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1. bat van dé

Bap tng kém véi kich thich busng
tring dé lam thy tinh éng nghiem la
moét frong nhing thach thic 6n nhét
trong hé trg sinh sén, vi 6 lugng
trong thu dugc it hotic khéng c6 dén
dén ti le thanh cong rét thép va hoy
chu ky cao [10,37]. Méac du nhieu
phac do kich thich busng tring da
dugc thanh lap, nhém cai thien ket
qud lam sang cho déi tugng nay
nhung hiéu qud chua ré rang. Mot
danh gid cta thu vien Cochrane da
két luan réing thiéu béng ching dé
hé trg bét ky ché do dac biet nao
trong kich thich budng tring lam thy
tinh 6ng nghiém & bénh nhan dép
Ung budng trung kém [35].

Céc phéc do kich thich busng
tring kinh dién da trai qua vai thap
nién déu bét dau trong giai doan
nang nodn sém hodc trong vong
khodng 10 ngay sau digu hoa giam
bsi GnRHagonist [28]. Gan day nhs
vaio nhing béing ching var khai niem
khoa hoc tuong déi méi vé sy phat
trién nang noan, nhiong nang thy
céip nhé quan sat duge 6 giai dogn
hoang thé khéng nhéit thiét thodi héa
theo chuong trinh ma ¢6 thé dang &
giai doan sém cla sy phét trién, da
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cung cdp co héi méi cho viéc Ung
dung kich thich budng tring bét dau
vao giai doan hoang thé [3,31].

Tu nén tang dot phd la kich thich
budng tring giai doan hoang thé,
cde nha khoa hoc da mao hiém mét
budc xa hon la kich thich busng
tring kép: kich thich budng tring giai
doan hoang thé theo sau mét kich
thich buéng tring giai doan nang
noan, cung cdp hai lan thu tring,
trong cung mét chu ky kinh nguyeét
cho bénh nhan dép ung busng tring
kém, nhém thu dugc nhigu tring, tao
dugc nhigu phéi cé chét lugng, tu dé
khéc phuc nguy co huy chu ky var cai
thien kha néing mang thai 6 déi tuong
nay [22,38]. Tiép can mdi mé day
hta hen nay dang thu hit sy quan
tam, hdo hic chs doi cia cdc nha
nghién cdu va lam sang. Tuy nhién
né c6 tinh thach thuc ly thuyét truyen
théng, vugt ra ngodi gisi han thusng
quy cba thy finh 6ng nghiém va& vén
con nhigu kién thuc lien quan chua
hiéu biét hét, nhigu cau héi chua gidi
thich dugc. Vay lieu kich thich busng
tring kép c6 tré thanh mét chién luge
m&i cho bénh nhan dép ung busng
trong kém hay khong?



2. Sy phat trién nang noan

Sy phét trién nang nodn trai qua khoang 12
tuain, tuong ung khodng 3 chu ky kinh. O giai doan
sau, tuong ung véi chu ky kinh cuéi qué trinh nay
bét dau phy thuéc néi tiét, dac biét la FSH.

Vé&o cusi giai doan hoang thé, 1-2 ngay trude
chu ky kinh méi do hoang thé thodi héa, FSH tuan
hoan tang lén [18] va git binh nguyén trong giai
doan nang nodn sém, sau dé giam dan & nia sau
giai dogn nang nodn muén do hsi tac am cua
Estrogen va Inhibin B lén ving dusi doi-tuyén yén.

Theo ly thuyét phét trién nang nodén truyén
théng, méi chu ky chi c6 mét doan he duy nhét
khoang 3-11 nang thu cdp 6 méi busdng tring
dugc chiéu mé tu cudi giai doan hoang thé cua
chu ky kinh truéc d6, khi FSH tuan hoan tang lén
[34]. Mét nang troi duy nhét (nang gidu thy thé
FSH nhéit), dugc tin la duge chon ts nhém nary, vugt
troi tU gita giai doan nang nodn, khi ma FSH tuan
hoan bét dau giam lam cho tét cé cdc nang khac
bi thodi héa trong méi trusng thiéu FSH. Nang tréi
tiép tyc phdt trién va phéng noan. [11,12,19] Sy
phét trién nang tho cép dugc cho la doc quyen
trong giai doan nang nodn [13,30,36].

Ly thuyét chieu mo mot doan hé nang noan thu
céip duy nhét cho mét chu ky dén nay da cé nhing
béng chung khéng phu hgp.

TU nam 1952-1980, mét vai bdo cdo khi quan
sat nhing budng tring bi cét bé da théy nang tho
céip <6 hien dien 6 giai doan hoang thé, nhung
loc nay né dugc cho réing do nhung bét thusng
& budng tring [4,7,16]. Nam 1983, McNatty da
danh gié kha nang khée manh cua nang thu cép
dya v&io nodn bao cé khé néng séng va té bao hat
c6 thé sinh s6i, tac gia nay két luan cé khodang 6%
nang thu cép la khée manh trong giai dogn hoang
thé va tiép tuc phat trién dén trude rung tring tiép
theo l&1 ¢ xdy ra véi s6 lugng rét gisi han. Va nhy
vély nang thi cdp dugc quan sét thdy trong giai
doan hoang thé khong nhét thiét la dang thodi héa
theo chuong trinh ma cé thé la dang trong giai
doan sém ca phdt trién nang noan [31]. Dén 2003
Baerwald da theo déi sy phét trién nang noén cua
50 phy ni khée manh trong dé tuéi sinh san, trong
khoang thsi gian gita hai lén phéng noan béng
sieu am, da phdt hien c6 68% phy no xuét hién
2 dot, 32% phy no xudt hién 3 dot nang thu cép

trong khodng thsi gian nay, méi dot c6 4-14 nang
dusdng kinh = 4-5mm. Dot nang truéc phéng nodn
la cé nang kich thudc 16n nhét, cac nang tha cép
trong giai doan hoang thé khéng phat trién 16n
nhu nang phéng noan ma chi 6 kich thuse trung
binh. Nghién cou nay da cung cdp mét mé hinh
mdi trong viéc fim hiéu sy phdt trién nang nodn &
ngudi va tién lugng c6 thé c6 nhing Ung dung méi
trong kich thich buéng tring [2]. Tac gia nay gan
day cong da c6 bai téng hop lai sy phdt trién nang
nodn tu hon 200 nghién ctu trén Pubmed, két luan
réing ngay cang ¢ nhigu béing ching cho théy cé
nhigu dot nang thu céip duge chiéu mo, phét trién
trong cung mét chu ky kinh nguyét, mét nang troi
cong cé thé dugc chon tU nhong dot nang khéng
phéng noén. [1]

