NHAN XET nlg‘u TRI u]uxfu YEN CO TANG TIET PROLACTIN
0 PHU NU'ROI LOAN KINH NGUYET

TOM TAT

Muc tiéu nghién cuu: Banh gia diéu tri u tuyén yén
c6 tang tiét prolactin & phu nit réi loan kinh nguyét.

Phuong phap nghién cuu: Tién ciu mé ta 45 phu
nir réi loan kinh nguyét diéu tri tai phong khém BV
Viét burc.

Két qué nghién ctru: Chén doéan u tuyén yén co
tang tiét prolactin phédi dua vao céac triéu chung lam
sang vo6 kinh (64,4%), tiét sita (35,6%) va dinh lugng
prolactin trén 600mUI/l, phdi chup cong hudng tu. Khi u
nhd dudi 10mm diéu tri ndi khoa la chi yéu 88,9%.
Thuéc dugde str dung nhiéu nhét la Dostinex 77,7%.
Sau 3 théng diéu tri triéu chimg tiét sita dude cai thién
93,7%, kinh nguyét déu 86,2%, néng dé prolactin cao
dusi 4000mUI/l tré vé binh thuong (100%) néu trén
4000mUII 66,7% trG vé binh thudng. Ty Ié co thai la
7/34 chiém 20,6%.

Két ludn: Bénh nhan u tuyén yén tang tiét prolactin
nhd dudi 10mm, ndi khoa phuong phéap diéu tri chii
y8u. Chi phau thuét khi u to va diéu tri noi khéng két
qua, co bién ching chén ép hay chay mau.

Tir khoa: Prolactin, u tuyén yén, vé kinh, tiét sita,
Dostinex.

SUMMARY

Research objectives: Evaluation of treatment of
pituitary tumour with increased secretion of prolactine
on the menstrual disorder women.

Research method: Prospective descriptive study on
45 women have pituitary tumours with increased

PHAM THI THU HUYEN, DUONG DAI HA
LE THI THANH VAN, BINH QUOC HUNG

secretion of prolactine have been treated at the Viet
Duc hospital polyclinic.

Results: The diagnosis of pituitary tumours with
increased secretion of prolactine is based on clinical
signs of amenorrhea (64.4%), a. 67.7%, lactorrhea
(35.6%), high dosage of prolactine (over 600 mUI/l)
and MRI of pituitary gland.

With small tumour (under 10mm), the majority of
choice is medical treatment (88.9%). The medical the
most using is Dostinex (77.7%). After 3 months of
treatment, almost of signs are improved: lactorrhea
(93.7%) regular menstruation (86.2%), with high
concentration of prolactine, 100% become normal, if
the initial dosage < 4000mUI/ and 66.7% become
normal, if the initial dosage > 4000mUI/. 7/34 cases
(20.6%) have pregnant after treatment.

Conclusions: Almost of women had small pituitary
tumour (d<10mm) with inscreased secretion of
prolactine have been treated by medical method.
Surgical treatment had been used only if medical
method is not successful or had heamorrage in the
tumour, or having symtons of tamponade.

Keywords: Prolactine, pituitary
amenorrhea, lactorrhea, Dostinex.

DPAT VAN BE

U tuyén yén chiém 15-20% u ndi so, dimg hang
th&t 3 sau u than kinh dém va u mang n&o. Trong u
tuyén yén hay gap nhat la u tang tiét prolactin
(prolactinomas), chiém 45%. U tuyén yén tang tiét

tumours,
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prolactin thudng hay gap & nii, nhat la trong do tudi
20-30. Ch&n doan u tuyén yén tang tiét prolatin chl
yéu dua vao 1am sang (réi loan kinh nguyét kinh thua,
vd kinh, v6 sinh, tiét sita) va néng dd prolactin trong
mau tang cao, chup cdng hudng tir c6 hinh &nh khéi u
tuyén yén.

