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98,7%. Theo nghién ctu cda Vudng Ngoc Anh
[2] két qua phu hgp phau thudt véi do nhay
93%, do dac hiéu 90%, do chinh xac 92,6%.
Theo nghién cltu cua Kulvinder Slngh [9] kha
nang phat hién ton thudng dp xe clia CHT kha
cao khi so vai phau thuat vdi dé nhay 87,5%, do
dac hiéu 95,24%, d0 chinh xac 94%. Nhu vay,
CHT c6 gid tri rét cao trong chan doéan & ap xe
canh hdu mon va dudng ro hau mon.

V. KET LUAN

Bénh ly r6 hau moén chu yéu gap & nam gidi,
tudi tir 21 dén 60. CHT c6 do chinh xéc cao trong
danh gid vi tri 16 trong (chlem 87,5%), vdi chi s6
dong thuan cao (chi s6 Kappa 0,767). Phan loai
dudng ro (theo Parks) cd chinh xac 88,3%, chi s6
dong thuan cao (chi s6 Kappa 0,681). Phan do
phic tap cta dudng ro cé do chinh xac 92,4%,
chi s6 dong thuan rat cao 0,825. Tén thuang ap
xe phoi hdp c6 do chinh xac 98,7%. Vi vay, CHT
c6 vai trd quan trong trong viéc xac dinh vi tri,
hinh thai, mdc dé phdc tap va lién quan cua
dudng ro dé dinh hudng phau thuét thanh cong,
tranh tai bién va bién chiing trong va sau phau
thuat va han ché tai phat.
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NGHIEN CU'U GEN KIR2DS3 VA KIR3DL1
O’ THAI PHU TIEN SAN GIAT

TOM TAT

Co nhiéu yéu t6 anh hudng dén qua trinh bénh
sinh cla tién san giat (TSG) nhung bénh nguyén chinh
Xac van con chua ro rang. Hién nay, nguyén nhan gdc
re cla tién san giat dugc cho la do giam tudi mau rau
thai t&r dong mach xodn thdng qua tuong tac gitta
phan tr KIR (Killer cell immunoglobulin like receptor)
cla dNK va phéi tofr cla ching la HLA-C (Human
leukocyte antigen) trén cac nguyén bao nudi cua thai
nhi. V8i muc tiéu: Xac dinh su xuat hién cua gen
KIR2DS3, KIR3DL1 va mdi lién quan cla ching véi
nguy cc TSG va xét nghiém sinh hda & cac thai phu
TSG. Tac gia nghién ciu trén thai phu binh thudng n
= 100 va thai phu tién san giat n = 100. Thuc hién ky
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thuat PCR tim gen KIR2DS3, KIR3DL1. Két qua cho
thdy KIR2DS3 & nhém thai phu tién san giat (10%)
thap hon cé y nghia thong ké so v&i nhom thai phu
binh thuGng (29%), khac biét la cé y nghia thdng ké
vGi p<0,01 (OR=3,676, 99% CI=1,680-8,045). Gen
KIR3DL1 xuat hién & 100% cac thai phu tham gia
nghién ctu. Su' cd mat cua gen KIR2DS3 lam tang
nong d6 ure mau p<0,05 & cac thai phu TSG.
Tur khoa: Gen KIR2DS3, KIR3DL1, tién san giat.

SUMMARY

ASSOCIATION OF MATERNAL KIR2DS3,
KIR3DL1 GENES WITH THE SYMTOMS OF

PREECLAMPSIA IN THE MOTHERS WITH

PREECLAMPSIA

Although many factors affect this disease, the
precise etiology of preeclampsia is still unclear. The
Killer cell Immunoglobulin-like Receptor (KIR) genes
are essential for successful pregnancies. KIR protein
bind HLA ligands on the implanting placental
trophoblast cells. Therefore, this study aimed to
investigate the influence of maternal KIR2DS3,
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KIR3DL1 genes on the symptom of preeclampsia. A
total of 100 patients and 100 controls were enrolled
in our study. The KIR2DS3, KIR3DL1 genes were
detected using multiplex PCR. In preeclampsia, we
found that the KIR3DL1 gene occurred in 100%
pregnant women, the KIR2DS3 gene was present
higher in the control than the patient group (p<0,05),
and there was an association between the KIR2DS3
gene and the concentration of urea in preeclampsia
group, p<0,05.