Tu ly thuyét chieu mé vai dot nang thu cép cho
mét chu ky, mot s6 nghién cdu choc hit tring non
cho IVM trong giai doan hoang thé va kich thich
budng tring giai dogn hoang thé da dugc thyc
hien, buéc dau c6 két qué kha quan.

So lugc finh hinh kich thich buéng tring 6 bénh
nhan dap ung buéng tring kém

Ddp ung kém vai kich thich busng tring dé
lam thy tinh 8ng nghiém xay ra véi fan suét 9-24%
[21]. Cdc tieu chuén khéc nhau, khéng théng nhét
da dugc dung dé xdc dinh ddp ung bubng tring
kém bao gom: nong do dinh Estradiol thép tu dusi
100-1000pg/ml, s6 nang noén truéng thanh quan
sat frén siéu am it tu dudi 2-5, s6 tring thu dugc
it tu dusi 3-6, chu ky trudc dé bi hoy, bi tang s6
ngdy, bi taing t6ng ligu FSH ngoai sinh dé kich thich
budng tring do dép ung kém. Ngoai ra bénh nhan
con dugc “dy dodn ddp ung budng tring kém”
dya vao 16n tusi (thusng >40), c6 tham do dy tro
budng tring bét thusng (FSH tang, AFC gidm...),
cé tien su phdu thuat trén budng tring, lac néi
mac t0 cung nang... [35]. Dé giam thiéu sy thiéu
dong nhét, nam 2011 Héi Sinh sén va Phéi hoc
Chau Au (ESHRE) da dua ra tiéu chuédn (Tiéu chuén
Bolognay): ddp ung budng tring kém khi c6 it nhét
hai trong ba dac tinh sau (1) 16n tusi hodic 6 bét
ky yéu 16 nguy co coa dép Ung budng tring kém,
(2) c6 tien st ddp ung busng tring kém trusc dé va
(3) tham do dap ung budng tring bét thusng [10].

Méc du khoeng cé dinh nghia théng nhét, né

dugc cong nhan rong rai réng nhong bénh nhan
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ndy phdt trién it nang nodn hon va kéo theo it tring
thu dugc va ti lé thai rét thép, dén muc cé nhan dinh
réng mang thai sau thy tinh éng nghiém & bénh
nhan dép Ung budng tring kém gan nhu l&a két qué
may mdn hon la mét két qué duge mong dgi, ti lé
sinh séng tU 6,8-7,9% sau IVF ¢6 dién [10,37].

Dé cai thien ddp ung véi kich thich busng
tring & d6i tugng nay, nhigu chién lugc kich thich
budng tring khdac nhau dugc thanh lap: cac phéc
do khéc nhau (phdc do Long-GnRHagonist, Flare-
up GnRHagonist, Stop-GnRHagonist, Phdc do déi
van GnRHantagonist...), cac lieu FSH khdc nhau
(tU 16i thiéu trong kich thich nhe dé can bang hieu
qué va kinh 16, dén t6i da dé c6 gang tang thu
tring ma vén la rét it 6i) va céc hé trg digu tri
khdc nhau (bs sung mét s6 néi tiét var thuéc trong
hotic trudc kich thich budng tring: Testosteron qua
da, hormone tang truéng, LH, DHEA, Estradiol v&
Aspirin ligu thdp...). Tuy nhién y van so sanh hiéu
qué cdc chién luge kich thich busng tring & dsi
tugng nay la rét han ché va rét kho dé co két luan
vé chién luge t6i uu, digu nay l& do cdc nghién cou
thiéu mét dinh nghia théng nhét, thiéu tinh ngéu
nhién, céc lieu Gonadotropin khac nhau, c& méu
nh6 [8,9,14].

Nam 2010 mét phan tich tu thu vién Cochrane,
téng hop tU nhigu nguén tai liéu khoa hoc cho dén
thai diém 2008 vé kich thich busng tring, chi loc
dugc 15 nghién ciu thy nghiém ngéu nhién cé
déi ching. Phan tich nay 8 géng dé cung cép
cho bdc si lam sang véi céc du lieu ré rang hon
vé tinh hiéu qué va an toan coa cdc can thiép khac
nhau trong kich thich buédng tring lam thy tinh éng
nghiém & bénh nhan dép ung kém. Mét s6 két qué
khiem t6n dugc rot ra: S6 lugng tring thu dugc it
hon c6 y nghia 6 phéc do Long-GnRHagonist so
véi phdc dd Stop-GnRHagonist var phac do déi van
GnRHantagonist; Téng litu Gonadotropin st dung
& cao hon 6 y nghia 6 phdac dd Long-GnRHagonist
so v6i phdc d6 Stop-GnRHagonist va phéc do dsi
véin GnRHantagonist; Ti 1é hoy cao hon cé y nghia &
phdc d6 Flare-up GnRHagonist so véi phéc do Long-
GnRHagonist. Khéng cé nghién ciu ndo cé mét sy
khac biét trong ti lé mang thai, séy thai var thai ngoai
10 cung. Phén tich nay dua ra két luan: Khéng c6 do
béng ching dé hé trg viec su dung thusng xuyén
cba bét ky sy can thiep déc biét nao trong kich thich

budng tring lam thy tinh éng nghiém cho bénh
nhén ddp Ung budng tring kém. [35]

Va tinh hinh thyc & cho dén nay, xin tring vén
dang la lya chon wu tién cho bénh nhan dép ung
budng tring kém.

