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=ABSTRACT=

Hidden Y Chromosome and Marker Chromosome Identification by
FISH (Fluorescence in Situ Hybridization) in Turner Syndrome

Jong Seung Shin, M.D.*, Eun Suk Yang, M.D.*, Sang Won Han, M.D.",
Ja Young Kwon, M.D.*, Young Ho Yang, M.D. 1.8
*Department of Obstetrics and Gynecology, 7‘Department of Urology,
" Division of Prenatal Genetic Clinic, $The Genetic Laboratory of the Medical Research Center
College of Medicine, Yonsei University, Seoul, Korea

Objective : To assess the effectiveness of hidden Y chromosome and marker chromosome identification
by FISH (Fluorescence in Situ Hybridization) in Turner syndrome.

Methods : Data was collected retrospectively from 25 patients with or without marker chromosome
confirmed Turner syndrome by chromosomal study in Department of Obstetrics and Gynecology, Yonsei
University Medical Center. FISH was performed on all patients for hidden Y chromosome and marker
chromosome identification.

Results : FISH showed the origin of marker chromosome in 9 patients whose karyotypes were 45,X/
46,X+mar, 5 patients were positive for SRY gene. Of 16 patients whose karyotypes were 45,X or 45,X/46,XX,
there was no hidden Y chromosome indentification by FISH.

Conclusion : FISH for marker chromosome identification in Turner syndrome is a rapid and effective
procedure. But to enable widespread use of hidden Y chromosome identification by FISH in Turner syndrome,
further studies involving many cases are warranted.

Key Words : Turner syndrome, Marker chromosome, Hidden Y chromosome, FISH
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Fig. 1. cytogenetic study of Turner syndrome (45X/46,X, +mar) 4® indicates marker chromosome.
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(5) Detection
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Table 1. Cytogenetic and FISH findings of Turner syndrome

FISH
Case Karyotype
DXZ1 SRY

1 45X +

2 45X +

3 45X +

4 45X +

5 45X +

6 45X +

7 45X +

8 45X +

9 45X +

10 45,X/46,XX +

11 45,X/46,XX +

12 45,X/46,XX +

13 45,X/46,XX +

14 45,X/46,XX +

15 45,X/46,XX +

16 45,X/46,XX +

17 45,X/46,X,+mar +

18 45,X/46,X,+mar +

19 45,X/46,X,+mar +

20 45,X/46,X,+mar + -
21 45,X/46,X,+mar + +
22 45,X/46,X,+mar + +
23 45,X/46,X,+mar + +
24 45,X/46,X,+mar + +
25 45,X/46,X,+mar + +
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Blue, Gold, Green, Orange, Red bandpass Filter (Vysis inc.)
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Fig. 2. FISH of SRY and DXZ1 probes to red blood cells in Turner syndrome (45X/46,X+mar).
A. mar shows green color and indicates DXZ1gene. It's karyotype is 45 X/46XX.
B. mar shows pink color and indicates SRY gene. It's karyotype is 45X/46 XY.
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=ABSTRACT=

The Efficacy of GnRH Analogue on Pain Treatment after Laparoscopic
Cystectomy of Endometrioma

Yoon-Sang Oh, M.D., Sung-Tack Oh, M.D., Ph.D.
Department of Obstetrics and Gynecology, College of Medicine,
Chonnam National University, Kwangju, Korea

Objective : To estimate the efficacy of GnRH analogue on pain treatment after laparoscopic
cystectomy of endometrioma.

Methods : During a 12-month period from March 2000 to February 2001 in Chonnam National
University Hospital, Sixty five patients with ovarian cysts were diagnosed as endometrioma by clinical
examination, ultrasonogram and serum CA 125 level. The laparoscopic cystectomy was performed and 65
consecutive women were biopsy-proved endometrioma.

They were treated with GnRH analogue intramuscular injection every 4 weeks over a period of 6
months after operation. 10-point linear visual analogue scales for pelvic pain were completed pre- and post-
treatment at 6 months and 12 months.

Results : A total of 96 endometriotic cysts (21 cysts were bilateral) were found in the 65 patients. 65
patients had a pain associated with endometriosis. 40 patients of them complained of a dysmenorrhea, 14
patients for dyspareunia, and 24 patients for non-menstrual pain. At preoperative, the mean pain score was
5.85*2.28 (mean=*SD) for dysmenorrhea; for dyspareunia, 5.29+ 1.49; for non-menstrual pain, 5.33+2.10. At
6 months and 12 months, the mean pain score was 3.20+1.68 and 2.42+1.9 for dysmenorrhea; for
dyspareunia, 3.71£1.73 and 3.57%1.79; for non-menstrual pain, 3.63£2.26 and 3.2911.97. The mean pain
score for pelvic pain decreased after combined treatment.

Conclusion : The laparoscopic cystectomy of ovarian endometrioma is an effective treatment for pelvic
pain and the combination therapy with GnRH analogue is more useful to relieving pelvic pain after operation.

Key Words : Endometrioma, Laparoscopic cystectomy, GnRH analogue
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Table 1. Patients demographics

No. of patients with endometriomas 65
Patients mean age (range) in years 31.2 (17-50)
No. of endometriomas (bilateral) 96 (21)
Mean cystic diameter (range) (cm) 4.8 (2-15)
No. of patients prescribed a GnRH analogue 65
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Table 3. Mean pain score for each time point after combination
treatment (laparoscopic surgery and GnRH analogue)

Before After treatment After treatment
treatment (at 6 month)  (at 12 month)
Dysmenorrhea 5.8512.28 320+ 1.68* 2.42+1.90*
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* p value<0.05
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Table 2. Symptom improvement after combination treatment (laparoscopic surgery and GnRH analogue) in 65 patients

Dysmenorthea (%) (n=40)
Symptom improvement

Dyspareunia (%) (n=14)

Chronic pelvic pain (%) (n=24)

6 month 12 month 6 month 12 month 6 month 12 month
No change 9 (22.5) 10 (25.0) 5 (35.7) 4 (28.6) 7 (29.2) 8 (33.3)
Decreased but remained 13 (32.5) 12 (30.0) 4 (28.6) 6 (42.8) 6 (25.0) 7 (29.2)
Complete disappeared 18 (45.0 18 (45.0) 5 (35.7) 4 (28.6) 11 (45.8) 9 (37.5)
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=ABSTRACT=

Efficacy of Gonadotropin-releasing Hormone Antagonist and Agonist in
Controlled Ovarian Hyperstimulation in IVF-ET Patients with Expected
Normal Ovarian Response

Sun Mie Kim, M.D., Seok Hyun Kim, M.D.

Department of Obstetrics and Gynecology College of Medicine,
Seoul National University Seoul, Korea

Objective : To assess the efficacy of GnRH antagonist in controlled ovarian hyperstimulation (COH) for
IVF-ET compared with GnRH agonist in infertile patients who are expected to have normal ovarian response.

Methods : This study reviewed 105 cycles of 105 women who underwent IVF-ET for the first time in
SNUH from January, 2001 to October, 2003. In the study group (n=51), a daily dose of 0.25 mg of GnRH
antagonist (cetrorelix or ganirelix) was administered beginning when leading follicles reached mean diameter
of 13-14 mm and continued until the day of hCG injection. In the control group (n=54), patients were first
desensitized with GnRH agonist (triptorelin) long protocol, which was continued during the gonadotropins
treatment until the day of hCG injection. The outcome parameters of COH and IVF-ET were compared
retrospectively between the two groups. Statistical analysis was performed using Student’s t-test for the
comparison of means, and the chi-square test where appropriate. Statistical significance was defined as p<0.05.

Results : General characteristics of the patients in respect to age, parity, body mass index of the two
groups were comparable. In the study group, there were significant reduction in the dosages of gonadotropins
used (1818.1812.3 IU vs. 2420.2+839.2 IU)and the duration of COH (8.9*2.1 days vs. 10.9F1.6 days).
The mean serum level of estradiol and endometrial thickness on hCG day were significantly lower in the
study group. Number of embryos transferred and CES (cumulative embryo score) were significantly lower in
the study group compared to the control group. However there were no significant differences in the number
of oocytes retrieved, the fertilization, implantation, and clinical pregnancy rates, and the incidence of OHSS
between the two groups.

Conclusion : For patients who are expected to have normal ovarian response, a GnRH antagonist
multiple dose protocol in flexible fashion can be used as a protocol of choice in COH for IVF-ET. This
protocol showed comparable pregnancy rate as GnRH agonist long protocol. However, the mean number of
gonadotropin ampules administered and the mean number of stimulation days were significantly less in the
GnRH antagonist group optimizing the convenience for the patients.

Key Words : GnRH antagonist, GnRH agonist, IVF-ET, COH, Pregnancy rate
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£ TYHT Qe ABF 219 A9 (romclews)o]
299 g4H0e $40 4YE welz HFHA
Ao 530 ol R0l WA Aale] 4
Fefo] Sofgl MPHAZ 1 F A A
stk

4 wote] Agujol4

Rare R 548 vojlA wotel e B,
279 F54, 27 30 T¢ % 5ol gt vjol
°] 44 57 (embryo grading)S 713tk o|F dxt
AF % 29 WA 3GA ] Jones catheterS o] 83t =
o] F2 jolE A1 U7 A AT Y= o]
A5ttt wjole] Agulo]d] Fofl= HAT 417 A
S ASIEE Sk dAAF FUFH d4lo] &
olg wj7}A] A4 progesterone in oil 50 mgS =-&FA}
3}, 8% progesterone gel-S AU T35t A7) B
& AABEA T
NEE
Q12 volold % A LYol BF SHCG
g2lske] 3 miUmL ol4to) 7, 159 & AN
Al 8 B-hCGY 5 Holm, Y4l A
o AAgH A4 25 AL A B 2 Ejoke] A
tgo] #AHE A¢E A dAo = AHE4A
o, A3 YA dF f-hCG FE9
A5 Holz AR Ayttt Y44
H A= Al g Buke 2nE 34 #

Atk

re

3
8

o o g 4y o
:.—n—[N>4

el 3

6 EAH £

AT Aol tigh FAEA FAL2 SPSS for Windows
(version 11.5) T2 738 AFR-dlo] A A3t th Student’s
t-test, chi-square test 5 o]-&3lo] Fujefx 2L A9

FANE AAE A5 vw EAE Pglo] 0.05 1)
kel A% BAEH foAdo] e Aoz B

ST HHOZ GnRH antagonist U}3]FoH S
Al AT (n=51)7} GnRH agonist 7] F S Al
B3 2T (0=54) T TF AolA A} w2
o] vo], £, B9 7k AAFASF, 714 FSHY
TE 9 B9 Y8 4% vuslgs w FAHL
2 FYg ato]7h Uit (Table 1).

FjEfzo] gk vkge 9o} T & vud 2
ATTolM AT EEREY FRAFY Tl
2ol vs) frolatAl okt hCG T Y9 d3F E,
9 =r 2 A Yot FAE AFFlA foEiA we
A2 YT 11 mm olare] WES] & Agel ol
a7zAA thazel Mal 4o 542 ngon E

02§18 Aol FTt (Table 2).

4 87 RRAlA HCG %ol Bk A77} ol %ol
U AFTolA] 23] oA 88 dAAEY
AEZZEEA N HA] (ares) 2 vfjo}o] 2] A3}
A ZetGa iz g AeME ngxH oA
o Az 5 A9z, g ¢ B A= 4 4
9)| (fertilization failure) 2 ujjo}o]2]S Al 3}A] &3}t
71eF A" dRFe] Frel] §lo AFTAA 81E567 =
iz 98+49hEY AL AFS BYov; FAA

i+

AA
ol
°

3l

=
=

Table 1. Comparison of clinical characteristics between GnRH antagonist and agonist groups

No. GnRH antagonist (n=51) GnRH agonist (n=54) p value
Age of patients (years) 31.1£33 324+35 NS
Age of husbands (years) 35.1£3.9 359+44 NS
Parity 0.20+0.57 0.17+£0.47 NS
Infertility duration (months) 52214286 55.1£34.0 NS
BMI (kgmz) 21.0+23 2421167 NS
No. of ICSI cycles 26 23 NS
Basal serum FSH level (mIU/mL) 6.9+52 75*4.6 NS
Cause of infertility NS

Male factor 18 21

Tubal factor 16 14

Male and tubal factor 4 4

Unexplained 12 12

Endometriosis stage I 1 3

Mean=*S.D.
NS: not significant, BMI: body mass index, ICSI:
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Table 2. Comparison of COH outcomes between GnRH antagonist and agonist groups

GnRH antagonist (n=51) GnRH agonist (n=54) p value

Total dosage of gonadotropins administered (IU) 1818.1£812.3 2420.2+839.2 p<0.01
Duration of gonadotropin treatment (days) 89*21 109+1.6 p<0.01
No. of follicles on hCG day

11-16 mm 69+3.8 7.614.0 NS

17 mm 37+1.8 41%+22 NS

Total 10.6+4.9 11.7£4.8 NS
Endometrial thickness on hCG day (mm) 98+22 11.7£2.2 p<0.01
Serum E, level on hCG day (pg/mL) 1149.6588.2 1512.6+£928.3 p<0.05
Mean=*S.D.

NS: not significant
COH: controlled ovarian hyperstimulation

Table 3. Comparison of IVF-ET outcomes between GnRH antagonist and agonist groups

No. GnRH antagonist (n=51) GnRH agonist (n=54) p value
Cycles of oocyte retrieval 51 54 NS
ET cycles 49 52 NS
Oocytes retrieved 413 630 NS
Oocytes retrieved per patient 8.1+5.6 9.81+4.9 NS
Oocytes with 2PN 48+38 5.6+3.1 NS
Fertilization rate (%) 7211276 65.1+£223 NS
Embryos transferred per patient 27110 35+1.0 p<0.01
Embryos cryopreserved 55%25 46107 NS
Cumulative embryo score (CES) 41.4%215 57.0£32.0 p<0.01
Implantation rate (%) 18/134 (13.4%) 24/188 (12.8%) NS
Pregnancy rate per patient (%) 18/49 (36.7%) 20/52 (38.5%) NS
Biochemical pregnancy (%) 4 (82%) 4 (1.7%) NS
Abortion (%) 3 (6.1%) 4 (1.7%) NS
Clinical pregnancy (%) 11 (22.4%) 12 (23.1%) NS
Multiple pregnancy (%) 5 (357%) 4 (33.3%) NS
Severe OHSS cases requiring admission 0 2 NS
Mean£S.D.

NS: not significant
OHSS: ovarian hyperstimulation syndrome
PN: pronuclei

Frele giglek wotel gl g loke) A4 2 T

2| wjo}=|<= (CES; cumulative embryo score). ol

A ol wgkont of= ujol o4 9] JiE 72 AFZAES AT Fuffzdl o] 71 F2l3)
ARSIE 2482 @A7h Aol 2FE AL oF & AHH WY 27] FARSZE FF (premature
WEoz Bon. wololAg AW BT QoA LH suged ol Sisl sl Qe Abgslel o
FAE, S, WsHAE wjoly M4, dAs, dAr 9% GnRH agonist®] 2289 Zo|1 229 HeAL

=0]7] 918 1990 ] ©]F GnRH antagonist®] A2
ARGl #gh gt 77t ol oA gtk

A Qag, DAY 2 FaEd oAE 5
FAR Aot BAHA Rtk vh AAFEE
1

MO
lo A

Ao M F 23bell folg 2fol= fgleut GnRH®] 1079] ojm:eat Wl 5 1,2, 3, 6, 101 9
4& 23 Tk o Ha ASFTILLE AT Aol A P& 7haka] thatel tHf& HdS w0l
ToAM & A% fIAE W tiTl A= 2% o] SApel S|B9 7h FefA| wheo HAasHE 3

A 2SI T} (Table 3). GnRH antagonist7} &7 4 %ﬂ-&]lﬂ *]-351 A=d o]
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=ABSTRACT=

Colposcopy Directed Cone Biopsy and Endocervical Curettage as
Management of Carcinoma in Situ of the Uterine Cervix

Yong Wook Jung, M.D., Jung Mi Cho, M.D., Ja Young Kwon, M.D.,

Sung Hoon Kim, M.D., Tchan Kyu Park, M.D.
Department of Obstetrics and Gynecology, College of Medicine,
Yonsei University, Seoul, Korea

Objective : The goal of this study was to evaluate the prognostic factors in relation with residual
cervical intraepithelial neoplasia (CIN) in hysterectomized specimen of the patients diagnosed as carcinoma in
situ of the uterine cervix (CIS) and underwent cone knife biopsies first. Also we investigated if
colposcopically directed wide cone knife biopsy with endocervical curettage followed by electrocauterization
could substitute for traditional hysterectomy as a conservative management of CIS.

Methods : Data were collected retrospectively from 169 patients who were diagnosed as CIS after
colposcopy directed conization in Yonsei University Hospital from Jan 1997 to Dec 2001. The patients were
divided into two groups, those who underwent colposcopically directed cone biopsy only (Group A) and those
who received colposcopically directed cone biopsy and extrafascial abdominal hysterectomy (Group B). Pap
smear, pelvic examination and punch biopsy of the uterine cervix according to symptoms and physical findings
of the patients were performed for follow-up. Patient characteristics, histologic results and follow-up outcomes
were compared using student t-test, 27 test, and logistic regression analysis.

Results : Among 169 patients, 82 (study group) received no further treatment while 87 (control group)
were hysterectomized. 58 of control group showed residual CIN in colposcopically directed cone biopsy and
12 from these patients, residual CIN were found in hysterectomized specimen. Positive endocervical margin on
conization was found as a significant predictor for residual disease after conization. Abnormal Pap smear
results were reported in 10 patients of study group only, of whom 2 cases of CIN I, 8 cases cervicitis.

Conclusion : The residual CIN in endocervical margin can predict whether hysterectomized specimen
might contain residual CIN and no difference in life threatening prognosis existed between the patients
received colposcopically directed cone biopsy only and hysteretomy, regardless of the residual CIN in cone
biopsy margin. Based on these results, it is reasonable to choose expectant management over hysterectomy for
treating CIS patients with marginal involvement.

Key Words : CIS, Conization, Hysterectomy, Conservative management

A8 ASAEGE AA A4 F 2HAR S8she A 9 olof] wE AAg A7t 87EH= Aol
golm gAY T TAE 39, AbEERle s tas] AEA ATAFEE AY W Vbl A1
£ RS 3 1918 AT ATk wekA o] He) 27) A AR AER ANR Aol Fhsain] [t B 4
A% 12003, 11. 5
FHAYA ¢ upt

- 849 -



oAk 8] 2] #4778 A58 2004

Bl A EBAL AR e ARl oY A5
Joz AZRT Yt ARG 3F AFHY 4
PN FEE, 5 AFAE AANES 2L 4
e Fol A WUe AN B84 AFFRYe
2 s Aom deld dom AFAY v
AR 20:30%7} 5109 el BEA AT

2

2 A= AR HuET Q)

Ag AR Ao GL LA HEERE o 297%
oA A7} 7Psstia Hiuse] gon” Ao A
320l Aol M Hoh REHQ g2 AFAR
A3 AAETe AP F 34 BF3= Pl O
HIEo] ol o]RolA 1 Yk AF AR 437 A
A% 18159 Lisfranc Foll 93] A& Algsglom,
1938\ Marzloff 5o Ag7AHS A W &A=
Golu ] A8l o] Al&g A3 o]F AAA A2
BogmuEakel 27 g 2 N5E BFor de A}

453 ek

AR 458 ARe A2 438 AdE ¢
& A 24 BRshs 49, old S vAE
AgsRE P F3E B AR HPV 74
w0 A5y A7 AAQe oy 47, EE g
S QakeA 4% 52 E 5 ok

mebd B ATE AZAY Al dxelr 23t
W73 &3 AT 458 AdE 2 ATUT 49
&9 AX Aol & VAT A4 D AFFF 4F
g Ade 284S 209 ATHEEY vngor
W AZZAR AUt Aol g FEd 2 24
o itk

o7 et o

19973 1€5¥ 2000 129744 AAth3ta o] Fhf

8 54 AzAnezgdel Wasel 4375 A3
F o4 ol A xE9 ATAY 959 47
& 9 ATYT 2398 APIT AFFE JINY
2 QY e 2299 BAE F /B AXNE Be B
Ast 3 o] o|F oA e BHS AT, 9

WAE F 37449 AR glol #4 waue A9
BAsh TRIANTAZEE AW VL 34 B

1697 9] &AL thdo= sto] U715 % olg7]

df o A%

Hu ot o rfr rlo ogt

o 47149l F4
ol AT AEE

e o

3]
A
A
pu

- 850 -

gtk & Al 28 99
o 1-0 chromic cat gut® 2 2}&
Z 25131 vasopressin 1 ampleS A&
& AgAF ol FAst
O 7 124 WEFe] ATHF &2
Agyoz Gg Be 7 ACRVE 5 mm7hA
cold knifeZ ©]g-3}o] 12A] WaRE AlA WGz 2
TARE AAsd AWA AAE AUt BEo=
curette ©. 2 ApFU T AT &S A3}
£ 43tk o] F AAE 47 thE
ate] WA LS AASEATE A8
AAAdE A8 9 2F AolES B
& @7 2%=E Adsgrt

A48 A7 F AU Fde AL
A5 4538 Ade A9 B >
ol A H o= g7 4]
ol ALY ATAF AT ES
ZAgH o7 FAe A2 Aot

%A A3} SPSS for windows 100 T2 188 ALg
3}e] student t-test, y° test 2! logistic regression analysis 2
AT SAAA ] AREE pgkE 0.05 PIREE o]
Ae AoE Aok

IR

o AZARAAE
A A4 30 ceoll &7
S 2 tenaculum
tractiond}H A,

o
. =]
Ao

KR
=
kil
=)

EL

Z =

m

o

=k

£ 53
SEXS

EM

W, % 1699 % 3007}
on 3040t A
AR F A4 %
Poz 1049 23S ¥

X
FH

1. MA| gl w2
/g Sxte] AR
473%= 7+ :l)
84%% A8t YAtk Y+ = %
A #F ghE Al e 7 029
skale] 40t 7kA] 7} 85.4%, Lt

o AT HEES MY
who Sxl= 3040t 7F AAl ] 93.1%E A4A s YTk
(Table 1).

3k

i

b
X

[e] s
=S

L

=
=
al

oy

A
s
IS



- Colposcopy Directed Cone Biopsy and Endocervical Curettage as Management of Carcinoma in Situ of the Uterine Cervix -

Table 1. Age distribution according to the management

Age (years) Periodic follow up (No. of patients) EAH* (No. of patients) Total (No. of patients) %
10-19 2 0 2 1.2
20-29 7 2 9 53
30-39 37 43 8 4713
40-49 24 38 62 36.7
50-59 9 4 13 7.7
60-69 2 0 2 12
70-79 1 0 1 0.6
Total 32 87 169 100

EAH*: Extrafascial abdominal hysterectomy.

2 2o e Falre] EAL By 3xte BF 2. AFY MAz MEE MY ZUKZHES
A7, JAHE 28 2 oSTE nlo|g X 16, 189 T HMEE0| Ty ATUEYF Zio] oA
& PCR ZAAAE R7)|A 24 FHule whe T3 THYATAESES AY e RS 87TH F 589
2T AEEE we T Aol fel@ Aol gl (667%)°] ATAY AFF 4He AFuel AA
Aot 37 BRI A7HY 27 BERE L AF AANETYE 248 B EAien, of F 129
FoANE BT UL, THIATHAZES AF B 7% 2N HAEE AEZBANE AF 4]
FME BIRLE T F7 §oF o)y}t YTk Ed A4S Btk 9538 Ade J2E dA 4
A5 A7E AZE AL B ANNES 47 A5 AINES A1 wol A ghgkor), Zute|)gA
& Hol: AL AFUYT AAA 2 AFIT AN & AZEAAM 2204 29 2R AT 28
N BE 2UAFHEEL e PN f2ld) B A= 17 A=l 1 fAe] 224 A 5
3=9kt} (Table 2). AR A% AFAR ATES (ocal CIN I) oL,
Table 2. Patient characteristics

Periodic follow up (n=82) EAH* (n=87) Statistical significance

Age (years, mean™ SD, range) 39.2+9.2 (18-70) 39.3£5.5 (24-35) NS
Gravidity (mean) 4.1 37 NS
Parity (mean) 18 2.1 NS
Follow up period (months, mean+SD, range) 242+15.1 (6-66) 33.9+14.8 (8-62) p<0.05
HPV 16/18 infection (%) 205 22 NS
Endocervix resection margin positive of cone (%) 14.6 494 p<0.05
Exocervix resection margin positive of cone (%) 24 31.0 p<0.05

*: Extrafascial abdominal hysterectomy

Table 3. Relationship of resection margin of conization specimen and the presence of residual CIN post-cone EaHt specimen

Resection Tmargin_of colposcopically
+

directed cone biopsy Negative™ Positive Total
Residual CIN on EAH'

Presence 1 12 13
Absence 28 46 74
Total 29 58 87

Negative*: No residual CIN on resection margin of colposcopically directed cone biopsy
Positive " Residual CIN on resection margin of colposcopically directed cone biopsy
EAH': Extrafascial abdominal hysterectomy
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Patient No. EAH* pathology Age Gravidity Parity Resection margin of Glandular HPV PCR
cone specimen involvement on 16, 18

1 CIS 35 4 2 Endocervix, Exocervix + Not taken

2 CIS 44 8 5 Endocervix + Not taken

3 CIS 44 3 3 Endocervix +

4 CIS 36 4 2 Endocervix + -

5 CIS 38 4 2 Endocervix + -

6 CIS 44 3 2 Endocervix + -

7 CIN III 35 5 3 Endocervix, Exocervix + -

8 CIN I 3 2 Endocervix + -

9 CIN IT 43 4 2 Endocervix + 16

10 CIN I 44 3 2 Endocervix + -

11 CIN I 31 7 2 Endocervix + -

12 CIN I 43 6 2 Endocervix + 16

13 Focal CIN 1 44 4 2 Free + 16

EAH*: Extrafascial abdominal hysterectomy

Table 5. Factors that influence the residual CIN on post-cone EAH* specimen

Residual CIN No residual CIN Statistical Statistical 95% Confidence

signiﬁcemceT signiﬁcemceT interval

Age (year, mean=*SD) 40.38+4.68 39.09+5.67 NS NS 0.853-1.127

Gravidity (mean-SD) 4.4611.61 3.97+195 NS NS 0.723-1.783

Parity (mean®SD) 2.381+0.87 2.01+0.61 NS NS 0.105-1.630

Glandular involvement 100% (13/13) 90.5% (67/74) NS NS 0.00-9.076

HPV 16, 18 PCR positive 30% (3/10) 20.8% (11/53) NS NS 0.135-2.757

Follow up period (months, mean+SD) 28.38+13.41 34.85+14.89 NS NS 0.979-1.082

Endocervix margin positive of conization 84.6% (11/13) 432% (32/74) p<0.05 p<0.05 0.025-0.701

Exocervix margin positive of conization 46.2% (6/13) 28.4% (21/74) NS NS 0.126-2.493

EAH*: Extrafascial abdominal hysterectomy
T. with student t-test, *: with logistic regression analysis
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- Colposcopy Directed Cone Biopsy and Endocervical Curettage as Management of Carcinoma in Situ of the Uterine Cervix -

Table 6. Results of the patients with abnormal cytology

Patient No. Age Resection margin Follow up duration Follow up PAP Confirmed pathology
1 38 Free 15/5 ASCUS CNI*
2 30 Free 15/12 ASCUS CNI
3 36 Free 31/4 ASCUS CNI
4 51 Free 24/9 ASCUS CIN I
5 35 Free 37/29 ASCUS CIN I
6 41 Free 8/7 LGSIL CNI
7 50 Free 17/4 LGSIL CNI
8 36 Free 122 HGSIL CNI
9 51 Endocervix 18/12 LGSIL CNI
10 46 Endocervix 18/9 HGSIL CNI
11 64 Free 48/43 WNL VIN I
CNI*: Chronic nonspecific inflammation
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=ABSTRACT=

Clinical Analysis of Intramural Pregnancy

Dong Heon Lee, M.D., Jun Sik Cho, M.D.
Department of Obstetrics & Gynecology, College of Medicine,
Kangwon National University, Chunchon, Korea

Objective : The goal of this article is to analyze the clinical characteristics of intramural pregnancy
through the review of currently available 36 case reports.