Keywords: KIR2DS3, KIR3DL1 genes, pre-eclampsia.

I. DAT VAN DE

Tién san giat (TSG) la moét trong nhitng roi
loan thai nghén nghi€ém trong nhat, anh hudng
dén 5-7% tbng sG thai ky, dan tdi khoang
70.000 ba me va 500.000 tré em t& vong moi
nadm trén toan thé gidi- Ty 1&é mac TSG & VN
khoang 5-6% va la mot trong 4 nguyén nhan
gay tr vong hang dau trong san khoa. TSG la
mot bénh ly tén thuong da co quan, ty 1&é mac co
xu huéng ngay cang téng va phucng phap diéu
tri duy nhat la dinh chi thai nghén, dan dén ty 1€
sinh non cao hon va su’ phat trién cua tré sd sinh
bi han ché. V& mdt cd ché bénh sinh clia TSG
van chua sang tdé, tuy nhién gia thuyét hién
dudc cac tac gia ung hd nhiéu nhat do la TSG c
cd ché mién dich. Ngudi ta thay vai tro rat quan
trong cla t€ bao Dnk (decidual Nature Killer)
trong viéc ho trg cac nguyén bao nudi trong qua
trinh xam 18n, tdi cdu tric dong mach xodn
thdng qua su' tuong tac gilta thu thé KIR cua t&
bao dNK va phan tr HLA I8p I trén nguyén bao
nubi. Su tuang tac nay dudc biét dén cd vai tro
guan trong trong viéc hinh thanh co ché bénh
sinh TSG. Nam 2004, Hiby va cong su cho thay
rdng su tuong tac gitta haplotype KIR AA clia me
va HLA-C2 cla thai tang cé y nghia trong nhém
TSG [1]. Vai tro cla cac gen KIR dang dan dugc
lam sang td. Mot diém dang Iuu y nita la su’ khac
biét vé chang toc, hay dan toc cling dua dén su
khac nhau trong danh gia mai lién quan gilra
gen KIR va TSG. Tuy nhién, hién tai s6 lugng
nghién cflu vé vai tro cia gen KIR2DS3,
KIR3DL1 déi vdi tién san giat van con rat han
ché. Do vay ching t6i ti€n hanh nghién clitu vdi
2 muc tiéu:

1. Xac dinh su’ co mat cua gen KIR2DS3,
KIR3DL1 & thai phu mdac tién san gidt va thai
phu binh thuong.

2. Xac dinh méi lién gquan giiia gen KIR2DS3,
KIR3DL1 vdi sur xudt hién cua TSG va xét nghiém
sinh hoa mau & thai phu tién sén gigt.

1. DOl TUONG VA PHU'O'NG PHAP NGHIEN CU'U

Nghién cltu bénh ching véi d6i tugng la cac
thai phu mang thai dan tuan th 20 trg di, theo

dGi va quan ly thai nghén tai bénh vién Phu San
Ha Noi, dugc lua chon vao 2 nhom:

- Nhém TSG (n=100): Thai phu mang thai
don tuan ther 20 trd di, dugc chan doan TSG
theo “Hudng dan qudc gia vé cac dich vu cham
soc sic khoé sinh san” - BO Y t€ (2016).

- Nhém chirng (n=100): Thai phu khde
manh mang thai tuan thr 20 trd di, khdng bi
TSG va cac bénh man tinh khac. 3

Chon d6i tugng nghién clru va lay mau mau
dugc thuc hién tai bénh vién Phu san Ha Noi.
Xac dinh ki€u gen KIR2DL3 va KIR2DS2 bang kj
thuat PCR dudc thuc hién tai Labo b mon Sinh
ly bénh - Mién dich trudng Dai hoc Y Ha Nbi.

Thdi gian nghién ciru: 4/2019 dén 8/2020.