3. Kich thich buong trang
kép: phac do shanghai va
diem qua cac nghién cttu
lién quan trén y van

Tu nhang thanh qué cua kich thich busng tring
giai doan hoang thé, céc nha nghién ciu da tién dén
kich thich buadng tring kép: kich thich budng tring
va thu tring hai lan cé & giai dogn nang nodn va
giai doan hodaing thé trong cung mét chu ky kinh. C6
3 bédo cdo dau tién la céc bdo cdo mét trusng hop,
trong d6 c6 mét bdo cdo cta Kuang Y vai cs, chinh
nhém nay dé ¢ nghién ciu théng ke dau tien vé kich
thich budng tring kép & bénh nhan ddp ung busng
tring kém, bdo cdo lan dau tai Hoi nghi vé “Nhang
tranh luan trong Phy khoa” tai Barcelona ngay 25-
26/4/2014, sau dé dang tai trén Reproductive
BioMedicine Online. Nhém cia 6ng da dat ten cho
phdc d6 nay la “phéc dé Shanghai”.

Phac d6 Shanghai [22]

Nhém coa Kuang Y da dua ra gia thuyét réing
nhigu tring va phoi c6 chét lugng cé thé thu them
dugc bang cach tiép tyc kich thich busng tring sau
khi choc hut trang tu kich thich bueng tring nhe
giai dogn nang noan. Digu nay gip gidi quyét
nhu cau déi khi can thiét, tich loy phoi tu vai lan
thu tring & bénh nhan dép ung budng tring kém.

Déi tugng nghién cou la bénh nhan vé sinh ¢6
ddp Ung budng tring kém theo tieu chuédin Bologna.
Thiét k& nghién cou thi diém thuan tap. Cé méu
n=38. Myc tieu nghién ciu la déanh gia hieu qué
coa kich thich budng tring kép 6 bénh nhan dép
Ung budng tring kém.

Phdc db diéu tri: Dugc tién hanh theo 2 giai dogn

Oocyw reiol Oocyte retrieval
Geiftta Gnfita
HMG150Wged  0.1mg MG 225 e img

OO 232 2 5 ) 1 5 2

(1) Giai doan nang noén
- Kich thich busng tring nhe: Clomiphene citrate
25mg/ngay, tU ngay 3 chu ky dén trusc ngay



tiem GnRHagonist dé kich noén va ngan ngua
rung tring; Letrozole 2,5mg/ngay, tU ngay 3 chu
ky, lien tyc trong 4 ngay; HMG 150IU tiém céch
ngay, tU ngay 6 chu ky. GnRHagonist (triptorelin
0,1mg) dugc tiem khi c6 1-2 nang tréi dat dusng
kinh 18mm. Ibuprofen 0,6g dugc cho ngay tiem
GnRHagonist va ngay sau dé, dé phong ngua kha
ndng rung tring sém trudc khi choc hut tring. Choc
hut tring dugc tién hanh sau tiém GnRHagonist 32-
36 gis. Khéng choc céc nang nodn dusi 10mm.

- Tring dugc thy tinh béi ICSI. Phéi ngay 3 logi
1 va1 2 dugce tro dong. Nhing phéi con lai duge nusi
céiy tiép dén giai doan phéi nang ngay 5 hogc ngay
6, phéi nang c6 hinh thdi t6t cong sé dugc tro dong.

(2) Giai dogn hoang thé: Sieu ém dau do ém
dao dugc thyc hién sau nhat tring dé xdc dinh ¢6
tiép tyc kich thich budng tring lan 2 hay khéng. Tieu
chuéin tiép tyc kich thich busng tring la hien dien it
nhét 2 nang nodn cé dusng kinh t 2-8mm. Kich
thich budng tring: Letrozole 2,5mg/ngay, tu ngay
choc hot tring hotic 1 ngary sau d6, dén khi cé nang
nodn dat dusng kinh 12mm; HMG 225IU/ngay,
bét dau cung ngay Letrozole. Medroxyprogesteron
acetate 10mg/ngay, dugc dung thém 1 ngay kich
nodn thd 12 néu ngdly nay nang tréi l6n nhét c6
dusng kinh dudi 14mm, myc dich l& dé tri hoan
hanh kinh, gitp trénh choc hit tring trong luc c6
kinh var t d6 gitp phong ngua nhiém trung sau tho
thuat. GnRHagonist (triptorelin 0, 1mg) dugc tiém khi
c6 3 nang troi dat dusng kinh 18mm hodc 1 nang
vugt qua 20mm. lbuprofen dugc cho lai vao ngay
tiem GnRHagonist va ngay sau dé. Choc hut tring
dugc tién hanh sau tiem GnRHagonist 36-38 gis.
Thy tinh var tro phéi tuong ty giai doan nang noan.

Trg phéi toan bo var chuyén & chu ky sau la vi sy
khéng déng bo cta néi mac 1o cung véi phéi. Méi chu
ky chuyén khéng qué 2 phei.

Két qué nghién ctu: Sé tring thu dugc trung
binh la 1,7£1,0 trong giai dogn nang noén so vdi
3,5+3,2 trong giai dogn hoang thé (p=0,001). S6
tring MIl trung binh l& 1,4%1,0 trong giai doan
nang nodn so véi 2,7+2,7 trong giai doan hoang
thé (p=0,008). Ti lé thy tinh va ti lé lam 16 U tring
cba 2 giai doan khéng khdc biét cé y nghia théng
ke. Tu kich thich budng tring kép thu duge 167
tring va1 26/38 bénh nhan (68,4%) c6 1-6 phéi tru
dé chuyén 6 chu ky sau. 21 benh nhan tréi qua 23

chu ky chuyén pheéi, két qua c6 13 thai lam sang.
Ti lé thai lam sang trén mot chu ky kich thich busng
tring kép la 34,2% (13/38). 5 benh nhan c6 phoi
tri chua chuyén cho dén khi két thic nghién cou.