Methods : A comprehensive computer literature search was performed in MEDLINE and EMBASE
database from 1966 to 2003. And domestic literature search was preformed in KSOG database. After data
collection, we reviewed and analyzed meaningful clinical variables of each case report.

Results : 36 articles were included. The age at diagnosis ranged from 20 to 41 years old, and the mean
age was 31.2 years (S.D.:5.6). The gestational period at diagnosis ranged from 6" to 30" weeks, more than
half of the cases occurred from 6™ to 10™ week (58.3%). Significant risk factors were history of dilatation and
curettage (47.2%) and history of cesarean section (25.0%). Common clinical symptoms and signs were vague
abdominal pain (58.3%) and vaginal bleeding (54.2%) in unruptured case, and sudden onset of severe
abdominal pain (100%) and muscle guarding (75.0%) in ruptured case. The preoperative diagnostic accuracy
was 0% before introduction of ultrasonography into the clinical practice, 48.2% after ultrasonography was
available. Of 36 patients, 27 patients (75.0%) were treated with laparotomy, and 5 patients (13.8%) were
treated with methotrexate. Survival outcome of fetus was very poor. Only in 1 case, the pregnancy persisted
beyond the 30™ week, and the fetus survived after cesarean hysterectomy.

Conclusion : With the advanced diagnostic tools and close monitoring of patients, we can improve the
diagnostic accuracy and clinical outcome of intramural pregnancy.

Key Words : Clinical characteristics, Intramural pregnancy, Case reports
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43) 2¢] (5.6%), 73] 14 (2.8%) £22 Vet 364
% 3dolAl= E4t=e tig AFe] fIIT (Table 1).

Table 1. Distribution of maternal age and parity (N=36)

Number (%)

Age (yr)
20-24 5 (13.9%)
25-29 8 (22.2%)
30-34 13 (36.1%)
>35 10 (27.8%)
Parity
0 10 (27.8%)
1 7 (19.4%)
2 13 (36.1%)
4 2 (5.6%)
7 1 28%)
NC* 3 (83%)

® not commented

et
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F45 108%F (SD.55)olgoen 635E
30 Z3E T 6-10F7) 212 583% 2 A3
7} X5 Bl 16205 59 (13.9%), 11-15F 4
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At >0.05). A T4+ FE9 B A% (r=-0.150,
p=0.429)} ZAVE (r=-0.273, p=0.145)F= 3 A
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Fig. 1. Correlation between gestational weeks at diagnosis
and age. There is significant reverse relationship
between two variables (r=-0499, p<0.01).

Table 2. Probable risk factors® (N=36)

Risk factor Number (%)
Dilatation and curettage 17 472%)
Cesarean section 7 (194%)
Adenomyosis 4 (11.1%)
Ectopic pregnancy 3 (8.3%)
Leiomyoma 3 (8.3%)
IVE-ET 3 (8.3%)
Abnormal placentationb 2 (5.6%)
No known risk factor 7 (194%)

a . .
; multiple risk factors per case
b, placenta accreta Icase, placenta increta lcase

pNE=3
oT

At

T

B

=

4, ZAH Y

A-gEuy 4l
58.3%21 149 ol A]
S HEE BYn
TE 19 (42%) £2o2 Uelyth A%
542%21 1394 Yelg 71g & NEE
1 9 HEeld F4 99 (37.5%), A 75
7] £% 59 (208%) o2 YEth Atk FA] 2Fu)
dol AARH A7t 2d Qe o5 A ddA #A
WS A3 BB 54590 1 9 ARHT 44
(333%), 24 2 FE 19 (8.3%), 43t 14 (83%) 2
2 Z4bo] Ut A% 2E 129 3 99 (75.0%)4
B8 o] e 7 & HIEE By 1 9 3
Z¥ 59 (41.7%), E5 ATt 44 (333%), &3 dH 39
(25.0%)9] 22 YEFHT} (Table 3).
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Table 3. Clinical symptoms and signs

Number (%)"

Rupture () (N=24)

Symptoms
Abdominal pain 14 (58.3%)
No symptom 9 (37.5%)
Nausea and vomiting 1 (4.2%)
Signs
Vaginal bleeding 13 (54.2%)
Non specific finding 9 (37.5%)
Palpable adnexal mass 5 (20.8%)
Rupture (+) (N=12)
Symptoms
Sudden abdominal pain 12 (100%)
Dizziness 4 (33.3%)
Nausea and vomiting 1 (8.3%)
Sweating 1 (8.3%)
Signs
Muscle guarding 9 (75.0%)
Vaginal bleeding 5 (41.7%)
Abdominal distension 4 (33.3%)
Shock state 3 (25.0%)

o

* Rupture(-) case:= N=24, Rupture(+) caset= N=12& B R g w5
Ak

_l':_l
N

b
0jo

o

Ele] 7hEsdt 274 F AE YAl
S HQl A7) 692 222%9] ATA
Aok 2 9 A AgHgAez AdH
7} 64 (222%), 2L3 AH0 R EA AGE Y7
HAYE A7t 59 (18.6%), FHdANo g AgkH
7} 29 (7.4%), fFAre 2 AgkE 797} 24 (7.4%)
o 7gt A EUGE, AgEE o= Add
T QAT (Table 4).

a

%
(-
[e]
=

B b
[

e rr =

ot
o ox d Ppu O

Y £ o o do

o

o

i/

Table 4. Ultrasonographic findings (in available case, N=27)

Ultrasonographic findings Number (%)
Intramural pregnancy 6 (22.2%)
Intrauterine pregnancy 6 (222%)
Inconclusive 5 (18.6%)
Tubal pregnancy 2 (7.4%)
Abortion 2 (7.4%)
Others 6 (22.2%)
Total 27 (100%)
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Table 5. Treatment modality (N=36)

Treatment Number (%)
Laparotomy 27 (75.0%)
Hysterectomy 12 (33.3%)
Myotomy 11 (30.5%)
MTX"-myotomy 2 (5.6%)
Cornual resection 1 (2.8%)
Cesarean hysterectomy 1 2.8%)
MTX* 5 (13.8%)

1 cycle 3 (82%)

2 cycle 1 (2.8%)

4 cycle 1 (2.8%)
Laparoscopic operation 2 (5.6%)
Transcervical KCL injection 1 (2.8%)
Observation 1 (2.8%)
Total 36 (100%)

* methotrexate
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=ABSTRACT=

Cytogenetic Analysis in 785 Cases of Midtrimester Amniocentesis Using
In Situ Coverslip Culture

Ji Hyun Kim, M.D., Jae Chun Byun, M.D., Ji Hyun Shin, M.D.,
Geun A Song, M.D., Goo Hwa Je, M.D., Jin Yeong Han, M.D.*

Department of Obstetrics and Gynecology, *Department of Laboratory Medicine
Dong-A University College of Medicine, Busan, Korea

Objective : Amniocentesis is the most commonly used invasive method for prenatal diagnosis of genetic
disorders. We performed this study to analyze the indications, distributions of maternal age and cytogenetic
results of midtrimester amniocentesis.

Methods : We retrospectively analyzed 785 cases of midtrimester prenatal genetic amniocentesis which
were performed in the cytogenetics laboratory using in situ coverslip culture at Dong-A University Hospital
from January 1995 to March 2003.

Results : Amniocentesis was practiced mostly from 15 weeks to 20 weeks of gestational ages.
Requested indications of amniocentesis were abnormal maternal serum screening (421, 53.7%), advanced
maternal age (233, 29.7%) and abnormal ultrasonographic finding (61, 7.8%) in the order of decrease.

The overall incidence of chromosome abnormalities was 5.1% (40 cases), and it contains 27 cases
(3.4%) of numerical abnormalities and 13 cases (1.7%) of structural abnormalities. Among autosomal
abnormalities Down syndrome was most common (13 cases) and followed by Edward syndrome (2 cases). Of
the sex chromosomal abnormalities, three cases of Turner syndrome and three cases of Kleinefelter syndrome
were found. Chromosomal abnormalities were most frequently noted in the maternal age of 30 to 34 years old
(14 cases, 35.0%), 25 to 29 years old (12 cases, 30.0%), followed by 35 to 39 years old (7 cases, 17.5%).
The frequency of pseudomosaicism were 5 cases (0.6%).

Conclusion : Maternal serum screening, advanced maternal age and antenatal ultrasonographic finding
must be important screening methods for amniocentesis which is considered to the most effective diagnostic
procecdure for prenatal cytogenetic studies. I conclude that the karyotyping analysis of midtrimester
amniocentesis is efficacious method for detection of chromosomal aberration and genetic counselling for
parents.

Key Words : Amniocentesis, Chromosome analysis, Midtrimester, In situ coverslip culture
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true mosaicism, = level Il mosaicism .2 7F3}a] o] A}
AR e] AR o] EFAIFIAL, T el FAA ol
o] shte] F7] AEY = G 7} coverslipd T =g
Ho] #&E w= pseudomosaicism, = level I 2 level 11
mosaicism©.% 442}5}e] o]4 @44l ] Az AN A
DREEEPEE BERE T R

3) A7 Az 24

b WAL A g2
oﬂ tH/\]-O = 01
Az o Aeaa
pseudomosaicism®] Z 3} 9}
E =R R S ke o=

2
=

D 9%

A o] AR RXRE 254 R R
7} 369 (4.5%), 252947} 2247 (28.6%), 30-344] 2647
(37%)C2A 7 Whom, 3539471 2257 (28.6%),
404 o4e] J¥Ik 361 (4.6%)°1%th (Table 1).

o
—X

Table 1. Distributions of maternal age

Maternal age (year) No. %
<25 36 45
2529 224 28.6
30-34 264 33.7
35-39 225 28.6

>39 36 4.6
Total 785 100.0

D) P4 A4 A$F

FrAAY AgFore AT Hyustd A ¥
A BAA A AL ool 4219 (53.7%)E 7H
Bgrom, £ 4%o] 354 o4el FATIL 2339)
(29.7%), 237 GAA ool dAHE v a4

Hof FFAs AR 757t 6l (7.8%), Hio} 7]

9 i A slol e 719eel g 497} 04
(38%)7F Jslen, 1 o dAAl o) Fe] £uty B 7t
Q9| A97h 200 (7%), T A {2k AA Sol

%tk (Table 2).
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Table 2. Indications for prenatal genetic amniocentesis

Indications No. %
Positive screening in
421 53.7
maternal serum markers
Advanced 233 29.7
maternal age
Abnormal findings of 61 73
ultrasonography
Previous .congemtal. . 30 33
anomalies and still births
PreYlou§ and family . 29 37
histories of aneuploidy
Previous recurrent spontaneous
R 8 1.0
abortion histories
Others 3 0.3
Total 785 100.0
3) GAA olgl NE EF
FAA o)) AY L4 Az A7t 1859 F
5 A}l &

717¢) 91.3%) A A3 AA
o] 409 1% 54
ool 13¢] (L7%)°1 ATt
o S5 (trisomy 21)0] 13| 2 7}

132 ngon, vy
oVgol 274 (34%), FEA
A A ol Fole
Bgron, the

S 2E JEE F5F (trisomy 18) 2 0]t} A GM
A o)} Fell= BHY FFe] 3¢, 22 AeIdE
FEo] 39 Folek FRA olfde FAA J94t

4ol A BEHAL, GAA AR 3e]dlM YEte
o, 7Iek 2 719S A3 & 5 gl HEE Al

7193 AAAl ol FAA FE SE 60]dlA A

HAck & 9 a9 H9 226 2.8%)9F A BY
A (acrocentric) @A L 1H FAA/Fe] o] AGAA

(heterochromatin) @] t}& Ao g2 o3| by} #Feko] Ao
7h A2 Zojxl 6ol (08%)= HEEHA=H], o5 284
(B3.6%)= 5 A4 WHolg oz 713 (Table 3).

4 AAA ool Ay B
QA o4 Hel 4me] AW YIS BY 25
A Hlke) Zol ek 360] Fol AAA olaro] 2d]

(5.6%).0.™, 25294 Fol A 2244 F 12¢] (5.4%), 30-
344 ol A 2640 T 144 (5.3%), 35-39M] TollA] 225
o F 74 (3.1%), 3941 o]/Fe] 360l FollA 54 (13.9%)
2 Yehg A3 keazte] Al g waka B 4d
A o]de] W= 394 o]l mEFAAM JHF Eok
ok a2l AR o] F 409 F 30-344] TellA 7HF
e 1442 35.0%9] H&S R AT} (Table 4).
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Table 3. Types of Chromosomal abnormalities

Normal structural variant

46,XY,1gh+ or 46,XX,1qh+

46,XX, 155+

46,XX, 15p+

46,XY, 225+

46,XX,inv(9)(pl1q13) or 46,XY,inv(9)(pl1ql3)

—_ = NN

0~
(oS}

Abnormal karyotypes

I
[=}

Numerical aberrations

1) Autosomal
47XX,+21 or 47,XY,+21
47XX,+18

2) Sex chromosomal
45X0
47 XXY
47XYY
47 XXX

3) Mosaicism
46,XX/47,XX,+7
46,XX/45,XX,-22
46,XX/47,XX,+mar

Structural abnormalities

1) Inversion
46,XY,inv(3)(p11q13)
46,XY,inv(6)(p12q14)
46,XY,inv(6)(p12q16)pat
46,XX,inv(18)(p11q12)mat

2) Translocation
46,XY,1(2;6)(q13;q25)
46,XY ,der(13;21)(q10:q10),+21
46,XY,t(16;17)(p11.2;p13)pat

3) Others
46,XY ,der(Y)
46,XX,der(4)
46,XY,dup(7)(p15p22)
46,XX,der(11q+)
46,XX,der(15p+)
46,XY ,der(15)

_ = N
D W

—_

— e e OV e ) e e B e e W= R W WO

Table 4. Distributions of abnormal karyotypes according to

maternal age

Maternal age Amniocentesis Chromosome Proportion
(year) No. abnormalities (%) (%™)
<25 36 2 (5.6 5.0
2529 224 12 (5.4) 30.0
30-34 264 14 (5.3) 35.0
35-39 225 7 (3.1) 175
>39 36 5 (139) 125
Total 785 40 (5.1 100.0

* proportion: to total number of abnormal karyotypes.
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24 " go] AY E9kt} (Table 5).

oo

S
2

o #

4l F7] G Hole] QA o)y, 7% 2
& A9 9 A EE gy A8 Avs] 98
o

=
A= ALY shol ). 19661 Steelew} Bregs”
o] 43 FaA BAoz AbdAdo]
7158 B o]F, 1967\ Jacobson} Barter' 7} BJo}A] E
QA7) EAol g GaA) ole] AAARE H2
2 Buslgon, 1968 Valenti S'0] Y5HAAE 53
CHeE 52 Awsl =90tk 1968 Nadler'7} 4
AA7} vlaA Qb Abd sy Ad WHoR B
138 o] F Atwtd Aol Aet P A 5o SO HA
stE Atk 7l 1550041 205 Ato]e] UAl 7o) Al
o, 5 ALY WSS 9% A P& ek
A7 detha Ha glon, T 2&ue) 2ER 9
dhe] Gl A% FUFES Fashe FAo
FrRAre] dubAel A3

;i

A
olgote] wuie Folth B AfolA YA

< R 354 wlgke] Rt 524
HOR 66.6%017 354 o]/Fe] PRI} 2617 O R
BAKE A P 439 ghrio] 1 4w
ol ATk e Aol mAR? ol A2 Fol e
I A4508 P4 ARE AP AE njIn.
1990t o2 HHEslE TA 8 AEFAR Ad
AL A fAA) A3 W e uge A
A ok FU BIAAE P PAke HgFow
EAEAY A AA AEAAE ZARehe vl&& AW
19994 uF S| o]abu 57.7%, 20024 o] Se) olahm
462%2 Vet B AN T F5 ALY A
o2 BAYH AFBAA APHAAT) A5 v&



- In Situ Coverslip ¥ %S ©] &

Table 5. Incidences of abnormal karyotypes by indication

@ Pade 1% -

Indications Amniocentesis No. Chromosome abnormalities (%) Proportion (%*)

Positive screening in maternal serum markers 421 15 (3.6) 37.5

Advanced maternal age 233 12 52) 30.0

Abnormal findings of ultrasonography 61 8 (13.1) 20.0

Previous congenital anomalies & still births 30 2 (6.7) 5.0

Previous and family histories of aneuploidy 29 2 (6.9) 5.0

Previous recurrent spontaneous abortion histories 8 1 (12.5) 2.5

Others 3 0 (0.0) 0.0

Total 785 40 (5.1) 100.0

* proportion: to total number of abnormal karyotypes.
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A o|Ao] shte] F7] AEY T & 7] coverslipdll
23 5ol #& = 1 pseudomosaicism© 2 B 13}tk
% 4 785¢] % pseudomosaicismo. 2 FtkE ALE
T A2 46, XX/46XY (467,13 % 30N EE 24
sho 28 ZAA = A Fole] dFo] Tl YA 2
AZAA oA ET TAE AR T7]9] growth center
Z dltbdlA] BAE A2 level IT mosaicismO. 2 7HF
319131, 46,XX/46,XX,del(1)(p32)47,XX+2,4(2:6)= 204 %

ITE
=1

2 2Asle] BAZANE B4 ofole] gdo] 22
YA 5 AT 247 B2 gowth centersl A 2H7] o)

2 o AAEIF A" A9oln, 46,XX/46,XXdel(1)
(q12)= 770¢] growth centercl] A] 404 L& HA5lo] 38
A Eo M= AAredole] o] Z+7] TFE growth center
o 2M XA o] MEIF LHE FAOZ level 1II
mosaicismo| 1} o] A EZ 9] WIE7} wj-g- SrolA] true
mosaicismS Wi A|5}7] S8 FR] GAUA AALE Al
3 BT g4y At vet o Aekal ghate

Aste] 4TAH|EAA Addole] Aol a8 yHX|
3N ZAA Aogojole] dFPo] 2 HAOR level III
mosaicismo| U EA|ZHE]Y edo R 7153 7golH,
46,XY/47.XY,+17= 204 X5 EA31o] 1THXEE A4
obe] AFo| YA ZHEAA o) JHEE L
U 59 growth centerol] Al 2% 0] level I mosaicism.S.
2 E3] pseudomosaic trisomy 17 25 U= A E
2 pseudomosaicism© 2 gk -Gtk 5S¢ REFo]A
ghato g Futste] AlAolel A 9 HQl ool £
g FAE Ho|A] ¢rol pseudomosaicismO. 2 7HFE| 1A
ok T 5qeflA Elol &3 AAE o] Folx|A| grolA
mosaicisme] AR E Folg == g1t} Mosaicism
7} pseudomosaicismg 7HH3H=H 310} in situ coverslip
g ol flask culture ol B3| oS U Aoz &4
A 9o Hu 572 5% 4%9] mosaicismS F¥tal7)
M= 6071<] colonyE wAstdok sty SFH T
19841 W= o] MEf-HsE AF4Ae] F3 B 9s)
™ pseudomosaicism2] 32%=2 o] Y AE &
L cloned| A o] @A 7} YElG pseudomosaicism©|
0.7%, st1}9] A £ clonedl| A o]/ G A7} e
pseudomosaicism& 2.5%0] k. Bol M= E i
7854 Zol 54 (0.6%)°l A pseudomosaicismo] 7 =] %
B, ol P BAQ 32979 Fe] @ 0 B
el A BQl 14% HsiA] v FA]o|th

hvale)
By

MEE
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AEAoz 2bd A e 2 dal 719 dHat
t 2 1y S8t RAEA AEEAA A
HAAL RESEEA A4 F7hsta Jon, fA443
o 3 & AA FYHIcE vHsd nf ¢ F-838
I 288 Ak oty a2y gol AAe 2T
e HEAY Ad Y-S pEE 2 o g
oS dEslu Y& ArtY HEEE s &
ol "estH, o]d dHAE B3 AEFHEE
AT A 4hd AF 9 {8k A Sad 2l
2 889 4 918 Aotk a3 XA gopr¥ge
YeRlE F8 dAA ool wjote] Aot 3

S pseudomosaicisms 7t WL, ©]F AU A4
A 253 AA T& B3 U AFe {4 el
o|Fojzjek & Ao, old] Ui A&HQA Ao} Bl
7} B% "esEe Azan.
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@ g ¢ 19954 1928 20084 371 ool Azt 44 A
A3 ALY A-EF ol #FH o] in situ coverslip v} S Al S A} 7854 & o
T8 FRE A5, AT e GAA oo Aol dis| A ELTh
A7 EelA kg AAE AP 1854 00A, FF AR AZFoRE AN RAYH AFEAA
AEAAY 4219 (53.7%) = 7HE BRoH, o 2e j%“%}/‘LOI 23301] (297%) HgA 253 A7) 614
(717%) SolRth. & HAAE ¥ A7 vfol= 304|114 344 Afo]7} 2647 (33.7%)01 L™, 354 o]/
THARE 2619 (33.2%)S Z}X]O}‘Ei‘ﬂr. GAA A AAE A3 7854 Foll HAb wolFo] 284, oA &
ol 40¢], GAA oAl ME FH o4 274, FZ2A o4 134, FAMA o)} Fele th FFTOl 13°ﬂi
M4 wgten, et dEds SH7 2030tk 4G ol FolE B 25 7o] 3, Zek1E 2
Fi29] 3 Fol9lth AREEE VAN 14 (S0DE 4 ool 4 ol wasgon, 25294
€} 35394174 7% 124 (30.0%), 7l (17.5%) % th A-&Zl w}a} e B v BAEA AeEAA A
WAL 159 (375%) 2 17 dAlellA 124 (30.0%), BVQ’“@ Z253 27494 89 (200%) 59 ol
pseudomosaicism= 501] 0.7%)o A #Z= Q)
@i NFAEY BAEAY FEEAA DEAAL 23 259 A4 5 0}04 4 A% 9384
B S, oS YHE B0z 94 T/ FHAAT FB Hobe] AR ALY BARE 44
5 83 AAeltt. E oo ATAALA AT Ak 4H A7 2
AA Ao a3 A52 &8 F g AoH, oo g N&EAY A9t Ruvt 8 Ziolu‘r.
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Changes of Transfection Efficiencies of Plasmid LacZ Genes
in Human Gynecologic Cancer Cell Lines

Byung Hoon Kim, M.S., Su Mi Bae, M.S., You Jin Han, M.S.,
Hyeon Seung Lee, M.D.*, Yoon Sung Jo, M.D.*, Keun Ho Lee, M.D.*,
Soo Young Hur, M.D.*, Jae Hoon Kim, M.D.*, Young Wook Kim, M.D.*,
Duck Yong Ro, M.D.*, Joon Mo Lee, M.D.*, Sung Eun Namkoong, M.D.*,
Dong Jae Kim, Ph.D.T, Chong Kook Kim Ph.D.T, Woong Shick Ahn, M.D.*

Catholic Research Institutes of Medical Science, *Department of Obstetrics and Gynecology,
College of Medicine, The Catholic University of Korea,
7‘Department of Statistics, College of Medicine, "The Catholic University of Korea
College of Pharmacy, Seoul National University

Objective : The transfection efficiencies of gynecologic cancer cell lines were investigated by different
mediated transfection methods using recombinant LacZ plasmid (pRcCMVLacZ and pAAVCMV LacZ).

Methods : In this study, the gynecologic cancer cell lines were used CaSki, SiHa (cervical, HPVIE',
wild type p53 gene), HeLa, HeLa S3 (cervical, HPV18", wild type p53 gene), C33A, HT3 (cervical, HPV,
p53 mutant), HcKkE6G/E7 (cervical, HPV16 immortalized keratocyte), PA-1 (ovary, wild type p53), SKOV-3,
A2774 (ovary, p53del) and OVCAR-3 (ovary, p53 mutant). The pRecCMVLacZ and pAAVCMVLacZ plasmid
transfection were performed by using liposome system such as Ca2+—phosphate, Fugen6TM, LipofectionTM,
LipogenTM and N-stearyl lactobionamide (N-SLBA) with X-gal staining. The LacZ gene was used the reporter
gene for the transfection efficiencies evaluation.

Results : Each of cell lines were showed different transfection efficiencies by Ca2+—phosphate, Fugen6TM,
LipofectinTM, LipogenTM and N-SLBA. Each of cell were revealed that HeLa S3, HT3 and A2774 were high
transfection efficiency using the pRcCMVLacZ by the LipogenTM, SiHa, HeLa, QGU, OVCAR-3 and PA-1
were high efficiency using the pAAVCMVLacZ by LipofectinTM, CaSki was high efficiency using the
pRcCMVLacZ by the LipogenTM, A2774 and Cx16.2 were high efficiency using the pRcCMVLacZ by the
LipofectinTM, SKOV-3 and HkcE6/E7 were high efficiency using pAAVCMVLacZ by the LipogenTM.

Conclusion : As a result, We proved that each of cell lines differed trasnfection efficiencies according
to mediated transfection and recombinant LacZ plasmid style. Above all, LipofectinTM mediated transfection
was showed high efficiency at the most of cell lines.

Key Words : pRcCMALacZ, pAAVCMV LacZ, Gynecology cancer, Gene transfection, X-gal staining
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Holol & | EF F CaSki, SiHa, HeLa, HeLa S3 1
21 OVCAR-3 59 M EZFE= 747 Q§5Z ulojg~

o}3 16 (HPV 16)2 18 (HPV 18)o] 7+&iw]o] 911, PA-1
AEZF= oY ps3 FAAE 7FA 3 g HPVY 7+
4 A= E69}F E7 duldo] 3 WHHEHW, E6w p53
3}, E72 pRBS} E8AE ¥4d5to] p533) pRB B2 9
AAAQ 715 Asetia BRauga Aok ol e
olf2 B HAWN B & 44 FalEe AEAA
o AAAQ F-AA o] Yol 23l p53 TFe] FHrjury

DA

S U5k (gene addition) 9F Al EF2] apoptosisE f-
TFozH BAY FAA (55 FPste A+ A
T QA FFAA F-HA] p53, Rb (retino-blastoma

susceptibility gene), pl6/ILK4A, p2l/WAF1Z} HEAS
5% AT Folshe F4 ARHe AR EAE

=ol7] Y& fAaAY AE W o] djdes o
@ Agolet?
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g, A YolAel 7
| 2RI 2 FelA 1E
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Ao tial A% AR S
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Hhgolth. #@A7HA

oz Ad &

rLt]o

%7?, %ﬁx}% AZE el o
AAE oldalt A9t woda™ @EL Holex
W, ofdlle wpoles WE)E o] &ohs W SThs
n]= DNA™ (poly, polysine conjugate, 2|3, virosomes,
cationic ] ¥ biolistic gun, naked DNA)Z ©]-&3}=
ol gle.