Trinh tu moéi cta phan ¢'ng PCR dugc thiét ké
dua theo nghién clru cla tac gid Kulkarni va
cdng su' ndm 2010, chiing ndi kiém la gen X1X3
(Gen ndm trén NST X):

Trinh tu’ cac cap moi cua phan rng PCR[2]

A N Kich
;22 In%r} Trinh ty moi E;‘O thudc
(bp)
= | TGGCCCACCCAG |,
KIR GTCG
2DS TGAAAACTGATA 242
30 | R | GGGGGAGTGAG | 4
G
CTATGACATGTA
2'%% F | ccatctaTccac | 2 -
o5 | r | AAGCAGTGGGT | .
CACTTGAC
r | £ | CGCIGTGGTGC |
3DL CTCGA 191
v [ R | GGTGTGAACCCC |
GACATG
CCCTGGTGARAT
3K[I)FE F | “caceacacag | 4 186
o [ R | TGTAGGTCCCTG |
CAAGGGCAA
x1 | F | CCCTGATGAAGAACTTG
TATCTC 201
3 | R | GAAATTACACACATAGG
TGGCACT

Moi gen KIR dugc xac dinh bdang 2 cdp moi.
Cach doc két qua:

+ Két luan la mau nghién cu cé chra gen
khi ca 2 cdp moi déu duong tinh.

+ Két ludn la mau nghién clu khdong chira
gen khi ca 2 cap moi déu am tinh.

+ Trudng hop, 1 cdp moi duong tinh va 1 cap
moi am tinh thi thuc hién lai phai phan (ng PCR,
néu van cho két qua truong tu' ching toi sé loai
mau do6 khoi nghién clu.
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Giéng 2: Gen KIR3DL1B 186bp; Giéng 3: Ladder

iR e T s Marker DNA 100bp. Giéng 4: Gen KIR2DS3A
S TR A e s éilztl)(p; Gi€ng 5: Gen KIR2DS3B 190bp. Gi€ng 6:
an

May 1M

Hinh 1. th€ hién két qua dién di san pham

PCR mau 1M vdi chiing ndi ki€m la gen X1X3

krzos3s: 190bp  (301bp) va chiing am la nudc cat. Theo dé, mau

1M xuét hién san pham khuéch dai cta ca 4 cp

KIR3DL1B: 186 bp  KIR2DS3A: 242bp moi ddc hiéu: KIR2DS3A, KIR2DS3B, KIR3DL1A,

Hinh 1. Hinh dnh dién di san phdm PCR KIR3DL1B do vdy, mau 1M chla ca 2 gen
Chui thich: Giéng 1: Gen KIR3DL1A 191bp; KIR2DS3 va KIR3DL1.

Il. KET QUA NGHIEN cU'U
Bang 1. Bic diém mét s6 xét nghiém dinh gid chirc ndng gan va chic nang than cia 2
nhom thai phu

Gen X1X3: 301bp

KIR3DL1A: 191bp

Nhom | Thai phu TSG (n=100) | Thai phu binh thuvong (n=100) P
Xét nghiém N % N %
>70 6 6,0 0 0
o <0 % 94,0 100 100 <0,05
315D 33,23 £ 33,58 19,50%4,80 20,01
>70 4 4,0 0 0
(ﬁ%) <70 % 96,0 100 100 >0,05
=150 28,44 * 46,48 13,21%6,47 <0,01
— >400 64 64,0 7 7
(Arﬁ'rﬂ S =400 36 36.0 %3 53 <0,01
=25D 443,35 £ 113,01 207,57 £ 67,96 <0,01
— >106 7 7.0 0 0
%rﬁqact);;"g)‘ <106 93 93,0 100 100,0 <0,05
H =15D 73,81 £ 21,08 58,74 £ 9,42 <0,01
>6.6 25 25.0 0 0
(mm 1y <66 75 75.0 100 100,0 <0,01
=15D 557 £ 2.66 3142077 20,01
Bang 2. Bac diém kiéu gen KIR2DS3 va KIR3DL1 6 2 nhom thai phu
Nhom Thai phu Thai phu Binh
) TSG ( n=100) thuong (n=100) p OR
Kiéu gen N % N %
@ 10 10,0 29 79,0 3,676
KIR2DS3 O 9 90.0 71 71.0 ] <001 | (1,680-8,045)
p— ((J_r)) 180 108,0 130 108'0