Noi khoa 13 lua chon dau tién dé diéu tri u tuyén
yén vi nd mang lai hiéu qua cao. Céac thuc déng van
Dopamine dudc Iua chon gilip cai thién triéu chimg vé
kinh tiét sita, diéu tri vd sinh cho bénh nhan. Phau
thuat cat bd u dudc chi dinh khi diéu tri ndi khéng két
qua, khang thuéc, u I6n gay bién chiing do chén ép.

Nghién cu diéu tri u tuyén yén & nam gidi tai BV
Viét Blic kha nhiéu nhung chua cé nghién ctu nao &
nir giGi, d&c biét con gap nhiéu khé khan trong diéu tri
vd sinh. Vi vay ching t6i nghién cliu dé tai véi muc
tiéu: Panh gia két qua diéu tri bénh u tuyén yén co
tang tiét prolac tin tai Bénh vién Viét Buc va phong
kham Bénh vién Phu san Trung uong trong 1 nam
(8/2012-8/2013).

DOI TUGNG VA PHUONG PHAP NGHIEN cUU

Nhiing bénh nhan nit dugc kham, chan doan va
diéu tri u tuyén yén co tang tiét prolactin tai PK Phau
thuat than kinh Bénh vién Hiru nghi Viét Blc ¢6 day dl
tiéu chudn chan doan va dudc theo déi diéu tri it nhat
1-3 thang, danh gia lai triéu ching lam sang, va xét
nghiém, tinh trang co6 thai.

Nghién clu ti€én ciu mé ta, 18y mau ngiu nhién tur
thang 8/2012 dén 8/2013, chiing téi I8y dugc 50 bn, c6
3 bénh nhan diéu tri ng4t quang va 2 bénh nhan bd
diéu tri. Vi vay mau nghién clu dudc 45 bénh nhan.

Thu thap s6 liéu theo mau nghién ciu, x Iy sé liéu
béng phuang phap théng ké y hoc tinh ty 18, x{ ly theo
chugng trinh EPI-INFO 6.044 va SPSS 16.0. S dung
test y? so sanh cac ty 18, su khac nhau c6 y nghia
thong ké khi p<0,05.

KET QUA NGHIEN cUU

Bang 1: Chan doan xac dinh u tuyén yén cé tang
tiét prolactin

91,1% u nhé dugi 10mm. Ly do khién ngudi bénh dén
kham va diéu tri 1a vo sinh (75,6%).
Béang 2: Céc phuong phap diéu tri

Phuong phép diéu tri n Ty 18 %
Noi khoa 45/45(100%) | 100
Parlodel 4 89
Dostinex 35 77,8
Parlodel chuyén sang Dostinex 6 13,3
Phau thuat 5/45 (11,1%) 100
U tuyén yén chay mau 3 60
U tuyén yén kich thudc I6n 1 20
U tuyén yén diéu tri ngi khong két qua 1 20

Trong 45 bénh nhan dudc chan doan u tuyén yén
c6 tang tiét prolactin dugc diéu tri ndi khoa 100%.
11,1% diéu tri ngoai khoa, sau phau thuat khéi u van
dudc tiép tuc diéu tri ndi khoa.

Bang 3: Céi thién triéu chiing sau diéu tri lam sang

Trieu chimg Trudc_diéu Sau di,éu tri1 Sau di,éu tri3
tri thang théang
Ve 'F‘)';gt tha 29 20 (68,9%) 25 (86,2%)
Tiét stra 16 10 (62,5%) 15 (93,7%)
Dau dau 12 8 (66,7%) 9(75%)
Nhin m& 4 2 (50%) 4 (100%)

Ty 1€ c6 kinh trd lai chiém 86,2%. Triéu ching tiét
sira gidm 93,7%. 4 BN nhin ma déu trong nhém phai
ph&u thuat, sau 3 thang déu khdng con triéu chiing.