FAZ A5l gloid AR e FAAE Al
FUYZ ojgste AL wff Fasith oY Eol &5
E fAA ddo #g G50 F9H7] etk 1y
U AAZ Gzt nbld dsiA, & oA T
Az Ag 4, F&Ad wt old&e] B2 Abo|rt
A= Ao| ApAo|t}. otE|uto]d 25 o]ge {FHA}
A Al 2H, lipofecting: o]-&-3 A 5 2] 7kA|7} glo
M 1 gegol ok

2 AgdAas 7Ad RZ3AFE, dah Ax
Z 6] A pRecCMVLacZ pAAVCMVLacZe] 0]%‘%*—
o] 7}A o] YHHH (Ca2+—phosphate, Fugen6 (Roche

Germany), Lipofectin™ (GibcoBRL, USA), Lipogen
(InvivoGen, USA) 18] 1l N-stearyl lactobionamide (N-
SLBA)YE F3te &1staa stk

o1 CHAF 3 HHH
1. MZZ 9l M|ZHjor
Aol AHEE A EFE= ATAELG AXF
o]sﬂ p53 AAE 7}A 1 HPVZF S4191 C33A, HT3,
oA E p53 §AHAE 7FA 1 HPV 16 %449l CaSki,

SiHas} Cx16-2, HPV 16 %4191 QGU, o8 & ps3 44
Z}2 7}A21 HPV 18 %4191 HeLa%} Hela S3, 12|11
AT E AL E, HPV 169] o]3) ot3}® HkcEGETES A
£, dAY AE2FEE oY ps3 FHAAE T
A1 Qe PAL p53 A7} AAE SKOV-3, A2774
281 Wold ps3 LAAE 7FA T 9lE OVCAR3Z
A8 ATh o5 7] AU dATFAEY Al
I3 2P oA £ W9k, o] 5 NEFEL 10% fetal
bovine serum (GibcoBRL, USA), 1% antibiotic
antimycotic (GibcoBRL, USA), 0.37% sodium bicarbonate
(Sigma, USA), sodium pyruvate (GibcoBRL, USA) L&
1L streptomycin/penicillin (GibcoBRL, USA)7} 3715
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Dublecco’s modified Eagle’s medium (DMEM)
(GibcoBRL, USA)ell 37C, CO, 3-&x0 4 ujoFatyth.

2. M=t A M=

1) pReCMVLacZ +A A}

1.7 kbe] Q17 ok p53 FAAE ST AHF
AL A AFHgto ™, pReCMV (Invitro-gene Co.,
Carlsbad, CA, USA) W Ejo] & A9 XbaloE Het
F Z=2493t9 pReCMVp53S FHlatth EXF-AA
LacZ A= 3.2 kbZ CMV promotor?} BGH (bovine
growth hormone) 241 7FEl ot Ag}stu AeA] 7|5
siek

2) pAAVCMVLacZ +7AA}

AZE AAVPS3T LacZ Seprn|= Z2o] oA
PReCMVp537} pASPA-AAV-CMV-polyA 7}7}o] Snl2
Zganolx] 9131 7] a4l BamHI, EcoRI, EcoRV,
Kpnl, Neol, Nrul, Smal, Xbal 5] #Agt& 42 Aekahe]
t}. o]& % DNAJ| T4 DNA polymerase (Promega, USA)
20 u$} Promega®] A|etaA ¢HE8 1X, ANTP mix 0.1
mM, BSA 1X & 3t 37TCelA 102 &<t 5HEA
7 pRcCMV ] Apal 5919} pASPA-AAV-CMV-polyA<]
BamHI #9] & blunt-form® & 25T} o] F phenol/
chloroform/isoamyl-alcohol 2 extraction 3}aL, 532 100%
o EFL-7} 3 M sodium acetate 0.18]4Z DNAS XA A
7t} 5 DNAE Hindlll (Amersham, UK) 10 u2 ¢4 &
@ %, 08% TAE 7pot2z AoA A7] 453 %,
USBioclean (USB, USA) kitE o] &3} &3t} &
%3} % fragment & p53 150 ngZ} AAV back-bone 50 ng
S T4 DNA ligase (USB, USA) 1 ug o] &3] uh-gg2
10 yl2 3k 15CAA WEAA o] ligateE 0.1 M
CaClL,Z ©]-83} heat-shock methodS A}-8-3}¢] competent
DH5E 32 A& A7t} Alkaline-lysis methodS ©] 83}
o ZgtAnE DNAS $%38}3l, BamHI, Hindlll, Sall,
Accd 59 AFEAE AAVLacZ A0 oHE 3}
A5,

3. §XX} oled

1) Ca2+—phosphate mediated transfection

AEFE 12-well plates] 4] 50-80% A3331A wjFAIZ)
T ARE3E7] 347 Aol PBSE W AlFHEI 1 mLe
10% FBS7} 868 DMEMS Y1 37C, 5% CO, 3%
oA HjSFAIATE 50 pl9] 2X HEPES (1.64 go] NaCl,
1.19 g©] HEPES, 0.04 g¢] Na,HPO,Z Z5HF5¢ =of
% 797t 100 mLo] HEE s¢rh 1 pjul =
DNA 2 4, 41 41¢) 2542 a1 447 T 2.5 M9

OTTT=E ©

- 872 -

AHE 9
CaCly 8912 6 1% BEale] 1583 Aola 245
ATk Welld] €35 H7bsta #4171 § 523 5
oF 37T, 5% CO, &2FolA wj¥A712L 1 mLe] 10%
FBS7} 368l DMEM=Z WA 5te] 2447 E9F 37°C, 5%
CO, F-Zoll A et
2) Fugen6TM mediated transfection
A XFE 12-well plateoll A 50-80% A7 vlUFAIZ] &
3 ule] Fugen6TM (Roche, German)g 10% FBS7} 3Hr&
DMEMO] 3| AA|A HF 5317} 100 pl7h S A kaL 5%
e Aol A LA ATE 1 ljul FE2] DNAE | s
3]4 © Fugen6-DNA EFES H7bela EFEo] 1
F B4 HES 8l 37C, 5% CO, F2ZolA ik A

&ttt

3) Lipofectin mediated transfection

LipofectinTM (GibcoBRL, USA)-2 cationic liposome &2
#] DOTMA$} DOPEZ} 111 (w/w)e] H-&2 EF= o] 3
AE Ao R2A FHEE wlar gl DNASH Aol 7}
HHog FsAgste] lipidDNA E53HES P43
HA 7tzte] A EFE 12-well platecl] 10° celljwell2 #
T Fol AETZE 60-70% A3 vl FA A T
Serum¥} antibiotics7} ¢l= DMEMo] lipofectin 6 pl}
DNA 6 jIE 7}7te] SHolx] & 33 250 7} HES
843kl JLolA 0% BA BAT 5 F S 4o
A lipid DNA %380l FHHES 15E Fob F2ol
SR 84T Welle] 9l lAS A 7)8}1 DPBS 1 pl=
29 AH 3 Z lipid-DNA solutionS Z+2}e] wellol] 500 4l
A EFetal AEFE 647 5 37T, 5% CO, X
ol A Wj%kA|7) & thA] PBSE A3} 10% FBS7} &
3% DMEM 1 mLE& A7}t 24A17F F9F 37C, 5%
CO, F-xoll A wjF AHE-sFSiTh

4) Lipogen mediated transfection
LipogenTM (InvivoGen, USA)E o]-&3} Lipofectmmiﬂr
F9% Yoz olgas.
5) N-stearyl lactobionamide (N-SLBA) mediated
transfection
Y B9 lactobiono-1, 5-lactoned} stearylamine-g -
4= methanole]] 7123t &|A 7| AFLo|A] 12417+
< A A =E N-stearyl

4
aSEA WA BedE F
2522 A

lactobionamide X A& o3t A AA 3

718tk N-SLBAS] &5 ¢33 A F KBrif
[e]

S o]83l49 IR spectrums ATl NMREZHA o=
N-SLBAZ DMSO-dédll 712 &34l & W3 & &



- Changes of Transfection Efficiencies of Plasmid LacZ Genes in Human Gynecologic Cancer Cell Lines -

A2 A tetarnethylsilaneg ©]-83}4] chemical shiftS =73
3}tk NMR-S N-SLBA amideZ 2] 44 peake] &<lo]
SR 400 MH2E 0] 83H3ch

4. LacZ RXXe| B -galactosidase histochemistry
HAeH

O|UF LacZ frAAte] T 91 B o] &&
3}7] $18te pRcCMVLacZ9t pAAVCMVLacZE Z+
AxEFo FAstgdh )% 0.5% glutaraldehyde= 304
7t 1At} PBSE AlZ &4t} X-gal (Promega)
staining 8212 0.05% sodium deoxycholate (Sigma), 0.1%
NP-40 (Sigma), 10 mM MgCl, (Sigma)7} So]9E 5X
buffer 2 mL=} 0.1 mL 100X KsFe(CN)s (Sigma), 1%]
7.7 mL2] DPBS (GibcoBRL)E Z &35t A z3sl1
Zre] AEo] ¥ % 30T widrlolA 1A Set
A gk %, AAE A TE 2000, 4008) Av|FStel A #
sto] gtk

el
=
Z

T

=

=
<)

Z}

1o o

al
7}

Z}
el

=

Z

5. &4

One-way ANOVA testE AA|sH oM, ZF 25719 A
3 H| 2= multiple comparison Tukey methodS A}-8-3}%]
. SASA Fo4L p<00SE St

A 1]

F
1. M=o o|2l=l pRcCMVLcaze}l pAAVCMVLacZ
of X-gal &4
247ve] MEFo| o]y H pReCMVLacZ9} pAAVCMV-
LacZE #1317 913 X-gal FAE SIGiTh FeMoR
GAE Fiol X o o]YH LacZ F7A )1, o] &
Au 7o 2 Aul& (20080) 2 1l & (4008H) = FE}
t} (Fig. 1, Fig. 2).
2. pRcCMVLacZ FMA} ollas
CaSki M| X oA pRcCMVLacZE Ca’ -phosphate,
Fugen6™, Lipofectin™, Lipogen'" 123 N-SLBA 5¢]
g o]g3te] o]dsk &, 200uf ol A FA3 AT} 6.8,
9.5, 15.3, 21.0, 6.6%, SiHaol| A 8.3, 7.9, 14.4, 20.6, 15.0%,
HeLaol| 4] 8.6, 33.8, 11.9, 20.0, 4.1%, HeLa S3¢A] 7.1,
310, 112, 16.2, 169%, C33Ac|A 85, 162, 89, 118,
10.5%, HT39] 4] 6.4, 30.3, 11.0, 19.4, 8.7%, HkcEG/E7<l A]
102, 11.7, 84, 8.7, 52%, QGUOIA 5.1, 16.8, 12.8, 8.1,

42%, Cx16.2914] 5.1, 8.0, 10.0, 13.2, 6.6%, OVCAR-39]
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A 38, 17.1, 154, 5.3, 2.8%, SKOV-3lA] 4.5, 9.3, 9.2,
44, 60%, PA-191A 27, 145, 198, 79, 70% &1
A2774901 4 6.1, 159, 179, 11.1, 7.6%°] o]UELL B4
t}. pReCMVLacZE Ca’'-phosphate, Fugen6™, Lipofectin,
Lipogen 123 N-SLBA 59| WS o]gste] o]{igt
F, 400ujol A #AE Az CaSkiclAl 204, 177, 262,
424, 11.4%, SiHadl A 15.0, 17.8, 15.7, 162, 13.9%, HeLa
oA 255, 39.1, 234, 320, 17.4%, HeLa S3ol4 10.3,
418, 132, 23.7, 15.0%, C33A0|A 65, 177, 149, 149,
14.5%, HT39] A 14.4, 35.1, 13.3, 16.7, 17.6%, HkcE6/ET0]
] 18.5, 20.4, 23.4, 104, 9.2%, QGUS A 12.3, 18.6, 15.3,
109, 115%, Cx162614 115, 12.5, 215, 197, 122%,
OVCAR-36) 4] 119, 24.1, 31.7, 18.3, 9.9%, SKOV-3¢]|A]
8.6, 30.9, 289, 144, 21.1%, PA-1514 107, 21.7, 30.0,
150, 125% 2|31 A277494= 164, 33.1, 394, 205,
13.6%9 olY&Ea&S 24 (Fig 3).

3. pPAAVCMVLacZ KA} o|lag

CaSki A EFo]A pAAVCMVLacZZ Ca’'-phosphate,
Fugen6™, Lipofectin™, Lipogen'" 123 N-SLBA 5¢]
TS ol &3k o3 7, 200uf ol A #E3H A3}, 59,
59, 87, 214, 75%, SiHaolA] 12.5, 125, 264, 19.0,
13.9%, HeLaoll A 11.5, 10.1, 26.9, 16.6, 3.0%, HeLa S30|
X 78, 7.6, 258, 19.1, 7.9%, C33ASIA 42, 54, 14.6,
13.8, 6.8%, HT391A] 8.6, 15.2, 24.4, 19.8, 10.7%, HkcE6/
E7914 99, 124, 109, 79, 53%, QGUO|A 104, 8.6,
114, 80, 3.0%, Cxl162014 5.0, 72, 80, 124, 57%,
OVCAR-30)4] 52, 134, 13.8, 7.6, 50%, SKOV-3]|A]
6.7, 148, 11.8, 47, 5.7%, PA-16]A] 4.1, 137, 204, 7.5,
43% 123 A27740) A 6.5, 133, 11.5, 8.1, 7.5%¢] o
Aa8e Ytk pRecCMVLacZES Ca2+—phosphate,
Fugen6™, Lipofectin™, Lipogen™" ~12] 31 N-SLBA 59|
TS o83t olyg &, 400wl #ES A}
CaSkiolA 9.1, 11.6, 15.3, 35.1, 22.3%, SiHaol|A] 2L.5,
23.6, 31.0, 16,0, 10.0%, HeLaollA] 24.1, 22.5, 44.0, 28.7,
11.1%, HeLa S39A4 13.3, 199, 30.8, 25.7, 11.9%, C33A
oA 136, 169, 20.3, 203, 11.5%, C33Ad]A 13.6, 169,
203, 203, 11.5%, HT36IA 162, 19.7, 34.8, 17.6, 19.0%,
HkeEG/ETAI A 19.0, 21.9, 22.0, 19.7, 9.8%, QGUS| A 18.6,
11.1, 229, 108, 8.0%, Cx162614 10.0, 12.8, 17.8, 17.3,
12.9%, OVCAR3e|A 116, 225, 392, 194, 104%,
SKOV-36] 4] 14.0, 20.5, 287, 11.0, 12.8%, PA-1]A] 109,
147, 39.4, 21.6, 9.5% L8] A27749]A] 119, 30.8, 31.8,
236, 17.0%9] °olY&a&S YeAt (Fig 3).
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S3 (B) transfection efficiencies were compared to magnification X200 and X400 by microscope. CaCly: Ca2+—phosphate,
FuG: Fugens™, Lipo: Lipofectin™, LipoG: Lipogen™ and N-SLBA: N-stearly lactobionamide mediated transfection.
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Fig. 2. Comparison of transfection efficiencies of pAAVCMVLacZ gene by different transfection methods in gynecology cancer cell
lines using X-gal staining for pAAVCMVLacZ infection. The blue color was stained by X-gal solution. HeLa (A) and OVCAR-
3 (B) transfection efficiencies were compared to magnification X200 and X400 by microscope. CaClx: Ca2+—phosphate,
LipoG: Lipogen™ and N-SLBA, N-stearyl lactobionamide mediated FuG: Fugens™ Lipo: Lipofectin™ transfectin.
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Fig. 3. Comparison to transfection efficienies of the DNA LacZ gene gynecology cancer cell line using transfection methods.
CaCly; Ca2+—phosphate, FuG; FugenGTM, Lipo; LipofectinTM, LipoGen; LipogenTM and N-SLBA; N-stearyl lactobionamide.
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Table 1. Transfection Efficiencies of the LacZ gene in Gynecologic Cancer Cell Lines. ( ); standard deviation
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(EH21%)

Ca2+-phosphate Fugen6TM ]_.ipofectinTM LipogenTM N-SLBA
Cell Method  pReCMV PAAVCMV ~ pReCMV  pAAVCMV ~ pRcCMV ~ pAAVCMV  pRcCMV pAAVCMV ~ pRcCMV  pAAVCMV
LacZ LacZ LacZ LacZ LacZ LacZ LacZ LacZ LacZ LacZ
CaSki X200 68 (£05 59 (*03) 95(f12) 59 (+08) 153 (*£08) 87 (+08) 210 (F20) 214 (£07) 66 (£07) 75 (*12)
X400 204 (£06) 9.1 (£09) 177 (£0.8) 116 (=09 262 (£0.6) 153 (£0.7) 424 (£25) 351 (£09) 114 (£0.1) 223 (£1.0)
SiHa X200 83 (£03) 125(fl4) 79 (fLl) 125 (=05 144 (£0.6) 264 (=08) 206 (£02) 190 (£0.8) 150 (£0.8) 139 (+0.7)
X400 150 (£0.1) 215 (£0.1) 178 (£14) 236 (£1.0) 157 (£1.6) 310 (£33) 162 (£04) 160 (£09) 139 (£13) 100 (=0.5)
HeLa X200 86 (£0.1) 1L5(*£0) 338 (£0.5) 10.1 (£03) 119 (£0.7) 269 (=13) 200 (£06) 166 (£03) 4.1 (£03) 3.0 (=02
X400 255 (£04) 241 (£16) 391 (f14) 225 (+05 234 (£15) 440 (=0.1) 320 (£23) 287 (£05) 174 (£0.1) 1L1 (+02)
Hela S3 X200 7.1 (£36) 78 (£0.1) 310 (£0.1) 76 (+0.1) 112 (£0.1) 258 (£0.1) 162 (£03) 19.1 (£0.1) 169 (£0.1) 79 (=L7)
X400 103 (£04) 133 (£0.1) 418 (f18) 199 (06 132 (%) 308 (£2.6) 237 (£02) 257 (£09) 150 (£09) 119 (£0.8)
C33A X200 85 (F£03) 42(£03) 162 (f22) 54 (+02) 89 (32 146 (£03) 118 (15 138 (£0.7) 105 (£09) 6.8 (+0.3)
X400 68 (£07) 136 (£1.0) 177 (£03) 169 (£17) 149 (0.7) 203 (£17) 149 (£0.1) 203 (£06) 145 (£02) 115 (=L1)
HT3 X200 64 (£03) 86 (fl3) 303 (£03) 152 (*15 110 (03) 244 (£07) 194 (£19) 198 (£f10) 87 (£L0) 107 (+0.3)
X400 144 (£10) 162 (£1.0) 351 (£06) 197 (¥2.1) 133 (0.5) 348 (£04) 167 (£05) 176 (£13) 176 (£0.1) 190 (£04)
HkcE6/E7 X200 102 (£03) 99 (£0.7) 117 (£0.1) 124 (02) 84 (0.1) 109 (£08) 87 (+08) 79 (£04) 52 (£06) 53 (+0.0)
X400 185 (£0.7) 190 (£1.0) 204 (£03) 219 (£17) 23407 220 (£1L7) 104 (£0.1) 197 (£06) 92 (£02) 98 (*12)
QGU X200 51 (£03) 104 (£12) 168 (£0.6) 86 (+04) 128 (0.8) 114 (£02) 81 (+06) 80 (0.5 42 (£01) 3.0 (*0.0)
X400 123 (£1.8) 186 (fl14) 186 (£02) 111 (=05 153 (0.8) 229 (+05) 109 (£04) 108 (£02) 115 (£02) 80 (+03)
Cx162 X200 5.1 (*0.1) 50 (*06) 80 (+04) 72 (£02) 100 (0.3 80 (£0.1) 132 (£0.1) 124 (£06) 66 (£02) 5.7 (=0.1)
X400 115 (£10) 100 (£0.5) 125 (£0.5) 128 (£0.1) 215 (0.1) 178 (£05) 197 (£02) 173 (£02) 122 (£05) 129 (+0.5)
OVCAR-3 X200 38 (£0.1) 52 (+0.1) 17.1 (£0.7) 134 (£06) 154 (0.5 138 (£03) 53 (%02 76 (+02) 28 (£0.1) 50 (+05)
X400 119 (£05) 116 (£0.6) 24.1 (£20) 225 (200 317 (1.0) 392 (£1.3) 183 (£0.6) 194 (£12) 99 (£03) 104 (£02)
SKOV-3 X200 45 (£03) 67 (+03) 93 (+0.1) 148 (£06) 924 (03) 11.8 (£05) 44 (£01) 47 (X04) 60 (£04) 57 (+0.0)
X400 86 (£05) 140 (£04) 309 (£0.6) 205 (=05 289 (0.6) 287 (=L1) 144 (£02) 110 (£14) 211 (£14) 12.8 (=0.6)
PA-1 X200 27 (£01) 41(*03) 145(£07) 137 (04 198 (07) 204 (£1.0) 79 (£0.1) 75(£02) 70 (£05 43 (+03)
X400 107 (£10) 109 (£15) 217 (£15) 147 (£0.1) 300 (L.8) 394 (£1.0) 150 (£0.3) 216 (£09) 125 (£04) 95 (£0.7)
A2774 X200 6.1 (£01) 65 (£0.1) 159 (£0.1) 133 (04) 179 (0.6) 1L5 (£0.1)  1L1 (£05) 81 (*0.1) 76 (£03) 75 (+03)
X400 164 (£12) 119 (£13) 331 (£07) 308 (=1.1) 394 (23) 318 (£1.5) 205 (£0.8) 236 (£12) 136 (£0.1) 170 (£02)
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Follicular Blood Flow and Follicular Fluid Concentrations
of Vascular Endothelial Growth Factor and Nitric Oxide as
Prognostic Factors of IVF Outcome

Dae Sik Oh, M.D., Byoung Sub Shin, M.D.*, Ki Hyung Kim, M.D.*,
Boo Sun Joo, Ph.D.", Kyu Sup Lee, M.D.*

Department of Obstetrics and Gynecology, Daegu Women Cha Hospital, Daegu, Korea
*Department of Obstetrics and Gynecology, College of Medicine, Pusan National University
and T Center for Reproductive Medicine, Moonhwa Hospital, Busan, Korea

Objective : The aim of this study was to investigate the relationship between follicular blood flow and
the follicular fluid vascular endothelial growth factor (VEGF), and nitric oxide (NO) concentrations, and to
determine which factor might be a better predictor of the outcome of IVF-ET.

Methods : In our prospective study, forty-seven cycles who underwent in vitro fertilization with tubal
factor (25 cycles) and male factor (22 cycles) at the infertility clinic of Pusan National University Hospital
from Feb. 2002 to June 2002 were assessed. Follicular blood flow was estimated on the day of hCG
administration. Each follicular fluid was collected at the oocyte retrieval and follicular fluid VEGF and NO
concentrations were assessed. According to the age of patients, the cause of infertility, and pregnancy rate,
follicular blood flow and follicular fluid VEGF and NO concentrations were measured.

Results : Of 47 cycles, 18 cycles were pregnant (38.3%). Follicular blood flow was significant higher
in the pregnant group compared to the nonpregnant group (p<.05), but there was no statistical significantly
difference in the age and infertility cause. Follicular fluid concentrations of VEGF and NO were not
statistically different in age, infertility cause, and pregnancy outcome. As follicle size increases, the follicular
blood flow and follicular fluid VEGF concentrations increased significantly, but follicular fluid NO
concentrations decreased. There was no correlation between VEGF and NO concentrations in follicular fluid
by linear regression analysis.

Conclusion : Our present study showed that follicular blood flow was positively associated with
outcome of pregnancy as well as size of follicles, follicular fluid VEGF, but NO had no correlation with
patient’s age and pregnancy outcome. These results suggest that follicular blood flow might be a more
effective prognostic marker of the pregnancy outcome of in vitro fertilization rather than follicular fluid VEGF
and NO concentrations.

Key Words : Follicular blood flow, VEGF, NO, Pregnancy outcome
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1) FujEie 2 ALEH

RE Ao FujeHEE GnRH agonist (buserelin
acetate; Frankfrut, Germany)ZS ©|-83 7|5 oY (long
protoco) S 2 S HTH H3FA Y gHAAE A
buserelin acetateE o] A ¥7AF7]¢] =3+47] (midluteal
phase) F-E 03 mL 3|3}3AF st oH, A2 A 2UA
¥% E, %7} 50 pg/mL (conversion factor to SI unit,
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2 st R E AlESet
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we A 9% B 59 232890 o3 34
a9ew), 9% B 557 Aulolx FAol Holx 2]

A FE 9] Z7o] 18 mm o]4+Y wW hCG 10,000 IU
25390,
hCG FAF 3354170 44 28718
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w9k Al (Falcon 3002; Becton Dickinson, USA)ol| &7
a7 w7 (SZH; Olympus, Japan)atoll A - dEA]
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Fig. 1. Ultrasound images of follicular development on the day of hCG administration: the colored areas show vessels with a
relatively high blood flow for 18 mm follicle (A) or ovary (B).
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Ed gd 8% E, 5% 3,62011,904 pgmLo]Q1,
AR IR 713+H460190k FHEL 89.6114.7% %
o, Bt 43719 Hjo}E oA Az} 479 she-H| 18
ol A YJAlslo] 38.3%9] PAIES Btk 1 F 28
A YA, 182 Hol 4uts 39 & A4d fAENS
o, 15N dAa= ? o] AT} (Table 1).

Table 1. Characteristics of patients and outcomes of IVF-ET

No. of cycles 47

Age (years) 344143
E, on hCG day (pg/mL) 3,620+ 1,904
No. of oocytes retrieved 73*46
Fertilization rate (%) 89.61t14.7
No. of embryos transferred 43+17
Implantation rate (%) 12.8
Clinical pregnancy rate (%) 383

Values are mean* SD.

A% AAzAel B AR

2 d¥ ) VEGFS NO 5% -

AFol, e 991, dAA2FY FHsHA F3 2p
o7} §1%ith (Table 2).
dxo] =379} Yx A VEGF 2 NO %, W

GRAlole] ARIAE G 3717} AA5E
Y% 9 R VEGF $E7 o3 27k
B SO NO SRS A3 dastel e 27]
7b 15 mm )52l W 714 70 Vhebsdth (Table 3).
G VEGF 559 NO 557k AuaAg o
ohuz] Slste] HYIALLS & A3t P4 Fo
Aol A% BAAT FAL ol Yot Fi. 2.

2 R

Table 3. Relationship between follicular blood flow, follicular
fluid levels of VEGF and NO, and follicular size

Follicular size

p-value

>18 mm  16-17 mm <15 mm

Follicular blood . b
flow (PD) 077+0.25" 0.89+029 101041 <0.05

FF VEGF level . b
(ugimL) 333+£1.25" 3.60+-282 2.18+0.95 <0.05

FF NO level . y
™M) 6.51+2.11" 7.07£443 1005+1.50 <0.05

Values are mean*SD
FF; follicular fluid
PI, Pulsatile index

® p<0.05

ANOVA one-way

Table 2. Relationship between follicular blood flow, follicular fluid concentrations and assisted reproductive outcomes

Pulsatile Index of follicular blood vessel

Follicular fluid concentration of

<15 mm 16-17 mm >18 mm VEGF (ug/mL) NO (uM)
Age (years)
<37 (n=36) 1.0+04 0.9+03 0.8+0.2 47+35 34+22
>38 (n=11) 1.1+0.5 0.9+03 0.8+0.3 38+14 32407
Infertility cause
Tubal factor (n=25) 10105 1.0+04 0.9+0.3 3.6%2.5 49+43
Male factor (n=22) 09+03 0.8+0.1 0.7+0.1 38+14 32407
Pregnancy outcome
Pregnant (n=18) 09403 0.7+0.1° 0.6+0.1° 51+46 33408
Nonpregnant (n=29) 1.3+04° 0.9+03° 0.8+02° 41%27 37%14

Values are mean+SD, *°, p<0.05, Student t-test.
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Association of Osteoprotegerin Gene Polymorphisms with bone Mass
in Postmenopausal Korean Women

Sug Woo Lee, M.D., Dong Jin Kwon, M.D., Young Oak You, M.D.,
Dai Hoon Kim, M.D., Hee Joong Lee, M.D., Jae Hoon Kim, M.D.,
Eun Jung Kim, M.D., Jin Hong Kim, M.D.

