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The level of circulating anti-angiogenic factors according
to clinical manifestations of preeclampsia

Young Nam Kim, Dae Hoon Jeong, Moon Su Sung, Ki Tae Kim

Department of Obstetrics & Gynecology, Busan Paik Hospital, College of Medicine, Inje University, Pusan, Korea

Objectives (SH)
Elevated circulating angiogenic factors, especially soluble fms-like tyrosine kinase-1 (sFlt-1) and soluble endoglin, has
been revealed as pathogenic factors of preeclampsia. The purpose of this study was to investigate whether the

concentrations of sFlt-1 and endoglin were different according to clinical manifestations of preeclampsia.

Methods (H+ W)

We performed cross-sectional study to compare the concentrations of maternal plasma sflt-1 and endoglin between
preeclamptic patients with different clinical manifestations such as early—late onset, severe-mild preeclampsia,
heavy-light proteinuria, severe-moderate hypertension, and presence-absence of IUGR, as well as between normotensive
controls and preeclamptic patients. This study included 62 gestational age-matched normotensive controls and 68
preeclamptic patients. We measured the concentrations of sFlt-1 and endoglin by Enzyme- linked immunosorbent

assays (ELISA).

Results (Z1)

Compared with normotensive controls, both sFlt-1 and endoglin concentrations were significantly elevated in
preeclamptic patients (p<0.0001, respectively). In preeclamptic patients, the concentrations of sFlt-1 and endoglin were
correlated (p<0.0001). Both sFlt-1 and endoglin concentrations were elevated in early-onset (<32 weeks) than
late-onset preeclampsia, but only the level of endoglin had significance (p=0.0003). Soluble endoglin concentrations
were also significantly increased in severe preeclampsia than mild preeclampsia (p=0.0068) and in IUGR group than
without IUGR (p=0.0327), but sFlt-1 were not increased. On the other hand, sFlt-1 concentrations were elevated in
preeclampsia with heavy proteinuri a (>2 gm) compared with light proteinuria with borderline significance (p=0.0523).

The concentrations of sFlt-1 and endoglin were not different according to the degree of hypertension.
Conclusions (Z2)

Circulating anti-angiogenic factors, sFlt-1 and soluble endoglin, might be involved in pathogenesis of preeclampsia

with cooperative but different roles.
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FN) 44 9 A% AAE AP, $54 FRUAES ol F+E Aol M
AV Algstel, 2t7ke) AL A3he} JAIA&7]7h A
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Results (Z1})

- HEA] Ae A% > Feral fibronectin (fFFN)2} MMP-8 K= S/ wto] FATHY {Fol5HA &2
AT}t (35.014.73% vs 28.7£6.53 p=0.04 ; 33.4+6.23 vs 27.9+, p=0.036). YA =] <£:7]| 7+ FN, MMP-
Sao] FAtol Hsl =2 dhe YEW AL, o5 MMP-84to] fre
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Inflammatory mediators in the placental tissues of
preeclampsia

Ho Yeon Kim, Jeong In Yang, Haeng Soo Kim, Hee Sug Ryu

Department of Obstetrics and Gynecology, Ajou University School of Medicine, Suwon, Korea

Objectives (SX)
The increased inflammatory reaction is one of the pathophysiology in preeclampsia. Our aim is to evaluate and

compare the inflammatory mediators in the placental tissue in normal and preeclamptic pregnancies.

Methods (7% ')

24 severe preeclamptic women without intrauterine growth restriction (study group) and 24 normal pregnant women
(control group), matched by gestational age at the delivery, maternal age, pre- and post-pregnancy body mass index
were enrolled. The presence of macrophages in placental tissues were analyzed by FACS after staining cells with a
CD68 antibody, Inflammation mediated molecules (NF-kB, p-JNK, iNOS, and COX-2) were analyzed by Western
blotting and RT-PCR.

Results (&1

The significant levels of macrophages were detected in both normal and preeclamptic groups. In preeclamptic
pregnancies the higher levels of proteins of NF-kB, p-JNK,and iNOS were detected significantly than in normal
pregnancies. The levels of mRNA of NF-kB, iNOS,and COX-2 were higher in study group than in normal group.

There was no difference in JNK mRNA levels between two groups.

