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TOM TAT

Hoi ching truyén méu song thai 1a mot hoi ching nghiém trong xay ra ¢ céc ca song thai c6 2

buong i nhung chung mot béanh rau véi nguy co tir vong cho thai nhi cao va c6 nguy co dj tat bam
sinh néu khong duogc diéu tri can thigp trong bao thai kip thoi. IL-1B, IL-6 va IL-8 da dugc cho rang
c6 vai tro ddi vai sinh non & thai doi, mot trong nhitng hau qua caa hoi chiing truyén mau song thai.
Nghién ctru nay sir dung phuong phap ELISA dé dinh lugng ndng do IL-1pB, IL-6 va IL-8 trong huyét
tuong cua thai phu mang thai déi c6 (n = 52) va khong c6 (n = 73) hoi ching truyén méu song thai
va tim ra méi lién quan giira mutrc d6 biéu hién cac interleukin va hoi ching truyén méu song thai. Két
qua cho thdy nong do cua IL-1p va IL-8 trong huyét twong c6 biéu hién thap va khdng c6 su khac biét
gitra ba thang thu nhét va ba thang tha hai cua thai ky, gitta nhom bénh nhan ¢ va khong cé hoi
ching truyén méu hodc gitra nhiing bénh nhan c6 hoi ching truyén mau song thai trude va sau diéu
tri. IL-6 khdng c6 su khac biét gitra ba thang thir nhat va ba thang thir hai cua thai ky hay gitra nhém
bénh nhan cé va khdng c6 hoi chimng truyén mau nhung tang cao ¢ nhiing bénh nhan hoi ching truyén
méu song thai sau phau thuat so véi trudc phau thuat. Nhu vay, IL-6 ¢ kha nang tré thanh mot marker

cho tién lugng diéu tri hoi ching truyén méu song thai bang phau thuat.

Tir khoa: Hoi chimng truyén méu song thai, IL-1p, IL-6, IL-8

PAT VAN BE

Mang thai déi c6 nhiéu bién chiing chu sinh
hon so v&i thai don nhu sinh non, thai chét luu,
bit thuong trong ting truéng cua thai nhi va dic
biét 1a hoi ching truyén méu song thai (Sebire et
al., 2000; Martin et al., 2003; The American
College of Obstetricians and Gynecologists
Committee on Practice Bulletins-Obstetrics,
2004). Hoi chang truyén méau song thai 1a mot
bién chiing nghiém trong xay ra trong khoang 5,5
- 17,5% céac ca song thai chung mét banh rau
(monochorionic twin) (Quintero 2003) va xuat
hién & 0,07% ¢ tat ca cac truong hgp mang thai

véi khoang 2800 ca tai Hoa Ky mdi nim
(Mathews, MacDorman, 2011). H¢i chung
truyén mau song thai 1a mot trong nhiing bién
ching chu sinh nguy hiém nhit véi ty 1¢ tir vong
thai nhi cao, 1én tgi 80% - 100% va c6 nguy co
di tat bam sinh 15% - 50% & nhiing tré song sot
ma khong qua diéu tri (Yamamoto et al., 2005).
Nguyén nhan dan t6i hoi chirng truyén mau song
thai chua dugc hiéu day du, tuy nhién c6 thé nhan
thdy sy théng nhau giita cac mach mau
(Anastomoses) nhau thai 1a co s¢ khoi dau cua
hoi chang truyén mau song thai mac du truyén
Mau giita hai thai doi thuong I hién twong 6n
dinh va can bang & cac cap song thai mot banh
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rau. Hién twong mat can bang truyén mau man
tinh & cAc mach mau nhau thai c6 thé dan tai hoi
ching truyén mau song thai (Denbowet al.,
2000). Trén mang dém c6 bon loai truyén mau
gitta hai mach mau (anastomosis) da dugc mo ta
bao gom: phan mach mau ndi nhau trén bé ngoai
cua mang dém (superficial anastomoses) co tinh
hai chiéu, c6 thé 1a dong mach - dong mach hozc
tinh mach - tinh mach; trong khi truyén mau dong
mach - tinh mach hoéc tinh mach - dong mach co6
tinh don huéng va huéng di sdu vao trong nhau
thai [8]. Hoi chung truyén méu song thai say ra
khi c6 it nhat mot bénh 1y lién quan dén sy truyén
mau gitra dong mach - tinh mach ¢ nhau thai, qua
d6 mau khong dugc truyén dong déu tir mot thai
nhi sang thai nhi con lai (Lewi et al., 2006). Su
truyén mau khong dong déu giita hai thai nhi dan
t6i mot thai nhan nhiéu mau (thai nhan) va mot
thai nhan quéa it mau (thai cho). Hau qua dan téi
véi thai nhan 1a kha niang bi suy tim vi hé tuan
hoan luén phai hoat dong qua muc (Szwast,
Rychil, 2005). Bén canh do, thai cho lai ¢6 thé bi
thiéu méu tram trong dan t6i khong da dinh
dudng va oxi, co6 nguy co dan téi tir vong. Mat
khac, do thai cho nhan qua it mau dan toi co
lugng chat 16ng tuan hoan thap bat thuong trong
co thé (giam kali méu) 1am cho than cua tré c6
thé ngng san xut nudc tiéu (Mahieu-Caputo et
al., 2001). Ngoai ra, hoi ching truyén mau song
thai con dan ti nhiing hau qua nhu dé non va
nhiém tring 6i.