Trong nghién ctu nay ché do kich thich buang
tring 6 hai giai dogn nang noén va hoang thé la
khong tuong dong dé so sanh sé tring thu dugc,
tuy nhién chét lugng tring va phéi cé dugce tu kich
thich giai dogn hoang thé khéeng khac biét so véi
giai doan nang nodn. Kich thich busng tring kép
da tao co hoi thu them nhigu tring va tao dugce
nhigu phéi trong mét thsi gian ngén: khéng cé
chu ky hoy do khéng thu dugc trang, 68,4% beénh
nhan ¢6 phéi trg, nhu véy chéc han da gidgm cang
théng va gidm bé tri 6 bénh nhan, dac biét la benh
nhan khéng thu dugc tring trong giai doan nang
nodn nhu cdac phdc dé kinh dién. Quan trong nhét,
phdc do nay da dua dén két qua thai lam sang la
34,2% cho méi chu ky digu tri & bénh nhan dap
Ung bubdng tring kém.

Nghién ciu nay cing cho théy chét lugng tring
v&1 phéi thu duge U giai doan hoang thé cta phéc do
kich thich busng tring kép khéng bi tac dong fieu cyc
U moi tiem GnRHagonist dé fruéng thanh tring cudi
giai doan nang nodn va tU sy ton tai coa hoding thé,
noéng dé progesterone cao trong giai doan hoang thé.

Mét phan trong thanh céng cia kich thich
budng tring kép cong nhs vao thanh céng cia cac
ky thuat lien quan dén chuyén pheéi tro.

Cac nghién cou veé kich thich buéng tring giai
doan hoang thé va kich thich buéng tring kép
truéc “phdc d6 Shanghai”

Rombauts L va cs, 1998 [39]

bay la nghién cdu tién clu, ngéu nhién cé dsi
chung. C& méu n=40. Tiéu chuén chon & bénh nhan
c6 chu ky kich thich buang tring truéc dé thu dugc
3-6 tring. Myc dich nghién cu lgi ich coa kich thich
buéng tring giai doan hoang thé 6 bénh nhan dap
Ung budng tring kém. Kich thich busng tring béng
HMG. Nhém nghién ciu hy vong kich thich busng
trng giai doan hoang thé cdi thién tién lugng so véi
giai doan nang nodan, nhung két qué cho théy s6
tring thu dugc khong khdc biét 6 y nghia théng ke.
Ho da thét vong vi déi tuong ddp Ung budng tring
kém da khong huéng loi tU tiép can méi nay, tuy nhién
né da cung cdp béng chung c6 thé kich thich busng
tring giai dogn hoang thé. Nghién ciu nay kheng
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danh gid ti lé thy tinh, lam t6 va mang thai. Nhém
Rombauts L kich thich giai doan hoang thé véi suy
luan mé réng cta s6 chiéu mo cusi giai doan hoang
thé, béing céch cung céip FSH ngoai sinh trusc khi
FSH sinh ly taing len, dé chieu mé dugc nhigu nang
tht céip hon. Ong véan duoc xem la ngusi dau tien
kich thich buang tring giai doan hoang thé, mac du
truc dé da cé ngusi thy dénh gid tac dyng coa FSH
ngogi sinh dén sy phdt trién nang nodn tai cdc thoi
diém khac nhau frong mét chu ky kinh nhung kheng
thanh céng (vi chi dung HMG 225U ligu duy nhét)

Kucuk T va Sozen E, 2007[ 26]

Nghién ctu fién ciu, ngéu nhién cé dsi chung.
C6 méu n=42. Tiéu chudn chon l& thu duoc it hon 4
tring & chu ky IVF truéc d6. Myc dich so sanh higu
qua kich thich busng tring giai doan hoaing thé vdi
giai dogn nang nodn & bénh nhan dép ung busng
trong kém, béing GnRHagonist két hop rFSH. Ligu
rFSH giai doan nang nodn l& 4501U/ngay, giai doan
hoaing thé la 1501U/ngay. Nghién ciu nay duge thyc
hien dya frén ly thuyét chieu mé vai dot nang thu
céip cho mét chu ky va thanh qué tu nghién ctu coa
Rombauts. Két qua kich thich busng tring giai doan
hoaing thé so véi giai doan nang noan cé s6 tring Ml
cao hon cé y nghia, nhung i 1é thai lam saing cao hon
khong c6 y nghia théng ke. Mac du véy né dugce cho
réing c6 thé lar lya chon méi cho céc trusng hop tuyet
vong vdi kich thich budng tring kinh dién da dung
litu FSH 16i da. Nghién cou naly da cho théy chét
luong tring thu U giai dogn hoaing thé ¢6 tigm néang
mang thai cao, i [é mang thai cao hon du khong cé y
nghia théng ké cing mé ra mét con dusng méi dang
dé theo dusi véi nghién cou 16n hon.

Kansal Kalra S va cs, 2008 [20]

Thu nghiém thi diém nhan mé ngéu nhién nay
véi n=18. Tiéu chuén chon l& hogc dudi 5 nang
trudng thanh, hodc dusi 5 tring thu dugc, hodc
hoy chu ky do dap Gng kém & chu ky IVF truse. 9
bénh nhan dugc kich thich budng tring giai dogn
hoang thé va 9 bénh nhan kich thich giai doan
nang nodn, véi 2 ché dé dieu tri gidng nhau l&
phdc doé dsi van linh hogt véi FSH 3001U/ngay.
Sy phdt trién nang nodn, néng dé Estradiol huyét
thanh, s6 tring thu dugc, ti lé thai va ti lé sinh séng
la khong khéc biét giva 2 nhém. Nghién ciu nay
da chi ra rang kich thich budng tring giai doan
hoang thé bang Gonadotropin la mét phac do

thay thé hiéu qud, tiém nang & bénh nhan dép ung
budng tring kém khi céc phac do khac thét bai.
Han ché cta nghién cou nay la ¢6 méu qud nhé.