Department of Obstetrics and Gynecology, St. Vincent’s Hospital,

College of Medicine, The Catholic University of Korea, Seoul, Korea

Objective : To examine the relationship between Osteoprotegerin gene polymorphisms, and bone
mineral density (BMD).

Methods : Restriction fragment length polymorphisms at the Osteoprotegerin A%, 7c, ¢"¥'c gene
site, and BMD at the lumbar spine and proximal femur were analyzed in 229 postmenopausal Korean women
(81 normal, 111 osteopenic and 37 osteoporotic patients). BMDs were measured by DEXA. The subjects were
divided in normal, osteopenic and osteoporotic on the basis of the T-score values according to the
classification of the World Health Organization (WHO).

Results : The genotype distribution of A'"G, T"°C and G"*'C polymorphisms in all postmenopausal
women was as follows: AA 54.6%, AG 37.1%, GG 8.3%, T/T 17.5%, T/C 44.1%, C/C 38.4%; GG 52.4%,
GC 38.0%, CC 9.6%, respectively. Significant differences in the distribution of A/A and A/G genotype among
osteoporotic group were observed. No significant differences in the distribution of T°°C and G"™'C genotypes
among three groups were observed. After adjusting for potential confounding factors such as age, BMI, and
menopause duration, A'%G polymorphism was significantly associated with BMD at the lumbar spine in
normal and osteoporotic patients and BMD at the femur neck and wards triangle in normal patients, and
G"'c polymorphism BMD at the trochanter in all groups and BMD at the femur neck in osteopenic and
osteoporotic patients, and BMD at the wards triangle and trochanter in osteoporotic patients. But There was
no relationship between TC gene polymorphism, and BMD.

Conclusion : These findings suggest that osteoprotegerin gene polymorphisms may be an important

contributor to the variation of BMD among postmenopausal Korean women.

Key Words : Osteoprotegerin, Polymorphism, BMD

FEE NN ABoRA By gh, B2 @A Qon, TUE Wold) 40T5%7h H449 a2
NATE HAE 5402 s 2Ho 9EEE F o8 A9U0T Rusy Qo) #44 2] FUE
o BEEe WAL el A4 B4HA 9 B ARE AAF M FaF AR FeAL 9
44 gdse] HHom Aget Aox & o Azo| FUFF A Belsiea Adus
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- FFQ HAAGAAM =

o8] §AAE0] - transforming growth factor (TGF)- 51,
collagen Ial, vitamin D receptor, interleukin (IL)-6, IL-1
receptor antagonist, calcitonin receptor - 1% 1L 9t}

A7) Fol 2EZA AWl 93 51093 v
%N A 25-30%7FA] ZAao] Ut o] # 3 ZAaA
| g 284 Azl o 2E5
Qo o) AomA A7) Fo olxrERe 2
2 dlal BT ATAG] gaste] 3L
wol QD £A0 o ) Sl w2
o 100 % Aol F7kste] 2402
agid oldgt dEAEd TRA XY BFy2 A7
7 Fol 333 WS AR Aol dok

A gFAx E3}e} Al lo]A] osteoprotegerin
(OPG)/receptor activator of nuclear factor-kB ligand
(RANKL)/RANK systemo] #ojsls ACE Huga 3l
t}. RANKLS M2H 4849 RANKS} Afste &
Axe] 3t f &, 854 37t AZAMGE dAlske
v OPGE RANKLF ZAF o & RANKe| Zgslo]
HPFHE gEAxe 23 9 S54 AL AZATE
A0 ANEH 2 2 AP BudA ¥4
A#E EAF A TGF-5 9} A 2EZ -2 OPGY A4
Z7IA 7)1 =2 228 E,9 glucocorticoids= 7+
AlRem &S OPG F3A7t §le A 559 ¢
Zo] Mk Jeng OPGE 23S LA
23 FAAE ARG,
webA AREL g H7A7] gA olA7A A

[e]

L
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o rH mr my 19
U =N}
il O
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>.

N ol pr o

-3

¥ Fo| gl OPG faAte] Gy #AFL o
2% tdgol EUEs ofd ABAol YETIE o}
O RA OPG FAAe] Aol thas B 3l
oM F2F ABE SheA YoprwA B 4P 9
St
o7 ThAL 2

1. 947 CHAH

HHEsi Ssvst ANAE A7t 97
7] AeE B 07 94T £ A7 54E T
3] ofsfslar TolF AT 7] o4 229 & e
2 Sk 4T Wy 937 dEe AR 9
dagAze] BAGol gl ehAT Aelsk B A F

Ido] Aatel dde ez stgih

AT PAAEL Wy g, 28, A% 48 5
w4, T Aol flsler 2EEA 5 ThAtel 9
& FE o ¥43 BAo] YT} (Table 1)
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Table 1. Clinical characteristics of the 229 postmenopausal

women
Age (years) 512+47

Years since menopause 3.7+38
Weight (kg) 583+8.1
Height (cm) 155.4+49
BMI (kg/m’) 242+30
FSH (mIU/mL) 519+ 14.6
E, (pg/mL) 126+39
BMD (g/cm’)

Lumbar spine 1.0280.144

Femoral neck 0.8440.144

Ward’s triangle 0.691£0.164

Trochanter 0.738£0.434
Biochemical markers

Serum osteocalcin (ng/mL) 38%2.1

Urine deoxypyridinoline (pmol/ymol Cr) 5.7%23

Values represent means* S.D.

2. g qF 3 MEZK|E £
EE AT AAEREEH FAE heparin FHo A
st A (buffy coat)S AZT %4;‘} B s ot

DNA FZd AHgat) 719 ASS SAste AdF
A% (body mass index, BMI: kg/m)E Asrst gt

T A Aol A &5 (lumbar spine, L2-4), T & &
745 (femur neck), Ward A2+ (triangle), ™) & & 7]
(trochanter)©] =% ZH o] DEXA ¥ (Lunar PPX-L,
Medison, Wisconsin, USA)& o] &3&}4t} o] 24 ")

85 9% SHAAMY AAW HolASF (in vivo
coefficient of variation)= 1.3%, &= 1.9%, Ward
M2 2.0%, HEZ7] 1.2%] AT

A #A7 AR5 EAFE SvEFY Hode
WHO2] 789101] met 32 Ao Haxeh vty
125 vlgk BERAL Gavk A A4S IELFE, B
BB 25 B 99 FA% U AT B
Zolgka 3yt

4, EMojA genomic DNA =
W REstgd vl 3%—? &3 HF8A (lysis

buffer; 1 M Tris pH 7.6 10 mL, MgCl, 5 mL, 1 M NaCl

10 mL, 32} 57 975 mL= Xﬂz)é &3t3te 1500
pmO 2 5T AARYF FSAS A AsAT-

Al A7 A& ‘ﬂ%i < QlAamp 9 7]E
(QIAGEN Tnc., Santa Clarita, CA, USA)E Al-43}o] DNA

=

=

FEssc
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Aol 25 yl proteinase £, 210 pul ¢+ZF
1527 83 & 70T L4 (water bath)oll A 10
H8- X171 th& ethanol 210 ylg &3t
(collecting tube)oll I3l QlAamp ¥ (column)o
7] EFES 27]7 8000 rpm o & 187F AR 8
o} oA 589 AW 500 415 ¥l 8000 rpmo.Z 23]
o AR (187, 33)E AldstaH:. mAFE 95
2 2 U& 0C7HA 7Hde 9589 AE 200 ylE &

o3 A2oA 283 WX § 8000 pm O 2 2%

AEglsle] DNAE FZ314 . 260 nmol A &
gt Attt

&

&
Sl

ey
o

o L ko

=]
R
=
=

=
=

5. R Cld =X

OPG A A9 polymerase chain reaction (PCR)-
restriction fragment length polymorphism (RFLP)Z} 719
% (Fig. 1)

M AA AG AG AA AA AA AA AA
« 300 bp
<161 b
~ 139 bp
M CC TC TC CC TC TT TC T[C
342 bp
225 bp
<117 bp
M GIC GIC GIC GG GC GC GG GC

147 bp
123 bp

«— 24bp

Fig. 1. Genotype analysis of the A'®G Asel polymorphism
within promoter of the osteoprotegerin gene (A), the

T950C Hpall polymorphism of promoter of the OPG
gene (B), the G"'c smil polymorphism within exon

1 of osteoprotegerin gene (C)

OPG 442 A'G, TC, G"*'C9] primesE o}l 9}
o] ghEo} AME-EIY L

A'®G; 5°-CTGGAGATATAACTTGAACA, 5-CCATCA
TCAAAGGGCTATTGGT

T°C; 5-GTTCCTCAGCCCGGTGGCTTTT, 5'-TGTG
GTCCCCGGAAACTCAGG

G"'C; 5°-ACTTCCTGTTGCCGGGACGCTA, 5'-TACC
ACGAGCGCGCAGCACCTCA
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045 9]

27te) yye BRI A% FES DNA 3
(template) 100 ngg 7}4 02 mL FHo] PCR 4589,
2.5 mM MgCl, 02 mMe] dNTP, 20 pM¢] primerS3}
Taq DNA polymerase 0.04 &9 & F7}8+ vh-g &34
10 ylE& 9Hso] PCRS A 3)5t¢lth. PCRL Perkin Elmer
9600 thermocyclerS AME-3t1a, WS 271 WA 94T
587 HAAZ] &, 94C 6027t denaturation, 64C 603
7} annealing, 72°C 60%7} elongatione: 3557]5 ¥l
npx e 7] 72T 103271 incubationd}$th. PCRE Z
Z¥ DNAZ A'"GE Ase I (New England Biolab, MA,
USA), T°C= Hpa I (New England Biolab, MA, USA),
G"*'C= Sml I (New England Biolab, MA, USA) A&
A8 747} 37T, 55TolAM 12413, TA17F A 23 F 05
pymL ethidium bromideS -3 2.0% agarose geloll &
gl Salss.

6. SA2A

SR YELEFUAE FABIAT BT, =3
A2Zy FtheyEd Abole] HlaE= Fisher’s exact testS
o] &3t th A I L (relative risk; RR)= Woolf™H o}
Haldane’s modification® & o] 431 Aaratgdoh®’

Z FRAAY wWE FUE
analysis of variance (ANOVA)$} analysis of co-variance
(ANCOVA) ZALE o] gate] EAstglon THE e
o], #1745 717k} BMI (body mass index)2 X3 35}4
o BE FAE EAdA p<0.059] B¢t frol
WA

3 A&
AT

H| 2= one-way

z I
1. OPG ALl RAEAIHL FMAL HIZO| ZX
(Table 2)
OPG #714e] #48 MEE AVGS) B¢ BY2

# 2HAF v FuEETelA AIG Aol 9
7 =9gom 48.6% vs 38.7%, 29.6%; p<0.05), AIAE

SolslA Yo HnE BTt (40.5% vs 61.7%, 54.1%;
p<0.05). 28y A s F72 G Rl=r) v

TETNA w2 AFS By
k. TYCO| B4 AT
Tl A T/C T A o)

ol okt GMe

o f9lE Aol ok

2l F9l @ Aol7t
Az HIEE A

L Ll Wy
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Table 2. Osteoprotegerin genotype and gene frequencies in normal, osteopenic and osteoporotic postmenopausal women

Subjects

Normal (n=81)

Osteopenic (n=111)

Osteoporotic (n=37)

No. (%) No. (%) No. (%)
Al®G
Genotype frequencies
A/A 50 (61.7) 60 (54.1) 15 (40.5)*
AIG 24 (29.6) 43 (38.7) 18 (48.6)*
G/G 7 (87 8 (72 4 (10.9)
Gene frequencies
A 124 (76.5) 163 (734) 48 (64.9)
G 38 (23.5) 59 (26.6) 26 (36.1)
™
Genotype frequencies
T/T 13 (16.0) 21 (18.9) 6 (16.2)
T/C 39 (48.1) 42 (37.8) 20 (54.1)
c/c 29 (35.9) 48 (433) 11 (29.7)
Gene frequencies
T 65 (40.1) 84 (37.8) 32 (432)
C 96 (59.9) 138 (62.2) 42 (56.8)
G
Genotype frequencies
G/G 41 (50.6) 61 (54.9) 18 (48.6)
G/C 34 (41.9) 38 (342) 15 (40.5)
c/c 6 (75) 12 (10.9) 4 (10.9)
Gene frequencies
G 116 (71.6) 160 (72.1) 51 (68.9)
C 46 (28.4) 62 (27.9) 23 (31.1)

*: p<0.05 versus normal
BMD values adjusted for age, years since menopause, and BMIL

2. OPG RTAle| RAAIH w2 ZLE (Table 3)
OPG f27ke] A'°G #1480l AIGS} G/G F47

Fol AA FA4F vmste] 93 Belo) FUws
Frelsl vokom, tisl e, Wad 4479} dislE
el EUt usten BAAE fold Aol
Qe TVC FAAFANA 4 FHARES
@ BE ySlol FUEE FoAT Aolst Gk

& 1}o Iumlc =

lzele] HEHEA NN frola Re 2
W a% UEEAY, Wad A2FolAE
srout $AH02 o3 Aol gt

ot G

e 4 AR AA C/C FRAF o] GG} GIC FHA
I} B

HYo
7h g
SR

=)

ol
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Table 3. Bone mineral density (BMD: g/cm?) according to
osteoprotogerin  genotypes in total postmenopausal

women

A'%G AJA 0=125)  A/G (n=85) G/G (n=19)
Lumbar spine  1.073+0251* 0975+0.165*  0972+0.197*
Femur neck  0.889+0.158  0.857+0.128  0.849+0.107
Ward’s triangle 070710182 067810129  0.639+0.124
Trochanter 0714+0.137  0708+0.124  0.695+0.097
™°C TIT (n=40) T/IC (n=101) C/C (n=88)
Lumbar spine  1.015+0.194 104310242  1.019+0216
Femur neck 087510145 087540168  0.872+0.113
Ward’s triangle 067710166 070170188  0.686+0.120
Trochanter 0709+0.137  0.714+0.137  0.707+0.101
G"™'c G/G (n=120) G/C (n=87) C/C (n=22)
Lumbar spine  1.034+0233 102840217  1.000+0.206
Femur neck  0.886+0.137 087340153  0.813+0.140
Ward’s triangle 069910150 069810173  0.616+0.154
Trochanter 0719+0.124*  0.715+0.121*  0.647+0.124*
*: p<0.05,

BMD values adjusted for age, years since menopause, and BMIL
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Tabel 4. Bone mineral density (BMD: g/cmz) according to osteoprotegerin genotypes in normal, osteopenic and osteoporotic

postmenopausal women

Lumbar spine Femur neck Ward’s triangle Trochanter
Al®G
Normal (n=81)
AJA (n=50) 1.336+0.141* 1.025+0.118* 0.869+0.139* 0.827+0.103
AJG (n=24) 1.189+0.061* 0.978+0.071* 0.806 0.066 0.798 £0.074
G/G (n=7) 1.184+0.078* 0.869+0.039* 0.710+0.071* 0.759+0.072
Osteopenic (n=111)
AJA (n=60) 0.943+0.057 0.818£0.098 0.6230.098 0.664 +0.084
AJG (n=43) 0.951£0.073 0.837£0.073 0.6540.096 0.697 =0.089
G/G (n=7) 0.923+0.070 0.899+0.098 0.669 +0.076 0.6890.069
Osteoporotic (n=37)
AJA (n=15) 0.697+0.055* 0.709+0.094 0.4890.094 0.53310.083
AJG (n=18) 0.759+0.049 0.750£0.123 0.573+0.131 0.6160.108
G/G (n=4) 0.700£0.013 0.715£0.104 0.4560.098 0.593+0.103
™
Normal (n=81)
T/T (n=13) 1.238£0.095 0.995+0.103 0.8280.133 0.815+0.123
T/C (n=39) 1.314£0.120 1.028+0.127* 0.876 -0.149* 0.8310.099
C/C (n=29) 1.258+£0.167 0.959+0.074* 0.792+0.066* 0.788 £0.065
Osteopenic (n=111)
T/T (n=21) 0.961+0.081 0.864+0.098* 0.6510.095 0.6830.095
T/C (n=42) 0.933+0.054 0.800+0.111% 0.6230.107 0.6650.097
C/C (n=48) 0.948£0.065 0.84410.086 0.6460.088 0.6890.070
Osteoporotic (n=37)
T/T (n=6) 0.721£0.036 0.65310.063 0.439+0.079 0.577+0.140
T/C (n=20) 0.7461£0.057 0.731£0.081 0.523+0.092 0.587+0.091
C/C (n=11) 0.698+0.061 0.768 £0.152 0.579+0.159 0.569+0.111
G
Normal (n=81)
G/G (n=41) 1.307£0.162 1.014£0.094 0.8570.099 0.834+0.089*
G/C (n=34) 1.2601£0.112 0.992+0.131 0.834+0.154 0.809+0.089*
C/C (n=6) 1.239+£0.079 0.932+0.059 0.747+0.101 0.711+0.089*
Osteopenic (n=111)
G/G (n=61) 0.94410.063 0.856+0.087* 0.650+0.086 0.6910.073
G/C (n=38) 0.941£0.053 0.795+0.111% 0.625+0.113 0.6610.100
C/C (n=12) 0.96210.098 0.818+£0.103 0.6190.094 0.674+0.097
Osteoporotic (n=37)
G/G (n=18) 0.736£0.068 0.700+0.063* 0.519+0.087 0.558 +0.085*
G/C (n=15) 0.7241£0.043 0.801+0.115* 0.574+0.135* 0.639+0.098*
C/C (n=4) 0.702+£0.061 0.593+0.033* 0.374+0.054* 0.4560.038*
*: p<0.05

BMD values adjusted for age, years since menopause, and BMIL
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=ABSTRACT=
Imaging Diagnosis of Fetal Abdominal Solid Tumor

Euy Hyuk Kim, M.D., Eun Hee Ahn, M.D., Jong Chul Lim, M.D.,
Jin Lae Roh, M.D., Jae Sung Cho, M.D., Yong Won Park, M.D.,
Myung Joon Kim, M.D.*

Department of Obstetrics and Gynecology, *Department of Diagnostic Radiology
Yonsei University College of Medicine, Seoul, Korea

Objective : Ultrasonography is screening modality of choice and plays an important role in prenatal
diagnosis of various diseases and neoplasm of fetus. Recently, Magnetic Resonance Imaging was used as a
diagnosis tool to fetal disease. We would like to evaluate efficacy of ultrasonography and magnetic resonance
imaging for the diagnosis of fetal abdominal solid tumor.

Methods : Among 2,055 cases of abnormal ultrasonography findings detected by prenatal
ultrasonography from January 1996 and June 2002, a comparison between the diagnosis made by prenatal
ultrasonography, fetal magnetic resonance imaging (MRI), postnatal radiological studies and histopathologic
studies was made in four cases with fetal abdominal solid tumor.

Results : The first case was diagnosed as adrenal tumor or hepatic tumor by US, hemangioedothelioma
of liver by fetal MRI, and confirmed as hemangioendothelioma postnatally. The second case showed
concordance with mesoblastic nephroma among the diagnosis made by US, fetal MRI, and postnatal
histopathologic studies. The third case was diagnosed as extrathoracic pulmonary sequestration by US and
MRI, and the same diagnosis was made by postnatal histopathologic studies. The fourth case was suspected
as kidney tumor by US and was diagnosed as adrenal as adrenal neuroblastoma postoperatively.

Conclusion : Fetal solid tumor is not a common disorder, but the location, size and orgin of tumor
plays important role in the prognosis of neonatal period; additional workup by fetal MRI would improve the
diagnosis of such tumors.

Key Words : Fetal abdominal solid tumor, Magnetic resonance imaging, Ultrasonography
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Sagittal scan

e

Sagittal view

(L; liver, GB; gall bladder)

Fig. 2. MRI shows large solid mass lesion in left side abdominal cavity originating from left lobe of liver, mostly like
hemangioendothelioma.
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Transverse sean

(H; heart) (LK; left kidney, Sp; spine)
Fig. 3. Ultrasonography shows 6.6X5.1 cm sized well- defined complex echogenic mass, most likely the right nephroma of fetus.

Sagittal view

(GB; Gall bladder, LK; left kidney)
Fig. 4. 7 cm sized mass originating from right kidney, most likely Wilms’ tumor, mesoblastic nephroma.
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Fig. 5. Ultrasonography shows that this echogenic mass lesion was suspected fetal lung sequestration.

Coronal view Transverse view

(St; stomach, L; liver, Lu; lung)

Fig. 6. MRI shows 1.5%0.9 cm sized irregular shape mass above right kidney, most likely intraabdominal pulmonary sequestration.
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Fig. 7. MRI shows 3.5X3.5 cm sized solid mass compatible
with neuroblastoma in right paravertebral space
without vascular invasion.
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=ABSTRACT=

Correlation of the Expression of COX-2 and VEGF in Cervical Squamous
Cell Carcinomas

Seong Jae Park, M.D., Seon Kyung Lee, M.D., Joo Hee Lee, M.D.*,
Seung Bo Kim, M.D.
Department of Obstetrics and Gynecology College of Medicine, Kyung Hee University, Seoul, Korea
*Department of Obstetrics and Gynecology, Pathology College of Medicine,
Kyung-Hee University, Seoul, Korea

Objective : The purpose of this study was to know the potential of growth, invasion and metastasis
of uterine cervical cancer associated with neovascularization and to investigate whether the enhanced COX-2
(Cyclooxygenase-2) and VEGF (Vascular Endothelial Growth Factor) expression is showed through CIS to
invasive cervical cancer and to examine that COX-2 and VEGF expressions are associated with prognostically
worse pathological variables and had a direct correlation with tumor MVD (microvessel density).

Methods : From January 1999 to December 2001, 45 paraffin-embedded cervical specimens were
obtained by surgical resection in the Kyung Hee University Medical Center. The study group included 25
cases in invasive squamous carcinomas, 7 cases in microinvasive carcinoma, 9 cases in carcinoma in situ, 4
cases in the benign uterine diseases. All tissues were subjected to immunohistochemical staining for
COX-2, VEGF and microvessel density (MVD), and immunostaining was scored using a four-point scale
with (0) indicating no expression, (1) light staining, (2) moderate staining, (3) heavy staining.

Results : As the cervical tumorigenesis progressed, there was a significant increase of MVC
(microvessel count) and COX-2 expression. There is a significant correlation between COX-2 and VEGF
expression (1,=0.686, p<0.01) in cervical neoplasms. There was no correlation between COX-2, VEGF
expression and clinicopathologic factors in cervical caner.

Conclusion : These findings provide evidence that the expression of COX-2 and VEGEF is involved in
the promotion of angiogenesis in cervical neoplasms and plays an important role in early invasion.

Key Words : COX-2, VEGF, Cervical cancer, MVD, Prostaglandin

% YA (angiogenesis) S AFHHS, AR, WAt ¥ AR} (basic fibroblastic growth factor), BjuF A4
Lo A pEE AR FogeA] Mze e 4% 1A} (placenta growth factor), E3] /3724 (epidermal
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1. AZZFEHoA o] COX-2 23

FTHH el COX29] HARrE-& AV 23}, FEAE

FRHA A AbAste] Weukgo] ARE = 59
714 AERHolM FFdutsol BRI Fig 2).
AA 459 F, A whSol 119, FTEd 144, oF
F 13, 54 TdE HAth 2HaA U5l

O

T ol

o

Aol whet AAuhg-o] g whgo] Wwrh F7t
e 1S 1T = AT (Table 1).

Fig. 2. Immunohistochemical staining for COX-2. This shows
focal heavy staining. Positive staining seen dominantly
in the cytoplasm and cell membrane (X 40).

2. Az @ FHHo Mo VEGF 2a

F¢H el VEGF Wifutg< v A3, FFAZ
Axdolt FdFHe] HAATRTE FEA TS A
AT AT F2 FPEo] STk Ae @
2 AT (Fig 3). AA 459 &, FHd whEol 2

Fig. 3. Immunohistochemical staining for VEGF in uterine
cervical squamous cell carcinoma. Positive staining
is seen dominantly in the cytoplasm and cell
membrane (X 100).
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Table 1. Association of the Expression of COX-2, VEGF and
MVC in Cervical Neoplasm

Normal CIS MIC SCC

) @9 @D @25 PV
MVC
Low (<40) 4 9 5 4
High (>40) 0 0 2 21 <0.001
COX-2
Low (<2) 4 7 2 7
High (>2) 0 2 5 18 0.006
VEGF
Low (<2) 4 9 4 16
High (>2) 0 0 3 9 0.079

CIS: carcinoma in situ, MIC: microinvasive carcinoma,
SCC: invasive squamous cell carcinoma, MVC: microvessel count.

oMol oM@ auzet COX-2, VEGF

Ao Aert Ay g wet o
&= ER13L (Table 1), 2vjofql 3¢
COX-29) @z} mAd AL L AL
£ FAT + 3ien (p=0.001,

=

COX-2

staining 304

0 50

20

60

Microvessel count

Fig. 4. Significant positive correlation between COX-2
expression and MVD was found in cervical neoplasm

(p=0.001, r=0.584).
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1,20.584, Fig. 4), VEGFS] a7}o] Afolo] & ojm| gl
ABPAE BEZ 5 AAT (p=0.001, 1,=0.509).

4. RZZSlojrMel COX-2 2 VEGF wrsio] olakx
AEE Qolnjel
A 7ReE 259X At vpol, FFEA Y {3
9 2y dx dRt Ag, d=zd do| 5, U9
7] 2 A& A=l w2 COX-2 2 VEGF 239 Jw

= BATHLZ 2o)7} gle AL Z YEIHT (Table 2).
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COX (Cyclooxygenase) &4+ NSAIDS| 8 28 &
224 FoAl AZIHD gt 9 AFEd 93}
W NSAIDE B85 AlgEeld tdgel Bl o
ths BaE™ olF, dge) 1EA §5F (familial
adenomatous polyposis, FAP)ol 4] NSAID7} &%9] &2}
& 718 EAve AT FELPAA NSADDF f
o Al e el gTh Apo] BRIE T 9ok coxsh
NSAIDS| #A o et FAE FAPS FFI AR
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Table 2. Correlation of the Expression of COX-2 and VEGF with Clinicopathological factors of the cervical cancer

COX-2 Expression

VEGF Expression

Low (<2) High (>2) p-value Low (<2) High (>2) p-value
FIGO stage
1 5 12 10 7
1T 2 6 NS 6 2 NS
Differentation
Well 1 9 4 6
Moderate 5 8 10 3
Poor 1 1 NS 2 0 NS
Tumor size
<4 cm 4 14 10 8

>4 cm 3 4 NS 6 1 NS
Depth of invasion

<1/3 1 2 2 1

<2/3 3 11 8 6

<3/3 3 5 NS 6 2 NS
LN involvement
) 5 16 13 8
+) 2 2 NS 3 1 NS
LVS involvement
©) 3 9 6 6
(+) 4 9 NS 10 3 NS
LN: lymph node, LVS: lymphovascular

A 7AE-gol A9 COX-2 e #st AREL 7 o]#3 COX-29} HHAIA (angiogenesis)®] & Aol
£51 gl Gaffney 52 #3745 APAEY £ @ =fo] Busw Qo P Mz Y45
AAMEG SApol A 83%01 A COX2 PAut-s-2 T1%ql B C0X-27} AT EEths a3t ok ga
A ZFekde] COX-2 Hdnkg-g Hustglal, COX-2 ¥ AT} At COX-29] 2HE-7]4L o] COX27t 3
S0l Fo w53 AE LT 23 BAT 9 2148917191 VEGFO] WHE S Yoyl 2% °Hh°Li
g1 Bustdek” Kukami S& 1399 237459t 3 o], COX-27} thromboxane A,, PGE,, PGL<] A& &
A} 5 12904 COX-2 FAWH-S Hustdch ol el o5 EAo] ML o5 F4d 1 o
Me 1l 5ol 2149 AF AR gx} ﬁfmm COX-2 o33}, T B2y Akt FAAE 434 AH e
PSS 44710}0% 52 4 1 HIZ 9] apoptosisE A FTh= o] 2 Fo] AAIFHIL 9l

NA % oovg s oaoua SE o4
2 B S wen ATALATIT 04 £ 04
o ¥4 UL A5IeH 2 ool W

0.3

HAFIA AR} (vascular permeability factor)2til % &
2]+ VEGF (vascular endothelial growth factor)+= S, &
W a8y FEAA BelEo] 3 A EdA A
Euaoi MERES ZAN7IH de] g 2 A4
o F83 98 8, MAEH FHES Folu 24
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=ABSTRACT=

Comparison of Concurrent Chemoradiotherapy Regimen Toxicities
in the Treatment of Loco-Regionally Advanced Cervical Cancer

Hye Jin Chang, M.D., Hee-Sug Ryu, M.D., Mi Sun Chun, M.D.*,
Ki-Hong Chang, M.D., Jung Pil Lee, M.D.
Department of Obstetrics and Gynecology, *Department of Radiation Oncology
Ajou University School of Medicine, Suwon, Korea

Objective : Concurrent chemoradiotherapy is the idea where the chemotherapeutic agent acts as
a radiosensitizer thus producing a synergistic effect between radiotherapy and chemotherapy. We evaluated the
efficacy and toxicity of concurrent chemoradiotherapy (CCRT) in loco-regionally advanced cervical cancer
patients.