Trong mét béo c&o cho thay su trao ddi chét
clia ngudi me mang thai déi ¢ hoi ching truyén
mau dugc diéu tri thdng qua phau thuat ndi soi
bang laser cho thiy su khai dau cua hoi chung
truyén méu song thai c6 lién quan dén réi loan trao
d6i chat & me (De Lia et al.,2000). Sy thay doi
trong mirc do biéu hién interleukin-6 (IL-6) & me
da duoc bao céo cd lién quan tryc tiép dén hoi
chang truyen mau song thai ¢ tre (Bowen et al.,
2002a). Nong d6 IL-6 ting cao trong nuGe bi cua
me c6 lién quan chat ché vai sinh non va can duoc
cha y trong 1am sang dy doan sinh non va hudng
dan chiam s6c bénh nhan (El-Bastawissi et al.,
2000). Nghién ciru vé IL-1, IL-6 va IL-8 trong
nhitng thai phu mang thai d6i cho thay 1L-8 ¢4 lién
quan dén nguy co sinh non tuy nhién su lién quan
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nay chua chit ch& dé cd thé sir dung IL-8 nhu mot
marker tién lwong sinh non & nhitng bénh nhén
thai d6i (Wennerhoim et al., 1998). Nghién ctu
cua ching t6i sir dung phuong phap ELISA dé
dinh Iuong nong do IL-1B, IL-6 va IL-8 trong
huyét tuong ciia nhirng thai phu mang thai d6i c6
hoi ching truyén méu song thai hoac khéng c6 hoi
chimng truyén méu song thai nham muc dich danh
gianong do IL-1p, 1L-6 va IL-8 dé tim ra mdi lién
quan gitra mirc d6 biéu hién céc interleukin va hoi
chirng truyén mau song thai.

POI TUONG VA PHUONG PHAP

Péi twong nghién cieu

Téng sb 79 bénh nhan song thai tai Bénh vien
Phu San Ha Noi dugc chia lam hai nhém la bénh
nhan song thai khéng hoi ching truyén mau (n =
49) va bénh nhan song thai cé hoi ching truyén
méu (n = 30). Trong s6 49 bénh nhan song thai
khdng hoi chimng truyén mau, mau mau dugc lay
tai hai thoi diém Ia ba thang thir nhat (n = 42) va
ba thang tha hai (n = 31). Trong sé 30 bénh nhéan
c6 hoi chung song thai thi mau mau duogc liy &
hai thoi diém 1a ba thang thir nhat (n = 31) va ba
thang tha hai (n = 21). Trong s6 30 bénh nhan c6
hoi ching song thai, 9 bénh nhan duoc diéu tri
bang phau thuat va mau mau duoc lay trudc (n =
9) va sau diéu tri (n = 9). Cac bénh nhan thudc
cac phan nhom tham gia nghién ctru déu da duoc
chan doan bang c4c xét nghiém 1am sang va can
lam sang. Cac quy trinh ldy miu va chim soc
bénh nhan duoc thuc hién dang phap luat va quy
dinh cua Bénh vién Phu san Ha Noi.