Wolff MV va cs, 2009 [41]

Nghién ciu nay cho théy lan dau tien kich thich
budng tring dugc thyc hién 6 giai dogn hoang thé
cho d&i tugng ung thu cain béo ton khén cép kha
nang sinh sén, duy tri co héi cé con khi digu tri ung
thu két thuc. Day la d6i tugng méi, fim kiém sy hou
ich tu phac do kich thich budng tring giai doan
hoang thé. Tuy vaio thai diém cua chu ky khi bénh
nhan cé chén dodn ung thu, déi khi chs kich thich
budng tring vao dau chu ky nhu phéc d6 kinh dién
phdi mét thsi gian dén 6 tuan tri hoan dé digu tri
ung thu, c6 thé la rét nghiém trong. Cé méu n=40.
Nghién ciu thi nghiém cé déi ching da trung tam,
12 bénh nhan kich thich giai doan hoang thé, 28
bénh nhan kich thich giai doan nang nodan. Két
qué s6 tring va chét lugng tring thu dugc khac
biét khong c6 y nghia théng ké. Nghién cou nay
da cung cdp mét tiép can hou ich cho nhang bénh
nhén ung thu cain bdo tén kha nang sinh sén khén
cép va cung cé tinh hiéu qua coa phdac do kich
thich budng tring giai dogn hoang thé.

Ung dung kich thich busng tring giai doan
hoang thé va cé choc hit tring non trong giai doan
hoang thé cho mét vai bénh nhéan ung thu da dugc
bdo cdo rai réc sau dé [6,17,29,33]

Nana Kristin Buendgen, 2013 [32]

Day l& nghién ctu bénh ching, tién cou 6 bénh
nhén vé6 sinh ¢ dy tro budng tring binh thusng.
C8 méu n=10. Nghién cdu nay nham fim kiém, mé
réng lgi ich coa phac db kich thich busng tring giai
doan hoang thé cho dsi tuong khac véi dap ung
budng tring kém, tim kiém kha nang thiét lap dugc
mot quy trinh IVF khéi dong doc lap véi chu ky kinh.
Két qua: tinh trén méi tring thu dugc, ligu FSH tang
géip gan 3 lan so véi kich thich busdng tring giai
doan nang nodn. Nghién ciu nay dua ra vén dé
vé tinh dé khdng tuong déi véi ddp ng cia busng
tring & giai doan hoang thé va két luan kich thich
hoaing thé & kheng kha thi cho viec st dung thusng
quy. Tuy nhién nghién clu ndry c6 c& méu qué nhé.

Kuang Y va cs, 2013 [24]

Nhém cia Kuang Y da thyc hién mot nghién
cu tién cou thuan tap vé kich thich budng tring
& bénh nhan vé sinh ¢6 dy tro busng tring binh



thudng, véi c& mau 16n nhét so véi cac nghién cou
vé kich thich giai dogn hoang thé cho dén thsi
diém nay, n=242. Thsi diém ryng tring dugc xdc
dinh ho&c bang siéu am theo doéi nang troi da bi
xep hodic xét nghiém LH nudc tiéu duong tinh hoac
progesterone tuan hoan tang = 2ng/ml. Ngay sau
rung tring ty nhién, kich thich budng tring véi litu
6 dinh: letrozole 2,5mg/ngay dén khi nang l6n
nhét dat 12mm, HMG 225IU/ngay. Chuyén phoi
trg vi ndi mac t0 cung va phéi khong dong beé.
Nghién ciu da dugc bdo cdo lan dau tien tai Hoi
nghi Chau A Théi Binh Duong lan thg V nam 2013.

Két qué: Sé luong tring thu dugc trung binh
la 13,1£8,5, s6 lugng phoi logi 1 trung binh la
4,8+4,1, ti lé lam 6 40,37%, ti lé thai lam sang
55,46% va ti lé thai tién trién 48,91%. Khong ¢
trudng hop ndo xdy ra dinh LH sém, khéng cé qué
kich busng trung trung binh v& nang.

Kheng c6 dinh LH sém chua hoan toan dugc
hiu ré vé& co ché, c6 thé do cdc chét Steroid va
Non-steroid nhu Inhibin, Activin...cé vai tro Uc ché
tiét LH. 20%-25% chu ky kich thich busng tring
giai doan nang nodn véi HMG xuét hien dinh LH
sém, lam hoang thé héa nang nodn, gidm chét
lugng tring thu dugc va phéi dusi muc t6i vu. Dé
khdc phuc digu nay, phdc do kich thich giai doan
nang noan da phdi st dung GnRHagonist tro héa
tuyén yén hodic GnRHantagonist, v6i ché d6 theo
dai chat ché bang siéu am va dinh lugng noi tiét.
Digu nay lam cho viec kich noan tré nén phuc tap.

Khéng xdy ra qué kich budng tring via va nang
du 1/4 6 méu ¢ hon 20 tring dugc choc hat, ¢c6
thé 6 vai trd cia GnRHagonist truéng thanh nang
nodn thay thé HCG, khong chuyén phéi tusi va
clng c6 thé cé vai trod cia hoang thé.

Két qué thai 16i uu, ligu Gonadotropin trung
binh va khéc phuc nhing han ché coa cac phéc do
kinh dién giai doan nang noan dua dén hy vong
mé rong khé nang thiét lap kich thich busng tring
giai doan hoang thé hodic IVF thusng quy ma khéi
dong khong phy thuéc chu ky kinh, digu nay dac
biet thuan lgi déi véi déi tugng cho tring, khong
can ¢6 sy dong bo véi noi mac 10 cung.