Methods : The medical records were retrospectively reviewed for 24 patients who underwent CCRT
(cisplatin 70 mg/m2 on day 1, 29; 5-FU: 1000 rng/rn2 on day 2-5 and 30-33 X4 cycles), 26 patients who
underwent weekly CCRT (cisplatin: 40 mg/m2>< 6 weeks) and 62 patients who had underwent radiation
therapy alone for loco-regionally advanced cervical cancer at Ajou University Hospital. Toxicity was assessed
according to the Gynecologic Oncology Group toxicity criteria. Statistical analysis was performed with chi-
squre test.

Results : 2 year overall survival rate of patients only treated with RT was 75.0% (39/52). When this
was compaired to CCRT, 83.3% (20/24) with monthly CCRT and 88.5% (23/26) with weekly CCRT of 2
year overall survival rates were attained. Recurrence rates were measured 2 years after each therapy done, they
were 30.8% (16/52) with RT, 25.0% (6/24) with weekly CCRT, and 23.1% (6/26) monthly CCRT. During
CCRT, grade 3 and 4 acute complication rates of nausea/vomiting (20.8% vs. 3.8%) and leukocytopenia
(29.1% vs. 15.4%) was significantly higher in monthly group compared to weekly group (p<0.05). Weekly
group had more patients who completed planned therapy compaired to monthly group (70.9% vs. 84.6%).

Conclusion : CCRT improved overall survival rates and disease-free survival rate, but in some cases
increased acute toxicity, and it is suggested that CCRT may be advantageous compared to radiation therapy
for loco-regionally advanced cervical cancer. Weekly CCRT does not seem to afford distinct advantages in
terms of acute toxicities over monthly CCRT, except for possible better patient compliance. Due to small size
sample and short duration of follow up, further study of a large group of patients and the long survival rate
is necessary.

Key Words : Loco-regionally cervical cancer, Concurrent chemoradiotherapy, Weekly, Toxicity
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QAR FaAor AAE ARG Az glolA
WA W ARRT 22 ATES AT, 4F

[eJie]
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0ull, 4: > 6.08)), transaminase (GOT/GTP)&] =7} (0: 3
Ab, 10 2,580, 2: 2.6-5.08), 3: 5.1-20.0uf, 4: 20.0u))o. 2
Prrateh g4 (0: AAL 1 100 gdL-B A, 2: 8.0-
100 gdL, 3: 6579 g/dL, 4 65 gdL)st M7 4=

granulocyte/bands®] H]E&-¢] (0: 2.0, 1: 1.5-1.9, 2: 1.0-1.4,

3

0509, 4: 0.5), JI7-2] 4 (0: 2.0, 1: 1.5-1.9, 2: 1.0-1.4,

3:05-09, 4: 0.5 2 4% 4 (0: A, 1:75,000-34,

2.

50,000-74,900, 3: 25,000-49,900, 4: 25,0005 =+HF2H4-
H7he) gEow AgHAT. @F Bz 747

Table 1. Clinical characteristics of patients

ﬂwgon% Holt 3% ol %4 (toxicty)2
AN ZElobel =)0 AAL, 1 15w, 2: 15-
3.04), 3: 316OHH 4 6.0uDek Tl (0: A, L1+ &
203 gdL, 2: 2-3+ 32 03-10 gdL, 3: 4+ FE 10 g
dL), 281 P& (0: 549, 1 54‘317:‘%1 Y, 2: Y7t
e U4 Yk, 3 YE Tk U4 Y., 4
Fol Bag APE AA A% S4S W

gk
12
mL
>~

[

=

K
4o
2
o

>~
>

¢ A8 AR WA FAAAE
olgrA AL o F¥ ) 27] Wz}
X A2} (squamous cell carcinoma antigen;
SCC)9| A Ws), A AT AT A 1d T 30
Uit} 2 % 19 67w, 2dA R = 1de] g
A Aleate] Gt Aol ilEE Aee 23
AALR GRIsHGith TA] FASERAAAEE BT
=]
L

BASE 671 o1 FART sdle] TA4EL B

o rr

f
rSL'
o2

\
N,
(o

uEL o=

RT (%) CCRT (%) WCCRT (%) p value
No. 52 24 26
Age (years) 542+11.0 49.6+10.7 508+12.1 NS
Cell type  SCC 45 (86.5) 18 (75.0) 13 (50.0) NS
Adenoca 4.(17) 1 (42) 5 (19.2)
AS * 2 (39) 5 (20.8) 8 (30.8)
Otherv/ 1 (19
Tumor size 424+17 525+15 454421 NS
Diameter 15 cm 27 (51.9) 10 (42.8) 14 (58.3) NS
>5 cm 25 (48.1) 14 (572) 10 (41.7)
Parametrium  (+) 34 (65.4) 19 (78.6) 16 (61.5) NS
8 18 (34.6) 5 (214) 10 (38.5)
Pelvic LN (+) 36 (69.2) 21 (87.5) 23 (88.5) p<0.05
8 16 (30.8) 3 (21.5) 3 (11.5)
Stage Ib 13 (25.0) 3 (12.5) 3 (11.5) NS
I 36 (69.2) 18 (75.0) 20 (76.9)
it 3 (5.8) 3 (12.5) 3 (11.5)
Tumor marker (SCC") 342+425 4214302 3744372 NS

meant SD, No.; mumber, CCRT: concurrent chemoradiotherapy, RT: radiation therapy, WCCRT: weekly CCRT

* AS: Adenosquamous, Tscc: Squamous cell carcinoma antigen
v Other: small cell carcinoma
NS: not significant, Mann-Whitney test, Independent t-test
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A B YA FofeEL 005 otz s
At
Zz I

1. gixfe| utd £3

1) AR E 7

= AL g8 wke #5299 FIGO W7
BEZE W7 b7e 1349, 7)€ 364, MI7]E 392 11
717v 7V Bokth B ARE MAR, AVTHE
Z94 79 BT AAL 424 em$, 5 cm oA =
719 232 71 SR 259 o2 48.1% Atk AF e
A gro] A HE e 349 (654%) o1, SH Y=
A o] FHoz Role FAEL 36 (69.1%) ol Ak
A8 Exe APANAEY 459 (86.5%), A4
AEY 4o (1.7%), AHBFAANELOZ 26 (3.9%),

AAEY 19 (1.9%)7F ADE AT} (Table 1).

2) A A3s AL X 57
A g AAANEE e A 508 F
monthly (55 -2 37} 249, weekly (55 w2

A7} 267 o] itk Monthly X572 W 7] Ib7]7} 3¢],
7] 184, llI7|= 3¢ E, 7|7} 7F4 Bucth H+F o
HE 9AHT, AVFEEY 98 99 Ja AF
& 525 em@L, 5 cm oA )9 EIE 1A BAE=
149 o2 AA S 572%Hth Aol Afol JilHe
A= 197 (78.6%) o1, Ik YA o] FAHo=
Ho|lE= xEL 219 (87.5%) ©|Uth HAA
H3 A FUsPAT 2 FFllA Z6k
% o] ZAHSRE fofsAl =9kt

A YEA Aot s &

OO
o 8ok
O

fu

2o i~

FA AT Hel awE A Jeel) ¥
JelstsAd ARE FoRH AEE
5ieh Azte 2743t 7
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of
>

H
LI S Wy

o 2 0 o il (% off O
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oAl ARe) B4 M -
ARFAIAEGOR 5 208%)7F AHA, o]
@ AE 284 $EE A AR 5Ad0R
FI Hol7h fgick.

Weekly 2272 7| Ib7]7} 34, 171 209, 1II7)
€ 342 FxEo] YA, HFE AFL 504, A713H
W BYS T W AL 454 em§lL, 5 em 9
A Ar7)e] 232 714 A= 10802 AA 9 417%
Aok 2] Afol gAEHe FA= 169 (61.5%) ©
AL, =9 @2 Ho| FPoR Hole FAEL 231
(88.5%) olqith. 2 8H= A4 EY 139
(50.0%), AT AES 5¢ (192%), AT Y
8¢l (30.8%)E E}SLT:. Weekly X877 monthly ]2
T 7o dWHAQ ARl AE FAIHCR fg Aol
© HolA| ¥kt

L

Hygl-
LI N Wy

2. X|2°o| 51}

) WA 8

Ib7] 82+ 5 39 (23.1%), I17] 3=} = 104 (27.8%),
7] 84 5 3% (100%)0] AdstHom Abget Sxf=
Ib7] 39 (23.1%), 7] 79 (194%), OI7]= 34 A& &
AEAZF Fh Z1RE M7 17HA 82459 A A&
&& 750%AF (Table 2, 3). AL S w1
Aol 104 (625%) 82 71 B2 H&& AXEA,
3ol Hulsw 2 A=A A, 37o] ¥F ol
3, 2+ dohZ Yehytth. WAt A 2+

22 nro

aE T

o AL 717k 671NN 3L IR, 2 FHEA
EEL 692%A

2) s/ FEsA A g T

A FABHAPAA B E TE A oA st
A ge WA ARE AlFEe A Fo Al 4700

AlYE AT Monthly XEollA F471% A}, 4%
QAT TE, AAVH B, AAA A, 2 AR
o] o] = 1xHglut Al ke Sz} 29 (8.3%), 2314
A8 iR E7t 29 (8.3%), 3AbE Al W SAp7) 3
3 (125%) o1tk AgH 431 & EF A8 w2 3x}
= 179 (709%) Atk WrIEz 2 Au br] 34 5
1% (333%), 7] A} == 47 (222%), 7] 84 = 19
(333%)°] AN, T4 Ado] 491, 97 Aol 2
dol A #ZFAY AMEE Bl brldAE 91,
7] 2% (11.1%), l7]= 29 (66.7%) 2.2 FA| 89338}
YA A8 E 3¢ P40 WS monthly X579 A
A BEEL 833%E @ WAL NS FHET BA AL
2 frolstAl =AUt (Table 2, 3). APLE 7|72 270 B
A 3070 oldar, Ak o] & 4o A AlgEtgla, F
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Table 2. Two year overall survival rate

Stage N RT (%) CCRT (%) WCCRT (%) p value

b 19 10/13 (76.9) 3/ 3 (100) 3/ 3 (100) p<0.05

il 74 29/36 (80.6) 16/18 (88.9) 18/20 (90.0) NS

m 9 0/ 3 (0.0) 1/ 3 (33.3) 2/ 3 (66.7) p<0.05

Total 102 39/52 (75.0) 20/24 (83.3) 23/26 (88.5) p<0.05

CCRT: concurrent chemoradiotherapy, RT: radiation therapy, WCCRT: weekly CCRT

Kaplan and Meier tests

Table 3. Two year recurrence rate

Stage N RT (%) CCRT (%)  WCCRT (%)
Ib 19 313 (23.1) 13 (333) 0 3 0.0)
I 74 10/36 (27.8) 418 (22.2) 4120 (20.0)
m 9 3/ 3 (100) 13 (333) 2/ 3 (66.7)
Total 102 16/52(30.8) 6/24(25.0) 626 (23.1)

CCRT: concurrent chemoradiotherapy, RT: radiation therapy, WCCRT:
weekly CCRT

Weekly X5 ollXe & 6xte] WA o] A== v
Fuith ggeex g7t AGEHAEE, ol T 229
(84.6%)°] A 6zt#e A} EE Wtk 21
< A" FEA =5 JAZ QA& WIF FAat
Ueby 139 getslstA 8 s BEST 2 3
AN ME AAA A & BRazte X8 AR= 7 7+ 2
e, 4xe 9] dhetE A S kS ok, o] o] WAl
AZE AT HAE Fu AU A=A 7] 3
A Z 49 (20.0%), 7] 8A 2 29 (66.7%)N A Ao
AR, A Aure] 4¢] a1, YA Holw 2¢] HAE
th A A1 b7 AE 993, 7] 23 (10.0%),
7= 1% (333%)22 w5 3¢t g s w2
weekly X F2] 2 AELL 885%2 ©=E HIAMA X
7RG FAHSZ FosA =4tk T2 monthly
A8THE AEEY KT ole Holx Atk
Weekly X259 2 EHAIELL 769% $th

i

Q1a1, grade 2= 6 (13.5%) St
o2 W TS WY IR 1339

(25.0%)7} A8 AaL, HAMA AL 5919 38 HA o

grade 12 119 (21.2%), grade 27} 49 (7.7%), grade 3&

19 (1.9%)°] A1tk Grade 19] Ago] 21 (3.8%), grade

29] 492 19 (19%) = JEEth A o3 o
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3 ZHA = grade 27} 21 (3.8%) 2. YET) Grade 1
o] F7dL 289 3 (38%)01A BEHIT £ AT,
grade 2= 19 (1.9%) °|3ith

A s AMAX 59 monthly X579 A=
717F Foll UEhd 54L& LA B8 F o4 ¢
TEE grade 1S 89 (33.3%), grade 2= 109 (41.7%),
grade 3& 39 (12.5%) 18] grade 4= 29 (8.3%) ©]31
o} ALL grade 10] 87 (33.3%), grade 2= 27 (8.3%),
grade 3= 3% (12.5%) °lth. =59A= WP 74
7} grade 1] 6% (25.0%), grade 2= 117 (45.8%), grade
38 47 (16.7%), grade 4= 3% (125%)= el w1l
32 grade 19] 59 (20.8%), grade 27} 119 (45.8), grade
35 19 (42%), grade 4= 29 (83%) Itk AAA =
Hg HY BT A7 B2 AN grade 10] 37
(125% Utk AREH2 A3 Zeotr) A1) 4
%< 1Ol SA4= grade 10] 19 (42%) AATH (Table 4).
£4) BSALAA RS weekly Ao AR 712
Fol UEh 4L 237170 H48 5 o4 W FEE
grade 12 12 (46.2%), grade 2= 69 (23.1%), grade 3
1% (3.8%) °|At}t. FLL grade 10] 74 (26.9%), grade
2 4% (154%), grade 35 29 (7.7%) ©| Tk Z5A)
L Wy 7ha7) grade 10] 6% (23.1%), grade 2% 99
(34.6%), grade 3L 29 (7.7%), grade 4= 29 (7.7%) ©1A
o} ¥1EL grade 10] 5% (19.2%) oAtk AAA =A<
Bl A= A A7) ABE grade 1] 2% (7.7%)
99lth A=A o ddal Aroldl £A19] A4L
Q) BAE QA (Table 4), o8 Te] 2218
54 PR B2l 47 AHe @

E9 A% BAEE 25 Qo] A Qo 5

FUSPLAIARE B B 09 F A8 P
wel monthly X573 weekly A 5702 9] grade
14 olge RAES ATAY BAE s v, o
Al 2 L EE= monthly X F7olA 55 (20.8%)<1d] HH)
weekly 2| S ZoAE 1 38%) 02 EAALR §9o
ZpolE HYPth F AAE He N8 AT weekly
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Table 4. Acute toxicity of monthly CCRT/ weekly CCRT

et ARe] 54 Ha -

=1

Gl G2 G3 G4
Toxicity/Grade
M w M w M w M w
Nausea/Vomiting 8 (33.3) 12 (462) 10 (41.7) 6 (23.1) 3 (12.5) 1 (3.8) 2 83) 0 0.0)
Enteritis 8 (33.3) 7 (26.9) 2 83) 4 (15.4) 3 (12.5) 207 0 (0.0) 0 0.0)
Leukopenia 6 (25.0) 6 (23.1) 11 (45.8) 9 (34.6) 4 (16.7) 207 3125 207
Anemia 5 (20.8) 5 (19.2) 11 (4538) 13 (50.0) 1 42) 207 2 83) 0 0.0)
Neurotoxicity 3 (12.5) 2017 0 0.0) 0 0.0) 0 (0.0) 0 0.0) 0 (0.0) 0 0.0)
Nephrotoxicity 1 42) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 0.0) 0 (0.0) 0 0.0)
n (%) G: grade, CCRT: concurrent chemoradiotherapy
M: monthly CCRT, W: weekly CCRT
Table 5. Patients having at least one episode of Grade 3/4 sl AthAo g WAbA X739 A7 AAo] £L& o]F
toxicity during CCRT =AY 9A 97 AHozp A1, Yz Ao x}o];ﬂr;go]
CCRT (%) WCCRT (%) p-value Aol A Alztsle] b XA 3% A (common
ili I AL AXA Bz UxA ﬁo =n
Nausea/Vomiting 5 (20.8) 1 38) <005 iliac) SN 1AM o T 2= . LE]_ ]
Enteritis 305 207 NS 0 EAAQ Aol g Btk 2w st
Leukopenia 7 (29.1) 4 (154) p<0.05 T2 WA Aol st 229 A do] AT
Arnis @y 207 NS A% 200 A3 aol v e Ayl
Neurosensory 0 (0.0 0 (0.0) NS HIALAS Z AL &F 22 9)7] uj&o] WALA X gulo 2%
Nephrotoxicity 0 (0.0) 0 (0.0) NS A L} =T | el _}L x]_ “'_—i_
ool 7hsste] 8ol oA Fad AXE AA g
CCRT: concurrent chemoradiotherapy, WCCRT: weekly CCRT 1;]_.‘4 g WAA X B Bo) AFARGe] Z4F R
n (%), G: grade, chi-square test. NS: not significant Wz ?J?l’ X]JL E'LH7]— Hiﬂ?‘_/ﬁ o] 31 51 v:*ﬂ% 5HZ—-;]
317 $3] 2e x==o] Atk Hypoxic cell sensitizer,
2230 H)3] monthly XZFolA 78 (29.1%)0.2 & hyperbaric oxygen treatment, neutron therapy, interstitial
93| grade 349 WP FAaZo] o] YeldS o implants treatment, fractionated high-dose-rate brachytherapy
4 9tk 71 o19)9] grade 34 ol49] gl QoiAr B THEF APA AEE et 190d el 5ol
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=ABSTRACT=

Efficacy and Safety of Concurrent Chemoradiotherapy of Paclitaxel
and Carboplatin as Adjuvant Therapy after Primary Surgery
in High-risk Cervical Cancer

Hyun-il Cho*, Jae Weon Kim* ', Noh-hyun Park* ",
Yong-sang Song* ", Soon-beom Kang* ', Hyo-pyo Lee*
*Department of Obstetrics and Gynecology,

T Cancer Research Institute, College of Medicine, Seoul National University

Objective : To evaluate the efficacy and safety of concurrent chemotherapy of paclitaxel and carboplatin
with standard pelvic radiotherapy as adjuvant therapy after primary surgery in high-risk cervical cancer.

Methods : Twenty-eight patients with FIGO stage IB1-IIB cervical cancer who received adjuvant
concurrent chemoradiotherapy with paclitaxel and carboplatin from February 2000 to November 2001 were
analyzed retrospectively in this study. Adjuvant chemoradiotherapy was done if there were lymph node
involvement or at least 2 positive findings among following risk factors; lymphovascular space invasion, full-
thickness involvement of cervix and tumor size larger than 4 cm in diameter. Two cycles of paclitaxel 135
mg/mz, followed by carboplatin with AUC of 4.5 were administered intravenously with an interval of at least
4 weeks. The radiotherapy was initiated concurrently at the first day of chemotherapy. The therapeutic results
were evaluated by pelvic examination, Pap smear, SCCA (Squamous cell carcinoma antigen) and computed
tomography (CT). The toxicities of the treatment were evaluated and graded by NCI-CTC version 2.0.

Results : Total 56 cycles of paclitaxel/carboplatin chemotherapy with concomitant pelvic radiotherapy
was delivered. None of the patients had a progressive or recurrent disease during the follow-up period ranging
from 6 to 33 months (median: 12.5 months). Neutropenia was the most common and concerned toxicity.
Fifteen cases of grade 3 and 4 neutropenia (26.8%) were observed. Non-hematologic toxicities were mild and
mainly related to neurologic or gastrointestinal symptoms. Eight cases of grade 1 and 2 neurotoxicity were
observed (14.3%).

Conclusion : The adjuvant chemoradiotherapy with paclitaxel and carboplatin seems to be effective and
well-tolerated for the treatment of high risk group cervical cancer after primary surgical therapy. But a large
randomized study with longer duration of follow-up is needed to justify this conclusion.

Key Words : Concurrent chemoradiotherapy, Paclitaxel, Carboplatin, Cervical cancer, High-risk
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Table 1. Patient Characteristics

Characteristics No of patients
No of patients registered 28
Age
Median 52
Range 37-47
Histology type
Squamous cell carcinoma 21
Adenocarcinoma 5
Adenosquamous carcinoma 2
FIGO stage
1B1 18
1B2 2
A 4
1B 4
High risk factor
Lymph node involvement 12
Lymphovascular space invasion 28
Full thickness involvement 13
Tumor size >4 cm 6

2. 2xtg

A st a el o3t 54 F M F4F
AL FAgd 2oz A 5677 T 2F7] (39.3%)
AA TFT HhFol HAPOH o] F grade 3 (EFT
=%]: 500- 1000/mm3) grade 4 (EFF 4X)<500/mm’) <]
FET raZzol 27 1037] (17.9%)9 557] (89%)0l
A AT (Table 2). 12ju} o] 15¢19] T35 ATl
A BES Bk A9 ANen grade 49 TFT 7
A%l AAW 50 F 3elol M FHYPFHSAFAA

(granulocyte colony-stimulating factor, G-CSF) 5 ug/kgo]
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Table 2. Toxicity according to NCI-CTC (version 2.0)
Adverse Effect Grade 0* Grade 1 Grade 2 Grade 3 Grade 4
Neutropenia 34 (60.7) 4 (1.1) 3 (5.4) 10 (17.9) 5 (89)
Thrombocytopenia 55 (98.2) 118 0 0 0
Neuropathy 48 (85.7) 6 (10.7) 2 (3.6) 0 0
Gastrointestinal 44 (78.6) 9 (16.1) 3(5.3) 0 0
Genitourinary 56 0 0 0 0
Laboratory 56 0 0 0 0
Others 56 0 0 0 0
* Number of cycles (%)
7 47k 10000/mm’ o) 4E W7t el A2 Fof SIS (87% vs. 77%). O1F cisplating 7] 202 FHE &
otk Ao BAFL grade 19] 197to] BEE YT Al FsshA g o] uelg x}%‘ﬁ“‘* Fhatof A
grade 3, 49] o& WAEA ehgt. TEF EEAQ Had afos A= gl
IFT FaToR I i}ﬂ&tﬂal A AL G-CSF Al FA FasishiAd eyl ol g @ ﬁrv}
A7 AH4E 7718 T8 BF 6ol Ak 1 A Aol YA A5l ofsh e ghAEe] DNA &4
Ag Pt ay e BF 159 el thAl AREHAT 35S AL AEES WAMIAEC £ H 1
oAl 3o 74 0] P A TFF Frzo 7+ek X F7]2 §7]3} (synchronization) s}, WA X
olgt WAMAX 29 A H Fuke X G-CSF A7} Boll & BgetA G A A Y] HEES Eol
Aed 72 jz_'%l-sﬂ 6el7} Qa WA S0 = 713& Fste] AR A (radio sensitizer)©]
2 o3 WA 2] Fue gigith FuE AR ) < dve Aoln =9 FAstay S w4 U5t
2E BE 139 o ANHYT ADE AN 2AFSE AP SRl A AR Z}A‘%ﬂiﬁﬂ oghent ofet
o) 7+Ee gt AR A HAE Hold 94 vlAdels AAIshs
HEesty S4L gy Auagn 2 2E A dd Hme e s Aoz
A5 AE B F4E0IUY (Table 2). 565719 A dgsistand Hgd FAARAE Holw
gotslstay & 8l (143%)9] T2 FA40] 2 g AdE A ReddA Sdd a84dS 2=
Ao} BE grade 1, 29 A% AxZ AR AA cisplatino] 414 02 w2 E et FA FA3hEARA
T4H ARE QA 4o Ag A dFE vl SWIA 29 74 cisplatin® Fol PR F40] *ﬂ
A= 9t I 9 grade 1, 298] T, TE Z4bo] & ghajoloj A WAL A g ot Bastr ool S,
% 126] 21.4%) BRH Y 5 creatinine S T Y AR B gt FAIAL &4 (sublethal damage)OET
o 33t AAA X8 AT} vlws] 2 s Bel 3 Bl 3] 8-S As3tH, Hita e AEE WA
A= AT AN E F4E e Ao WHALY B AT
Al carboplatin® cisplatin®} w}z7}A| 2 WAL 742b
Aol BA4o] Qe Ao LA Uk
€ F Platinum 2|7 o] Fol 23735 %e] &< Hole A
2 FgAE “ﬂo}wi Y B s ey
1999\ v] = NCIIA FA] FekstshAd ajel & oA o] 59 Ao g YHATFEE APFolnt
E4ol 3 FE'E F olFE B YN 7N ol AF 7ol &0l %l% Aoz W A
cisplating 7|02 s FA F§L3EHA 2y o] %0 %= paclitaxele] 1 WA 7HE 2oz QlEle] 2}
x}%ﬁ‘dOb] A} EE HZH 89 FFOE A CICRR i x}—gqq el T FsshAd gl
¥ a0 ek v)= NCI @] wieo] H0d 5749 o Mg Al 22013l Atk paclitaxel 2 THFHEES WAl
1% T2 AE T 53 2000 Peter 579 AT 2 BRI AE $ 719 GUM phased] AT
AelA st Zol £ F BEaWOoRAM FA P} 248 atm” A A7) (oxygen free radical)o] o
habd e o] a8l e Ao, £ & FA T AT EFozig el 35 #ojdhe sulfhydryl group
A3LPPAIN QS Wk BAkto] WAMIA SRRy < #H2AA H&*Pﬁﬂﬁﬂ] e e A Edl=N
& Fo HE) 3d & AELAA B 958 eS By paclitaxel ¥ carboplatin® T cisplatin® g o] g3 4]
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=ABSTRACT=

Hydrogen Peroxide-producing Lactobacillus in Vaginal Flora
of Pregnant Women with Preterm Labor and Intact Membranes

Jae Ho Na, M.D., Yoon Ha Kim, M.D., Jong Suk Oh, M.D.*,
Jong Hee Shin, M.D.", Jung Sun Yang, M.D., Cheol Hong Kim, M.D.,
Moon Kyoung Cho, M.D., Tae-Bok Song, M.D.