Po nong d9 IL-1p, IL-6, IL-8 bing phwong
phap ELISA

Mau mau ngoai vi ctia nhitng bénh nhan
thugc cac nhdm nghién cau sau khi thu thap dugc
tach lay huyét tuong va bao quan & nhiét do -
80°C cho dén khi thyc hién thi nghiém do nong
do IL-1B, IL-6, IL-8 bang phuong phap ELISA.
Nong d¢ cua IL-1p dugc dinh lugng bang b sinh
pham Human IL-1p Instant ELISA Kit
(Invitrogen) voi ngudng phét hién 1a 7,8 pg/mL.
Nong d6 cua IL-6 duoc dinh lwong bang bé sinh
phim Human IL-6 Instant ELISA Kit
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(Invitrogen) voi ngudng phét hién la 3,1 pg/mL.
Nong d6 cua IL-8 duge dinh lwong bang bo sinh
pham Human IL-8/NAP-1 Instant ELISA Kit
(Invitrogen) véi ngudng phat hién la 15,6
pg/mL.Quy trinh thuc hién thi nghiém dugc tuan
tha theo hudng dan caa nha san xuat.

Phan tich théng ké

S6 liéu duoc thu thap va nhap vao excel 2013
sau d6 duoc phan tich bang phan mém SPSS
v.20. Kiém dinh su khac biét giira cac bién dinh
lwong khong phan bé chuan giira lan ldy mau lap
lai trén cung bénh nhan st dung phuong phap
kiém dinh phi tham s6 Wilcoxon. Kiém dinh su
khéc biét gitra cc bién dinh lugng khdng phan
bd chuén tir hai nhém bénh nhan khac nhau sir
dung phuong phap kiém dinh Mann-Whitney U

test. Su khac biét co ¥ nghia thong ké trong céc
phén tich so sanh khi gia tri p < 0,05.

KET QUA

Mike d biéu hi¢n IL-1p, IL-6 va IL-8 & bénh
nhan song thai khéng hgi ching truyen méau
giira cac lan lay mau

Khi phan tich biéu hién nong do cua IL-1p,
IL-6 va IL-8 & nhdm bénh nhén song thai khéng
hoi ching truyén mau nhan thay, muc do biéu
hién cua IL-6 khong cé sy khac biét c6 y nghia
thong ké giira ba thang dau va ba thang thu hai
(Hinh 1) trong khi d6 mtrc d6 biéu hién cua IL-
1B va IL-8 & ca hai nhom déu dudi ngudng phat
hién cua kit xac dinh.
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Hinh 1. Mtc d6 biéu hién cta IL6 & nhém bé&nh nhan song thai khéng hoi chirng truyén méau gitra ba thang the

nhét va ba thang thi hai.

Mire d biéu hién IL- -1, IL-6 va IL-8 & bénh
nhan c6 hoi ching truyén mau song thai giira
cac lan l1ay mau

Két qua danh gia mtrc do biéu hién cua IL-
1B, IL-6 va IL-8 & nhém bénh nhan c6 hoi chung
truyén mau song thai gitra ba thang dau va ba
thang tha hai cho thiy muc do biéu hién cua IL-
1Bva IL-8 gan nhu la dudi nguong phat hi¢n cua
kit xac dinh, mot s6 mau cé gia tri nong do IL-6
xéc dinh duoc va thuong & nhitng mau lay & lan
1 (Hinh 2). IL-6 c6 mic d6 biéu hién cao hon
trong nhom ldy mau lan 2, tuy nhién sy khac
nhau nay chua c6 ¥ nghia thdng ké (Hinh 2).