Béang 4: Cai thién prolactin

N6ng do Prolactin ;;idtcn Sau 1thang | Sau 3 thang
<4000mUIIL '
Gidm 30 16 (533%) 0
Trd v binh thuong 15(46.7%) | 30 (100%)
>4000mUIN
- Gim 15 13(86,7%) | 5(33,3%)
- Trévé binh thuong 2(133%) | 10(66.7%)
— 5088 % 1450 £ i
Giatritrung binh | g5 0 L | 3234 54mUlN | 365, 1mUIN

Sau 1 thang diéu tri nhdm <4000mUl/I tr& vé binh
thudng chiém 46,7%. Nhém >4000muUl/l chi ¢6 13,3%.

Triéu ching n % Sau 3 théng ty Ié binh thuong chiém ty 1& cao hon
Lam sang: 66,7%. Gia tri trung binh sau diéu tri 1 thang va 3
Vo sinh 34 756 thang gidm rd rét c6 y nghia théng ké vai p< 0,05.
V6 kinh ther phat 29 64,4 Bang 5: Ty 1& ¢6 thai bénh nhan vé sinh
Kinh thua 29 64,4 S6 bénh nhan Ty 18 (%)
Tiét sita 16 35,6 Cé thai 7 20,6%
Pau dau 12 26,7 Khong c6 thai 23 79,4
Nhin mg 4 8,9 TS 30/34
Céan lam sang S& BN diéu tri vo sinh 34 trong d6 25 ngudi vé
Nong do prolactin: sinh nguyén phat, con 9 ngudi vé sinh thi phat. Sau
- <2000mUII 13 289 diéu tri 7/34 (20,6%) c6 thai. C6 2 trudng hop cb thai
2000-4000mUIA 17 378 nhung bi sdy thai tudn th(r 6, tai thdi diém bét dau
Ch >4900mU|,/ ! . 15 333 mang thai prolactin van cao trén 2000mUl/l.
up cong hudng tir - N
Microadenoma 41 91,1 BAN LUAN i i .
Macroadenoma 1 22 1. Chan doan u tuyén yén co6 tang tiét prolac tin o
U tuyén yén chdy mau 3 6,7 phu ni réi loan kinh nguyét va vé sinh: Trong 45 bénh

Triéu chiing Iam sang hay gap nhat la réi loan kinh
nguyét chiém 64,4%, sau day dén tiét sita 35,6%.
Nong @6 prolactin cao> 2000muUl/l chiém 71,1%,

nhan nit dudc chdn doan u tuyén yén cb tang tiét
prolactin 37 bénh nhan dudc chuyén tir Bénh vién
Phu san Trung uong vi cac triéu ching khién bénh
nhan dén bénh vién la v sinh 75,6%, réi loan kinh
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nguyét nhu vé kinh thG phat (64,4%), kinh thua
(64,4%) va tiét slta 35,6%. Mot xét nghiém noi tiét
can dudc chi dinh dé phat hién prolactin cao. Khi
proplactin > 600mUl/Ldudc chup cong hudng tir dé
phat hién u tuyén yén la mét tiéu chudn vang gitp
chan doan xac dinh, hoi chan khoa so ndo Bénh vién
Viét Blc dé chi dinh diéu tri ndi khoa hay ngoai khoa.

2. Phuong phép diéu tri

Diéu tri néi khoa u tuyén yén cé tang tiét prolactin
14 phuong phap phd bién va dudc 4p dung rong rai
hon 20 ndm qua. Day ciing la phuong phap diéu tri
d4u tién ciing nhu b8 sung sau phau thuat, khi khéng
18y dugc hét khéi u hodc néng dd prolactin trong mau
van cao. C6 nhiéu loai thudc diéu tri u tuyén yén cé
tang ti€t prolactin, thuéc khang Dopamin nhu
Bromocriptin, Cabergolin. Muc dich diéu tri ndi khoa
Ia dua néng dd prolactin tr§ vé binh thudng, chu ky
kinh nguyét binh thutng, hét tiét sira va cudi cung la
buéng triing hoat déng phéng noan va bénh nhan c6
thai. Trong nghién ciiu clia chung t6i diéu tri ndi khoa
1a chl yéu (100%), trong d6 77,8% dung Cabergoline
(Dostinex®). Theo Annamaria trong nghién clu da
trung tdm va mu d6i ngau nhién trén 459 phu nit u
tuyén yén tang tiét prolactin cho két qua tét, 83%
trudng hop prolactin trd vé binh thudng, trong khi chi
c6 59% truong hop st dung Bromocriptine, prolactin
tré vé binh thudng. Trong nghién clu cla ching téi,
10 trudng hop diéu tri bromocriptine (Parlodel®), c6 3
bénh nhan xuét hién tac dung phu nhu budn nén, dau
dau, ha HA va 3 bénh nhan sau diéu tri 2 thang,
prolactin giam khéng dang k&. Vi vay phdi chuyén
sang diéu tri Dostinex 6 trudng hap (13,3%).