Conclusions (Z2)
The elevated levels of inflammation associated mediators might contribute to the pathogenesis and pathophysiology

of preeclampsia.
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Objectives (2X)

AUl A A HEid e & AR S8 FAAE wrRlo] Hof glow ejobr] o FeF
Aol =Ed A7 AATorNM= A7l B B ek, vwk 5o A Aehe] o] Fopxltt:
A AZEELL Qo & Aol A= mlAlE G AR (microarray)S o] -85t Abg W A A A Abmel A4
Atz o] gt oAb Il AR EE S v, B4 Y GfA B a0 HEHE Aru ol &}
s W ARAAR AdE dAd Ao e AEE st A gk
Methods (A7 )

B A A AR A o A% A (A 3730 %, AAY TESk A4 J18 S0l g A9
A 77 3000 9) ol 9 AYRS HFetel BF B W A ) AE, 16729 FES WAL W 2
Aer EAsL, #uF A5 guto| A RNAS 5%, (DNA mIAH]E w4, RT-PCR 2 western blotS
E3lo] o]E B AT B4 Mann-Witney U test@} correlation analysisE ©]-&3}0] pZho] 0.050]5}of A
9% Aoz uyn

Results (Z1})

L 2k A Ald ARl I3 9 Al E Y s A APRAAET ou] QA werow, d4
HAREY ded 5= 2 AHE BT (P<0.05). 2. ZAbg W] A AR O A IGF29]
sEe €3 oAM= A4 AREG fostA ko, A WolMe A4 AR FolshA W
AIE HAT P<0.05). 3. A Abnel wasto] zbgu] A Al AHELO] BiRbo A Rl o] ol
Z7tEl= G HAXELE 6-phosphofructo-2-kinase, lactate dehydrogenase C, dihydrolipoamide S—acetyltransferase,
insulin @ IGF2 S0] )¢l o] IGF1& ZAE = FAS H YTk RT-PCRI} western®H O 2 o] & &FQl5t4
on] o] 52 BEtE AT B o] Zaetel Frjals 20 BRAE 6 oS shelatalr.

Conclusions (Z2)

A W A A AR 3 9 AE | & 5% 9 insulin, IGF2 F%=7} A4 AME QL v sho] F
gt Aol & Ko, A Y Ao R 4T AAFotoA &4 A9 vty & A §H
A HA O] A7 S T AR A WA ddlo] H 4 UE ALeE AR
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AR E AR skt AAle dARY AR, HE 95, vl AFE e HFH A
Ao Y2 & Todd-Hewitt broth AR} x| & o] &5l & FA5IUTH GBS7} 5% 7§ Strep TexE 0]
&sto] A A BAE stlem 5ol A 9F microarray & ©]-§-5to] EHPS EA AT
Results (Z1})

Z 2,624 9] JAFANA HAE S-S 3 T/Y AAVE BF e A 247170 2039 9
Al g HA o]l Al GBS7E F7d E o] 82%4 dehgs Bt dAE S oA 6.2%, A5t
A 4.2%, FEFAFNA 33% AT YA d/d ARl A= clindamycinof] Th3f 529% 2 7HE =2 WA

& 2om, erythromycinof] thsfj A= 27.5% 9] WHAd&2 E ATt Erythromycino] WS R Q1 949 F 90
oAl 95.7%) A & Aloll clindamycinof] i A= WS HATH 5HH GBS 7Hd =5 P2 Type 11T
(39%)F 2.1 clindamycin¥} erythromycino]] t3t WA = 713 &35 AT L Type VE 27} 44%, 78.6% S
=

Conclusions (ZZ)

# €7 YA GBS HALE OIS Fu| widich £ Ol S A} EYAL e
2 A Z+E T} Clindamycino]] EH 3l =2 WAL T tfFHE O] erythromycin YAl F©] clindamycino] tf s A = WY
He wolt e A AA 23 A D & ek Selbel Aol oek GBS AE A S 3t
ARE AL AW 0AsE T GBS Wekawt Ao} oFel ek F/hHe @k aH.
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@2, 485, AR, 44, o004, FAF, AW, |7

Department of Obstetrics and Gynecology, Korea University, Seoul, Korea

Objectives (=)
o] A9 H&-2 Glucosuria®t Fate] TA| 4 QA4 e (Gestational diabetes mellitus)©] A AR
X Glucosuria ©] QAFA 9842 dolE 1A} 3¢t}

