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KINH NGHIEM SU DUNG BROMOCRIPTINE
TRQNG DU PHONG HQI CHUNG QUA KICH
BUONG TRUNG

Giang Huynh Nhu*, H6 Manh Tuéng**, Vuong Thi Ngoc Lan***

Tém tét

Muc tiéu: Xac dinh ty 1é hoi chiing qua kich budng triing (HCQKBT) ¢ nhitng bénh nhan
c6 nguy co cao HCQKBT (choc hut = 20 noan) c6 stt dung Bromocriptine dé du phong
HCQKBT. Thiét ké nghién ctru: Bdo cdo loat ca. Phwong phap nghién ctru: Bénh nhan dwgc
moi tham gia nghién cttu, dwa vao s6 noan choc hat > 20 noan. Tat ca bénh nhan duoc udng
2,5mg Bromocriptine (Parlodel ®) tit ngay choc hut noan, trong 7 ngay. Bénh nhan duoc
huwéng dan do vong bung va nudc tiéu 24 gio. Bénh nhan duoc chi dinh nhép vién khi c6 mot
trong cac tiéu chuan sau: Hct tang > 5% hay Hct > 45%; c6 biéu hién 1am sang ctia bang bung
(vong bung tang > 5cm); khé thd hay lugng nudc tiéu 24 gio < 1000mL. Két qua: Trong so
113 bénh nhan tham gia nghién cttu, c6 89 bénh nhan (62,5%) dwoc chuyén phoi, 24 (37,5%)
bénh nhan phai trit phoi toan bo do nguy co cao HCQKBT hay ndi mac tit cung khong thuan
loi cho chuyén phoi. Trong nhém bénh nhan c6 chuyén phoi, ty 1é thai 1am sang la 41,6% va
ty 16 HCQKBT 1a 3,37% (3/89 bénh nhan). Trong nhém bénh nhan khong c6 chuyén phoi, ty
16 HCQKBT la 0%. Bromocriptine duoc dung nap tot trong tat ca cac truong hop. Két luan:
Nghién cttu nay cho thdy Bromocriptine c6 thé c6 hiéu qua trong du phong HCQKBT. Tuy
nhién, can cé cac nghién ctru thire nghiém 1am sang ngau nhién c6 nhém ching dé khang
dinh hiéu qua ctia Bromocriptine trong dir phong HCQKBT.

Abstract

Bromocriptine in the prevention of ovarian hyperstimulation syndrome

Objective: To identify the ratio of OHSS in IVF patients at risk of developing OHSS (= 20
oocytes retrieved) using Bromocriptine for OHSS prevention. Design: Case series. Materials
and methods: Patients underwent controlled ovarian hyperstimulation were recruited in
the study due to the large number of retrieved oocytes (= 20 oocytes). All of them received
2.5mg oral Bromocriptine (Parlodel ®)/day, starting from the oocyte pick-up day for 7 days.
The patients were instructed to measure their abdominal girth and 24 — hour urinary output.
Admission to hospital was indicated when the patient had one of the following criteria: Hct
increases > 5% or Hct > 45%; clinical manifestation of ascites (severe abdominal heaviness
and tension; or abdominal girth increases > 5cm); dyspnea or urinary output < 1000mL/24h.
Results: In 113 patients using Bromocriptine, 89 patients were performed embryo transfer
(ET) and cryopreservation of all embryos was done for the remained 24 patients because of
gastrointestinal symptoms (62.5%) or unsuitable endometrium (37.5%). In the group of the
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patients with embryo transfer, the clinical pregnancy rate was 41.6% and the incidence of
OHSS was 3.37% (3/89 patients). In the group of the patients without embryo transfer, the
incidence of OHSS was 0%. Bromocriptine was well — tolerated in all cases. Conclusions:
This study demonstrated that Bromocriptine may be effective in preventing OHSS. Further

clinical trials need to be done to verify the efficacy of Bromocriptine in OHSS prevention.
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Pat van dé

Hoi ching qua kich budng tring
(HCQKBT) 1a bién ching thuong gdp
nhat cua kich thich budng tring (KTBT).
HCQKBT nang xay ra ttt 0,5 — 5% cac chu
ky thu tinh 6ng nghiém (TTTON) va c6 thé
dan dén t& vong (Delvigne va Rozenberg,
2002). HCQKBT nang thuong cé biéu hién
rat ram rd: budng tring to, bang bung, tran
dich mang phdi, r6i loan dién giai, giam thé
tich tuan hoan, thiéu niéu; tram trong hon sé
la huyét khoi, suy gan, suy than, hoi ching
nguy cap ho hap cap 6 nguoi 16n.