Xu B vacs, 2013[42]

bay la mét bdo cdo trusng hep, bdo cdo dau
tien vé kich thich busng tring kép. Mét bénh nhan
v6 sinh ng, 41 tuéi 6 dy tri budng tring kém. Kich

thich nhe giai doan nang noén bang FSH 1501U/
ngdy tU ngay 3, kém Clomiphene citrate 50mg khi
nang noan Ién nhét dat dusng kinh 10mm dé ngan
chén ryng tring. GnRHagonist dugc tiem ngay 15
khi nang Ién nhét dat dusng kinh 18mm. Choc hot
trong dusi sieu am dugc thyc hién 21 gis sau dé.
Tuy nhién khéng cé tring thu dugc. Kich thich buang
tring giai dogan hoang thé dugce bét dau 2 ngay sau.
Choc hit tring sau HCG 25 gis thu dugc 1 tring.
Két qué tao dugc 1 phoi t6t logi 2, giai doan 8 &
bao. Trusng hop nay da ching minh réing chét lugng
tring var phoi 16t c6 thé thu dugc & giai doan hoang
thé tu phdc do kich thich kép ma khéng bi tac dong
tieu cyc cta moi tiem GnRHagonist cui giai doan
nang nodn, cing nhu cta ndéng dé Progesteron cao
trong giai doan hoang thé.

Kuang Y va c¢s, 2013 [23]

Day cong la mét bdo cdo trusng hop vé kich
thich buéng tring kép 6 mét benh nhan dap ung
kém nhung khéng phdt hien dugc rung tring ty
nhién, cong khéng kich hoat ryng tring va truéng
thanh nang noén giai doan cusi. Qué trinh theo
daéi kich noan nhan théy 2 nang thu cép dugc chieu
mé dot dau phdt trién & kich thudc trung binh roi
bién mét, nong dé Progesteron huyét thanh tang
len 2,1ng/ml véio ngay 10 va tiép tyc tang dén
19,2 ng/ml véio ngay 16. Kich noan dugc tiép tuc
sau ngay 10, mét dot nang thu céip méi 4-7mm
xuét hién va phdt trién. Sau khi truéng thanh giai
doan cusi bang GnRHagonist, thu dugc 7 tring,
tao dugc 4 phéi, trong dé 2 phéi logi 1 dugc tro
dé chuyén & chu ky sau. Mét song thai hinh thanh,
sinh duoc 2 bé khée manh, sau 3 nam theo déi, da
phat trién thé chét var tinh than trong pham vi binh
thusng so véi céc bé thy thai ty nhién.

Bdo cdo doc ddo nay cho théy két qua phat
trién thuan loi coa phéi va tré sinh ra tu trung thu
dugc nhs kich thich busng tring giai doan hoang
thé trong kich thich busng tring kép.

Méc du béo cdo sau nhém cia Xu B vai théng
nhung thyc sy nghién ctu da dugc thyc hién trudc
vai naim.

Hai bdo cdo trusng hop vé kich thich budng
tring kép cung véi nghién cou vé kich thich busng
tring giai doan hoang thé cia chinh Kuang Y da
lam tien dé dé ong tién hanh nghien cou vé “phéc
dod Shanghai” var da fim ra ung dung ¢6 hiéu qua
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vugt troi coa kich thich buéng tring giai doan
hoang thé dé la ung dung trong kich thich buang
tring kép & bénh nhan ddp ung budng tring kém.

Cdc nghién ciu vé kich thich buéng trung giai
doan hoang thé va kich thich buéng tring kép
sau “phac dé Shanghai”

“Phéc do Shanghai” da thyc sy thu hot dugc
sy quan tam cta nhigu nha nghién cou. Kich thich
budng tring giai doan hoang thé va kich thich
budng tring kép dugc thdo luan tai nhigu hoi nghi
khoa hoc géin day, cong nhu mét s6 bai béo danh
gid hiéu qué cia né cé thé dugc fim thdy trong thu
vién Pubmed [15]. Cdc nghién ciu dugc cong bé
ngdy cang nhigu va dugce tom tat dusi day.

Rebecca Moffat va cs, 2014 [38]

Day chi méi la cong bs két qué ban dau coa
mot nghién cou tién ciu vé kich thich busng tring
kép, cba mét nhém nghien ciu ngusi Phép dusc
dat ten la “phac do Duplex”. Kich thich busng tring
thu hai dugc thyc hién ngay sau thu tring tha nhét,
hai ché do dieu tri tuong dong cho hai giai doan:
FSH 300IU/ngay, Cetrorelix 0,25mg/ngay bét dau
ngdy 6 cia FSH, Triptorelin 0,2mg dé truéng thanh
nang nodn. Két qua ban dau la kich thich busng
tring giai doan nang noan va giai dogn hoang thé
cung céip mét s6 lugng tuong duong 1€ bao tring,
phéi va hop 10 va do d6 “phéc dd Duplex” cudi
cung téing gép déi s6 lugng phéi nang so véi mot
chu ky kich thich budng tring hé trg sinh sén kinh
dién trong thsi gian ngén dusi 30 ngay. Nghién
clu nay cing c6 thém gid tri cia kich thich giai
doan hoang thé so véi kich thich giai doan nang
nodn va gid tri cta kich thich busng tring kép.

Chen H, Kuang Y va cs, 2015 [5]

Nghién ctu hdi cou c6 déi ching nay nhém
ddnh gid két qué thai ky va di tat bém sinh coa phoi
c6 dugc tu kich thich budng tring giai doan hoang
thé. Méu gom 587 thai phy két qua tu phac do kich
thich budng tring giai doan hoang thé, 1257 thai
phy két qua U phac d& Short-GnRHagonist, 216
thai phy két qué tu phac dé kich thich nhe. Két qué
khong théy sy khac biét gita 3 nhém.

LiY vacs, 2016 [26]

Day la nghién cou so sanh phac do kich thich
budng tring giai doan nang nodn véi kich thich
giai doan hodang thé béng Clomiphene citrate kem
HMG 6 bénh nhan dép ung budng tring kém. Cs

méu n=131, trong dé 33 kich giai doan hoang thé,
98 kich giai dogn nang noan. Két qua kich thich
bang phdc dé clomiphene citrate kem HMG & giai
doan hoaing thé cho s6 lugng, chét lugng tring va
phoi t6t hon giai dogn nang noan.