B QATE $H AT P /MO R0 H 20020 ERE 2007AEA heHE nejdsha B el
S RS AW 2 50g0GTT E= 100g0GTTE 3+ ¥ o|AF A3t BE AnE (N=982) Ao & 519
o} 50g0GTTO| A8 B4 e A A F|= Uriscan 10 o A A|FHAE ARG W HAE HALES
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g Ech.
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Objectives (=)
THAFQ Ao A Zpg 7 el AR RIS AR5t A B A off 7| A A0 FF5 TS0l
og A ToJst=%] LolH 1z} sHY T

Methods (H7 HhH)

FAELDS o] §olo] FEETL SFUT ATAR BihopHsl Gulgkel WA 1892 thaew
ShATh AT o] Eie A 5ho] 60 cc FASHAZ T A ARS 10 ml 0, 2, 4 8AIZkuet 423}
of RS WsAth AART WEFA AR 1092 Ao Aol el AdS 10 ml 4F 5
Al2E drc}. IL-6, IL-8, MMP-8 == Z ELISA o2 =43}9 11, Greiss B 02 AMSH2 4 9] tAf
AEQ nirie BEE 2RO FER A7 F, AARG WEF QR 7} age] AFAR2AG A
23t & WA XA G eI ML Flo] IL-6, IL-8, hyaluronan synthase 9FAFS 3-2H5}9)ch

1. S BRuFoA ZF A|59Q IL-6=X= 0, 2, 4, 8A|7F 2.13+0.56, 37.961£6.31, 70.58+7.35, 77.66+11.71
pg/mlZ2 A|7Fo] X G4E 271519t (p<0.01). AART AEF 9] [L-65X = 42.651£9.83 pg/mg protein®] §1
A ZF A7 IL-8%%X 0, 2, 4, 8AIZFE 0.59+0.16, 2.91+0.85, 6.89%1.22, 7.79+2.12

-

pg/mg protein= A[Zbo] A& FIEelGlth (p<0.0D). AAER FFT IL-8F %=+ 7.35+2.28 pg/mg
proteino] 1t} 3. SEHuLIo|A] ZF A]RO] MMP-8%Ti= 0, 2, 4, 8A|7FZ 19.96£4.35, 117.73%53.18,
227.26£91.37, 371.50£162.88 pg/mg protein=2 A|7Fo] X F$E =715t (p<0.01). AHAETE AEL9
MMP-8% % = 819.32+£366.15 pg/mg protein®| T}, 4. S HulSto]| A ZF A& 9] nitritels = 0, 2, 4, 8A|
o 1.06+0.14, 1.3940.14, 1.51£0.18, 1.98£0.22 mM/mlZ A]7}o] A= Z7}319 T (p<0.01). A A E Tt
E 9 nitrite’xz T = 7.3621.56 mM/mlo] @itk 5. A7 FE Z 2] IL-6, IL-8, hyaluronan synthase WH & Z 23
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oFut7]121 o] WISH AlZoA cAMP, Indomethacin, IL-1(3
A2l k2 Aquaporins-2] 4t

Objectives (2X)

Abe o] FErA| 2o A aquaporin (AQP)E 2] HH S &<ls}
59 A, A ZY cAMP, A9 T XELF
A} 8k Tt

BHQl3h L, cAMP, IL-14 , QL= EF4] 59 435 AQ
SHE29] MBS BAstel AQPEY SAL shobst

jav]

ol
K

Methods (S )

Abero] ofubof A 7] €3t WISH A ZE o] L3}o], AQP 1, 3, 8, 9 mRNAS] ¥3 S RT-PCRZ o}H 71,
cAMPZFE-A| ¢l forskolind} AA|A|Ql H89, 181 QA=W EALS =EdHE vjoflo] H7lste] 2447+
AQP 8, 92] mRNA Y HIIE H2stgch o222 2, 6, 10A] 7HE<F forskolin, IL-13 , Ql=HEAI O 2 &}
=, AQP 1, 8, 9 mRNA®S] AJ7to] whE WSS AT SAlo] AlZ cAMPS} Al &] PGE2E
ZAsto] AQPLE AMMAS HotH ket

Results (Z1})