Tuy nhién, nguyén nhan chinh xac cta
HCQKBT van chua duwogc xac dinh. Nhitng
quan sat trén lam sang cho thay, sw phat trién
ctia HCQKBT sau KTBT v6i gonadotropins
lién quan dén viéc sit dung hCG (human
chorionic gonadotropin) (Aboulghar va
Mansour, 2003). VEGF (Vascular endothelial
growth factor) la chat trung gian tao mach
¢ budng tring phu thudéc hCG quan trong
nhat. VEGF khong nhiing kich thich sy phat
trién ctia mach mau maéi ma con la yéu to
quyét dinh trong tang tinh thdm thanh mach
khi twong tac voi VEGF receptor 2 (Alvarez,
2007; Alvarez va cs, 2007). Trong thoi gian
gan day, da c6 nhitng bang ching cho thay
su lién quan cua VEGF trong co ché bénh
sinh ctia hdi ching nay (Albert va cs, 2002).

b3 ¢6 nhitng nghién ctu vé cac duoc
phdm c6 dac tinh d6i 1ap véi VEGF trong duw

phong va diéu tri HCQKBT. Nguoi ta nhan
thdy dopamine c6 kha nang tic ché chon loc
lén tac dung tang sinh mach mau va tang
tinh thdm thanh mach ctia VEGF (Alvarez,
2007; Alvarez va cs, 2007). Carbegoline va
Bromocriptine la hai chat dong van cua
dopamine dwgc quan tdm nghién ctru nhiéu
nhat do hai chat nay cung tac dong thong
qua Dopamine/dopamine receptor 2, tit d6
c6 tac dung lén VEGF/VEGEFR - 2 (Gomez
va cs, 2006).

Trong nghién ctu nay, ching toi
mo ta kinh nghiém budc ddu st dung
Bromocriptine (Parlodel) trong dy phong
hoi chitng HCQKBT ¢ bénh nhan TTTON c6
nguy co cao HCQKBT.

Phuong phdp nghién cuu

Chung t6i tién hanh phan tich hoi ctu
cac truong hop nguy co cao HCQKBT c6
stt dung Bromocriptine tir thang 3/2008 dén
thang 12/2008 tai IVF Van Hanh. Bénh nhan
duoc KTBT bang phéac d6 dai, st dung GnRH
agonist ttr ngay thit 21 ctia chu ky kinh truéc
trong 14 ngay, sau do6 két hop thém véi FSH
tai to hop. Liéu FSH duoc chi dinh tuy theo
tudi, nong do FSH co ban, s6 noan tht cap
dau chu ky cta ting bénh nhan. Sau choc
hut tring, néu bénh nhan ¢ > 20 noan thi
duoc chan doén la ¢6 nguy co cao HCQKBT
va duoc stt dung Bromocriptine (Parlodel ©
2,5mg) 1 vién udng mdi ngay trong 7 ngay
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ké tlr ngay choc hutnoan. Tat ca nhitng bénh
nhan déu duoc st dung Human Albumin
truyén tinh mach vao ngay choc hut noan.
Chuyén phoi dugc thuc hién 2 ngay sau khi
choc hiit noan. Thtr thai dwoc tién hanh 14
ngay sau chuyén phdi (dinh lwgng PhCG
trong mau). Siéu am thai duoc tién hanh 3
tuan sau khi thr thai dwong tinh.

Tat ca bénh nhan déu dugc hudng dan
cach do vong bung va luwgng nudc tiéu 24
gi0. Bénh nhan cd chi dinh nhap vién khi co
mot trong ddu hiéu sau: Het (Hematocrit)
tang > 5% hay Hct > 45%; c6 dau hiéu tran
dich mang bung trén lam sang (bung cang
nhiéu, hay vong bung tang > 5cm); kho
thd hay luong nudc tiéu < 1000mL/24 gio.
HCQKBT trung binh dwoc dinh nghia dwa
trén cac tiéu chuan nhap vién. HCQKBT
nang duoc dinh nghia la nhitng bénh nhan co
cac tiéu chuan dé chan doan HCQKBT trung
binh va mét trong c6 dau hiéu sau: Het>50%,
tran dich mang phdji, tran dich mang tim, thiéu
niéu, creatinine > 1,2mg/dL, SGOT, SGPT >
40U/L. HCQKBT sém 1a HCQKBT xuat hién
trude 7 ngay sau hCG, HCQKBT mudn xuat
hién sau 7 ngay sau hCG. Trong nghién cttu
nay, HCQKBT nhe khong duoc dwa vao cac
yéu té danh gia két qua do HCQKBT nhe
xay ra 0 hau hét cac truong hop c6 KTBT
va bénh nhéan c6 thé ty khoi ma khong can
can thiép.