Mikc d9 biéu hign IL-1B, IL-6 va IL-8 & bénh
nhan song thai cé va khéng héi chirng truyeén
mau song thai

Két qua phan tich mac d6 biéu hién cua cac
interleukin IL-1p, IL-6 va IL-8 & hai nhdm bénh
nhan cho thay, IL-1B va IL-8 gan nhu c6 muc
biéu hién dudi ngudng phat hién caa kit, mot sé
mau c6 mic do biéu hién xac dinh dwgc nam
trong nhém c6 hoi ching truyén mau (Hinh 3).
Mtc d6 biéu hién cua IL-6 cao hon & nhém song
thai khéng hoi chiing truyén mau nhung sy khac
biét nay chura c6 ¥ nghia thong ke.
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Hinh 2. Mtrc d6 biéu hién cla IL-1B, IL-6 va IL-8 & nhdm bénh nhan cé hoi chirng truyén mau song thai gitra ba
thang th& nhat va ba thang th& hai
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Hinh 3. Mirc d6 biéu hién IL-1B, IL-6 va IL-8 gi(ra nhém bénh nhan song thai khdng hdi ching truy&n mau va
nhém cé héi chirng truyén mau song thai
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Hinh 4. Mtrc d6 biéu hién IL-6 & nhirng bénh nhan co

Mire d9 biéu hién IL-1p, IL-6 va IL-8 ¢ bénh
nhan cé hai chirng truyén mau song thai truéc
va sau phiu thuat

Déi véi nhitng bénh nhan c6 hoi ching
truyén mau song thai, tiép tuc danh gia muc do
biéu hién cua IL-1B, IL-6 va IL-8 & nhdm bénh
nhan truéc phau thuat va sau phau thuat cho thay
mirc d6 biéu hién cua IL-1p va IL-8 déu dudi
ngudng phat hién cua kit. Bén canh do, mirc d6
biéu hién cua IL-6 ting cao & nhitng bénh nhan
c6 hoi chung truyén méu song thai sau phau thuat
S0 Véi trudc phau thuat (p = 0,04) (Hinh 4).

BAN LUAN

Nghién ctru cta chung t6i da danh gia muc
dd biéu hién cua cac interleukin IL-1pB, IL-6 va
IL-8 nhan thiy nong do IL-1p va IL-8 khong
duogc biéu hién va & mirc dudi ngudng phat hién
ctia kit & cAc mau huyét twong tir bénh nhan song
thai khdng c6 hoi chimg truyén mau va bénh
nhan cé hoi chang truyén méu song thai. Trong
do, biéu hién cia IL-6 khong c6 khac biét giira
ba thang thir nhat va ba thang thir hai & hai nhom
bénh nhan song thai khong hoi chung truyén mau
va c6 hoi ching truyén méau song thai hay gilta
hai nhém bénh nhan véi nhau. Tuy nhién, ddi véi
nhitng bénh nhan c6 hai ching truyén méau song
thai da duoc diéu tri bang phau thuat thi ndng do
IL-6 tang cao trong huyét tuwong sau phau thuat
S0 V6i trude phau thuat. Két qua nay cho thay IL-
6 c6 thé duoc sir dung dé danh gia két qua didu

(n=9)

hoi chirng truyén mau song thai trwéc va sau phau thuat
tri bang phau thuat.

Céc cytokine tir cac té bao Thi c6 lién quan
dén cac phan tng viém bao gom giai phong
interferon (IFN)-y, yéu té hoai tir u (TNF-a) va
interleukin (IL-2, 1L-6, IL-12, IL-1B) (Berger,
2000). Cytokine dugc xac dinh biéu hién trong
nhau thai, mang rung va mang bao thai trong thai
ky binh thuong, cytokine cling dugc danh gia co6
vai tro quan trong can bang noi mdi va chiic ning
cua nhau thai nguoi me (Bowen et al., 2002a).
Céc interleukin giy viém nhu IL-6 va IL-1p da
dugc san xuit bai cac té bao rung va mang bao
thai co lién quan dén hién tuong sinh non ty phat
cling nhu lién quan dén céc phan tng nhiém
trung ¢ thai phu (Bowen et al., 2002b). IL-6 la
mot cytokine dugc biét dén véi sy lién quan tryc
tiép dén hoi chung truyén mau song thai (et al.,
2011). Viéc danh gia muc do biéu hién cua cac
interleukin & nhitng bénh nhan hoi chiing truyén
méu song thai nham muyc dich tim hiéu sau hon
vé vai trd chtc niang cua interleukin & nhiing
bénh nhan hoi chang truyén méu song thai.