WISH A3z Al AQP 1, 8, 9= H|3F WA EE H i, AQP 3= 2= A ¢Fdth AQP 8, 9+=
forskolin'g-'e 7} Z-7Fet5 W o] F71skRlal, H89-5 =7} %—7@# Hastnh JIEmE Y w2
Zhell whek AQP 92 o3t s Btk Azt lﬂrﬂ’rHL AQP 1, 8, 9 WL forskolinA}=3- 64| 7] F-7}
St Th7E 104 7o) A4St A2 H ot IL-18 A=ZE AQP 9& 2/\] 7rx H, AQP 1, 8& 6A| 7t =7}

£ Holttrb 10417 A olli= AQP 1, 8, 9 W& ZFAstgirh. Q= EHAIA=$ AQP 1, 82 W37 gl
AQP 92 10X 7] ZHAS Wtk AU cAMP: 2X| 717k RE SFEZtol A WEt7l ¢19l 1, SA 7|9
= BE FEFFAA F7HE Ben, 1A o= IL-18 Lol ARt Z7HEE 218 th PGE2= IL-1
B ol A= 241 2R L E 57}301 20X 7R F7HEEHIE SASHAAL, T 99 FFAol A= AT F
7He BT Zastrh B3 AmuErAl o A= 204 Zbol A 2 to BlEl] Zravt WA E QT2

Conclusions (Z2)
WISH A|3Eo] AQPE2] HIE o] forskolmX]-:L?f Z7}8kal, H89OA =3 ZFAshe:

AT S AT 14 A5 AQP 9 £7]o] F71E B, of W AMPO] A5e glglonz
2 AEATELE AR A2 Aolth AmmEAl Aol A AQP 90| AQP 1, 83+ 2] fol5HA &
A% A0 HRel, YAF R/ AEANRE AmrEAl AHGA WASHE FoTaZ B 92 Aot
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The effect of single or multiple courses of antenatal
corticosteroid therapy on neonatal respiratory distress
syndrome in pregnancies complicated by hypertension

Eun Sung Seo, Seung-Eun Song, Su-Ho Lee, Suk-Joo Choi, Soo-young Oh, Cheong-Rae Roh, Jong-Hwa Kim

Department of Obstetrics and Gynecology, Samsung Medical Center,
Sungkyunkwan University School of Medicine, Seoul, Korea

Objectives (=)

Antenatal corticosteroid (ACS) treatment is widely used for the prevention of neonatal respiratory distress syndrome
(RDS) in preterm infants. However, the efficacy and safety of multiple courses of ACS remains uncertain, and the issue
is even more controversial in pregnancy complicated by hypertension. This study aimed to investigate the effect of ACS

therapy, single or multiple courses, on the incidence of neonatal RDS in pregnancies complicated by hypertension.

Methods (71 HiH)

We retrospectively evaluated the pregnancy and neonatal outcomes of 128 women with hypertensive disorders who
admitted at 24~34 weeks and delivered before 36 weeks of gestation. Hypertensive disorders of pregnancy included
preeclampsia, eclampsia, gestational hypertension, chronic hypertension, and preeclampsia superimposed on chronic
hypertension. The subjects were categorized into four groups according to ACS exposure: (1) a non-user group (n=>560),
(2) a single-course group (n=60) and (3) a multiple-course group (n=12). Univariate and multiple logistic regression

analyses were used for the incidences of RDS.)

Results (&1

The incidence of RDS was not significantly different in the three groups (39.3% vs. 36.7% vs. 33.3%, p=0.913).
However, gestational age at delivery was significantly shorter in the ACS user groups compared to the non-user group,
with the shortest gestational age at delivery in the multiple-course group. Multivariate analysis showed that treatment
of ACS was associated with reduced incidence of RDS (OR 0.274, 95% CI 0.083, 0.907, p=0.034) independently
with gestational age at delivery, admission-to-delivery interval, delivery mode and birth weight. In addition, multiple
courses of ACS were associated with a further reduction in the incidence of RDS (OR 0.048, 95% CI 0.005, 0.516,
p=0.011).a

Conclusions (ZZ2)
In pregnancies complicated by hypertensive disorders, treatment with ACS was associated with a significantly

decreased risk of RDS, and the risk was further decreased by multiple courses of ACS.
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ZZ 272 ejdl W Junctional Protein®ll
tist Ginsenoside Rk19] &%}

Objectives (E"*)