Department of Obstetrics and Gynecology, *Microbiology
7‘Labomtory Medicine, Chonnam National University Medical School, Gwangju, Korea

Objective : To investigate the possible role of vaginal infection in preterm delivery, we studied
characteristics of vaginal discharge related to hydrogen peroxide producing Lactobacillus.

Methods : Vaginal specimens were obtained from 66 women with normal pregnancy and 30 women
with preterm labor and intact membranes. Vaginal pH, leukocyte counts on wet smear, and scores by Nugent
criteria on Gram stain were measured. Lactobacillus were tested for production of hydrogen peroxide using a
qualitative assay on a tetramethylbenzidine agar plate after incubated for 30 minutes and 1 hour. One hundred
eighty-seven hydrogen peroxide-producing Lactobacillus colonies isolated from vaginal fluid of normal
pregnant women, and 77 hydrogen peroxide-producing Lactobacillus colonies isolated from it of women with
preterm labor and intact membrane.

Results : 1. There were no significant differences in vaginal pH between normal pregnant women and
women with preterm labor and intact membranes (4.0670.31 vs. 4.0410.57, p<NS).

2. Leukocyte levels in vaginal wet smear of women with preterm labor and intact membranes were
significantly higher than that of normal pregnant women (4.4610.47 vs. 2.3920.37, p<0.01).

3. Nugent score of Gram stained vaginal smear of women with preterm labor and intact membranes
were significantly higher than that of normal pregnant women (2.347+0.51 vs. 1.217+0.30, p<0.05).

4. Hydrogen peroxide-producing Lactobacillus levels in vaginal flora of women with preterm labor and
intact membranes were significantly lower than that of normal pregnant women incuvated after 30 minutes
(strongly positive 2.6%, weakly positive 2.6%, negative 83.1% vs 17.1%, 31.6%, 41.7%, p<0.01) and 1 hour
(strongly positive 6.5%, weakly positive 7.8%, negative 59.7% vs 36.9%, 31.6%, 19.8%, p<0.01).

Conclusion : Distribution of vaginal hydrogen peroxide-producing Lactobacillus in vaginal flora as
defense factors for vaginal infection may have a important role in the pathophysiology of preterm labor.

Key Words : Hydrogen peroxide-producing Lactobacillus, Preterm labor
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Fig. 1. Blue colored groups show hydrogen peroxide—
producing Lactobacillus colonies.
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Table 1. Clinical characteristics of normal pregnant women, and
women with preterm labor and intact membrane

Normal pregnancy Preterm labor
(n=66) (n=30)
Age (y) 30.7+0.47 28.510.82
Gestational age (wks) 32.6+0.51 30.8+1.06
pH 4.060.31 4.04£0.57
WBC 4461047 239+0.37*

Values: mean®SE, * p<0.01

AT Nugent score

A Lactobacillus+ %9t} o)

=

o

=
0.122 §93&A 2gom™ Gardnerella®t Bacteroidesw
Z+Z} 1.501+0.33, 0.78£0.192 -2l 5}A ©okt} (p<0.05).
Mobiluncus= 2+2+ 0.6310.06, 0.62+0.042 A 27t &
o3 217F YAt Nugent He dstde] gl 27
Robd% oyolx 23410512 A4 93 121403015

fEAgh)

o 98 =9kt (p<0.05, Table 2).

Table 2. Gram stain results from vaginal fluid of normal
pregnant women, and women with preterm labor and
intact membrane

Preterm labor

Normal .
ormat pregnancy and intact membrane

(=66) (0=30)
Nugent score 1.21£0.30 2.34+051*
Lactobacillus 0.37£0.12 0.91+0.25*
Gardnerella & Bacteroides 0.78+0.19 1.50+0.33*
Mobiluncus 0.62+£0.04 0.6310.06

Values: mean®SE, * p<0.05

3. Lactobacillus 22|92} nfislea AN

6682 A AFAAM AUl Lactobacillus 18771 T2,
099 vl gl 21RAE QRN 77
Zote W BeasT. Fuvidel i 271¥ A%
A-olA B AN FAFES 30% & strongly
positive 2.6%, weakly positive 2.6%, negative 83.1% % &
A} QB A A7 17.1%, 31.6%, 41.7% Et} §-9&H7
2280 (<001, Fig. 2). 147 S oktudo]
e Z71ENA%E YKo = strongly positive 6.5%,
weakly positive 7.8%, negative 59.7% 2 A YTl A
ZY7Z} 369%, 31.6%, 19.8% R}t f2tA astad
(p<0.01, Fig. 3, Table 3).
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(%) {After 30 minutes>
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Strongly
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Fig. 2. Hydrogen peroxide—producing Lactobacillus isolated
from vaginal discharge of normal pregnant women,
and women with preterm labor and intact membrane

after 30 minutes-incubation. * p<0.01

(%) <After 1 hour>
100
23_ O Normal pregnancy
[ B Preterm laber and
701 intact membrane

Negative

Paositive Weakly
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Strongly
positive

Fig. 3. Hydrogen peroxide-producing Lactobacillus isolated
from vaginal discharge of normal pregnant women,
and women with preterm labor and intact membrane

after 1 hour-incubation. * p<0.01

Alo] EAlstEH Z7)ER
9,,{_931, 5.4 9] alpha-1 antitrypsin
Zlo} WEZ, Ehlers-Danlos syndrome S& 11
AApoIH, AR FEF, Add FE, A

Hegol o A AFE 47 YR £

RO

53 A E o 41 [o

fo r2 2

raoax o3 AdA HALE Gardnerella
vaginalis®] ol Gram (-) anaerobes 12]1l Mycoplasma7}
A R CER EERDEE RIS E L EEE]
Helth? 27105 gl A% s o

E HFFE5L Ureaplasma urealyticum, Mycoplasma species,
Chlamydza trachomatis, group B Streptococcus, Escherichia
coli 591 9107 o2 Z50] 27] AEA4E A3l
Balo] Y22
ol A e
ol gt &5 MAE
FE FATOR 74
714, 714 mAEe] £
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7HA 3ol
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= H AT
2 b

Table 3. Hydrogen peroxide—producing Lactobacillus isolated from vaginal fluid of normal pregnant women, and women with preterm
labor and intact membrane after 30 minutes- and 1 hour-incubation

Normal pregnancy (n=66) Preterm labor and intact membrane (n=30)

30 min (%) 1 hour (%) 30 min (%) 1 hour (%)
Strongly positive 32 (17.1) 69 (36.9) 2 (2.6)* 5 (65"
Positive 18 (9.6) 22 (11.7) 9 (11.7) 20 (26.0)
Weakly positive 59 (3L.6) 59 (31.6) 2 (2.6)* 6 (7.8)*
Negative 78 (41.7) 37 (19.8) 64 (83.1)* 46 (59.7)
Total 187 (100) 187 (100 77 (100) 77 (100)
* p<0.01
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=ABSTRACT=

Epidemiologic Study of Preterm Birth in Chosun University Hospital

Min-Chang Kang, M.D., Hye-Jin Cho, M.D., Sang-Jun Choi, M.D.,
Sei-Jun Han, M.D., Chang-Hun Song, M.D.
Department of Obstetrics and Gynecology, College of Medicine,

Chosun University, Gwang-Ju Korea

Objective
University Hospital.
Methods :

: To investigate the change of prognosis of the preterm infants delivered in Chosun

A study was conducted for 236 newborns who were born at Chosun University hospital from

January 1. 2000 to December 31, 2002. The data were collected by review of the hospital record.

Results :

1) The survival rate of the preterm infants who weigh below 999 gm was 2% and 68.4% in

1,000-1,499 gm of infants 90.9% in 1,500-1,999 gm of infants and 92.7% in 2,000-2,499 gm of infants

respectively.

2) The survival rate of the preterm infants who born 25% at 25-26 weeks, 50% at 27-28 weeks, 80%
at 29-30 weeks, 88.2% at 31-32 weeks, 94.4% at 33-34 weeks and 95% after 35 wks respectively.

3) The cause of preterm delivery were premature rupture of membranes (41.7%), preterm labor (23.7%),
pregnancy induced hypertension (10.9%), multiple pregnancy (8.3%) etc.

4) The perinatal complications of the preterm infants were hyperbilirubinemia (27.5%), respiratory

distress syndrome (24.2%), sepsis (11.4%) etc.

Conclusion : To increase the survival rates of preterm infants, the preterm labor should be controlled
by 27 week’s gestation and the birth weight of 1,000 gm minimally.

Key Words : Preterm labor, Preterm infants
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Table 1. The characteristics of the mothers who bore the
preterm infants
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Table 2. The birth weights according to the gestational age of
the pretem infants

Gestational age (weeks) Birth weight (gm)*

<23 540+40
23-24 1120+640
25-26 1140+190
27-28 1210200
29-30 1450+280
31-32 1850+350
33-34 2120+370
35 2400 +460
r=0.650

p<0.001

*Date are presented as mean+standard deviation
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AA zAbole] WEEL 894%E YTl 2AF 2
AeAFo] 2 AEES] A4 (Table 3, 4 SAAF
g AgdE o] S/HErE AEEL FAFSE F93st
A F718H AT (Mantel-Haenszel 7}-o]A& 7788 o83}
%.2. Pliner trend<0.0001S 2317 s 439 th). Al
Ao o2 AELY T 2526579 BF 25%, 27-28
FE= 50%, 29-30F+= 80%, 31-32F= 882%<] AELS
H At} (Table 3).

Table 3. The survival rates accodrding to the gestational age

Gestational age Total Survival rate
Variable No. % (weeks) No. (%) No. %
Age* <25 2(08) 0 0.0
19 2 08 2526 4(17) 1 25
20-24 25 10.6 27-28 6 (25) 3 50
2529 95 403 29-30 20 ( 8.5) 16 80
30-34 76 102 31-32 34 (144) 30 882
35.39 34 14.4 3334 71 (30.1) 67 94.4
20 4 17 >35 99 (41.9) 94 95
Parity Total 236 (100.0) 211 89.4
Primipara 104 44.1
Mulitipara 132 55.9 * plinear trend<0.001
2 101 438
) # 102 ZAtoke] 24 A AFEE 20002499 gmo] 3
4 6 55 FAtobe] EA Al AIFTEE 2,000-2499 gmo] 34.7% 2
>5 1 04 7F4 w9k, 1,500-1999 gmo] 28%, 2,500-2,999 gmo|
27.1% 52| o . ZAbo} = 2500 njmle]l # &=
Total 236 100.0 0 5 "] e ]ﬁq famaghiy ]' & 4 gm ] qLAEE) iﬁ
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AEA AFoh= 102%3H (Table 4). A A Foll w
*gzv& H 1,000 gm vIRHe] B 747k 20%9] A

S H¢on, 1,000-1,499 gmS 68.4%, 2,000-2,499
gm 92 7% 2,500 gm oA} 953% % AH|Fo] ZI}E4E
AEE] FAAHCRE Folatl S7tete BES B
(Table 4).
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Table 4. The survival rates according to the birth weight

Survival rate
Total
Birth weight
ght (gm) No. (%) o, .
<500 2 ( 08) 0 0.0
500-999 3( 13 1 333
1000-1499 19 ( 8.1) 13 684
1500-1999 66 ( 28.0) 60 90.9
2000-2499 82 ( 34.7) 76 92.7
>2500 64 (27.1) 61 953
Total 236 (100.0) 320 894

* plinear trend<0.001

Zako] Fak7] 4 FE A
(242%)3 nRFHNEZ 275%)0] BL HES AX
stgem Aol Aol 99l Agtorr FEFANT
QL1%)3 1A FHNEZ (108%)°] ¥ H]FTE A
&2l At} (Table 5).

Table 5. Clinical cause of neonatal death

No. of death
Cause of death Total —
No. (%) No. %
*RDS 57 (242 12 21.1
Hyperbilirubinemia 65 (127.5) 7 10.8
Sepsis 27 (11.4) 2 74
Pneumonia 16 ( 68 2 2.5
"IvH 7( 30 1 143
Others 54 (229 1 19
Total 236 (100.0) 25 10.6

*RDS: respiratory distress syndrome
TIVH: intraventricular hemorrhage
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Table 6. Survival of liveborn infants according to cause of
preterm delivery

Survival rate

Cause of death Toal
No. (%) No. %

*PIH 17 15 88.2
TPROM 65 57 87.7
Preterm labor 37 34 91.9
Multiple pregnancy 13 11 84.6
Other medical disease 9 7 71.8
Other surgical disease 7 5 71.4
foc 8 4 500

*PIH: pregnancy induced hypertension
TPROM: premature rupture of membrane
foc; incompetence of internal OS of cervix
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glycoprotein (AHSG)S] 742} t}d A3 AHSGo|
o s+ Ao T3 A
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=ABSTRACT=

The Genetic Polymorphism of Alpha 2-Heremans Schmidt Glycoprotein
(AHSG), and Antibody to AHSG in Patients with Endometriosis

Hoon Kim, M.D., Jung Gu Kim, M.D.
Department of Obstetrics and Gynecology, College of Medicine,
Seoul National University, Seoul, Korea

Objective : To investigate the relationship among alpha 2-Heremans Schmidt glycoprotein (AHSG)
polymorphism, anti-AHSG antibody and endometriosis in Korean women.

Methods : AHSG polymorphism was analyzed by restriction fragment length polymorphism and DNA
sequencing in 79 women with endometriosis, and 105 women with normal pelviscopic finding. Anti-AHSG
antibody was measured using enzyme linked immuosorbent assay.

Results : The allele frequencies of AHSG 1 and AHSG 2 were 0.69 and 0.31 respectively. The
proportion of noncarrier of AHSG 2 allele was significantly higher (p<0.05) in women with endometriosis
than in women without endometriosis (55.7% versus 39.0%). Women not carrying AHSG 2 allele have 2
times higher risk of endometriosis than women carrying at least one this allele. Positive rate of anti-AHSG
antibody was significantly higher in women with endometriosis (20.0%) than women without endometriosis
(2.7%). There were no significant differences in the distribution of AHSG allele or AHSG genotypes and
in positivity of anti-AHSG antibody between early stage endometriosis and late stage endometriosis. No
significant difference in positivity of anti-AHSG antibody was noted among AHSG genotypes.

Conclusion : AHSG polymorphism and anti-AHSG antibody is associated with endometriosis, but the
positivity of anti-AHSG antibody does not depend on AHSG genotypes.

Key Words : AHSG, Endometriosis, Genetic polymorphism, Antibody

AZUFe AF ol9le] Fhol AFUY 2Ho] £ WEAT Yo
A 4L HE £ BABA PO WY ¥ FR QA7 AU ol Bold Tk Aol
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49%) v3te] Eita wastgon 4 $'e 93 4
2 k= gxbol 4] HLA-A24, B61 2 DRIS G-&o] th%
2ol Hal 43 e AelE welthn sgleh 1o
U obg AgEE SR FEE) 94 9 A

2ol A Al HARE-E frdls Qatel tiato
a8 22 Mok ok
3tH lpha 2-Heremans Schmidt glycoprotein (AHSG)2

A SAEE 49 kDao] Hemiow LS4
l,‘ (negative acute phase reactant)Z] 2] & o]

g AHSGE A SollA AZFAE] Aol HAT
QTE” A2 AFU e AEoIA AHSG W2

messenger ribonucleic acid; mRNA)o] & =|H
oA A AAF AR gl o EHolohy
9 olo] tigt Ao wd WTr} =of &}
RERZELE PR RIS

AHSG 4x} o} AdokAal, 2 AHSG 1 g elxte}
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focusing)oll olate] 71%® o2} AHSG A4 7} Al 39
JaA o] A 27299 912)5kH " 671¢] YEEZ (intron)
3} 7709 O (exon) @ FHAITHE Aol AR ®
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PHFARE A& 6 2304 G714 LEol cytosine
(ACG; o}u|:=4Fe threonine), <= 7U] 238WHA] & 7] A
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, % AHSG 349 Au -

FOR BAARGA 0%o] TP

O:

o} (buffy coat) =) *ﬂ
Akt DNA—%—% 1 *P*‘lo}"i‘:‘r A5 dlL plain tube
o At AATES o BHS HolA -70Tel 2

#atgvhh 3 AHSG A A AHS-aHATh

»gz} qu}

3. & AHSG @ =&
0.1 M carbonate+5-8-4-8 AME-5l 2 pgml FEZ

ZZ ¥ AHSGE WY %+H (immunoplate well)ol] ¥ o]
4TA 18AIZ ¥HEAIZl & FHdS Wi o
phosphate buffer saline (PBS)&%1 0 & 33] HHH-S A3
31 1% 84 ¢HH (bovine serum albumin; BSA)©]
¥l PBSEHS “01 IAIZE 37T A WA A
AHSG7} H-2d wogs FHlEgn ojgA FHlE

w7 2% BSA7} &-4-5 PBSZ 3|43 A7)
HAES BHE Ho] 37TCAA 247 §H-AIZ ¥ 1%
BSA, 0.1% Tween-20, 0.02% sodium azide7} 3 —f—’rFJ PBS
29 (A8 AHgae] 33 AR 1 F 29
BSA7} 3% PBSZ 3|A3l goat antihuman IgG-horse
radish peroxidase ﬁ?}lﬂ (conjugate) &
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1. 0O 1o 1
A2 ol

o2 A#st.
¥ oy 71EEd, &
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Ho] 3027 A2oA ¥REAZ & W
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mo] A9 FFEE FsHh FHY HYFEZEUG
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FE &, AAAZEAA AHSGY} §le 45 (5Y

T9 BSA7 £ )< Al v 5014
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WA Bt E gt 400 plo]l AT S5 g4
(1 M Tris pH 7.6 10 mL, 1 M MgCl, 5 mL, IM NaCl 10
mL, 33} S§4 975 mL) 600 yl-& &3k 1500 rpmo.
2587 AR e AS5ds %1]7%6}015} THA]
YT ﬂsﬁ HFEd 600 s ol YRS T 200
uit FAE AEaS AAF U QlAamp 9 7|E

O =
(Qiagen GmbH, Hilden, Germany)& AH8-3l9th. = 25 ul
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proteinase &9, 200 yl % &AL F718ka 15

&3l 70T A (water bath)ol| A] 1027+ 1
e o171l 210 pl9] ethanols Y31 ThAl £33
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5. AHSG SARXICIEN 24
) AdEs dHdo] vy

length polymorphism; RFLP)
AHSG FAATE 4L 24817 95t Osawa 5]
71%% vel o] RFLP W& o] 8-3t%th. Table 17}
o] A& (exon) 67 A& T Ho] BYE FHT &
A= Al (primenE-S A ZsFALh <& 6 F-9u A
o]l =43}7] Y35te] DNA +8 (template) 100 ngS
7F4 05 mL FHO 534S (polymerase chain
reaction; PCR) ¢+%8 (50 mM KCl, 10 mM Tris pH
83), 1.5 mM MgCl,, 7 02 mM¢] dNTP, 10 pMe] A}
Al9HA| (upper primer), SFEA]YAl (lower primer)$}: 0.5
9] ¢] Taq DNA polymerase 0.5 T} & *713t 4lg &
gHg-ol 25 15 THEo] FZ3tk. PCRE Perkin Elmer
thermocycler (Perkin-Elmer, ABI, Foster city, USA)S A}
8l WAL WA 95TolA 52 WAAD F,
94TCollA 123F ThAl WA, 60TA 183 AEd
(annealing), 18]3 72CollA 1£3F A7 (extension) 7}
Aoz 30378 AP 2 & Nlll AdEAZ
37°C, 1IAZE A3l 4 gl FHslo 6 x G2

L= |

=
e

A

4 (Restriction fragment

(loading

Table 1. Primers for analysis of the AHSG 1 and AHSG 2

alleles
*Sequence Size
Exon 6
F1: Upper primer  5’-GTAAGGCAACACTCAGTGA-3’ 298 bp
R1: Lower primer 5’-ACACAGTAAGATGGTTCTTC-3’
Exon 7
F2: Upper primer F1¥ 5¢ 1080 bp

R2: Lower primer  5’-TCATCTCTGCCATGTCTAG-3’
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dye) 2 plo} E§3te] 3% ¢4 (agarose) A A 7195
& ethidium bromide® GA & c) A 7 LAY WHol
ZAAN % A& 63} e FHOE PCRE Agsta
Sacl ATEAZ HEste] 1% -4 (agarose) Aol A
719% % ethidium bromideZ @A) Nialll A|3ha

i ol

&9 Socl APEA 9T FERAT} Qe A9
AHSG 1 B 1A}, A 917} 9l 7392 AHSG 2 T

HAAAZ T

2) DNA 9714 49E4 (DNA sequencing)

DNA 7] gEAS 9)3te] ABI PRISM™ Ready
Dye Terminator Cycle Sequencing 7] E (Perkin-Elmer,
ABI, Foster city, USA)S ©]-&3}3t} =, GeneAmp PCR
system 9600 (Perkin-Elmer, ABI, Foster city, USA)S- A}
st g AolA #2] AAE PCR AHE 100 ngs W] E]
96CE EaAtrt 102 B¢ L2 A3 F 96T
oA 30%, 50T 15%, 283 0TAA 484 % 25
5| HRSAIAT B0l B¢ & wukgH wEEQEHE
(nucleotide)+= Centn'—SepTM QAR 9= (Princeton, NI,
USA)E ALg-3le] #7135} ™ speed vac (Savant, NY, USA)
ol A 3087 AZAFAY. 2 4 19 deionized
formamide: 50 mM EDTA (5:1)o] =9 3 ABI 373A
DNA sequencerZ ©]-8-3}le] HAE 4.75% polyacrylamide
Aol 30 W, 1427t A7]9FA1Z1 & ABI sequence
software 1.2.1. (Applied Biosystems, XCA, USA)Z A=
2A3ST

5. SHEA
ABWEEs B 2T Afel, A et
of mE AHSG 304 g Aol L2
A el T 9 AHSG F34 T

8} AHSG 38}A kA &9 Hluwdle y° test
Fisher’s exact tests ©]-83le] E43lty. BE SA9
A A A p<0.059] AR oAl BT

o 3%

3 AH

Fdl
E2S

2 A

=
[
[}

&}
=

wox ooy

g

7
=

i
1. AHSG FHXICIEMo| M7|dE 2 HIIME RN
AHSG 1 ti & <12ke} AHSG 2 ti g Q1Ak<] A3

Waks gz gAizEAbeldl xkolzh gl Al

Sl Ao A 72 0.69, 0.31 2 Hardy-Weinberg H] ¢

X35tk (Table 2). G H7IME LA 27 AHSG 1

HAAAs A& o) 23009, A& T o] 23804

714 Eo| cytosineo] 1L AHSG 2 P AA= A& 6U

2304 A71M Lol thymine, & T 2385 H71A]

MEE
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ol guanineql Zio] ATt (Fig. 1). oA tiH <
e 747h 3744 §AAE, = AHSG 171, AHSG 172,
AHSG 2%22 Z#3l%th.

Exon 6 Exon 7
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+ g A O
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| (11 It A

‘. I\I‘r

Fig. 1. DNA sequencing of exon 6 and exon 7 of AHSG 1
and AHSG 2 allele.

Fig. 2% ol2|gd fAxE 9 AYPAQ AIFsF =
HoFa Qlth Sacl AaAR 223 ¢ AHSG 1*2
1080 9471% (base pair; bp)e} 725, 355 bpe] Wy} &
VERE T AHSG 1¥1& 1080 bpe] wuh vbelyton
AHSG 2*2% 725, 355 bpe] w7} YRt Nalll AIgHE
A2 A8 AS AHSG 1%2% 298 bps} 242, 56 bpe
w7} B UER Al AHSG 1712 298 bpe] wwh LpEkyt
o™ AHSG 2*2%& 242, 56 bpe] w7} VEhgth

A
-
=

T

1080 hp
725 —»

355 —»

298 f—
242

56 —»

B 1234567389 MW

Fig. 2. Genotyping of AHSG. A. Sac/ RFLP. B. Nialll RFLP
Lane 1-3: AHSG 1*2, Lane 4-5: AHSG 1*1, Lane
6-9: AHSG 2*2 MW: DNA ladder.
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AHSG #2347 84, & AHSG @49 AdA -

2. AfZLj2BoiMofMe| AHSG SR} CHA kAt

o] S AHSG 171 F3AE S 71 AL 462%
(85/184), AHSG 172 46.2% (85/184), AHSG 22 7.6%
(14/184 01 ATk, AgW kS ) Foll= AHSG 171 7
AL 7R o Ao] 55.7% (44/79), AHSG 1*2+& 36.7%
(29/79), AHSG 272 7.6% (6/79)Z A4 2T A
T} =o]7} 9tk (p=0.06, Table 2). 121} AHSG 172,
AHSG 225 S&% 4% & Holx ) o|4t9 AHSG
2 diHAAE 71 9447 ol HiRIAE 7HAA g2
AAollA 9] EEFFE HlBAE et 2hol7t AU
t}. AHSG 2 tiRQIAE 7HAA] %2 o4, & AHSG
1*1 Aol A3uEts $xte] 557% (44/19)01A4
BAEFo}, A tFFE 39.0% (41/105)0 H]E £-2]5
Al ET (p<0.05). AHSG 2 Y JAAE 7HAA] $2 o
ol Al Foll AguiEtge] B E HFEE Holx 1)
o]Ae] AHSG 2 Y AAE 717 SAJ =T} oF 28] &9k
T} (Table 2).

Table 30 ¥AIS nfo} o] %7] AZUHE 37
A-gH 3 Atolol AHSG %1218 2 AHSG t ¥4}
o B Aol7t gt 3k AHSG 2 i AIAE
TIA A G Aol Rxafo| AU g7

ol we zkol7} I

=

3. X2UB0iMolMe| & AHSG & Me

AgUeFedollA & AHSG A Fd&-2 200
(14/700 2 A AN ZAA 9] 2.7% (3/112) R} f2
E9T (p<0.0005). Z7] AZUHEFAA Y FHE
17.5% (7402 F7] AZWeZo] 233% (7/30)F ko]
7} 91t (Fig. 3).
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Ed

Early Late Total

Endometriosis

Fig. 3. Percentage positive for anti-AHSG antibody in
endometriosis and controls (*: p<0.0005).
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Table 2. Genotype and allele frequencies for AHSG polymorphism in women with and without endometriosis
Women with endometriosis Women without endometriosis Odds ratio (95% CI) p
(=79) (n=105)
Genotype
AHSG 171 44 (55.7%) 41 (39.0%)
AHSG 1%2 29 (36.7%) 56 (53.3%)
AHSG 2*2 6 (7.6%) 8 (7.6%)
AHSG 172 & 2%2 35 (44.3%) 64 (61.0%) 1.96 (1.08-3.55)* 0.03
Allele
AHSG 1 117 (74.1%) 138 (65.7%)
AHSG 2 41 (25.9%) 72 (34.3%) 1.49 (0.94-2.35) 0.09
*: AHSG 1*2 and AHSG 2*2 versus AHSG 1*1
Table 3. Genotype and allele frequencies for AHSG polymorphism according to stage of endometriosis
American Fertility Society Stage
Odds ratio (95% CI) p
III (n=46) 1V (n=33)
Genotype
AHSG 171 26 (56.5%) 18 (54.5%)
AHSG 1%2 18 (39.1%) 11 (33.3%)
AHSG 2*2 2 (4.3%) 4 (12.1%)
AHSG 172 & 2*2 20 (43.5%) 15 (45.5%) 1.8 (0.441-2.66)* 0.86
Allele
AHSG 1 70 (76.1%) 48 (712.7%)
AHSG 2 22 923.9%) 18 (27.3%) 1.19 (0.58-2.46) 0.63
*: AHSG 1*2 and AHSG 2*2 versus AHSG 1*1
AHSG 7450 B2 3 AHSG G4 44 vla 2
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o gpel FugAA, dE BW AE 5a Y 5R
0% £ 59 F3A 348 X}%‘lﬂmzﬂr«l #gel of
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Percentage positive for anti-AHS G Ab
*

|
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-

AHSG 12

3
*®

AHSG 1% AHSG 22

Fig. 4. Percentage positive for anti—FAHSG antibody
according to AHSG genotypes.
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=ABSTRACT=
Steroid Hormone Metabolism in Patients with Pelvic Organ Prolapse

Sang Wook Bai, M.D., Byung Hwa Jung, M.D.*, Bo Sung Yoon, M.D.,
Euy Hyak Kim, M.D., Bong Chul Chung, M.D.*, Joo Hyun Park, M.D.,
Jong Seung Shin, M.D., Sei Kwang Kim, M.D., Ki Hyun Park, M.D.
Department of Obstetrics and Gynecology, College of Medicine, Yonsei University
and *Bioanalysis and Biotransformation Research Center,

Korea Institute of Science and Technology, Seoul, Korea

Objective : To identify 1) whether the endogenous steroid hormone metabolism in patients with pelvic
organ prolapse was different from that of normal women, 2) the relationship between endogenous steroid
hormone metabolites and the stage of the pelvic organ prolapse.

