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[(1] LOD BitoA&GW - [NHEE)

Eioy: ik P
LH (mlU/mL) 11.1£57 9457 0.003
FSH (mlU/mL) 5618 5727 NS
LH/FSH ratio 2111 18+1.1 NS
Testosterone (ng/dL) 61+29 52+ 24 0.002
free-T (pg/mL) 14+08 1207 0.01
TG (mg/dL) 91=46 76+33 0.04
Cholesterol (mg/dL) 189+ 30 182+26 0.01
IRI (LU/mL) 93+88 89+69 NS
HOMA-R 21+18 2117 NS
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[%3] LOD oEMTFH A EHY L) WA MEiHR
HEDE

BAUE  CCH  CCEmsift

FSH (mlU/mL) 6218 4615 0003 =3) (=17 (=2
LH (mlU/mL) 12858 124453 NS. FSH (mlU/mL) 68+20 50+18 4807 0003
LH/FSH 20£10 25+16 NS. LH (miU/mL) 108460 9544 139%49 NS.
T 575+41.1 615:184  NS. T 620369 489+153 676+272 NS.
HOMA-R 20+21 2326 NS, HOMA-R 2518  26+34  23%21 NS
BMI 2244 245 0025 BMI 226+46 22657 257+52 NS.
TG 831442 1140465 0009 TG 1117275 802+294 533+131 NS.
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DABEETBHHFTH o 72(p=002, OR 18,
95%CI1.1~29). %7 FSH IZ & Y BTSN
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LOD D% EZFHTH2HETF L L TRINETOR
LH M (>10IU/mL) R B TId W & 2 E05F
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MBI, RO FSHEA B E W Z & 25L0D
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& B %%, LOD 2 & 1) FRIEH N R FERL M A a8

[%4] LOD OEHIF# (4 BHLLL) BIC ARk
EAEDE N

BARYEIP  CCHER CC#Ehitt
(n=31) (n=17) (n=2)

FSH (mlU/mL) 55%33 6429 5301 NS

P

LH (mlU/mL) 66+35 86+48 12642 NS
LH/FSH k& 15+08 17+12 2409 NS
T 524+287 445+162 565+219 NS
TG 812+369 63.7+281 NS.
HOMA-R 30x21 1611 NS.
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[#5] LOD EHIF# (5EH/10E#K) TOREIN
A=A BB D M

CCEZHEHY  CCHbitk

LOD 5% (h=15) (n=7) P
FSH (mlU/mL) 6.2+18 46=*15 0.04
LH (mlU/mL) 10.7+49 139+64 N.S.
T 62.9+238 68.2+19.7 N.S.
BMI 22+6 267 N.S.

. CCREHD Y CC &hitk
LOD 10 % m=7) (n="17) P
FSH (mlU/mL) 6908 5414 0.007
LH (mlU/mL) 10.0+35 139+6.3 NS
T 534+212 68.2+19.7 NS
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ZR-TREED B B M AT S 5.
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PCOS B&ETD LRC¢o LOD B4
—#RE 7 — 5 PCOS (N=30)
BRI Odds ratio 2.0 1 (CC #EHEAER)
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3O 0dds ratio 4.0 3 (10%)
. 0
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DM EREE 0Odds ratio 2.0 0
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FFENEROBRBEMNII L2000, 7
T 37 = VHEBIRESNIC B\ CFE NIRRT &
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Synopsis