Ay Amel AALE e W AR Gunctional protein)] WH Aol E L FAS AN} Lol
A AN FEEQ RKIE ANLA S Fotol AANF G4 HHE GET eute] Fojstel o5 AT
ghulo] thgt &THE BT

dlobe] AFUARAD L Tae 1090 WAE Aol 5ol Baarmel vukol A Wiz
StAM W QAE EF (western blot)2 Al 3}o], ekl Ql Zo-1, occludin, plakoglobin (y -catenin)@] 2F3]
2ol & sttt B4 eBiRtE S o deferoxamine (DFO)A 2] & hof v ofet Aot o] wstE
&Skt DFOA 2| & 3 efvbdsde] A4t F=EE4 Q0 RKIE Fofsto] wjekst & fad EXS 59}

4o ek AALEE B8 Abol ol Zo-13} plakoglobin®] @ Fpoli ®olx g9k Occludind] 7
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Up-regulated gene expressions in choriodecidual
membranes with preterm labor

Kicheol Kil, Young-Wha Kang, Gui se ra Lee, Young Lee, Sa-Jin Kim, Jong-Chul Shin

Department of Obstetrics and Gynecology, College of Medicine, The Catholic University of Korea, Seoul, Korea

Objectives (=)
The aim of this study was to identify genes up-regulated expressed in the choriodecidual membranes with preterm

labor.

Methods (7% ')

Choriodecidual membranes were separated from the fetal membranes of patients with preterm labor (PTL) and term
labor (TL). Total DNA was isolated from the choriodecidual membranes. cDNA microarray analysis was used to identify
differentially expressed genes. From up-regulated genes in PTL, we selected 4 genes for further characterization. To
confirm the ¢cDNA microarray results, we performed quantitative real-time reverse transcriptase-polymerase chain

reaction (RT-PCR), western blot, and/or immunohistochemistry.a

Results (&1

Out of 31,207 genes screened, 130 genes were up-regulated in the PTL group compared to the TL group (p<<0.05
and >2 fold change). Among these genes, we found that the expressions of MMP-12 and IL-8, OPN and VIN were
increased. real-time qRT-PCR showed that expressions of all four genes in the PTL group were significantly higher
than those in the TL group (p<<0.05, respectively). Western blot analysis showed that expressions of MMP-12 protein
in the PTL group were significantly higher than that in the TL group (p<<0.05). The expressions of OPN protein were
not different in both groups. However, IL-8 and VIN proteins were not expressed by western blot analysis. On the
other hand, immunohistochemical analysis showed that the expression of MMP-12 and IL-8 were stronger in
choriodecidual membranes of the PTL group than those of the TL group. However, the staining of OPN protein was

not significantly different in choriodecidual membranes of both groups and VIN proteins were not expressed in either

group.
Conclusions (ZZ&)

This study shows that the expressions of MMP-12 and IL-8 were increased in the choriodecidual membranes with

preterm labor. This suggests that these genes may be involved in the mechanism of preterm labor.
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Down syndrome biochemical markers and screening for
pre-eclampsia at first and second trimester: correlation
with the week of onset and the severity

Jin Hee Kang, Ji Hyeon Park, Ji Yeon Kim, Hye Sun Jun, Won Bo Hahn, Dong Hyun Cha

Department of Obstetrics and Gynecology, Pochon CHA University College of Medicine, Seoul, Korea

Objectives (SX)
To estimate the combined screening performance of first and early second-trimester prenatal serum markers for
Down syndrome, in screening for the development of pre-eclampsia, and analyze the correlation among marker levels,

week of onset and severity of the disease.

Methods (H+ W)

A retrospective cohort study was carried out on 32 women with pre-eclampsia and 3044 controls. Serum samples
from these pregnancies were assayed for PAPP-A, AFP, uE3, hCG, and inhibin-A. Likelihood ratio and odds of being
affected given a positive result (OAPR) of various combinations of markers were calculated and receiver operating

characteristic (ROC) curves analysis was performed.

Results (Z1)

In the pregnancies that subsequently developed preeclampsia, first trimester PAPP-A concentration was significantly
lower and concentrations of early second trimester inhibin-A and hCG significantly elevated. Levels of early second
trimester uE3 and AFP were not significantly altered. We also found that Inhibin-A correlates with both onset of the

disease and the severity.

Conclusions (HZ£)

Down syndrome biochemical markers levels are altered in those patients who subsequently developed pre-eclampsia
and may be a useful screening test for pre-eclampsia. Inhibin A is the most predictive marker and correlates with the

severity of subsequent preeclampsia and inversely with the week of occurrence of preeclampsia.
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