Methods : Twenty postmenopausal women who were clinically diagnosed as having pelvic organ
prolapse and 20 volunteer postmenopausal women not having pelvic organ prolapse were included in the
study. We compared the urinary profiles of endogenous steroids between the two groups and investigated the
relationship between urinary profiles of the endogenous steroids and the degree of pelvic organ prolapse.
Urinary profiles of the endogenous steroids were assayed by gas chromatography-mass spectrometry.

Results : The ages of the patients and control group were 64.616.5 and 63.5£3.9 years, and the Body
Mass Index (BMI) was 23.96+3.14 and 24.11+2.73 kg/m2 in patients and in normal subjects, respectively.
The number of patients in each stage were 4 in stage I, 4 in stage II, 6 in stage III and 6 in stage IV.
5-androstene-3 3, 163, 17 B -triol (5-AT), 11 5 -hydroxy androstenedione (An) and 17 /3 -estradiol were
significantly increased in patients with pelvic organ prolapse over that of the control group (0.76+0.67 vs
0.0610.03 ymole/g creatinine; p=0.002, 1.160.83 vs 0.65+0.23 ymole/g creatinine; p=0.04, 15.08-9.81 vs
8.53+6.19 ymole/g creatinine; p=0.04). However, tetrahydrocortisone (THE) was significantly increased in the
control group over that in patients having pelvic organ prolapse (9.8016.21 vs 5.22174.89 ymole/g creatinine;
p=0.04). The androgen metabolites, 5-AT and THE significantly correlated with the POP-Q stage (R=0.418;
p=0.027, R=0.46; p=0.016). Among the estrogen metabolites, 17 3 -estradiol was correlated to the POP-Q stage
but not mathematically significantly (R=0.38; p=0.05) and the 17 j -estradiol/estrone ratio weakly correlated to
pelvic organ prolapse stage (R=0.14; p=0.49), by showing a low correlation coefficiency.

Conclusion : The urinary concentrations of 17 S -estradiol, 5-AT and 11 /3 -hydroxy An increased in
patients with pelvic organ prolapse over that of the control group and 5-AT, THE and 17 3 -estradiol showed
a relationship to the progression of pelvic organ prolapse in Korean women. The metabolites of endogenous
steroid hormones could be contributing factors in the pathogenesis of pelvic organ prolapse.

Key Words : Urinary endogenous steroid metabolites, Pelvic organ prolapse, Stage
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Dante-5000 (Menuet, Copenhagen,
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d=AHe 12=dx 2 (12 Fr catheter, Mentor Co,
Kedah, Malaysia)& A}-8-3}$3 T}

¥ 3}3)

Table 1. General Characteristics

Patient (n=20) Control (n=20) p
Age (yr) 64.66.5 63539 0.78
BMI* (Kgmz) 2396+3.14 24.11£2.73 0.88

“BML: Body Mass Index

32 2 2 9¥9A+= Blood Urea Nitrogen/Creatinine
(BUN/CnHE o|&3td A7|5g Hrstd, BF A

ol it

2 d7e 3T 2 dixe U Z2H R =Y
AW HEES Hwstd, Ui 2ERol=d AW 7
E=7 ] 229 AES ddds Wrlekilth
W1 2E 0= AW HEEL 7|A| AZEDY
9]-A% £37] (gas chromatography-mass spectrometry)S
o] §3te] EAEHLE BE Lot IA axA 83
(International Continence Society)ol| A &1F A5 Al4-3}
A’

1. 917 2iY (assays)

d=2AI JAERAS EFEZ (androgen and

estrogen standards)-< Sigma (St.Louis, Mo, USA)ll A ¢
39, d2EZA 7AEE (estrogen profile)e] W X
Z#574 (internal standard)2 ARS-E  dy-17 5 -estradiol&
MSD Isotope (Montreal, Canada)oll 4] T3}t Serdolit
AD-2 resin (particle size: 0.1-0.2 mm)-2 Serva (Heidelberg,
Germany)o| A T3t o, BE &ujAlE £484 5
o] T, F7H4 Aghglol AHE-H AT

Helix Pomatia®] 4 -glucuronidase/arylsulfatase<= Boeringer
Mannheim (Germany)ol| 4] T} 3}$1t}t. A -glucuronidase &
AEE 5.5 UmL (39C) L, aryl sulfatase AHEE 2.6
U/mL (38°C) St} Silylating A] k2] MSHFB (N-methyl-N-
trimethylsilyheptafluorobutyramide) = Machery-Nagel (Duren,
Germany)ol| A, MSFTA (N-methyl-N-trimethylsilyltrifluo-
roacetamide), TMCS (trimethylsilylchloride)2} TMSIm
(N-methylsilylimidazole)-2 Sigma (St.Louis, MO, USA)°i| A
TU3HA T Ethyl acetae®} ether= 1EA f7]&8 248
fjA S5 (high purity “HPLC solvent” grade)o|ll,
ethere= AHE Aol SHFAAHT-

2. AAl *%| (sample collection)
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=
LA

5. &4] (assay)

207}A] S| AERZA-E estrone [E,], 174 -estradiol [Ea],
2-hydroxyestrone [2-OH E,], 2-hydroxyestradiol, 2-metho-
xyestrone [2-Meo E,], 17 3 -estradiol, 6-dehydroestrone, 6 ¢ -
hydroxyestradiol, 4-methoxyestradiol, estriol [Es;], 16¢a-
epiestriol [16-Epi Es], 16, 17-epiestriol, 16-hydroxyestrone
[16-OH E,], 17-epiestriol, 6-ketoestriol, 2-methoxyestriol,
6-hydroxyestriol, and 16-ketoestradiol [16-Keto E,]o]ar, 21
7}A] et=Z A& androgen [An], etiocholanolone [Et],
dehydroepiandrosterone [DHEA], 4-androstenedione [A4—
dione], testosterone [Te], 5S-androstenediol [As—diol], 113-
hydroxy An [113-OH An], 11 8-hydroxy Et [11 5 -OH Et],
16 @ -hydroxy DHEA [16 ¢-OH DHEA], S-androstene-3 @,
16 8, 17 3 -triol [AS—AT], tetrahydro-11-deoxycortisol [5 a -
THS], tetrahydrocortisone [THE], 5 « -tetrahydrocortisol [5
a -THF], 5 j3 -tetrahydrocortisol [THF], « -cortolone, S -
cortolone, cholesterol, @ -cortol, /3 -cortol, 5 @ -tetrahydro-
corticosterone [5 @ -THB], 5 3 -tetrahydrocorticosterone

[THBJo|t}. g A& A¥Y Zgolgd £X=2 n
A A

6. SH&EA

B A= SPSSE 0]8319 1, ANOVA test®} Pearson
BHATE o]&3HH T p values 0.05 o|3k7} o m| =
Ao 4

Zz I

7y 539 BA4= o] 49, IV} 41, o] 6 18]

I IV7} 6ot
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Table. 2. Concentrations (umole/g creatinine) of urinary steroids in patients with pelvic organ prolapse and control group

Compound Patients Control p
Pregnandiol 0.50%0.80 0251024 0.28
Pregnantriol 0.8610.72 0.721+0.36 0.54
Androsterone 0.821+0.73 0.8310.51 0.96
Etiocholanolone 0.79+0.62 0.83+0.40 0.84
5-Androstene-3 3, 168, 17 8 -triol (5-AT) 0.76+0.67 0.0610.03 0.002
11-Keto Et 0.5310.78 0.34%0.16 0.39
113 -hydroxy An 1.16+0.83 0.651+0.23 0.04
113 -hydroxy Et 0.51%0.37 0.31%0.10 0.06
Tetrahydro-11-deoxycortisol (THS) 0.64+0.92 0.28+0.09 0.16
Tetrahydro-11-dehydrocorticosterone (THA) 0.88+0.088 041+0.013 0.07
Tetrahydrocortisone (THE) 5.22+4.89 9.80t£6.21 0.04
B -Tetrahydrocortisol/ @ -Tetrahydrocortisol (3 -THF/ « -THF) 2.14+1.83 1.11£0.41 0.06
3 -Cortol 02610.6 0.1140.08 0.37
« -Cortol 0.6810.94 0.4610.30 0.40
Estrone (E,) 12.94£8.69 10.01£15.88 0.55
17 3 -estradiol (E,) 15.08£9.81 853%6.19 0.04
E | E 1211047 121%+1.20 0.98
5-Androstene-3 8, 68, 178 -triol (5-AT), 11 3-hydroxy Stm Al thAHE-Ql 5-AT9} THEE Tuhg7] &&%¢

Ans} 17 B-estradiol- > ZHHE7] &5 AlolA iz
2o oA =4 vERtT (0.7620.67 vs 0.06+0.03
umole/g creatinine; p=0.002, 1.1670.83 vs 0.651+0.23
umole/g creatinine; p=0.04, 15.08+19.81 vs 85316.19
umole/g creatinine; p=0.04).

Tetrahydrocortisone (THE)-S ) 2ol A FHH7] €&
Sxtrh ou YA =4 Vet 9.801+6.21 vs 5.22
4.89 ymole/g creatinine; p=0.04; Table 2).

=
5
+

Table 3. Correlation between concentrations (umole/g
creatinine) of urinary steroids and pelvic organ
prolapse stage

Compound R p

Pregnandiol 0.05 0.812
Pregnantriol 0.09 0.637
Androsterone 0.17 0.393
Etiocholandrone 0.25 0.209
5-AT 0418 0.027
11-Keto Et 0.074 0.706
118 -hydroxy An 0.193 0.326
11 8 -hydroxy Et 0.169 0.389
THS 0.17 0.387
THA 0.304 0.131
THE 0.46 0.016
S -THF/ a -THF 0.192 0.329
B -Cortol 0.44 0.068
a -Cortol 0.297 0.159
Estrone (E,;) 0.15 0.462
17 8 -estradiol (Ey) 0.38 0.05

EyE; 0.14 0.49

- 949 -

SEZ gu A ARl AR (R=0.418; p=0.027,

R=0.46; p=0.016). A~EZA thAEQ 17 5 -estradiol-S

947 gF S5 d@Adol sloy on|iAl Y

A= FU (R=0.38; p=0.05), 17 j-estradiol/estroneH]

A7 &5 37 Aol 4em (R=
A

[e]
0.14; p=049), A HAGFE ST} (Table 3).
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Z2A2EHEY 28 Tt He, Zxk AA | glo] ~
Hzol= sEfe] A3 Fedrhs A BaF
A7 &5 2AELS ¥ d o F7tstH, o
© AdZEZA A7t 297 g2 o Fa%
910179l S el )’ kAR, B A AE 4w
9] 5-AT, 11 3-hydroxy An¥} 17 8 -estadiol®] &7} Iyt

)

ol
o

i)

re

371 @25 Al A tizTd vlsf EA delsed,
of A= AdiERA AErt a7 225 T

83 dlojgk= de dutdEd. a2y, Lin 5ol E
719] 4RI (anterior cruciate ligament)2] Ad-fro}A]
3 (fibroblas) & o]-&-3to] ME FA7 Fabdl FAl 17
B-estadiolo] "= GEFS ATFSGI, FTAHOR
estradiol =71 F7Fghell whah bl Aol o9l
T Ae HAsAY. FEA FA9 Ahe 178-
estadiol®] =7} 0.025 ug/mLY w) XS vEbytar, Az
T WA F 2ERA L SUT AR
tf (anterior cruciate ligament)] Z&}Al thAl, & 2 3
o Wsls Qozitty ik Yu & Al Sz
QI (anterior cruciate ligament)®] Al-f-o}A| 3 (fibroblast)
A ZetA FAY ANEAZMH 17 -estradiol o] A E
ZA 3 =2 Z ek (procollagen) 3o B & Q3
S AF3EYT. 17 S -estradiole] FE9F AH3H
oM E 24 2 Z2ZebA AL H-thymidine
(incorporation) o}, 13 2 3% X2 Zehale] S04
WAL WY =AW (equilibrium radioimmunoassay) <
o] &3t 2439t 1, 3¥€l estradiol FE7} 7}
ol el & oEste] AN AfotAE
(anterior cruciate fibroblast) =4lo] 74 3dtY 1, T3 &
Fo| ojEate] ZIAFHE Frstgnt”

22 Lin 53 Yu 59 A7 494 dgoluA
E79 Ao FHAAINE AHES AolAgh, 2 AF
ELin 5 2 Yu 59 a7 2x'%9 fAketdw, a5
A7 oJajn 283 AuE 4 Yk
AT W7 @E350A Sk YAy Fa

|AZA Y 4 A4S op7|ste A

(collagenolytic activity)®] Z7}o]m? a7

e
or—

ek
i

to
Aol A 2H| RolE T 20| Tl
93 (proteinase gene expression)S A 3}l
HAtk? g2 dZgME" 17 f-estradiold] Z7}o}
t=Al hAHE (5-AT, 114-hydroxy An)e| 5717} 2

A Falls S7kek A AL, ol SHAA 2H9
AfretAE S48 48 & oo §itk A% § &
Zue A% Fel GAR d2ERA AR A A
olff, drEZA FolE T E HAE S &
Aokt obA o2ER A T AA] 2A HAE A
A g3 13 Ase flok =9 B d79 49E
=3 7N BEeA dRE e gld AR, 2
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Fo| A= 5-AT, THE®} 17 S -estradiolo] Zu+47] €&
Aol 9o, Zukgy] @& MY AH

i At
E59 Jd2EZA tAE Wsie 7] W
A WS wgsty] el AW ke ¢
A AN A7 Yk awe] 2HROE AE
B2 ¥ Ay Ax2A {85 o850l ¢
o}

N2EZA AL F 71A] FQ3 B E+= 2-hydroxy-
lation®} 16 3 -hydroxylation Agolm X 2-hydroxylated
estrogene A AEZA AT (estrogenic activity)o] 7
o flaL, AlAole ZAEA (antagonis) 2 28317 % g
0. B A7d A 2-hydroxylated estrogen®} 164 -
AZsA e Rk ol ohrtz
37 (detection limit)®.c} v7] wf

hydroxylated estrogen-=-
TE2EY FAVt AE

AA ZEL

oy 2 RelE F2E £X]9 zolrt Fubgy]
AR z2d HHH JES nAEAY e o 5
ok @A, 2EZA At f-AH AL FsiA 2
438 7oy, EhTol L vA= §17 A= 9
A =l T ofyg} ofe] Fol =4 I
B¥ Ao 2§ AAY Aotk =, Cytochrome
P450 enzyme®] 44 thde}A (gene polymorphism)ol]
A £54 §3o] WA A 5 (Oriental) 7 MY
Ql (Caucasian) Alo]ol A FAE = A A~EZA Al 2}o]

o geloz g Aoz & & 9k

AEAH 0 F, 17 f-estradiol, 5-ATS} 11 8 -hydroxy An2]
AW TEE W] 925 A xR =
Qtal, = Aol A] 5-AT, THE®} 17 8 -estradiol= =4+
A7 dE25Y WP} Aol ik ol9h o] YA
ZHRO|E T2E gAt S9EY] BE5 9] B2
2% 98-S dvha sl
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34919

A e

7%% (urinary profile)& ¥ 2391,

P

7Yz} 23.96+3.14

estradiolo] F-28tA =4 UERSTH (0.761£0.67 vs 0.0620.03 ymole/g creatinine; p=0.002, 1.1610.83 vs 0.65+
0.23 ymole/g creatinine; p=0.04, 15.0819.81 vs 8.53L£6.19 ymole/g creatinine; p=0.04). 3}A|%¥, Tetrahydrocortisone
(THE)= A4 tzxFo] $ATHY oA A Jelgtt (9.80£6.21 vs 5.2214.89 ymole/g creatinine;
p=0.04). r=2 A tAMEQ] 5-AT, THE:= THE7] ©239] T3 gugil d#Adel Sle 242 Yyt
(R=0.418; p=0.027, R=0.46; p=0.016). S| 2EZA DALE FolA] 17 S -estradiol-> ZHHE7| ©&=2
Aol ddoyt FosHA Yr A= Far (R=0.38; p=0.05), 17 B -Estradiol/Estrone H| &} ZHH47]
e U ARASE Holnl, ABgo] AL Ao YERITH R0.14; p=049)

AE : 174 -Bstradiol, 5-AT % 113-hydroxy An¢] AW &5 A4 YZ2TLHT 7] €23 39

0 L1
A F7Ve191, S-AT, THE 3 173 esradiol® 3 o 4je] 2ubg7] 9239 Aaat whelo] 99ich mheb,

WA 2ElRolE 322 dAES SWHg7] 2259 Bl $89 dAw & £ stk
F4EOf : e WY 2E|RO|E AR, W] BEF, 5
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The Effect on Pain of Waiting between Paracervical Block
and Procedure in Dilatation & Curettage

Myong Cheol Lim, M.D., Suk Hee Lee, M.D., Mi Kyung Chang, M.D.",
Bo Yeon Lee, M.D., Keon Sik Kim, M.D.*, Sun Kyung Lee, M.D.,
Huh Joo Yeop, M.D., Seung Bo Kim, M.D.

Department of Obstetrics and Gynecology, *Anestheology, College of Medicine,
Kyung Hee University, Seoul, Korea,
7‘Department of Obstetrics and Gynecology, Dongsuwon General Hospital, Swon, Korea

Objective : In Korea, approximately 600 thousand artificial abortions are done officially during the
course of a year, and dilatation & curettage is commonly used as a method for selective abortion. In addition,
because of the increasing use of hormone replacement therapy for treating postmenopausal syndrome and for
the diagnostic purposes for postmenopausal bleeding, the importance of dilatation & curettage is emphasized
more and more. Our objective was to verify the effects of delayed time between paracervical block and the
procedure of dilatation & curettage on pain and patient satisfaction.

Methods : 92 women who underwent dilatation and curettage were picked and divided into 2 groups
randomly. In group A there was no transit delay time between paracervical block and the procedure, and in
group B, there was 5 minutes delay time. We used the VAS (Visual Analogue Scale) to measure numerical
value of pain and patient satisfaction during uterine cervical dilatation, the actual procedure of curettage, and
30-45 minutes after the procedure.

Results : There was no statistically meaningful difference on the pain value and patient satisfaction
between group A and group B measured during uterine cervix dilatation, curettage, and 30-45 minutes after
the procedure.

Conclusion : The transit delay time between paracervial anesthesia and dilatation &curettage had no
specific effects on the pain or patient satisfaction of the procedure. Therefore, the main role of paracervical
anesthesia is not to block the peripheral nerve, but instead to dilatate the tissue mechanically.

Key Words : Paracervical block, Pain score

Seuetdl A= % 1202 A7 oF 607 19| AFH Al T2 B4 dol, A, Fed i Felw,
Aol datalA|a gl old Aed fake] wHo g aglal FAERe] V1gE ) fee] Jva 4EA &
Autgo] g Alaﬁﬂq E3h HAF 28T, A Bl 295ES AgFel o] AFARFEY Adnl
oho] 5 mm 0|49 oJAdl lolA 60%7}F ZZE e H o= | (paracervical block) & A 344-S A&sHE G742
BAQ AgUhS Hol7] wEof Lm%i&iﬂ A} 2= AlRte] E5oll olmgh JFS wA= shol dis]Al
%9 Fo40l AY o ZzHL A’ old Avge B =g ARz ok 2y a21d A7 atelrt B
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1. 47 chat

& 06l E YOR ATHRF Auehd (arcervical
block)F 4352 AZa7] 74 A ARkl Fol
= Fol $4) B3 HEEE PA9 PRz 24

= == T

Aem, Aled 22 dae] dEdsd s AldH
Atk

2. 4i

1) AF7ARFY 2dntZ (Paracervical block)

A& 735 124] ¥ekol| 5% lidocaineg F 1-2 mL
T, 4A], 8A] ko] 247k 5 mLE FH3IH T

e}
9 %, s T4

st

2) 534X (Pain score)

AT AFARFY 2pdnl3 (paracervical block)3
24 AB5ES ARHYT, BES ATARRY A0
}%| (paracervical block)3 5% Zo] Aul&g AldE}
HoH, BE Groupell X A3 HAMNHA, ATkl 18
I A4S B 304589 74729 pain scoreE 10 cm
VAS (visual analog scale)S ©]-83lo ZA3IYaL Al&
T ZANAQ BEY Axe did BHERE Yolr it

T3 A& A FGEAZ diazepam 10 mgS FF3IA L

ul

5% ¢43E 938 Demerol 50 mgs 53T

3) BAEA

EAEA1L SSPS for windows release 10.0 T2 13O
2 rtest® ol 83197, p005el B9 BARH 914
o) Y Aoz FIHAT:

3. Z1}

2003 197E 84714 A vgtn REHAL T
A AT o 2 949 B4 F AvgrEs AlY

Aela FAF A7) ANzl BF v
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Sk 924 U R AT AT AAntA (paracervical
block)F ZA]| A1&S AT 2} 3L AF, SE F
AES A 24 3988 BEOE o] #xe] B
%2 10 cm VAS (visual analog scale)S o]&-3to] 423

PN of

ZAsQon, HEEE i BEHLE 1, 23 @
FTLE 2, BEOILLE 3, 27 BUEAYUE 4, 17

<
0 olS BUEAYLE ST AT F FAE A 23
Stk B4 1029 3 BRke) ARBTE AN 7
Az Dsgon, B farEe 163 gtk
A, 445 A3 (aracervical block)F- 5
A AEE ABE AR (3 52 F A4S ABE B
I

Z (URY FIFAE AZAY AUA, dskes
; 1

o~

=

A
& 30458 FoA BT SATAOR frojg Apo]
Aem, HtEST A (mean pain score)ol] $lojA %=
7} 647, 7472 593t Zbo]7} YT (p=0338, Table
A&F Fxe] Az g ATY BE B
A 27 wEgtEta ggd 7t 27 583%,
8%02 7} worow (Table 2), T3 AT B9
= o = 230, 20602 Ao
o8 zho]7F §1ATh (p=0.375, Table 3).
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Table 1. Mean pain scores by group

Group A:
No wait
(n=53)

Group B: p-value
Wait

(n=39)

Dilatation 175 (0.42-3.08) 572
3.17 (1.86-4.48)

1.50 (0.28-2.72)

200 (0.54-3.46)
3.59 (1.47-5.71)
206 (0.81-331)

Curettage

post D&CB 160

Total 6.42 (3.39-9.45) 747 (3.55-11.39) 338

95% CI shown in parentheses

Table 2. Satisfaction ratings by number of participants and

percentages
Group A: Group B: Total
No wait Wait
(n=53) (n=39) (n=92)

Very satisfied (1) 4 (1.5%) 4 (103%) 8 (87%)
Somewhat satisfied (2) 32 (604%) 24 (61.5%) 56 (60.9%)
Neutral (3) 14 (26.4%) 8 (205%) 22 (23.9%)
Somewhat dissatisfied (4) 1 (1.9%) 2 (5.1%) 3 (33%)
Very dissatisfied (5) 2 (42%) 1 (2.6%) 3 (33%)
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Table 3. Satisfaction by group

Group A Group B p value
No wait Wait
(n=53) (n=39)

Satisfaction 2.30 (1.48-3.12) 2.06 (1.16-2.96) 375

95% CI shown in parentheses
(Very satisfied: 1, Somewhat satisfied: 2, Neutral: 3, Somewhat
dissatisfied: 4, Very dissatisfied: 5)

o~

1

Il

e YA A7)9] NEH FAre R, Bk 1]
AgEY A ATUAA 2 AsEHon 3
He Algolth Auggd QoA 55 AT AHE
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g ABEEE B, 71459 A= TIO-L1oR
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& WANARE Fote AFAF] FHSHO 2 RE
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AT 75 AZ 75 W (internal o) E01717] Hof
559 AEe Adsi=d ok

oluIA 59 Z4rtFH A Lidocaine & W WH-3-2 7}
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B AFd e A AT Advul3 (paracervical
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o A FFE 7AA ZIve A& BAFL Qith
ES AT 329 T8 JME E AolE B
A Z3tgtt. Lidocained] =Avtd] &Fel] gloja] =
2] 71414 &4 (mechanical distension) 282 FA} 3
A dojued wele] B2AA AdETE 1R
5% Awrt 208E Ao 99A g, Miller 57
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A9} lidocaine S AHE-gF Ao QlojA FF 9 Ao
7} 9da 39T, Wiebe S°& 227 $2HA 0.5%
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2A17171 98] 0.5% lidocaine?] A4S A3 vl ok
@9 Chanrachakul 5'& o] A7 Aztels del e
A AFE AHS-3 SRR lidocaine s ARE-gF EhAko] 9l
oA FFTAE Zagtia Wl u glov, B Ao
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$52 el fETS 0 H
Aged A5A A femanyloﬂ g Be ATE0l
35todx] gt} Rawling 5 ' fentanylS Tk 3k}
9lojx] 187 ke RS} Hlws] £ wf pain score’}
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=ABSTRACT=

The Effect on IVF-ET Outcomes of Intramural Myomas

Ae Hyun Lee, M.D., Byeong Yun Kim, M.D., Gun Oh Chong, M.D.,
Kee Sang Park, Ph.D.”,
Sang Sik Chun, M.D.

*Division of Infertility Clinic, Kyungpook National University Hospital, Taegu, Korea
7‘Department of Obstetrics and Gynecology, College of Medicine,
Cheju National University, Cheju, Korea

Sung Yob Kim, M.D.", Taek Hoo Lee, M.D.,

Department of Obstetrics and Gynecology, College of Medicine, Kyungpook National University,

Objective : The aim of this study was to assess the effect of intramural uterine myoma in patients with
a normal endometrial cavity on IVF-ET cycle outcome. This study was also investigated to find out whether
medical supression or myomectomy needs to precede to IVF-ET.

Methods :

The subjects were 300 infertile patients who got IVF-ET from January 1999 to December

2002 at the Department of Obstetrics and Gynecology in Kyungpook National University Hospital, and they
were divided into myoma group of 97 patients and non-myoma group of 203 ones. This study group did not
include patients found to have large myoma (=7 cm), or myoma distorting the uterine cavity.