Wei LH va cs, 2016 [40]

Mét nghién ciu héi clu cé déi ching, so sanh
hiéu qua coa kich thich budng tring giai doan
hoang thé trong kich thich budng tring kép véi
kich thich busng tring béng phdac do dsi van
GnRHantagonist kinh dién & bénh nhan ddp ung
budng tring kém. Méau gom 50 chu ky kich thich
hoang thé, 158 chu ky kich thich phac ds dsi van.
Két qua sé tring va s6 phoi thu duge khong khac
biét c6 y nghia théng ké. Nhung phéc db kich thich
budng tring giai doan hoang thé dan dén ti le thy
tinh cao hon va do d6 ti lé thai cao hon (46,4%) c6
y nghia théng keé so v&i phac do déi van (25,8%).

Zhang Q va cs, 2016 [43]

bay la phan tich hsi cou, myc tieu chinh la so
sanh khé nang lam 16 coa phéi thu dusc tu 2 giai
doan khdc nhau cua kich thich busng tring kép &
bénh nhan dap ung budng tring kém. Méu l& 153
chu ky kich kép. Két qué pheéi tu giai doan hoang
thé ¢6 ti lé lam 16 cao hon.

3. Két luan

Cdc nghién ciu gan day da gép phan lam sang
16 them hiéu qua cta phéc db kich thich busng tring
giai doan hoang thé. Va vi vay kich thich busng
tring kép 6 bénh nhan ddp ung budng tring kém
c6 béng ching vé viéc cung céip thém mét co hoi
thu tring va phéi c6 chét lugng, an toan lan thg
hai trong thsi gian coa mét chu ky. Tu d6 kich thich
budng tring kép da giém hay chu ky digu tri, giam
céng théng cho bénh nhan va tang ti lé mang thai.
Tuy nhién cdc nghién cou da s6 cé ¢ méu nhd, s6
lugng nghién cdu thi chua nhigu, higu biét vé co ché
kich thich busng tring trong céc phéc dd nay chua
hoain toan dugc biét ré6. Chung ta mong ché sy déng
gop cla cac nha khoa hoc trong tuong lai. Thay
cho I5i két, xin dén Isi mét nha nghién ciu Norbert
Gleicher (My) binh luan vé “phdc do Shanghai” trén
trang www.ivf-worldwide.com: “Day la huéng ma
ching t6i dang theo. Chuing t6i dodn réing day l&
chién lugc méi cho bénh nhén vé sinh trong 20 nam
16i cho dén khi t& bao géc len ngoi” [25].



Tai liéu tham khao

1. Baerwald AR, Adams GP, Pierson RA (2012), Ovarian antral
olliculogenesis during the human menstrual cycle: A review, Human
Reproduction Update, 18(1), 73-91.

2. Baerwald AR, Adams GP, Pierson RA (2003), A new model for ovarian
follicular development during the human menstrual cycle, Fertil Steril, 80, 116-122.

3. Baerwald AR, Adams GP, Pierson RA (2003). Characterization of
ovarian follicular wave dynamics in women. Biol Reprod, 69(3), 1023-31.

4. Block E (1952), Quantitative morphological investigations of the follicular
system in women: variations at different ages. Acta Anat, 14, 108-123.

5.Chen HL, Wang YL, Lyu Q1, et al (2015). Comparison of live-birth defects after
luteal-phase ovarian stimulation vs. conventional ovarian stimulation for in vitro
fertilization and vitrified embryo transfer cycles. Fertil Steril. 103(5):1194-1201.

6. Demirtas E, Elizur SE, Holzer H, Gidoni Y, Son WY, Chian RC, et al
(2008). Immature oocyte retrieval in the luteal phase to preserve fertility in
cancer patients. Reprod Biomed Online,17, 520-3.

7. Dervain . Etude Echographique De La Croissance Du Follicle Ovarian
Normal Et Detection De L'ovulation. Strasbourg; 1980.

8. Eskandar M, Jaroudi K, Jambi A et al (2004), Is recombinant
folliclestimulating hormone more effective in IVF poor responders than
human menopausal gonadotrophins? Med Sci Monit; 10(1), P16-9.

9. Faber BM, Mayer J, Cox B et al (1998), Cessation of
gonadotropinreleasing hormone agonist therapy combined with high-
dose gonadotropin stimulation yields favorable pregnancy results in low
responders, Fertility and Sterility, 69, 826-830.

10. Ferraretti, A.P., La Marca, A., Fauser, B.C., et al (2011), ESHRE
working group on Poor Ovarian Response Definition, 2011. ESHRE
consensus on the definition of ‘poor response’to ovarian stimulation for
in vitro fertilization: the Bologna criteria, Hum. Reprod. 26, 1616-1624.

11. Goodman AL, Hodgen GD (1983), The ovarian triad of the primate
menstrual cycle, Recent Prog Horm Res, 39:1-73.

12. Gougeon A (1986). Dynamics of follicular growth in the human: a
model from preliminary results, Hum Reprod, 1, 81-87.

13. Gougeon A (1993), Dynamics of human follicular growth: a
morphologic perspective. In: Comprehensive Endocrinology: The Ovary,
New York: Raven Press, pp.21-39.

14. Griesinger G, Diedrich K, Tarlatzis BX et al. (2006), GnRH-antagonists in
ovarian stimulation for IVF in patients with poor response to gonadotrophins,
polycystic ovary syndrome, and risk of ovarian hyperstimulation: a meta-
analyses, Reproductive BioMedicine Online, 13, 628-638.

15. John Zhang (2015). Luteal phase ovarian stimulation following oocyte
retrieval: is it helpful for poor responders?. Reproductive Biology and
Endocrinology, 13(1), 1-4.

16. Hackeloer BJ, Fleming R, Robinson HP, Adam AH, Coutts JRT
(1979). Correlation of ultrasonic and endocrinologic assessment of human
follicular development. Am J Obstet Gynecol, 135, 122-128.

17. Cakmak H, Katz A, Cedars MI, Rosen MP (2015), Effective method
for emergency fertility preservation: random-start controlled ovarian
stimulation, Fertil Steril, 100(6), 1673-80.

18. Hall JE, Schoenfeld DA, Martin KA et al (1992), Hypothalamic
gonadotropin-releasing hormone secretion and follicle-stimulating
hormone dynamics during the luteal follicular transition, Journal of Clinical
Endocrinology and Metabolism, 74, 600-607.