Nghién ciu vé vai trd cua céc cytokine &
bénh nhan hoi ching truyén mau song thai, Fox
va cong sy nam 2014 di dwa ra gia thuyét vé su
bat thuong biéu hién cia cac cytokine trong bénh
nhan c6 hoi chiing truyén méu song thai do viéc
phau thuat bang tia laser nhu hién tuong giai
phong cytokine cuc bo. Nghién cuu dugc thyc
hién trong mau huyét tuong va nu6c bi cua thai
phu ¢6 hdi ching truyén mau song thai va nhan
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thay trong nudc i cna céac thai phy 6 hoi chimng
truyén mau song thai, interleukin IL-6, IL-1B,
yéu t6 hoai tur khol u (TNF-a), IL-10, IL-4, IL-8
va TIMP-1 ¢6 ndng do cao hon trong nudc 6i S0
véi trong huyét twong. Nghién ciru ciing cho thay
khong co su khac biét dang ké vé nong do cac
cytokine sau can thi¢p diéu tri bang laser trong
huyét twong va nuéc 6i cua cac bénh nhan ngoai
troe yeu t6 tang truong biéu bi trong nudc bi giam
sau diéu tri so véi trudce didu tri (Foxetal., 2014).
Nghién ctru cua ching t6i & mau huyét twong cho
thay su twong dong trong két qua biéu hién cua
IL-8. Tuy nhién sau diéu tri bang phau thuat,
nong d6 1L-6 & nhirng bénh nhan trong nghién
ctru cua chdng toi ¢ sy tang 1én. Mirc do biéu
hién cua IL-6 ting cao trong huyét tuong cia
bénh nhan sau diéu tri so véi trude diéu tri cho
thiy vai tro cua IL-6 trong dap ung diéu tri &
nhitng bénh nhan c6 hoi ching truyén méu song
thai. IL-6 c6 thé tré thanh marker cho tién luong
diéu tri bang phuong phap phiu thuat cho nhitng
bénh nhan hoi ching truyén méu song thai.

KET LUAN

C6 sy tang cao mirc biéu hién IL-6 ¢ nhiing
bénh nhan hoi chitng truyén mau song thai sau
phau thuat so vai nhitng bénh nhan truéc phau
thuat. Su thay déi biéu hién 1L-6 & bénh nhan hoi
chang truyén méau song thai trudc va sau phau
thuat cho thiy vai tro cua IL-6 trong danh gia dap
mg diéu tri phiu thuat & bénh nhan. Pay co thé
1a marker cho tién luong dap ing diéu tri & nhiing
bénh nhan c6 hoi chiing truyén mau song thai.
Lot cam on: Chung toi xin chan thanh cam on
cac bénh nhan da dong y tham gia vao nghién
cizu nay. Nghién cizu nay duoct tai tro bai dé tai
mé s6 KC.10.09/16-20.
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SUMMARY

Twin-twin transfusion syndrome (TTTS) is an unusual and serious condition that occurs in twin
pregnancies when identical twins share a placenta but develop discordant amniotic fluid volumes.
The TTTS has a high risk of fetal death and birth defects if left untreated. IL-1p, IL-6 and IL-8 have
been shown to play an important role in preterm birth in twin pregnancies, which is one of the
consequences of TTTS. This study quantified plasma levels of IL-1p, IL-6 and IL-8 in twin pregnant
women with (n =52) and without TTTS (h = 73) by ELISA and analyzed the association of interleukin
expression levels with TTTS. The results showed that plasma concentrations of IL-1p and IL-8 were
low and not significantly different between the first trimester and the second trimester of pregnancy,
between the patients with and without TTTS or between patients with TTTS before and after
treatment. IL-6 levels showed no significant difference between first trimester and second trimester
of pregnancy or between patients with and without TTTS. Importantly, IL-6 levels were significantly
elevated in TTTS patients after surgical treatment compared to those before surgical treatment. In
conclusion, IL-6 may be considered as a potential marker for the prognosis of surgical treatment of
TTTS.
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