Objective

A therapeutic algorithm for treating polycystic ovary syndrome (PCOS) based on new diagnostic
criteria established by the Japan Society of Obstetrics and Gynecology recommends gonadotropin
(Gn) therapy or laparoscopic ovarian drilling (LOD) for infertile patients with clomiphene-resistant
PCOS. However, it is impossible to eradicate the risk of multiple pregnancy or ovarian hyperstimula-
tion syndrome (OHSS) with Gn therapy, even with careful monitoring. Therefore, it is not an ideal
therapy. In contrast, while LOD produces a cumulative pregnancy rate no different from that of Gn
therapy, it comes with a significantly lower rate of multiple pregnancies and OHSS. Nevertheless, be-
cause the effect duration of LOD is uncertain, probably because of the lack of an accurate method for
predicting the effect of LOD, it is not unusual for us to vacillate over whether to select Gn therapy or
LOD. Therefore, this study aimed to examine factors that could predict the effect of LOD to assess its
potential for application in the treatment strategy of PCOS. Moreover, very few reports have been
published on the prognosis of LOD over several years; thus, we examined long-term prognosis over
>10 years.

Subjects and methods

Cases of clomiphene-resistant PCOS (n = 59) treated with LOD at our department were retrospec-
tively investigated. Preoperative and postoperative changes in the parameters measured were ex-
amined, as well as the factors that contributed to maintaining natural ovulation after surgery, using
logistic regression analysis. The parameters measured were serum levels of luteinizing hormone
(LH), follicle-stimulating hormone (FSH), prolactin, testosterone (T), free-T, and dehydroepiandroster-
one sulfate, as well as fasting blood glucose, insulin, cholesterol, neutral fat, low-density lipoprotein
cholesterol, and high-density lipoprotein cholesterol levels, and the homoeostasis model assessment
(HOMA) index as an indicator of insulin resistance.

Results

Significant changes before and after LOD were observed for LH (p =0.003), T (p = 0.002), free-T (p
=(.01), triglyceride (p =0.04), and cholesterol levels (p =0.01), all of which decreased after surgery. No
changes were observed in the FSH and insulin levels, or in the HOMA index. Natural ovulation was
observed post-LOD in 50 (85%) of the 59 cases, and all of the patients without natural ovulation be-
came clomiphene sensitive, resulting in a 100% LOD efficacy rate. The cumulative pregnancy rate
was approximately 40% at 1 year and approximately 80% at 2 years. No incidence of OHSS accompa-
nying treatment was observed, and 1 twin pregnancy occurred (monochorionic diamniotic twins).
The cumulative pregnancy rate for a second child was approximately 50%, with 7 cases of natural
pregnancy.

A comparison of the test values after at least 4 cycles post-LOD and the preoperative values in
each ovulation group (natural ovulation group, n = 31; clomiphene citrate [CC] ovulation group, n=17;
CC-resistant group, n = 2) showed significantly higher FSH values (6.8 £2.0 vs. 50 = 1.8mIU/mL, p=
0.003) in the group that maintained natural ovulation than in the group that transitioned to clo-
miphene ovulation. Preoperative LH values tended to be higher in the group that transitioned to clo-
miphene resistance than in the other 2 groups, but the differences were not significant. The logistic
regression analysis showed preoperative serum FSH level to be a significant predictive factor for the
effectiveness of LOD (p =0.02; OR, 1.8; confidence interval, 1.1—2.9).

Of the 22 cases in which 5-year postoperative follow-up was possible, approximately 70% remained
CC sensitive; after 10 years of follow-up, 7 (50%) of 14 patients were CC sensitive, demonstrating the
continuous effect of LOD. Of all the preoperative test values for the patients who experienced a long-
term continuous effect, only the FSH values were found to be significantly higher.
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Conclusion

FSH levels were significantly related to maintaining long-term natural ovulation after LOD, sug-
gesting that examining preoperative FSH values would be useful in predicting prognosis when decid-
ing whether LOD should be indicated. Moreover, the effect was maintained for >10 years in at least
50% of cases in which long-term follow-up was possible, and a relatively good cumulative pregnancy
rate for a second child was achieved. We believe that because of the multiple merits of LOD, includ-
ing that the efficacy of LOD is not just for a single cycle, that single pregnancies can be expected af-
ter LOD, and that treatment and observation can be performed laparoscopically, the therapy should
be strategically selected for the treatment of clomiphene-resistant PCOS in cases where its effective-
ness can be predicted.
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