Bang 3. Méi lién quan giita gen KIR2DS3 vdi dac diém mot sé xét nghiém sinh hoa &
nhom thai phu TSG (n=75)

= Gen KIR2DS3 Co mat Vang mat p
Pac diém (" £SD) (n=10) (n=90)
AST (U/L) 32,97+15,74 33,26+35,06 >0,05
ALT (U/L) 23,14+14,58 29,03+48,78 >0,05
Ure (mmol/L) 7,59+3,20 5,35+2,52 <0,052
Creatinin (umol/L) 75,35+17,24 74,04+22,19 >0,05
Albumin (g/L) 31,45+46,18 32,43+4,29 >0,05
Acid uric (mmol/L) 440,58+145,45 440,51+116,67 >0,05
Chu thich: @ OR=0,516; 95%CI = 0,272 - 0,981
IV. BAN LUAN nhom ching (p<0,01). Dac di€m men gan trong

K&t qua & bang 1 cho thay gia tri trung binh  Nghién clu cua ching t6i phu hgp véi cac
ctia AST va ALT & thai phu TSG cao hon so vgi  Nghién clu trudc day cla tac gia Nguyen Thi
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Thu Hudng va cong su nam 2018 [3]. Cac gia tri
trung binh cua ure, creatinine va acid uric mau &
nhom TSG déu cao hon ro rét so véi nhdm
ching (p<0,01), tuong Ung véi cac nghién ciu
cla Tran Thi Hién (2014), Nguyén Tién Vinh
(2018) [4,5]. Nhu vay khong cd nhiéu su khac
biét nhiéu gilta cac nghién clu vé ty Ié thai phu
TSG b cac dau hiéu suy giam chirc nang than.
Creatinin va ure tir ldu d& dudc dung dé€ danh
gia chirc nang than do t6c do creatinine va ure
dugc loc khdi mau vao nudc tiéu gilp xac dinh
doé thanh thai, qua d6 danh gid muc loc cau
than. Trong TSG, hai xét nghiém nay cé gia tri
lam tiéu chudn phan loai TSG nhe hay ndng,
ddng thdi gip bac sy danh gid nguy cd tién trién
suy than trén thai phu dé€ co hudng diéu tri thich
hgp. Chang toi cling thdy cé 64% sb thai phu
TSG tang acid uric >400mmol/L. Acid uric mau
cling la mot chi s6 sinh héa quan trong trong
TSG. Néng dd acid uric tdng cao cd thé dugc
phat hién s6m nhat & tuan th{r 10 cua thai ky.
Nhiéu nghién clru da chirng minh vai trd cua acid
uric trong bénh sinh TSG ciling nhu anh hudng
dén cac bién chirng & me va thai nhi.

Bang 2 ty Ié gen KIR2DS3 & nhém thai phu
TSG thap han so v8i nhém ching, su’ khac biét
nay c6 y nghia théng ké véi 0<0,01, ty suat
chénh OR=3,676 va khoang tin cdy 95% CI Ia
1,680-8,045. Trong khi dé, ching t6i nhan thay
gen KIR3DL1 xuat hién & 100% cac thai phu & ca
nhdm thai phu TSG va nhém thai phu binh thuGng.