19. Hodgen G (1982), The dominant ovarian follicle, Fertil Steril, 38, 281-300.

20. Kansal Kalra S, Ratcliffe S, Gracia CR et al (2008), Randomized
controlled pilot trial of luteal phase recombinant FSH stimulation in poor
responders, Reproductive BioMedicine Online, 17(6), 745-750.

21, Keay SD, Liversedge NH, Mathur RS, Jenkins JM (1997), Assisted
conception following poor ovarian response to gonadotrophin stimulation,
Br J Obstet Gynaecol,104(5), 521-7.

22, Kuang Y, Chen Q, Hong Q, Lyu Q, Ai A, Fu Y, et al (2014), Double
stimulations during the follicular and luteal phases of poor responders in IVF/
ICSI programmes (Shanghai protocol), Reprod Biomed Online, 29(6), 684-91.

23. Kuang Y, Chen Q, Hong Q, et al (2013), Luteal-phase Ovarian
Stimulation Case Report: Three-Year Follow-up of a Twin Birth, J IVF
Reprod Med Genet, 1(2), 1-3.

24.Kuang Y, Hong Q, Chen Q, et al (2014), Luteal-phase ovarian stimulation
is feasible for producing competent oocytes in women undergoing in vitro
fertilization/ intracytoplasmic sperm injection treatment, with optimal pregnancy
outcomes in frozen-thawed embryo transfer cycles, Fertil Steril, 101, 105-11.

25. Kuang Y et al.Double stimulation and egg collection, the best protocol for
poor responders. http:/www.ivf-worldwide.com/ivf-worldwide-blog/478.html.

26. Kucuk T, Sozen E (2007), Luteal start of exogenous FSH in poor
responder women, J Assist Reprod Genet, 24, 635-638.

27.LiY, Yang W, Chen X, Li L, Zhang Q, Yang D (2016). Comparison between
follicular stimulation and luteal stimulation protocols with clomiphene and HMGi in
women with poor ovarian response. Gynecol Endocrinal. 32(1):74-7.

28. Macklon NS, Stouffer RL, Giudice LC, Fauser BC (2006), The science behind
25 years of ovarian stimulation for in vitro fertilization. Endocr Rev, 27: 170-207.

29. Maman E, Meirow D, Brengauz M, Raanani H, Dor J, Hourvitz A
(2011). Luteal phase oocyte retrieval and in vitro maturation is an optional
procedure for urgent fertility preservation. Fertil Steril ;95:64-7.

30. McGee E, Hsueh A. Initial and cyclic recruitment of ovarian follicles
(2000). Endocr Rev, 21:200-214.

31. McNatty KP, Hillier SG, van den Boogaard AM, Trimbos-Kemper
TC et al. Follicular development during the luteal phase of the human
menstrual cycle. J Clin Endocrinol Metab, 1983;56:1022e31.

32. Buendgen NK, Schultze-Mosgau A, Cordes T, et al (2013). Initiation
of ovarian stimulation independent of the menstrual cycle: a case—control
study. Reproductive Medicine, 288(4), pp 901-904.

33. Oktay K, Demirtas E, Son WY, Lostritto K, Chian RC, Tan SL (2008).
In vitro maturation of germinal vesicle oocytes recovered after premature
luteinizing hormone surge: description of a novel approach to fertility
preservation. Fertil Steril, 89:228.619-22.

34. Pache T, Wladimiroff J, DeJong F, Hop W, Fauser B (1990). Growth
patterns of nondominant ovarian follicles during the normal menstrual
cycle. Fertil Steril 54:638-342.

35. Pandian Z, McTavish AR, Aucott L, Hamilton MPR, Bhattacharya
S (2010). Interventions for poor responders’ to controlled ovarian hyper
stimulation (COH) in in-vitro fertilisation (IVF). Cochrane Database of
Systematic Reviews, Issue 1. Art. No.: CD004379.

36. Pellicer A, Gaitin P, Neuspiller F, Ardiles G, Albert C, Remohi J,
Simon C (1998). Ovarian follicular dynamics: from basic science to clinical
practice. J Reprod Immunol, 39:29-61.

37.Polyzos, N.P., Devroey, P., (2011). A systematic review of randomized
trials for the treatment of poor ovarian responders: is there any light at the
end of the tunnel?, Fertil. Steril, 96, 1058-1061.

38. Moffat R, Pirtea P, Gayet V, et al (2014). Dual ovarian stimulation is a new
viable option for enhancing the oocyte yield when the time for assisted reproductive
technology is limited, Reproductive BioMedicine Online, 29, 659-661

39. Rombauts L, Suikkari AM, MacLachlan V, Trounson AO, Healy DL (1998).
Recruitment of follicles by recombinant human foliicle-stimulating hormone
commencing in the luteal phase of the ovarian cycle, Fertility and sterility, 69(4), 665-9.

40. Wei LH, Ma WH, Tang N, Wei JH (2016). Luteal-phase ovarian
stimulation is a feasible method for poor ovarian responders undergoing
in vitro fertilization/intracytoplasmic sperm injection-embryo transfer
treatment compared to a GnRH antagonist protocol: A retrospective study.
Taiwan J Obstet Gynecol., 55(1):50-4.

41. von Wolff M, Thaler CJ, Frambach T et al (2009). Ovarian stimulation
to cryopreserve fertilized oocytes in cancer patients can be started in the
luteal phase. Fertil Steril, 92:1360-5.

42, Xu B, Li Y (2013). Flexible ovarian stimulation in a poor responder:
a case report and literature review. Reprod Biomed Online. 26(4):378-83.

43. Zhang Q, Guo XM, Li' Y (2016). Implantation rates subsequent to the transfer
of embryos produced at different phases during doublestimulation of poor ovarian
responders. Reprod Fertil Dev. 2016 May 11. doi: 10.1071/RD16020.

9102 ‘S1 - 80 (0L - NVS (Hd HD avL [

Tap 14, s6 03
Thang 07-2016