Results

: Compared with the results of IVF-ET according to the presence of intramural uterine myoma,

pregnancy rate and implantation rate between two groups had no statistically significant differences (p>0.05).
Further comparisons within the myoma group showed no difference in pregnancy rate by number of myomas

or site of myomas (p>0.05).
Conclusion :

Intramural uterine myoma not distorting the uterine cavity is considered to have no effect

on the outcome of IVF-ET and no difference in the pregnancy rate according to the number of myomas or
site of myomas. Therefore, these findings suggest that medical treatments or myomectomy before IVF-ET is
not necessary to those infertile patients with intramural uterine myomas not distorting the uterine cavity.

Key Words :

Intramural myoma, Infertility, IVF-ET
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(B&K, Denmark) é*P% 133 0}04 X}%‘ Ut
BE g9ston, g fes ek A7)
o1 (long protoco) & o &3tk Z B4 7] F71of
gonadotropin releasing hormone agonist (GnRH-a2)Z ©]-8-5}
o HateAle 75 Fwd JAAIZ F hMG (human
menopausal gonadotropin)- A8-3te] FujES FE314

A5e 9%

o AAZxeHE GIxAALS J};Lo}oq NAEo| ek
hMG &3 Jhasiglon, dd fE F YL

A7 0] 17 mm ©]4o]x A7 16 mm ol Aol dx 7} 2-3

7} o4 ZAg w] hCG (human chorionic gonadotropin)
10,000 IUS 23319tk hCG 2F A7 & A4 x2S

HE olgatel wiks £ Akl

FAE dols vA AF 239 52 564 T A
TANE o] AstAtt. Wt AT F o] FHE] =2 A
2HZ 50-100 mg AL mjd 2§ FALEGT Hlo} o]
A A 10-12974ll EF B-hCG F=E FH 3t 10

o=

mlUmL o]l 395 Yoz Fojsigitt. B-hCG7t
dAdoz Yt Qo) e (gestational sac)o] HO]

PR

A %E WE gty Yaoz Fesiylon, 4l 6
73 253 AAIA EldE Abtse] 899 B$E %‘
A galog BE3gh

Aol 3k EAH £AL Chi-Square testS o]-&3}
fdom, TATE FidL pvalue (<0.05E 27| U=
#e= Aok

Zz I

o 3z o % TEW AFEF] e U
oM B 33457 Men+SD)A, thEToIHE FF
R2+T4842A F v__LL o HAA fodt zol7t ol
dom B i giFe] 58146, tlRFo|
59+42d0 24 T F7to] AT {23k 2hol7t ¢l

Atk Tt dixwel A7 2329 Had lojMx

T 27 Aol 7t {IATH (Table 1).
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Table 1. Patients distribution among age group

Age (years)

20-25 26-30 31-35 36-40 >40
Myoma group (n=97)
No. of patients (%) 6 (62%) 28 (28.8%) 34 (35.1%) 18 (18.6%) 11 (11.3%)
Control group (n=203)
No. of patients (%) 5 (2.5%) 71 (37.9%) 73 (36.0%) 34 (16.7%) 14 (6.9%)

g A4S gy £y E4FoE2 UFdS 714 FSH: &, 4324, dA4 o} o] A4
g gdTelMe Qi £S5 60% (58%), A AHEE IMGH 5 A4 e }% Z+2 W
EUFo] 40% (399)0)a, HERFoAM = 9 EUAF = T SATgAHCR {3 zol7t gl
o] 73% (1481), &4 BAZF0] 27% (55)2 UERS (Table 3).

o E49 AW vlweAM gdTele AguEE T 9789 ool QlojA A ZF9] Tl
AAe] HlEo] EA UehgoH, bR d#il I5S02 B 14ger e Sxs (68%)L &

b @AdAAY HlEo] =A YElgon Zhzke] Q1A A 3 Qe 22S /AT YT 229 I E 16

g0l BAITA Fode AT (Table 2). tlx2Toll= cmO 2 FF /)= 287108 cm oYt 2E9 A7

A 24 1go] 2HE AT

Table 2. Infertility category

g a2ty QAo we RRe

B 7|4 (fundus)ol

Myoma group (n=97)

Control group (n=203)

p-value
No. of patients (%) No. of patients (%)

Tubal 35 (36.7%) 59 (29.1%) NS
Male 18 (18.1%) 59 (29.1%) NS
Ovulatory 0 2 (09%) NS
Endometriosis 15 (15.1%) 17 (8.3%) NS
Unexplained 8 (84%) 19 (9.3%) NS
Multiple 21 (21.7%) 46 (22.6%) NS
NS: not significant

Table 3. Stimulation cycle profiles

Myoma group Control group
p-value
(n=97, Mean*SD) (n=203, Mean*=SD)

Baseline FSH (mIU/mL) 7.1+33 7.0+2.8 NS
No. of HMG amples 25198 264194 NS
No. of follicles 68129 7.1£2.8 NS
No. of oocytes 11.8£8.7 12+77 NS
No. of embryo transferred 35F15 36118 NS
Days of stimulation 12.6£3.8 123+23 NS
Fertilization rate per received oocytes (%) 72.5+26.7 63.8128.7 NS

NS: not significant
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A28 A7 60.8%, 3F5- (lower segment)o] £33 7
©71 39.2% 4T}
43U 2F9 50 wE gadTS gzee Al
AAlE AT Hlae 53 2t (Table 4). YA
AT 454%, 2T A 384%, RSSO
ZoA 242} 16%, 13.3% 24 2388 oA+
S FAE HYoy FAHCRE fog Aol
th fAFES A TOA 72%, RN 84%=2
b atol7h gllem, gale] Aol ALt Eatd

oN Ho ¥Q 2 ox Mo to

-

T ool 289%, thETolA 23.1%2A F 27
o 493k 2ol At A7 AL PAEI} Bz
TolA Zhzh g aA

5 2ol AYSH Age] And QgD Aag
o o] EAHoR 93 Aol gigioy o

A QA& AFEo] 22 FAR YERT of

F

5
2

Table 4. Comparison of IVF outcomes (1)

o] H&o] =R et
A FAETLS UeR T & A
s B o3 2} (Table 5). YAIE&E
A 451%, ZTAA 46.7%, FAEL AT
16 8%, &N 17.1%2 22 Vet A4 s

S ez BhL Artele T2 gi2TeA] Al
EJJr Aygo] 24 = YEIG oy FAHLRE 9
m e 2ole 31‘21@.

g IHOM %9 M B 554 %’47‘4011 u}
2 QAES vws] BH e 2t} (Table 6). & l

1709 Ae AAg0] 44.4%, 27091 79 42.8%, 37]<
© 50%, 47) o]AQl AL 50%= £ o] uf
Ag9] Aol7t gl T #l 554 x]o] uwE
&9 e JAJME 7IAE (fundus)oll H2|e+ 4
Alg-0] 41%, 3HFE (lower segment)ol] $12]¢+ ¢ 4
o] 52%=, &% YA wE Jilg E3 FAH
Frolg zkol7t gl

_|_,

il
=2 o
=

<]

o
[e)
<

IO >
U mo o r> o ox

Myoma group (n=97)

Control group (n=203)

p-value
No. of patients (%) No. of patients (%)

No. of pregnancy 44 (45.4%) 78 (384%) NS
— Chemical pregnancy 8 (82%) 13 (6.4%) NS
— st trimester abortion 7 (712%) 17 (8.4%) NS
— Ectopic pregnancy 1 (1.0%) 1 (0.5%) NS
— Ongoing or delivered 28 (28.9%) 47 (23.1%) NS

Implantation rate 16% 13.3% NS

NS: not significant
Table 5. Comparison of IVF outcomes (2) - except male factor
Myoma group (n=79) Control group (n=144)
p-value
No. of patients (%) No. of patients (%)

No. of pregnancy 36 (45.5%) 67 (46.5%) NS
— Chemical pregnancy 8 (10.1%) 13 9.0%) NS
— st trimester abortion 5 (6.3%) 12 (8.3%) NS
— Ectopic pregnancy 1 (1.2%) 1 (0.7%) NS
— Ongoing or delivered 22 (27.8%) 41 (28.5%) NS

Implantation rate 16.8% 17.1% NS

NS: not significant
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Table 6. Description of the study group with intramural uterine
myomas

ZEo] A4

No. of myomas No. of patients (%) Pragnancy rate”

1 74 (75.3%) 44.5%

2 9 (11.3%) 44.4%

3 10 (10.3%) 40.0%

>4 4 (3.1%) 50.0%
Location of myomas

Fundus 59 (60.8%) 41.1%

Lower segment 38 (39.2%) 52.6%

*: Not significant for all variables (p>0.05)
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=ABSTRACT=

A Case of Delayed Delivery of Second Twin

Su Ho Lee, M.D., Ji Soo Lee, M.D., Su Ran Choi, M.D.,
Yong Soo Seo, M.D. Soon Ha Yang, M.D., Jong Hwa Kim, M.D.
Department of Obstetrics and Gynecology, Samsung Medical Center
Sungkyunkwan University, College of Medicine, Seoul, Korea

With the introduction of assisted reproductive technologies, the incidence of multifetal pregnancies has
significantly increased. In vaginal delivery for multifetal pregnancy, the delivery of the second fetus usually
follows the first in few minutes. However in rare circumstances, the delivery is delayed for days due to
disappearance of uterine contraction after delivery of the first fetus. Successful prolongation of the interdelivery
time may improve the neonatal outcomes of the remaining fetus (es), particularly in the cases of extremely
premature gestation. We present a case of a delayed delivery of second twin with an interval of 48 days.
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Fig 1a. Trans—-abdominal ultrasonography showing amniotic
sac bulging through cervix.

Fig 1b. Trans—abdominal ultrasonography showing the first
fetus’ lower leg within the bulging amniotic sac.
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=ABSTRACT=

Prenatal Ultrasonograpy of Cystic Hygroma in Unusual Site

Jung Mi Cho, M.D., Eun Hee Ahn, M.D., Jong Chul Lim, M.D.,

Jae Sung Cho, M.D., Yong Won Park, M.D.
Department of Obstetrics and Gynecology, Yonsei University College of Medicine,

Seoul, Korea

Among 2,055 cases of abnormal findings detected by prenatal ultrasonography at Yonsei University
College of Medicine from January 1996 to June 2002, the incidence and the site of cystic hygroma were
evaluated. The clinical courses and postnatal prognosis were studied in four cases with cystic hygroma

developed in unusual sites.

Among 2,055 cases of abnormal ultrasonographic findings, 76 cases (3.70%) were diagnosed as cystic
hygroma. Among 76 cases of cystic hygroma, 4 cases (5.3%) were detected in unusual sites; 1 case in
mediastinum, 1 right axillary area, and 2 in anterolateral portion of neck.

In cystic hygroma, prenatal accurate ultrasonographic findings including size and site of mass are
important. Cystic hygroma developed in unusual sites are associated with perinatal complications including
airway obstruction and compression of the surrounding organs. In giant cystic hygroma, cesarean section
should be considered to avoid trauma and birth injury. After delivery, close observation and proper

management are required.

Key Words : Cystic hygroma, Prenatal ultrasonography
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=ABSTRACT=

Primary Ovarian Non-gestational Choriocarcinoma in a Young Women
A Case Report

Ock Ju Ahn, M.D., Seung Ook Jeon, M.D., Young Moon, M.D.,
Chan Young Park, M.D., Jong Min Lee, M.D., Dong Hae Jung, M.D.*,
Eui Don Lee, M.D.,

Department of Obstetrics and *Gynecology and Pathology,
Gachon Medical School, Gil Medical Center, Incheon, Korea

Primay ovarian choriocarcinoma is very rare disease. Especially, non-gestational choriocarcinoma of
ovary has worse prognosis than gestational tumor. Here, we report a non-gestational pure ovarian
choriocarcinoma in 11 years old woman with the review of literature
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Table 1. The serum B-hCG values according to course of

treatment

Course B -hCG
Admission (03.3.20) 104,000
Postoperative value (03.3.27) 1,135
Post-chemotherapy value

1" BEP (03.3.31-44) 5.38
2™ BEP (03.4.21-4.25) 0.76
3 BEP (03.5.12-5.16) 0.34
4™ BEP (03.6.2-6.6) 0.44
5" BEP (03.6.30-7.4) 0.13
03.7.18 0.41
03.8.21 0.28
03.11.26 0.15

Fig. 1. Gross photography. The entire ovary contains of
markedly hemorrhagic solid mass.
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=ABSTRACT=
A Case of Acardiac Twin Diagnosed by Ultrasound Prenatally

Yun Su Her, M.D., Hwan Ju Yang, M.D., Young Ju Jeong, M.D.,
Sung Nam Cho, M.D., Jong Duk Kim, M.D.
Department of Obstetrics and Gynecology, Chonbuk National University,
Medical School, Chonju, Korea

The acardiac twin, or twin reversal of arterial perfusion (TRAP) sequence is encountered in
approximately 1% of monozygotic twins with an incidence of one in 35,000 births. The problem results from
vascular anastomoses between the arterial and venous circulation of normal “pump” twin and that of recipient
“perfused” acardiac twin.

The recipient twin may display severe and lethal anomalies, including acardia and acephalus. The pump
twin is structurally normal. Mortality of about 50-75% in cases without treatment is due to heart failure,
prematurity or cord entanglement.

We report a case of acardiac twin diagnosed by ultrasound prenatally.

Key Words : Acardiac twin, Twin reversal of arterial perfusion (TRAP)
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- A Case of Acardiac Twin Diagnosed by Ultrasound Prenatally -
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Fig. 1. Transabdominal ultrasound (22" weeks of gestational
age). The arrow indicates acardiac twin.
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Fig. 2. Transverse scan of an acardiac twin (22" wesks of
gestational age).
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=ABSTRACT=
Two Cases of Blue Nevus in the Endocervix of the Uterus

Moon-Hee Youn, M.D., Youn-Dan Kang, M.D., Min-Jung Kwak, M.D.,
Jai-Hyang Go, M.D.*, Na-Hye Myong, M.D.*, You-Chan Kim, M.D.",
Choong-Hak Park, M.D.

Department of Obstetrics and Gynecology, *Pathology, 7‘Dermatology,

College of Medicine, Dankook University, Cheonan, Korea

Blue nevus of the endocervix is an uncommon lesion. Blue nevus commonly occurs on the skin of
hands and feet, occasionally it has been observed in the mucosa of the oral cavity, and rarely observed in the
uterine cervix, vagina, prostate, lymph nodes, and even breast. Most of them have been discovered
incidentally. Our two cases (in 41 years and 45 years) were also incidentally found in the endocervix of the
uterus, which were obtained by total abdominal hysterectomy under the diagnosis of leiomyoma. The
expressions of S-100 protein in the blue nevus were noted. We report them with review of literatures.

Key Words : Blue nevus, Endocervix, Uterus
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- Blue Nevus in the Endocervix -
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Fig. 1. Case 1 showed the histologic findings that were
charactered by diffusely scattered melanin dark
pigment-containing nevus cells in the endocervical
stroma (H&E, x100).
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Fig. 2. Histologic section of case 2 revealed that dendritic
melanocytes and round to ovoid melanophages were
densely distributed in the endocervical stroma (H&E,

x400).
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- Blue Nevus in the Endocervix -
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=ABSTRACT=

A Case of Edward Syndrome with Choroid Plexus Cyst

Hyun Jung Lee, M.D., Kyung Jin Hwang, M.D., Ho Jin Choi, M.D.,
Ho Sun Chang, M.D., Yong Buem Kim, M.D., Pil Je Cho, M.D.

Grace Women’s Hospital

Trisomy 18 is the second most common chromosomal anomaly which reach to live birth next to Down
syndrome. Several methods were proposed to screen patients on the risk of Edward syndrome like maternal
serum levels of total human chorionic gonadotropin (hCG), alpha-fetoprotein (AFP) and unconjugated estriol or
free beta hCG with AFP, but the serum screening has only 67% detection rate with a 7.2% of false positive
rate. Therefore, in order to overcome the limitations which the serum markers have, detailed ultrasound
examination is also necessary and sensitivity of 80% was reported.

We report a case of Trisomy 18 fetus in which choroid plexus cyst was the only abnormal sonographic

finding.

Key Words : Edward syndrome, Choroid plexus cyst
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- A Case of Edward Syndrome with Choroid Plexus Cyst -
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Fig. 1. Sonograhic view of the fetal head at 21 gestational
week showing unilateral choroid plexus cyst.
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Fig. 2. Photograph of postmortem appearance showing no
gross abnormality.
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A Case of Aplastic Anemia in Pregnancy

Young Hwa Park, M.D., Ji Young Park, M.D., Su Young Lim, M.D.,
Dong Ook Lee, M.D., Yong Cho, M.D., Eu Sun Ro, M.D.,

Dong Hoon Shin, M.D.*
Department of Obstetrics and Gynecology, *Department of Laboratory Medicine,
College of Medicine, Hallym University, Chunchon, Korea

Pregnancy complicated by aplastic anemia is uncommon condition with the significant morbidity and
mortality rates. the main complication to mother is hemorrhage due to thrombocytopenia and sepsis due to
leukopenia and mortality rate in pregnancy complicated by aplastic anemia is more than 20%. But it remain
controversy whether pregnancy play a pathogenic role in the development of the disease.

We experienced a patient with severe aplastic anemia in pregnancy who was treated with supportive
transfusion of red blood cells and platelets and so we present it here with brief review of literature.

Key Words : Aplastic anemia, Pregnancy, Thrombocytopenia, Leukopenia
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Fig. 1. Bone marrow biposy reveals hypocellular marrow
(less than 10%) and fatty replacement of marrow
(H&E stain, x100).
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=ABSTRACT=
A Case of Spina Bifida Diagnosed by Prenatal Ultrasonography

Sang Hee Lee, M.D., Jong Seok Kim, M.D.*, Chung Mee Kim, M.D.,
Bo Wook Kim, M.D., Ju Youn Hwang, M.D., Hee Young Cho, M.D.,
Doo Pyo Kim, M.D.*, Yoon Ho Lee, M.D.*

Department of Obstetrics and Gynecology, Yonsei University, College of Medicine, Seoul, Korea
*Department of Obstetrics and Gynecology, Andong General Hospital, Andong, Korea

In prenatal diagnosis of neural tube defects, maternal serum @ -fetoprotein (MSAFP) level in second
trimester is used as a screening test. However, it shows low sensitivity with high false positive rate. Also, « -
fetoprotein and acetylcholinesterase in amniotic fluid through amniocentesis is used, but it is an invasive
technique with low sensitivity. Recently, due to improved prenatal sonography, typical sonographic findings of
spina bifina are reported and contributed to early diagnosis and detection of possible co-existing abnormalities.

We report a case of spina bifida detected at 21 weeks of pregnancy by prenatal sonograph at our
institution with a brief review of literature.

Key Words : Spina bifida, Prenatal sonography, MSAFP
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ML

AFol T FHol dgo R B2 AW AEFTL
2 HFZY FHFALE Qg VYot TARIEE
A, AFZbel Atol7k glont, 1,000% ZAYoF F 0.6-
3599 Mz yehdn”

a7

1

Fig. 1. Ultrasonographic findings of 217 weeks fetus with

spina bifida. (a) “Lemon” sign.

Fig. 1. (b) mild ventriculomegaly. Transverse ventricular
diameter is 1.02 cm.

997 -

Fig. 1. (¢) Longitudinal sonogram of the spine demonstrates
a splaying of the posterior ossification centers at the
lumbosacral area.
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Fig. 2. Gross finding of 212 weeks fetus with meningo-
myelocele at the lumbosacral region.
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AP AT E  tetrasomy 12p 19
AN/EH A A, *H e A 8,
Tsolista o ho)st ek Abe) st
ol - oA - uhEA - AL - WEAT - FNGT
=ABSTRACT=
A Case of Tetrasomy 12p Diagnosed Prenatally
Kyoung Soon Lee, M.D., So Young Lee, M.D., Hee Jeong Park, M.D.,
Hyun Suk An, M.D., Sook Ja Park, M.D.*, Jin Yeong Han, M.D."
Department of Obstetrics and Gynecology, *Department of Laboratory Medicine,
Iisin Christian Hospital, Busan, Korea
7‘Department of Laboratory Medicine Dong-A University College of Medicine, Busan, Korea
Tetrasomy for the short arm of chromosome 12 (Pallister-Killian syndrome) is an uncommon mosaic
aneuploidy, which may present in the prenatal period with an ultrasonographically detected fetal abnormalities
or following karyotyping for maternal age and other causes. In this syndrome the chromosome abnormalities,
isochromosome is present in amniocyte with a much greater percentage than fetal lymphocyte. The most
consistent reported prenatal ultrasound findings for tetrasomy 12p include polyhydramnios with short femurs
and a diaphragmatic hernia.
We report a case identified by prenatal karyotyping diagnosis.
Key Words : Tetrasomy 12p, Pallister-Killian syndrome, Mosaicism
Tetrasomy 12p (Pallister-Killian syndrome)= 3|73} = |
mosaic aneuploidy syndrome© 2 1977\d Pallister’} -2
48 sl 71&3 A, olF 19814 Killiano] 4 8 X : O, 304
ol'oﬂj\i Eiﬁ}ﬁq—.] &II_I,E_:! + 1-0-1-1
o FETL A WA F5AE, 34 9, B : Bk mAlo] Pz ArFoln, 1 9 A
thizomelic micomelia S0l A% AW, YB% EF Ayl @ 4A4 28 5o SUF wEL gk
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A% AWA ABHQ NFA APA, A4 ZALE A%e 5%, 947108 59 gtk 4E5e ¢
BAGIE BRI, ol ghH 84 jiio] AL % ¢l S, % YALL 20024 119 14o]ich
3,9 YA Aolehs 4 ssgofolrt Bk A : o] 27 Y.
Eeld AEAAY 54 24 5ol mosicism e : BelolA Y71 AdneE wgtor) w4
i(12p)el™, o]Ze Ao el P o= HZLH o2 oAHAE AsGoy I} AXRsd U4l 16
Foll Al triple test’d, thes T APE 1:195 (age

Aol A o] Ko}, v HREAE (fibroblast)el

Ae dA43 Yelde Zs i risk, 1:104)2 ThA] FARE B o) A7) A8t
AT B A YAl 2650 APZ GFHAAE 2] kot

o AxshgEor AP temasomy i(12p)E 275270 7] A AR A3 AR 2 2
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Zo] 35 m Q1% 27), BHEw 193 em 4°F 2
NE EEZolE At 90 percentile o] <] Bt
$A 7A€ BolWA AFI (amnionic fluid index) 242 %4
H}37 §7) tlE (cisterna magna)7} 1.1 emZ AA Q)
Atk 7187beA A T 2475250 FHBEA AR

=172 ZAHY0y, gz} 1.0 emZ Al Z71E o
FOWA, A HAGAE (11 cm)o] FHkE o] (Fig.
1) 3z Yoz AAsgch

F. 3 4
DIST GS CRL
Tokuo U Rabir

Fig. 1. Antenatal transabdominal ultrasonography. Rt. lateral
ventricle was dilated.

59 79 47/525) ot st Aol A AlAg A
ZEvbg 299 5 47 ngom, 25”/52%011 ki
AAE ARG FA 2 12 em, AFL 22, F5 ¥
A 2 47407, 11 em®] 248 1Y Fig 2).

Fig. 2. Ultrasonogram shows enlarged cisterna magna.
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XY[7].
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- A Case of Tetrasomy 12p Diagnosed Prenatally -

Fig. 4. The infant has typical coarse facial appearance.
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mosaicism A48 B AT}

o #
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0|87 tetrasomy 12p= AFAZITHA] HRole] Apts
HAalde Ao AFe IHE Pallister-Killian syndrome}
tetrasomy 12p7} Z-& AL Yujsts Aol olun,
Pallister-Killian syndromeol tetrasomy 12p9] theksk B3
Qo) @ AAolnR Psd FARS A ok o] F
3107 i(12p) oFgol VA AF ol 714
A AL delslel A A94,
S ol Aol B Wake) 92t
A9 7)ol ) BWEe AT Y
BAEY tetrasomy A|E] H|7} AHA 7)o
AE oA, Aol Axst Fote] dusA
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A Case of Heterotopic Pregnancy Following in vitro-fertilization

Eun-Jun Ahn, M.D., Ho-Myong Hwang, M.D., Yeong-Ju Jeong, M.D.

Department of Obstetrics and Gynecology, Chonbuk National University,
College of Medicine, Jeon-ju, Korea

Heterotopic pregnancy occurs when an intrauterine pregnancy co-exists with an ectopic pregnancy. It is
a potentially fatal condition, rarely occuring in natural conception cycle. But its incidence is increased since
the rise in PID, pelvic surgery, IUD, and advent of assisted reproductive technology involving use of

We present a case of intrauterine twin pregnancy and right tubal pregnancy following treatment with in
vitro-fertilization. The right tubal pregnancy was diagnosed after rupturing at 6" gestational weeks, and
resected via laparoscopy. And healthy twin babies were delivered without complication at 38" gestational
week. So we report this case with a brief review of the literatures.
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Fig. 1. Transvaginal sonography.
A. double gestational sac and yolk sac in uterus at
g" gestational week
B. gestational sac like ring shadow in the right
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Fig. 2. Laparoscopic finding: ruptured, enlarged right salpinx
and blood in pelvic cavity (arrow: ruptured, enlarged
right salpinx arrow head: slightly enlarged uterus).
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Fig. 3. A micrographic of the right salpinx specimen:
chorionic villi are noted in right salpinx (H&E stain,
original magnification x200).
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A Case of Ovarian Steroid Cell Tumor with Obesity

Seong Seog Seo, M.D., Jung Pil Lee, M.D., Hee Jae Joo, M.D.*,
Eun Ju Lee, M.D.", Ho Bin Kim, M.D., Ki Hong Chang, M.D.,
Hee-Sug Ryu, M.D.

Department of Obstetrics and Gynecology, *Department of Pathology,

7‘Department of Radiology, Ajou University School of Medicine, Suwon, Korea

Ovarian steroid cell tumors are composed exclusively of cells that have the histologic features of steroid
hormone secreting cells. And these are rare lesions and have been divided into four subtyes according to their
size, location in the ovary, and presence or absence of crystals of Reinke in the cytoplasm as follows: stromal
luteomas, hilus cell tumors, Leydig cell tumors (non-hilar type), and steroid cell tumors not otherwise
specified. Steroid cell tumors often secret androgens, and manifest themselves with symptoms of virilization.
Other presenting manifestations include hirsutism, amenorrhea, obesity, hypertension and alopecia. We
experienced a case of ovarian steroid cell tumor, manifested by obesity and amenorrhea and present with a

brief review of the literatures.

Key Words : Steroid cell tumor, Obesity
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Fig. 1. A) Transverse transvaginal sonogram shows a 3.5X3 cm round solid mass (arrow) with homogeneous hyperechogenecity
in the left ovary. B) Color Doppler flow velocimetry reveals the blood flow in the mass (RI=0.26).
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Fig. 2. Axial T1-weighted and T2-weighted magnetic resonance images (A, B), axial and coronal Gd-enhanced T1-weighted
images of pelvis (C, D) show a 3 cm predominantly solid mass with central cystic areas in the left ovary.
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Fig. 3. Gross photography showing enlarged ovary including
a round, well defined, lobulate, bright yellowish solid
mass with central scar.

Fig. 4A. Sheets or clusters of tumor cells compose of a
round or polygonal cells (H-E stain, 100).

Fig. 4B. High power view of tumor cells consisting of large,

polygonal vacuolated cytoplasm (H-E stain, 400).
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