Ndm 2015, Nakimuli da cong bd két qua cla
nghién cltu clia 6ng trén tdng s6 734 thai phu
(251 thai phu TSG — 483 thai phu binh thudng)
thudc ving Uganda va 1312 thai phu (729 thai
phu TSG — 592 thai phu binh thudng) & Anh
qudc. thai phu ngudi Uganda c6 ty 1& kiéu gen
KIR2DS3 cd mat 8 nhém thai phu tién san giat la
22,3 %, thap han nhom thai phu binh thudng la
24,2%, tuy nhién su’ khac biét nay khéng cé y
nghia thong ké véi p>0,05[7]. Tac gia Long W
va cdng su (2015) ti€n hanh nghién clu trén
271 thai phu TSG va 295 thai phu binh thugng
cho thay ty Ié c6 mat cia gen KIR2DS3 & nhém
TSG va nhém ching lan lugt la 5,8% va 23,1%
(p>0,05) [8]. Tac gia Long W thay rang, khi xét
riéng ré gen KIR2DS3 thi ty Ié cé mdt cua gen
nay 6 nhém thai phu TSG thap han khong cd y
nghia théng ké so vGi nhdm thai phu binh
thudng, nhung khi xét cac gen KIR hoat hoéa noi
chung (KIR2DS1, KIR2DS2, KIR2DS3, KIR2DS5)
thi ty 1€ cac gen nay & nhdm binh thudng cao
han so véi nhom TSG véi p=0,03. Khi so sanh
két qua nghién clru cia chung téi véi két qua

nghién clru cla hai tac gia Nakimuli va Long W,
ching tdi d3 tim th3y diém tring hdp dé 1a ty 1é
c6 mat clia ki€u gen KIR2DS3 & nhém thai phu
TSG déu thap haon so véi nhdm thai phu binh
thuGng, tuy nhién su khac biét ciia ching t6i la
cd y nghia théng ké. Thém nifa la khi xét riéng
ty I&é c6 mat clia gen KIR2DS3 & nhom thai phu
TSG trong nghién cfu clia chung toi (10%) cho
thdy co su tugng dong vdi nghién clfu cla Long
W (5,8%) nhiéu han la véi két qua nghién cliu
cta Nakimuli (22,3% & ngudi Uganda va 25,4%
& ngudi Anh). Su giéng va khac nhau nay cd thé
do ddc diém ching tdc clia d6i tugng nghién clu
va ¢@ mau cua cac nghién ciu. Boi tugng nghién
clu cua ching toi la cac thai phu & Viét Nam, ho
cung thudc quén thé ngudi chau A vdi ddi tugng
nghién clfu trong nghién cru cua tac gia Long W
(Céng dbéng ngudi Han - Trung Qudc), trong khi
doé, doi tugng nghién ctru cua tac gid Nakimuli
la quéan thé ngudi chau Phi & ving can sa mac
Shahara, Uganda) va nguGi chau Au (ngudi
Anh). Thir hai 13 xét vé& ¢& mau, téng c§ mau
trong nghién clfu cta tac gid Long W Ién han
gap khoang 3 [an (566 thai phu) va nghién ciru
ctia tac Nakimuli I16n gap khoang 10 [an (734 thai
phu Uganda va 1312 thai phu ngugi Anh) tng
¢d mau trong nghién clfu cla chdng toi (200 thai
phu). Két qua nghién cru cta chdng toi phu hop
v@i xu hudng cla hau hét cac nghién ciu trén
thé gidi va diéu nay cling phu hgp vé mat ly
thuyét khi haplotype KIR B dudc coi la haplotype
c6 tac dung bao vé me khoi TSG. Nghién clu
cla tac gia Nakimuli va cong su’ nam 2014 dugc
thuc hién trén cac thai phu § Uganda va Anh cho
thdy ty 1€ c6 mat cia gen KIR3DL1 la khoang
94-99% & ca 2 nhém thai phu. Tuy cé su khac
nhau vé cd mau va chdng toc nhung két qua
nghién clfu cta chdng t6i va tac gia Nakimuli
déu cho thay gen KIR3DL1 cd mat & hau hét cac
thai phu binh thudng va thai phu TSG vdi ty 1é
rat cao 94-100%. Gen KIR3DL1 la mot gen KIR
rc ch& ndm & haplotype KIR A va né khoéng phai
la gen KIR khung, do do, viéc gen nay xuat hién
G 100% cac thai phu trong nghién clu cla
ching toi khién ching toi da dat ra cau hoi: phai
chdng tat ca cac thai phu trong nghién clu nay
déu cb kiéu gen KIR AA hodc KIR AB? Nhu vay,
gen KIR2DS3 ¢ mat & nhom thai phu binh
thudng vdi ty 1€ cao gdp 3 lan so vdi nhom thai
phu TSG (p<0,05) hay c6 thé ndi gen KIR2DS3
c6 tac dung bao vé thai phu khoi TSG. Mat khac,
gen KIR3DL1 cé mét & tat ca cac thai phu tham
gia nghién ctru hay noi cach khac la khong cé sy
khac biét vé ty 1€ gen KIR3DL1 & nhém thai phu
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TSG va nhom thai phu binh thudng [7,8].

