al), thu6c Gc ché men thom héa,
1a Mot loai thudc diéu tri ung thu va & phu n man kinh
dua trén co ché ngan can qué trinh thom hoéa androgen
thanh estrogen, qua dé ld&m ngung phat trién nhing
khéi u phu thudc estrogen. TU co ché tac dong trén,
nhiéu nghién ctiu da Ung dung thudc nay dé kich thich

budng triing trong diéu tri vo sinh.

Cau tao héa hoc

Al [a mot thanh vién clia ho enzyme chiia heamoprotein

P450 cytochrome. Al (c ché hé théng enzyme aromatase
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tl d6 ngan chan giai doan chuyén ddi androstenedione
thanh estradiol va estrone tucong Ung, két qua lam gidm
san xudt estrogen tai cac md ma né hién dién. St dung Al
lam gidm dang k& ndng do estrone, estradiol va estrone
sulfate trong mau nhung khéng anh hudng lén hormone
tuyén than, thuong than va tuyén giap. Al c6 3 thé hé va
dugc chia lam 2 loai la type | (steroid) va type I (nonsteroid).
Chi c6 Al thé hé thi 3, loai nonsteroid méi duge st dung
trong diéu trj do it tac dung phu. Al dudc hap thu hoan toan
sau khi udng véi thai gian ban hdy khodng 48 gid (30-60
gid). Thude dugc chuydn hoa qua gan, 85% thai qua mat
va 11% thai qua nudc tiéu (Hinh 2).

Co ché tac déng

Al Uc ché t6ng hop khodng 80% estradiol & budng tring,
Sé gidi phong truc ha ddi tuyén yén khai Gc ché phan hoi
am cla estrogen, qua do gay tang tiét gonadotropin, kich
thich su phat trién clia nang noan. Thuc nghiém trén loai
linh trudng cho thdy Al con gay ting néng do androgen
tai budng triing giup tdng nhay cam cla nang noan véi
kich thich ctia FSH. Do thai gian ban hly ngén va khéng
canh tranh gén két véi cac thu thé estrogen, Al khong

gay nhiing tac dung khéng mong muén nhu CC.
Phac dé kich thich buéng trilng
Hai loai thuéc thudng dung trong diéu tri vo sinh la

letrozole 2,5mg va anastrozole 1mg. Thudc dugc su

dung tU ngay 2 dén ngay 6 cla vong kinh vo6i liéu
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trung binh 2-5 mg/ngay. Do khéng c6 tac dung khang
estrogen, Al khéng gay nhling tdc dung khéng mong
muén nhu CC, do dé Al thudng dugc s dung trong

trudng hop khong dap Uing hoac dap tng kém véi CC.
Két qua diéu tri

Thi nghiém lam sang dau tién dugc bao cdo ndm 2001
bdi Mitwally va Casper. Bénh nhan bubdng tring da nang
dugc kich thich budng tring bang letrozole c6 75% rung
triing voi ti 1é co thai 25%. Letrozole khong c6 anh hudng
x&u 1&n ndi mac td cung nhu CC. Ngay nay thubc dugc

chi dinh réng rai & bénh nhan réi loan phong noan.
Tac dung phu

Nhiing t4c dung phu nhu béc hda (18%), dau lung
(17%), nhiic xuong (20%), budn non (15%) chi ghi

nhan & nhiing bénh nhan sd dung thuéc dai ngay.
Phac d6 CC hay Al phéi hdp véi gonadotropin

SU dung trong trudng hop that bai véi CC hodc Al. Phéi
hop CC hay Al v6i gonadotropin ngoai sinh gilp can bang
vé mat hiéu qua va chi phi. CC hay Al dugc st dung dau
chu ky lam tédng FSH néi sinh, do dé cac nang noan dugc
chiéu mo nhiéu hon, sau do cac nang chiéu mo nay sé
tiép tuc phat trién dusi tac dong clia hMG hay FSH ngoai
sinh. Tuy nhién can than trong khi st dung phéi hop vi co
thé tang nguy co gay qué kich budng triing.



KET LUAN

CC dugc xem la thubc kich thich budng tring bang
dusng uéng dau tay trong diéu tri nhing trudng hop
r6i loan phong nodn trong UL, Tuy nhién véi mot sé
tac dung khong t6t do tinh khang estrogen ctia CC, CC
cho t1 1& thanh cong khéng cao. Al c6 thé dudc st dung
dé thay thé CC giup tranh nhiing tac dung phu khong

mong mudn nay.
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