U tuyén yén kich thugc 16n >10mm ciing diéu tri
néi khoa nhu u kich thudc nhé. Nhimg trudng hop
khong dap (ng tét v6i Dopamine agonist nén tang
liéu thudc hay chuyén sang loai khac truéc khi huéng
t6i phau thuat

Diéu tri ngoai khoa: Chi dinh phau thuat khi khéi u
khéng dap (ing v6i thudc, bénh nhan dau dau, giam
thi luc, thi truong. o] bénh nhan c¢6 u 16n dung thudc
mot thai gian 2-6 tuan trudc gitp tang hiéu qua cla
phau thuat. Tuy nhién ty & tang PRL ho3c u tai phat
con cao nén diéu tri sau m& la can thiét. Muc dich ciia
phau thuat la gidm kich thudc khéi u, gidm lugng
prolactin trong mau, gidm triéu chiing Iam sang. Phau
thuat c6 thé gay bién chiing tén thuong ddng mach
canh, dai thao nhat, viém mang nao, thling vach mii,
do dich nao tly vao mii, cudi cing gay suy mét phan
hay suy toan bo tuyén yén.

Trong nghién cu cla ching téi c6 5 trudng hop
dudc mé ndi soi, day la ky thuat méi dudc ap dung tai
BV Viét Biic tif nam 2010. Trudc day mé bang dudng
md ndp so hay mé vi phdu béng duding mé qua xoang
buém. Theo Nguyén Dic Anh phau thuat noéi soi cé
nhiéu uu diém tang cudng dd sang vao ving mé, md
rong goc nhin quan sat dudc cac goc canh khéi u, céu
trdc gidi phau dé md tot hon, giam thiéu tdn thuong
niém mac mi va xoang budm vi khéng phai st dung

dung cu vén mii. C6 3 bénh nhan u tuyén yén chay
mau, 1 BN u tuyén yén kich thudc I6n trén 10mm, 1
bénh nhan u tuyén yén kich thuéc nhd nhung diéu tri
ndi khoa khong két qué va diéu tri vo sinh. Sau mé 1
thang prolactin trd vé binh thudng, sau 2 thang bénh
nhan c6 thai. Tuy nhién chung t6i khuyén cao bénh
nhan sau khi phau thuat, van tiép tuc kham va theo
d6i, néu prolactin tang cao phai diéu tri ndi khoa.