Bang 3 cho ta thay nong do ure trong mau
thai phu TSG mang gen KIR2DS3 (7,59+3,20
mmol/L) cao han so véi cac thai phu TSG khéng
mang gen nay (5,35+2,52 mmol/L). Khac biét cd
y nghia thong ké véi p<0,05 (OR=0,516; 95%CI
= 0,272-0,981). Tu két qua nay, chung t6i cling
da di tim hi€u cac nghién clfu cla cac tac gia
khac vé moi lién quan gilta gen KIR2DS3 vdi
nong do ure trong mau thai phu TSG nhung rat
ti€c la hién chua cd nghién clu nao ghi nhan
diéu nay. C6 thé day la do vai trd cla gen nay
tham gia vao chuyén hda protid & cac thai phu
tién san giat.

V. KET LUAN

1. Ty Ié xuat hién gen KIR2DS3 & nhom thai
phu tién san giat (10%) thap han cé y nghia
thong ké so vdi nhom thai phu binh thudng
(29%), khac biét cd y nghia théng ké vdi p<0,01
(OR=3,676, 99% CI=1,680-8,045).

Gen KIR3DL1 xuat hién ¢ 100% cac thai phu
tham gia nghién ctru.

2. Sy c6 mat ctia gen KIR2DS3 lam tdng nong
dd ure mau G cac thai phu TSG (p<0,05).
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GIA TRI CUA CAT LOP VI TINH XUONG THAI DUONG
TRONG PANH GIA MANG NHI O’ BENH NHAN TAI XEP NHi

TOM TAT

~ Muc tiéu: M6 ta dic diém hinh anh va gia tri cta
cat I6p vi tinh xudng thai dugng trong danh gia mang
nhi trong tai xep nhi. P6i tu'gng va phudng phap:
Nghién cul mo ta cat ngang tinh trang mang nhi cta
74 bénh nhan xep nhi dugc chup CLVT xucng thai
dufdng 64-128 ddy, tai bénh vién Bach Mai va bénh
vién Tai M{i Hong Trung Udng tur thang 12/2018 dén
thang 3/2020. K&t qua: Trong s6 74 bénh nhan
nghién c(fu, da s6 1a xep nhi toan bd (82.4%), xep nhi
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dd III va do IV chiém uu thé véi ti 1é tuong Ung la
33.8% va 60.8%. Tinh trang mang nhi trén CLVT bao
gom: cham vao cac cau truc tai gitta: u nh6 61/74 tai
(82. 4°/o), xuong de, khdp de dap 48/74 tai (64. 9%),
cham c6 xuong bua 18/74 tai (24.3%), chui vao
xoang nhi, ngach mat 10/74 tai (13.5%), 2 trudng
hgp khong danh g|a dudgc. Khi so sanh doi chiéu hinh
anh ton thuang mang nhi trén CLVT véi ton thuang
mang nhi tren phau thuat, chung toi thay ti 1é chan
doan ding cua CLVT d6i véi su thay doi vi tri cla
mang nhi dat tr 91.9% dén 97.3%, trong dé CLVT c6
do6 chinh xac cao nhat (97.3%) khi danh gia hinh thai
mang nhi cham u nh6. Két luan: Co6 su phu hgp gilra
hinh anh trén cat I6p vi tinh cia mang nhi ¢ bénh
nhan tai xep nhi so Vi phau thuat.

Tu khoa: xep nhi, mang nhi, cat I&p vi tinh xuong
thai duang, phau thuat
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