Céc yéu t6 danh gia két qua

- Ty 16 HCQKBT ¢ nhém bénh nhan co
chuyén phoi va khong chuyén phoi

- Ty 1€ thai 1am sang ¢ nhom bénh nhan
¢6 chuyén phoi.

Két qud

Tk thang 3/2008 dén thang 12/2008, c
113 chu ky TTTON c6 nguy co cao HCQKBT
duwoc st dung Bromocriptine. Tat ca cac
bénh nhan déu dung nap t6t Bromocriptine,
khong c6 tac dung phu dang ké duoc ghi
nhan. Pa s6 bénh nhéan la vd sinh nguyén
phat (66,1%) v6i chi dinh lam TTTON la do

nguoi chong. Dac diém bénh nhan duoc mod
ta trong bang 1.

Bdng 1: Ddc diém bénh nhin (n=113)

Tuoi 30,64 + 4,087
Thoi gian vo sinh (nam) 445+2,8
Loai v0 sinh
Nguyén phat 66,1%
Tht phat 33,9%
Chi dinh lam TTTON
Tai voi 28,6%
Tinh trung yéu 33,1%
PCOS/RLPN 11,3%
Khong tinh trung 9,6%
LNMTC 2,6%
CRNN 14,8%

Trong 113 chu ky TTTON nguy co cao
c6 89 chu ky dugc chuyén phoi (78,76%)
va 24 chu ky khong chuyén phdi (21,23%).
Trong do, 62,5% cac treong hop khong
chuyén phoi 1a do bénh nhan cd cac triéu
chitng nguy co HCQKBT ndng nhu cang
bung, budn nodn, tiéu chay. Cac truong hop
con lai khong duoc chuyén phoi do ndi mac
ti¢ cung khong thuan loi (37,5%). Cac ly do
khong chuyén phoi duoc liét ké & bang 2.
D61 véi cac chu ky khong chuyén phoi, phoi
duoc trir toan bo va chuyén phdi trir lanh
dwoc thuc hién 6 nhitng chu ky sau.

Bdng 2: Ly do khéng chuyén phéi (n=24)

Céang bung, budn non, 15 (62,5%)
tiéu chay

Noi mac ttt cung mong 6 (25%)
U dich long tit cung 3 (12,5%)

DPac diém va két qua cua cac chu ky diéu
tri dwoc mo ta trong bang 3, phan tich theo
cac treong hop c6 chuyén phoi hay khong
c6 chuyén phoi. Trong nhém c6 chuyén
phoi, véi sd phoi chuyén la 3,79 + 0,5,
ty 1&é PhCG duwong tinh la 49,4%, ty 1é
thai 1am sang 41,6%. Ty lé bénh nhan
c6 HCQKBT la 3,37% (3/89 bénh nhan):
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1 treong hop c6 HCQKBT sé6m — mttc do
trung binh, 1 treong hop ¢6 HCQKBT sém
- mutc d0 nang, 1 truong hop c6 HCQKBT

mudn — mttc do trung binh. Trong nhém
khong chuyén phoi, khong truong hop co6
HCQKBT nao dwoc ghi nhan.

Bdng 3: Ddc diém va két qua ciia cdc chu ky diéu tri

C6 chuyén phoi Khong chuyén phoéi
S6 chu ky 24
Nong d6 estradiol dinh 7619 + 4612 9404 + 6190
T6ng lieu FSH (IU) 2185 + 769,88 2056 + 733,00
Thoi gian KTBT (ngay) 11,35 +1,32 11,5415
S6 noan choc hut duoc 23,43 +3,9 28,33+7,4
S6 phoi 12,93 + 4,68 19,96 +4,9
S5 phoi chuyén 3,79+0,5 _
B-hCG (+) (%) 49,4 _
Ty 1€ thai lam sang 41,6 _
HCQKBT 3/89 (3,37%) 0/24 (0%)
Sém - trung binh 0
Sém - nang 0
Muon - trung binh _
Mudn - ndng _