Két qua diéu tri: Theo y van, thdi gian diéu tri ndi
khoa nén kéo dai 2-3 nam mdi ngimng thudc, vi lic dé u
tuyén yén da hoai t& hay khong con hoat déng. Thuc té
45 bénh nhan clia chdng t6i chi can diéu tri 2-3 thang
thi néng dé prolactin da trd vé binh thudng, chu ky kinh
nguyét dudc phuc héi va 7/34 bénh nhan vé sinh cb
thai. Vi s6 lugng bénh nhan dén kham vi vé sinh cao
30/45 vi vay khi prolactin tr& vé binh thudng bac si phu
khoa chuyén sang diéu tri kich thich phéng noan ngay.
NE&u sau moét thdi gian bénh nhan lai biéu hién cac
triéu chiing 1am sang va can lam sang cla prolactin
cao, khuyén céo nén diéu tri va theo déi bénh nhan u
tuyén yén cb tang tiét prolactin thsi gian tir 2 dén 3
ndm. Luu y rdng néng d6 prolactin binh thudng va
chu ky kinh nguyét dugc phuc hdi khéng dudc coi la
b&ng chiing chéc chan khéi u da dap (ng véi diéu tri
va khong phat trién. Sau diéu tri ndi khoa dua
prolactin mau vé binh thudng ta nén theo ddi u nhé
béng chup MRI sau 6 hodc 12 thang. Mic dd cai
thién céc triéu chiing 1am sang sau 1 thang diéu tri va
dac biét sau 3 thang diéu tri rat kha quan sau. Kinh
nguyét trg lai dat ty 1& 86,2%, 93,7% hét tiét sita. C6 4
bénh nhan nhin md déu thuéc nhém phau thuat sau 3
thang hét triéu chiing. K&t qua nay phu hgp véi két
qué cla J. A. Thomson nghién c(u trén 77 bn u tuyén
yén tang tiét prolactine c6 81,8% bn cai thién triéu
ching 1dm sang, theo Ly Ngoc Lién (2003) la 83,3%
va Nguyé&n Thanh Xuan (2007) 85,7%.

Néng do prolactin dudc cai thien dang ké, gia tri
trung binh néng dé prolactine trudc va sau diéu tri cd y
nghia théng ké vGi p<0,05. Sau 3 thang 93,3% néng
doé prolactin trd vé binh thudng. Tuy nhién c6 3 bénh
nhan sau 3 thang diéu tri prolactin van cao trén
2000mUl/l kém theo kinh nguyét khéng déu, mac du
da cho tang liéu thudc nén ching téi dang can nhic
chi dinh phau thuat véi bénh nhan nay.

Bang 6. So sanh mic d6 cai thién prolactin véi cac
tac gia khac

Tac gid Mure d6 cai thién (%)
Primeau. V (2012 72,7%
Pietro Mortini (2005) 61,6%
Brigitte Delemer(2009) 82,0%
Ly Ngoc Lién (2003) 65,8%
Nguyén Dic Anh (2012) 68,7%
Nghién ciru clia chiing toi 93,3%

Nghién clu clia ching t6i cao hon céc tac gia khac
¢6 thé do cach chon bénh nhan u tuyén yén dén mudn
va c6 chi dinh phau thuat, con bénh nhan cla ching
toi 1a phu nit d&€n kham sém vi mong muén chita vo
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sinh, c6 réi loan noi tiét sém, diéu tri chdl yéu bang noi
khoa c6 két qua cao hon.

Khi néng dé prolactin gidm, kinh nguyét trd vé binh
thuong, vong kinh cé phéng noan vi vay bénh nhan co
thai. Ty I& c6 thai & nhiing bénh nhan vé sinh 1a 20,6%,
trong d6 3 bénh nhan da sinh con khée manh, 2 bn
thai dang phat trién binh thudng, 2 trudng hdp bi sdy
thai 6 tuan 1a trudng hop néng dd prolactin van con cao
>2000mUI/. Vi vay khi diéu tri bac si phai khuyén cao
dung bién phap tranh thai dé khong c6 thai qua sém
khi chua that n vé ndng dd prolactin, thai phat trién
khé khan dé c6 nguy co say thai va thai luu.

KET LUAN

Sau khi nghién ctu két qua diéu tri 45 bénh nhan u
tuyén yén tang tiét prolactine ching t6i nhan thay:

N6i khoa la phuong phap diéu tri chl y&u chiém
100%, trong dé Dostinex chiém 77,8%, chi ¢6 5 trudng
hdp dugc phau thuat néi soi.

Sau 3 thang diéu tri 86,2% co6 kinh nguyét trd lai,
hét tiét sira 93,7%, dau dau hét 75%.

Nong dé prolactin trd vé binh thudng 93,3%Véi
néng do trung binh la 271,18+365, TmUI/.

7 bénh nhan c¢é thai chiém ty I& 20,6%.
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