Ban luén

Cac triéu chitng caa HCQKBT la hau
qua cua tang tinh tham thanh mach, lam c6
dac mau, giam twdi mau co quan, thuyén
tdc mach, ri dich ra khoang phtic mac va
khoang mang phoi. b€ du phong HCQKBT,
da c6 nhiéu phuong phap dwoc dp dung
nhu giam liéu dau FSH ¢ nhitng bénh nhan
thuoc nhém nguy co cao c6 HCQKBT, ngung
FSH d€ lam thoai hda nang noan (coasting),
truyén albumin, khong chuyén phéi.... Mdc
du day la mot bién ching c6 thé lam nguy
hiém dén tinh mang bénh nhan, cho dén hién
nay, viéc di phong va diéu trj HCQKBT van
don gian 1a mang tinh kinh nghiém va diéu
tri triéu chiing.

Gan day, theo nhiéu tac gia, sw phat trién
cuia HCQKBT do su ting tao va ché tiét cac
chat hoat héa mach mau; trong d6, VEGF la
mot chat duoc quan tdm nhiéu nhat. Trong
nghién ctru nay, Bromocriptine dwoc st
dung d€ du phong HCQKBT do kha nédng
tec ché'tinh tang sinh mach mau va tang tinh
thadm thanh mach ctia VEGF (Alvarez, 2007;

Alvarez va cs, 2007). Chung t6i nhan thay ty
1é HCQKBT ¢ nhom bénh nhan nguy co cao
c6 chuyén phodi va khong chuyén phoi lan
luotla 3,37% va 0%. Trén thé gidi, da c6 nhiéu
nghién cttu vé st dung cac Dopamin agonist
dé du phong HCQKBT, véi cac ty 16 HCQKBT
trong tirng nghién cttu khac nhau: 9,09; 31,4%
(Alvarez va cs, 2007); 10,8% (Carizza va cs,
2008). Nguyéen nhan sy khac biét 1a do tiéu
chuan chan doan mutc d6 ndng cila HCQKBT
va tiéu chuan nhéan bénh dé can thiép gitra
cac nghién ctru khac nhau.

Vé tinh an toan cua Bromocriptine, chiing
toi khong ghi nhan tac dung phu dang ké
nao ctia Bromocriptine. Cé mot s6 tac gia lo
ngai rang viéc st dung cac chat dong van
Dopamin c¢é thé lam anh hwong dén qua
trinh lam t6 ctia phoi do tec ché'tac dung tao
mach cta VEGF. Tuy nhién, trong nghién
cttu cua chung toi, ty 1é thai lam sang cua
nhitng bénh nhan c6 stt dung Bromocriptine
duoc chuyén phoi la 41,6%. Tuong tw voi
két qua cua chung t0i, cac tac gia ctua cac
nghién ctru néu trén két luan rang: Dopamin
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Agonist khong anh huong dén két qua thu
tinh trong 6ng nghiém (Alvarez va cs, 2007;
Carizza va cs, 2008). Vé kha nang anh hudng
cua thudc l1én chat luong va sy phat trién
cta phoi, trong nghién cttu nay, ching toi
chi stt dung Bromocriptine trong 7 ngay sau
khi choc hat noan dé€ du phong HCQKBT.
Mit khac, da cd bao cao vé truong hop sinh
song sau khi sit dung Bromocriptine diéu trj
u tuyén yén trong sudt thai ky (Murata va
cs, 2003).

Ngoai ra, so véi Cabergoline - mot loai
Dopamin agonist thé' hé méi thuong dwoc
st dung dé du phong HCQKBT hién nay,
Bromocriptine ¢6 gia thanh thap hon, tinh
an toan trén thai ky cao hon va kinh nghiém

sit dung trén lam sang nhi€éu hon. Do do,
Bromocriptine c6 thé la mot chon lya dé duw
phong HCBKBT ¢ céac trung tam diéu tri vo
sinh & Viét Nam.

Két lugn

Nghién ctru nay cho thady Bromocriptine
c6 thé cb6 tac dung trong phong ngira
HCQKBT ¢ nhitng bénh nhan TTTON c6
nguy co cao HCQKBT va khong anh huong
1én két qua TTTON. Tuy nhién, can c6 nhirng
nghién cttu thic nghiém lam sang trong
twong lai nham khang dinh hiéu qua, liéu toi
wu, thoi gian str dung thudc ciing nhw céc tac
dung phu c6 thé ¢ ctia Bromocriptine trong
dy phong HCQKBT.
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